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ACTION:

E. I. du Pont de Nemours and Company Agricultural Products has submitted a two
generation reproductive toxicity study in rats in support of re-registration
of oxamyl, a nematocide. The results of a review of this study are summarized
below.

SUMMARY :

Reproductive and Fertility Effects (§83-4). Oxamyl, Technical 97.1 % pure.
MRID NO. 416608-01.

In a two-generation reproduction study, Crl:CD®BR rats were fed oxamyl in the
diet at dosage levels of O, 25, 75, or 150 ppm (approximately 0, 1.7, 5.2, and
11.6 mg/kg/day for males and 0, 2.0, 6.6, and 15.8 mg/kg/day for females).
Parental toxicity was observed in both sexes and generations at 75 and 150 ppm
as signiffcantly decreased food consumption, body weight, and body weight gain
and at 150 ppm as significantly increased incidences of clinical signs
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(hyperactivity, skin sores, and alopecia)., Based on these resulcts, the NOEL
for parental toxicity was 25 ppm (approximately 1.7 and 2.0 mg/kg/day for
males and famales respectively); the LOEL was 75 ppm (approximately 5.2 and
6.6 mg/kg/day for males and females respectively).

Reproductive toxicity was observed at 75 and 150 ppm in both generations as
significantly decreased body weight during lactation in both generations. In
addition, ar 150 ppm, the number of live pups per litter during lactation and
the viability index were significantly decreased, Based on these results, the
NOEL for reproductive toxicity was 25 ppm (approximately 1.7 and 2.0 mg/kg/day
for males and females respectively); the LOEL was 75 ppm (approximately 5.2
and 6.6 mg/kg/day for males and females respectively).

A signed quality assurance statement was present,
Core Classification: Minimum

This study satisfies the guideline requirements (§83-4) for a Reproductive and
Fertility Effects Study.
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CONCLUSIONS: In a two-generation reproduction study, Crl:CDBR rats wers fed
oxamyl in the diet at dosage levels of 0, 25, 75, or 150 pom (approximately 0,
1.7, 5.2, and 11.6 mg/kg/day for males and 0, 2.0, 6.6, and 15.8 mg/kg/day for
females). Parental toxicity was observed in both sexes and gernerations at 75
and 150 ppm as significantly decreased food consumption, body weight, and body
weight gain and at 150 ppm as significantly increased incidences of clinical
sigrs (hyperreactivity, skin sores, and alopecia). Based on these results,
the NOEL for parental toxicity was 25 ppm (approximately 1.7 and 2.0 mg/kg/day
for males and females, respectively); the LOEL was 75 ppm (approximately 5.2
and 6.6 mg/kg/day for males and females, respectively).

Reproductive toxicity was observed at 75 and 150 ppm i1 both generations as
significantly decreased becuy weight during lactation in both generations. In
addition, at 150 ppm, the number of live pups per litter during lactation and
the viability index were significancly decreased. Based on these results, the
NOEL for reproductive toricity was 25 ppm (approximately 1.7 and 2.0 wg/kg/day
for males and females, respectively); the LOEL was 75 ppm (approximately 5.2
and 6.6 mg/kg/day for males and females, respectively).

CLASSIFICATION: Core Guideline Data. This study meets all requirements set
forth under Guideline 83-4 for a two-generation reproductive toxieity study in
rats.

A. MATERIALS
Test Compound Oxamyl

Source: E.I. du Pont de Nemours and Company,
Wilmington, DE

Purity: 97.1% (reported by supplier)
99.5% (mean analytical purity)

Description: White crystalline solid

Solubilicty: Soluble in water, methanol, athanol, acetone, and
toluene

Melting point: 100® - 102°C

Lot/notebook numbers: 7577-46, 6689-176-5, 5103-173

Contaminants: Not reported

Vehicle: None used; the test material was administered in the diet.

Test Animals

Species: Rat
Strain; Crl;:CD*BR
Source: Charles River Laboratories, Inc., Raleigh, NC
Age: Fq males--46 days upon arrival
F, females--43 days upon arrival
Weight: F, males--172-203 g upen arrival
Fy females--133-170 g upon arrival
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STUDY DESIGN

This study was designed to ussess ths potential of oxamyl to cause
reproductive toxicity when adminlstered countinuously in the dier for two
successive generations. A copy of the protocol is presented in Appendix
A,

The animals were housed individually in rooms at a temperature of 23°C &
2% and a relacive humidity of 50% % 108, The light/dark cycle was 12
hours

Maring: After 15 days of acclimatization followed by 74 days of oxamyl
dietary treatment, the F, females were mated with males from the same
group in a ratio of 1:1 until evidence of mating was nbtained
(intravaginal or extruded copulation plug) or for a maximum of 3 weeks.
The day on which mating was confirmed was designated day 0 of gestation.
The F, animals were mated in a similar fashion following 105 days
(postweaning) on the test diet. Sibling matings were avoided,

Group Arrangement: F, and F, parental animals were divided into four
groups (using computerized stratified randomization based on body weight)
as follows:

Dietary Number Assigned per Group
Level Fa F.

Test Group {(ppm) Males Females Males Females

Control 0 30 30 30 30
Low dose 25 30 30 30 30
Mid dose 75 30 30 30 30
High dose 150 30 30 30 30

Dosage Administered: The test material was administered continuously in
the diet (irradiated Purina Certified Rodent Chow #5002) for two
consecutive generations. The test diets were prepared weekly by adding
oxamyl to the diets and then mixing for three minutes in a high-speed
mixer. The diets were refrigerated until used. The purity of the test
material was analyzed before and after the study. Homogeneity, stability
(after 7 and 14 days at 23°C * 2°), and ccncentration analyses of the test
material in the diet were conducted on samples from each dosage level from
the first batches. Additional concentration analyses wers conducted on

samples from feed jars in the F; generation once and in the F; generation
twice.

Dogage Racjonale: The dosage levels were selected based upon results from
a 90-day feeding one-generation reproduction study (HLR 307-69) and a
three-generation reproduction study (HLR 313-71 and 37-72) both conducted
at dosage levels of 0, 50, 100, or 150 ppm. In these studies, parental
toxicity was manifesred as reduced body weight gain at 100 and 150 ppm;
reproductive toxicity was manifested as reduced litter sizes at 100 and
150 ppm and decreased pup body weight at all dosage levels.

3
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Obgervations: Cage-site observations for mortality, moribundity, and
overt signs of toxicity were conducted at least once a day. A mors
detailed clinical examination was performed weekly. Body weight of males
and females was recorded weekly during the premating period and body
weight of females was recorded on gestation days (GD) 0, 7, 14, and 21 and
lactation days 0, 7, 14, and 21. Terminal body weight was recorded for
all animals. Food consumption was recorded weekly during the premating
period for all animals and on CD 0, 7, and 14 for females.

The following data were recorded for each litter.
- Number of dead pups on lactational day 0

Number of live pups, sex, and pup weight (collectively by sex) on
lactational days 0, 4, 7, and 14

Number of live pups, sex, and individual pup weight on lactational
day 21

Individual abnormal behavior and appearance on lactational days 0, 4,
7, 14, ard 21

On lactational day 4, pups were culled to 4/sex/litter; culled pups were
sacrificed and discarded. Pups found dead or moribund were necropsied.
Pupe were weaned on day 21, and 30 male and 30 female F, pups were
randomly selected as F; parental animals. Of the remaining F; pups,

20 pups/sax/group were given a gross pathological examinaction; the rest
were sacrificed and discarded. Twenty F, pups/sex/group were also

sclected for a full pest mortem examination. All gross lesions were
preserved.

Following selection of tha F, parental animals, the F, males and females
(after 125-128 and 118-136 days, respactively, on the test diet) were
sacrificed by chloroform anesthesia and exsanguination and subjected to a
gross pathological examination. Evaluation of F, parental animals (males
after 168-188 days; females after 150-189 days) and animals sacrificed
prior to schedule or found dead was similar to that of F; parental
animals. The following tissues (when present) were preserved in fixative:

Pituitary Gross lesions

Seminal vesicles Testes (organ welght alsoc recorded)
Prostate Epididymides

Uterus Vagina

Ovaries Coagulating gland

All gross lesions and the above tissues from the control and high-dosage
groups were histologically evaluated.

Statistical Apalysis: The following analyses were conducted,

- Pareutal body weight and weight gain, food consumption and efficiency,
and gestation length--ANCVA and Dunnett’s test

T
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Organ weight--Bartlett's test for varlance homogeneity and, if
significant, nonparametric procedures

Clinical observations, gross and microscopic lesions, indices of
mating, ferrility, and gestation, and litter survival--Figher's Exact
test with a Bonferroni correction factor

Pup numbers, survival, weights, viability index, and lactation index--
Mann-Whitney U test

Except for Bartlett's test, all significance was judged at alpha=0.05
Compliance:

A signed Statement of No Data Confidentiality Claim, dated October 19,
1990, was provided

A signed Statement of Compliance with EPA GLPs, dated October 10
and 19, 1990, was provided

A signed Quality Assurance 5tatement, dated October 10, 1990, was
provided

A signed Flagging Statement, dated October 10 and 19, 1990, was
provided

RESULTS

1. Test Material Analysis

The purity of the test material was 100% and 99% as determined by HPLC
analysis before the start of rhe study and after study completion,
respectively. Concentrations of the test material in the diets ranged
from 83% to 106% of the nominal values. Homogeneity analyses revealed
concentrations ranging from 85% to 107% of nominal values. Analyses
for stability of the test material in the diet after 14 days, either
at room temperature or in the refrigerator, revealed concentrations
ranging from 88% to 113% of nominal values, Test material was not
detected in che control diet.

Parenval Toxiclty

Mortality: No compound-related mortality was observed. In the F,
generation, one female at 150 ppm was found dead on study day 115;
necropsy revealed enlarged pale kidneys. In the F, generation, one
male at 150 ppm was found dead on day 6; cause of death could not be
determined. Two additional males at 150 ppm were found dead on

days 35 and 168; necropsies revealed atrophy of the liver and thymus
in one animsl and atrophy of the spleen in the other animal. These
deaths were considered unrelated to the test compound since there was
no discernable pattern regarding time of death and sex.
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Clinical Obseyvations: A summary of selacted clinical signs during
premating is pressnted in Table 1. Compound-related clinical signs
(skin sores, hyperrsactivity, and alopecia) were observed at 150 ppm.
At this dosage level, the incidence of skin sores was increased in Fy
males (significantly) and in F; males and females (nonsignificantly).
In addition, the incidence of hyperreactivity was increased in F,
males (significantly) and females (nonsignificanrly). Although
frequently occurring in both sexes and generations at all dosage
levels, the incidence of alopecia was increased in F, females
(nonsignificantly) and in F, males (nonsignificantly) at 150 ppm and
in F, females (significantly) at both 75 and 150 ppm. Likewise, for
females during gestation and lactation, alopecia was increased at 150
ppm (significantly during gestation for F, females). The
significantly increased incidence of crocked teath, observed in Fy
males at 150 ppm, was not considered to be reslated to treatment.

Body Weight: Summaries of body weight from selected time intervals
are presented in Tables 2, 3, and 4. Compound-related effects were
consistently observed at 75 and 150 ppm in both sexes and
generations. Detailed results are presented in the text; complete
summary tables of body weight and weight gain have been copied from
the CBI and may be found in Appendix B.

In the F, generation (Table 2), body weight for males and females was
significantly decreased at 75 ppm (5%-9%) and 150 ppm (10%-18% for
males and 10%8-12% for females) during the entire premating phase (70
days on test material diet). Body weight gain during premating in
males was significantly decreased at 75 ppm on days 0-21, 28-35,
49-56, and 0-70 and at 150 ppm on days 0-21, 28-42, 49-63, 0-70, and
70-119 (CBI p. 67). In females, body weight gain during premating
was significantly decreased at 75 ppm on days 0-7 and 0-70 and at 150
ppm on days 0-7, 35-49, and 0-70 (CBI p. 69). For pregnant females,
body weight was significantly decreased at 75 and 150 ppm during the
entire gestation (Table 3) and lactation (Table 4) periods. Body
weight gain was significantly decreased at 150 ppm on days 14-21 and
0-21 during gestation (CBI p. 74) and significantly increased at 75
and 150 ppm on days on days 14-21 and 0-21 during lactation (CBI p.
76).

In the F, generation (Table 2), body weight for males and females was
significantly decreased at 75 ppm (7%-20%) and 150 ppm (178-37%)
during the entire premating phase (105 days postweaning). An
incidental, but significant, decrease was noted at 25 ppm in females
on day 7. Body weight gain during premacing (data not shown) in
males was signivicantly decreased at 75 ppm on days 0-35, 42-49,
63-70, and 0-105 and at 150 ppm on days 0-49, 56-70, 77-84, and 0-182
(CBI p. 68). In females, body weight gain during premating was
significantly decreased at 75 ppm on days 0-14 and 0-105 and at 150
ppm on days 0-14, 28-35, 77-84, and 0-105 (CBI p. 72). For pregnant
females, body weight was significantly decreased at 75 and 130 ppm
during the entire gestation (Table 3) and lactation (Table 4)
periods, Body weight gain was significancly decreased at 150 ppm on
days 0-7, 14-21, and 0-21 during gestation (CBI p. 74) and
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TABLE 1. Selected Clinical Signs During the Premacing Period for Rats Fed
Oxamyl for Two Successive Cenerations®?®

Distary Level SP)
observation

s A

Alopecia

Colored discharge, syi(s)
Colored discharge, nose
Hyperresctive

skin sore®

£agenscacion - femples

Alopacia

Cclored discharge, sys(s)
Hyperresctive

Skin sore

Stained fur

4

rgtion -

Alopscia

Colored dischargs, eye(s)
Colorsd discharge, nose
Hyperreactive'

tkin sore

£

=l
Alopacis
Colored discharge, aye(s)

Hyperreactive
Skin sore

ration - §

‘Data were sxtracted from study no, HLR 423-90, Tables 29-32

*Includes incidences that occurred in two or more snimals in sny group
“signiticant trend

‘Significantly different from control (p=0.05)
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TABLE 2. Mean Body Weight (g + S.D.) During the Premating Period in Rats Fad
Oxamyl for Two Succassive Gensrations®

$tody Days B_JLIHM.UP’

L. males

0 320+ 20
1% 410 & 28
28 472 & 46
42 532 & A4S

£
L1 574 & S0
]

606 ¢ 53

‘Data were extracted from study no. HLR 423-90, Tables 2, 3, 6,

‘signiticantly differsnt from controls tps0.05)
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TABLE 3. Mean Body Weight (g £ $.D.) During Cestation in Rats Fed Oxanyl for Two

Succescive Generations®

Cestational Day:

!!....Ellilnx.kllll.J,!ID

E.qeneretion - F,_Litters
0
7
14

335+ 23
368 25
I N
483 ¢ 30

N8 29
1 28
383 2 28
469 ¢ 35

326+ N
3463 ¢ 38
LUF R L
484 £ 45

298 1 W
322 %'
353 ¢ 22'
ANy

291 ¢ 28
319 s 27
47 & 30
426 ;3

280+
306 ¢ 21
331 2 26
308 2 37

‘Data were extracted from study no. HLR 423-90, Table 10

‘Significantly differsnt from controls (ps0.05)
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TABLE 4. Mean Body Weight (g * S.D.) During Lactation in Rats Fad Oxamyl for Two

Succesgiva Generations®

Lactational Day:

p—biasacy Level (g

Eogenerasion - F, Litters
D 358 + 32
7 366 ¢ 3N
1% I
353 ¢ 37

3T 9
N33
35 s 28
370 + 30

351+ 30
356 ¢ 22
372 ¢ 23
357 + 34

72+ 39
Sfo T b
73 : 40
571 28

331 ¢ 3%
337 s 20
341 8 33
342 2 25

304 £ 16
314 2 17
328 2 16
328 & 20

296 & 26’
307 ¢ 28
312 2 2%
N6 2 22

‘Data were extracted from study no. HLR 423-90, Table 12

‘Signiticantly different from controls (pe0.05)
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significantly increased at 73 and 150 ppm on days 0-21 during
lactation (CBI p. 76}.

Food Consumption: Summaries of food consumption (g/animal/day) from
sclected time intervals are presented in Tables 5 and 6. Compound-
related effects were observed at 75 and 150 ppm in both sexes and
generations. Detalled results are presented in the text.

In the F, generation, daily food consumption (g/animal) among males
significantly decreased during the entire premating phase (Table 5) at
75 and 150 ppm. For females during premating, food consumption
decreased significantly at 75 ppm on days 0-7 and at 150 ppm on

days 0-7, 21-35, 42-63, and 0-70.

Food efficiency (g weight gain/g food consumed) significantly
decreased for males at 75 ppm on premating days 14-21, 49-56, and 0-70
and at 150 ppm on premating days 0-21, 35-42, 49-63, and 0-70 (CBEl p.
79). For females, food efficlency decreased significantly at 75 ppm
on premating days 0-7 and 0-70 and at 150 ppm on premating days 0-7,
35-42, and 0-70 (CBI p. 83). During gestation, food efficiency
decreased significantly on days 7-14 and 0-14 (CBI p. 86).

In F, generation males, daily food consumption (g/animal) decreased
significantly during the entire premating phase (Table 3) at 75 and
150 ppm. For F, females during premating, food consumption decreased
significantly at 75 ppm on days 0-7 and at 150 ppm during the entire
premating peried,

Food efficliency (g weight gain/g food consumed) decreased
significantly for males at 75 ppm on premating days 0-14 and at 150
ppm on premating days 0-35, 63-70, 77-84, and 0-105 (CBI p. 80). For
females, food efficiency decreased significantly at 75 ppm on
premating days 0-105 and at 150 ppm on premating days 0-7, 28-35,
6§3.70, 77-84, and 0-105 (CBI p. 84). During gestation, food
efficiency decreased significantly on days 0-7 and 0-14 (CBI p. 86).

Coppound Intake: In the F, generation, mean daily compound intake
during premating was O, 1.43, 4,22, and 8.74 mg/kg/day for males and
0, 1.74, 5.69, and 12.8 mg/kg/day for females at 0, 25, 75, and 150
ppm, respactively. During gestation for females it was 0, 1.74, 5.4%,
and 12.2 mg/kg/day for the respective dosage groups.

In F, generation, daily compound intake during premating was 0, 1.97,
6.17, and 14.5 mg/kg/day for males and 0, 2.28, 7.48, and 18.8
mg/kg/day for females at O, 25, 75, and 150 ppm, respactively. During
gestation for females it was 0, 1.77, 5.43, and 14.4 mg/kg/day for the
raspactive dosage groups.

: A summary of seslected organ weights
is presented in Table 7. No significant compound-related macroscopic
or microscopic findings (ineluding effects on organ weights) were
obsarved for any sax or generation.
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Reproductive Toxicity
%+ $.D.) During the Premating Period in Rats
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Mean Food Consumption (g/day

TABLE 5.

Study Days

"Vata were extracted from study no. WLR 423-90, Tables 14, 15, 18, and 19

‘significantly different from controls (p=0.03)
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TABLE 6. Mean Food Consumption (g/day * $.D.) During Gestation in Rats Fed Oxamyl
for Two Successive Generations®

NPT e ¥ g =

]

o AT

e

"

Gestational Days ] F1] g

]

L. gsparation - F, Lifters
¢ 26,52 2.9 26,9 ¢ 2.2 23.3 2 3.7 26.8 & 4.0

26.0 £ 4.7 6.1+ 2.8 25.2 £ 4.9 2r.1 ¢ 6.4
5.2 £ 3.4 25.5 2 2.2 24,2+ 3.8 25.6 & 4.7

25.1: 31 26.0 £ 3.2 25.5 ¢ 3.5 30.6 £ 4.4
26.8 & 2.4 7.k ¢ 2.9 2.6 2 2.1 ar.2 ¢ 6.2
5.9 ¢ 2.6, 26.7 2 2.9 24.0 £ 2.4 28.9 2 5.6

‘Data were extracted from study no. HLR 423-90, Table 22
‘Significently different from controls (p=0.0%)
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TABLE 7. Mean Testes Weight (+ S.D.) for Parental Rats Fed Oxamyl for Two
Successive Generations® -

B_D.LISII:LLM%(.HJ oo

La_generstion
Absolute (9) 3.91 ¢ 0.24 3.93 £ 0.3 1M 002 3.81 & 0.40
Relative (to BW, X) 0.58 £ 0.0% 0.58 £ 0.07 0.62 £ 0.06’ 0.69 ¢ 0.07"
£, gearstion

Absclute (g) 6.05 ¢ 0,47 3.90 ¢ 0.45 3.98 £ 0.3 3.69 & 0.46
Relative (to 8™, %)° 0.8 £ 0.09 0.56 & 0.07 0.565 ¢ 0.09 0.77 ¢ 013

"Data were extracted from study no. HLR 423-90, Tebles &4 and &6
‘$ignificantly different from control (pe0.05)
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In the F, generation, spontaneous gross pathologic observations
eccurring in mors than one animal at any dosage level included teeth
deformity in three males and four females and epididymal nodules in
three males (CBI p. 113-115). Relative (to body weight) testicular
weight (Table 7) was significantly Increased at 75 and 150 ppm; an
effect caused by the decreased body weight at these dosages.
Microscopic observations (CBI p. 119-122) occurred only as single
events or at rates similar to the contral group and were not
considered to be ccmpound related.

In the F; generation, a significant increase in the incidence of
nodules in the tail was observed at 150 ppm in males (CBI p. 116-118).
These nodules were associated with the animals’ identification tattoos
and were not considered to be a result of the test compound.
Additional gross findings, considered to be spontaneous and occurring
in more than one animal at any dosage level, included stained skin,
alopecia, periocular chromodacryorrhea, teeth deformity, and renal
pelvis dilatation. Relative (to body weight) testicular weight was
significantly increased at 75 and 150 ppm; an effect caused by the
decreased body weight a“ these dosages. Microscopic observations (CBI
p. 123-126) occurred only as single events or at rates similar to the
control group and were not considered to be compound related.

Reproductive Toxicity

The effects of dietary administration of the test material on
reproductive parameters are summarized in Tables 8 and 9. Fartility,
mating, and gestation indices and gestation length wera not affected
by treatment in any generation at any dosage lavel, Hkowever,
compound-related decreasad pup survival and decreased pup bady weight
were observed in both generations at 75 and 150 ppm. Detalled results
are presented in the text.

In the F; offspring (Table 8), the number of live pups/litter was
significantly decreased at 150 ppm on lactation days 0 and 4
preculling. As a consequence, the viability index was significantly
decreased at 150 ppm. Pup body weight was significantly decreased at
75 and 150 ppm during the antire lactation period. No significant
effects were noted in pups regarding clinical obscrvations and gross
pathologic findings (CBI p. 129-131),

In the F, offspring (Table 9), the number of live pups/litter was
significantly decreased at 150 ppm frem lactation day 4 preculling
through lactation day 21. As a consequenca, the viability index was
significantly decreased.at 150 ppm. Pup body weight was significantly
dacresasad at 75 and 130 ppm during the entire lactation period.
Clinical observations of 'small body waight’ and ‘no milk spot’ in
pups of oxamyl treated groups wers consistent with reduced body
weights, No effects were noted in pups regarding gross pathologl
findings (CBI p. 132-135). -
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TABLE 8. Summary of Effects of Dietary Administration of Oxamyl on F,
Reproductive Parameters, Offspring Survival, and Pup Body Weight®

Parsmster !! " L1

No. matings (F, parents)
No. pregnancies

Fertility index (%)'
Mating index (X)*
Gestation Index (X)*
Gestation Lenpth (days)

Total no. dead pups, day 0

Total no. (ive pups®
Day 0

Day 4 precull

Day & posteull
Day 21

Mean no, Live pups/Litter
Pay 0

Day & precull

Day 21

Live birth index (%)
visbility index (%)*
Lactation index (X)"

Pup body weight (9)
Day 0

& precull
1%
21

Sex ratio (X male)

Date wers sxtracted from study no. HLR 423-90, Tebles 37, 38, end 40 wnd Appendix R

‘Fertility indax was caleulated sa:
No. of pairs copulating % 190

‘Mating index was calculated as:
No. of pairs cohoused * 190

‘Gestation index wes calculated ss:
No, of Litters

‘Calculated by the reviewers

‘Live birth Index wee caleviated as:
Wo. of pups born  * 10

Wisbility index wes caleulated as: _iie, of Gl alive on day 4 presull
ke. of pups born alive x 100

T b B S I O T TR T TR T T T e T e
LS I W 8

W
Lactation index wae calculated os: X 100

ey

—t, of mxe alive on oy 21
No. of pups alive on dey & peeteul l
‘eignificantly different from controls (ped.03)




" Guideline Series 83-4: Reproductive Toxicicy

09390

TALLE 9. Summary of Effects of Dietary Administration of Oxamyl on F,
Reproductive Parameters, Offspring Survival, and Pup Body Weight®

8

Paramatar

No. matings (F, parents)
No. pregoand:ies

Fertility index (X)*
mating index (%)*
Gestation incex (X)'
Gestation Length (days)

Total no, desd pups, day 0

NEST ¥

-

Totai no. Live pups’
bay 0

Day & precull

Day & posteull
Day 2!

Masn no. Live pups/Litter
bay 0O

Day & precull

Day 21

Live birth index (X)'
Viability index (%)°
Lactation index (X)"

Pup body weipght (g)
Oay 0

& precull
14
21

$ex ratio (X mala) &9

‘Dats were extracted from study no. HLR 423-90, Tebles 37, 39, erxd 41 and Apperndix R

‘Fertility inden was catculated ss:

No. of paira copulating * 100

Nating fndex wes celeulated se: 00
No. of pairs cohoused * 1

‘Gestation index wes caleculated os:
Wo. of Litters

‘Calculated by the reviewers

"Live birth index wes calculated se:
We. of pps bern  * 190

Wisbility index wes calculated as:

SV R Al AL

#s. of pups born alive x 100

R

Mactation index wes catculnted ne: __ Ba, of mums slive sn v 21 x 100
Ne. of pups alive on doy & peateul l

‘Signiticantly differsnt frem contrals (pol.08)
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REVIEWERS ' DISCUSSION/CONCLUSIONS
1. Test Material Anaslyses

Purity of the test compound was confirmed. Homogeneity and
stability of tha test compound in the diet were conflrmed.
Concentrations of the test compound in the diet were within #13% of
nominal concentrations.

Paxental Toxicity

Compound-related parental toxicity was observed at 75 and 150 ppm.
Significant decreases were present in food consumption and body
weight throughout the study for both sexes and generations at 75 and
150 ppm. Frequently, body weight gain was significantly decreased
at these dosage levels as well. In addition, at 150 ppm incidences
of selected clinical observations (skin sores, alopecia, and
hyperreactivity) were significantly increased.

Based on these resulcs, the systemic (parental) toxicity NOEL was 25
pym (approximately 1.7 and 2.0 mg/kg/day for males and females,
respectively); the LOEL was 75 ppm {approximately 5.2 and 6.6
mg/kg/day for males and females, respectively).

Reprodquctive Toxficity

Fertility, mating, and gestation indices and gestation length wers
not affected by oxamyl. However, in both generations, pup body
weights wers significantly decreased at 75 and 150 ppn during the
entire .iactation period. In addicion, the number of surviving pups
during lactation was significantly decreased at 150 ppm in both
generations which, as a result, significantly affected the viability
index.

Based on these results, the NOEL for reproductive toxicity was 25
ppm (approximataly 1.7 and 2.0 mg/kg/day for males and females,
respectively); the LOEL was 75 ppm (approximately 5.2 and 6.6
mg/kg/day for males and females, respsctively).

Study and Repoxsing Deficisncies

No deficiencies wers noted in the design/report of this study or in

the submission of individual animal data for data verification.
CLASSIFICATION

Core Guideline Data. This study satisfies guideline requirements (83-4)
for a multi-generation reproduction study in rats.

Parental Toxicity NOEL = 25 ppm (approximately 1.7 mg/kg/day for males;
2.0 ng/kg/day for femalas)
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Parental Toxicity LOEL = 75 ppu (approximatsly 5.2 mg/kg/day for males
and 6.6 mg/kg/day for females; decreased body weight and food
consumption, increased clinical signs)

Reproductive Toxicity NOEL = 25 ppm (approximately 1.7 mg/kg/day for
males; 2.0 mg/kg/day for females)

Reproductive Toxicity LOEL = 75 ppm (spproximately 5.2 mg/kg/day for
males and 6.6 mg/kg/day for females; dscressed number of live
pups/litter, decreased pup body weight)

RISK ASSESSMENT
Not applicable
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