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EXECUTIVE SUMMARY:

In a developmental neurotoxicity study (MRID 46801917), AE 0317309 (95.7% w/w a.i., batch
Op. 1-4) was administered from gestation day 6 through postnatal day 21 to 30 female Wistar
rats per dose in the diet at nominal concentrations of 0, 45, 450, or 4500 ppm during gestation
and 0/0/0, 24/20/16, 237/196/161, or 2368/1957/1607 ppm during weeks 1/2/3 of lactation.
These concentrations provided an average daily intake of 0, 3.8, 37, or 354 mg/kg bw/day over
gestation and lactation. Offspring were not dosed directly in this study. Dams were observed for
clinical signs at least once daily. FOB (functional observational battery) tests were conducted on
GDs 13 and 20 and LDs 11 and 21. Body weight and food consumption were measured on GDs
6, 13, and 20 and on LDs 0, 7, 14, and 21. On LD 4 litters were culled to eight pups, with four
male and four female pups wherever possible. Dams were sacrificed on LD 21 following
weaning of their litters, and a gross necropsy examination was conducted. Offspring were
allocated for FOB and assessment of motor activity, auditory startle reflex habituation, learning
and memory (passive avoidance and watermaze testing), and neuropathology (including brain
weights). Offspring were monitored daily throughout lactation for clinical signs or morbidity
and were weighed individually on LDs 0, 4, 11, 17, and 21 and weekly thereafter. The age of
sexual maturation (vaginal opening in females and preputial separation in males) was also
recorded.

There were no treatment-related effects on mortality, clinical signs during gestation, or body
weight in dams. During lactation, ocular opacities were observed in up to 5/21 dams from LD 9
at 37 mk/kg/day and in up to 14/20 females from LD 10 at 354 mg/kg/day. During the FOB,
ocular opacities were observed on LD 11 in 3/10 dams at 37 mk/kg/day and in 7/10 dams at 354
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mg/kg/day; and on LD 21 in 2/10 and 7/10 dams at 37 and 354 mg/kg/day, respectively. Food
consumption was reduced in dams during weeks 1-2 of lactation at 37 (12-19%) and 354 (9-
20%) mg/kg/day, however without a corresponding effect on body weight. The fertility index
was decreased (NSS) at 37 mg/kg/day (3%) and 354 mg/kg/day (13.3%); however, this
observation was not considered treatment-related, since dosing began on GD 6. All other
reproductive parameters were unaffected by treatment.

The maternal LOAEL is 37 mg/kg/day, based on ocular opacities during lactation. The
maternal NOAEL is 3.8 mg/kg/day.

There were no treatment-related effects on litter size, viability/mortality, or other litter
parameters in offspring. Clinical signs and body weight were unaffected during lactation.
During post-weaning, ocular opacities were observed in 6/58 males at 354 mg/kg/day on or after
PND 29, as well as in 2/63 females at 37 mg/kg/day and 1/60 females at 354 mg/kg/day on or
after PND 30. Body weight was decreased in males and females by 6-9% and 4-8% each at 37
mg/kg/day and by 8-13% and 8-11% each at 354 mg/kg/day. Preputial separation was delayed at
37 mg/kg/day (46.0 days) and 354 mg/kg/day (46.7 days, P< 0.01), compared to controls (44.1
days). Vaginal patency was unaffected by treatment. During the FOB, ocular opacity was
observed in 1/15 females at both 37 mg/kg/day and 354 mg/kg/day. These changes were first
noted on postnatal days 45 and 35, respectively, and persisted in both cases through postnatal
day 60.

No treatment-related effects were observed on motor activity or auditory startle response. For
PND 22 animals tested for passive avoidance, an increase (P<0.05) in the number of trials to
criterion, as well as dose-dependent decreases in trials 1 and 2 latencies, were observed at >37
mg/kg/day during the learning session. During the retention session, an increase (P<0.05) in the
number of trials to criterion and reduced latency at trial 1 were observed at 354 mg/kg/day.
There were no treatment-related effects on acquisition and retention in either adult males or
females during the water maze testing. An increase in the mean time required to complete trial 1
was observed in the retention phase in males at 37 mg/kg/day; however, the result was not
considered treatment-related in the absence of dose response and treatment-related effects on the
number of trials to reach criterion.

During ophthalmoscopic examinations, retinal degeneration was observed in 4/10 males at 354
mg/kg/day. Retinal degeneration was also observed in 0/13, 1/13, 3/11, and 4/10 females at 0,
3.8, 37, and 354 (P<0.05) mg/kg/day, respectively. The increase in one female animal at the low
dose was not considered treatment-related based on the low incidence and lack of statistical
significance in the current study and since retinal degeneration was not observed at a similar
dose in F1 or F2 offspring in the 2-generation reproduction study. Absolute fixed brain weight
on PND 21 was statistically significantly decreased for males (8%) at 354 mg/kg/day and for
females at 37 mg/kg/day (6%) and 354 mg/kg/day (11%). Absolute fixed brain weight on PND
75 was also decreased for females at 354 mg/kg/day (5%). At necropsy, an increased incidence
of opacity was observed in the eyes of 3/10 PND 75 males at 354 mg/kg/day. During
macroscopic morphometry at PND 21, cerebellum length was decreased (P<0.05) in perfused
males (6%) and females (7%) at 354 mg/kg/day. Cerebrum length was also decreased (P<0.05)
in females at 37 (4%) and 354 (5%) mg/kg/day. At PND 75, cerebellum length was decreased in
males (5%, P<0.05) and females (4%, NSS) at 354 mg/kg/day. During microscopic
morphometry on PND 21, cerebellum height was decreased (P<0.05) in males at 37 mg/kg/day
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(7%) and 354 mg/kg/day (8%) and in females at 354 mg/kg/day (10%). The hippocampal gyrus
was decreased (P<0.05) by 11% and 9% in males and females, respectively, at 354 mg/kg/day on
PND 21. On PND 75, cerebellum height was changed at the mid and high doses in males (114%
and |6%, respectively) and females (113% and |6%); however, in the absence of a consistent
change across dose, the findings were not considered toxicologically significant.

The offspring LOAEL is 37 mg/kg/day, based on ocular opacity (post-weaning), decreased
body weight, delayed preputial separation (males), increase in the number of trials to
criterion and decreases in trial latencies (passive avoidance; PND 22 males), retinal
degeneration at ophthalmoscopy (females), decreased brain weight (PND 21 females),
decreased cerebrum length (PND 21 females), and decreased cerebellum height (PND 21
males). The offspring NOAEL was 3.8 mg/kg/day.

This study is classified Acceptable/Non-guideline and may be used for regulatory purposes. It
does not, however, satisfy the guideline requirement for a developmental neurotoxicity study in
rats [OPPTS 870.6300, §83-6; OECD 426 (draft)] due to the pending review of the positive
control data. The following deficiencies were noted in the report: 1) litter data were reported for
only 20-23 dams/group. An explanation as to why litter data were not reported for the remaining
6-8 dams/group (after accounting for non-pregnant animals) that underwent “elective sacrifice”
is requested; 2) SE (rather than SD) was used as the measure of variability around sample means.

COMPLIANCE: Signed and dated GLP, Quality Assurance, and Data Confidentiality
statements were provided.

~ This Executive Summary was prepared for United States Environmental Protection
Agency, Office of Pesticides Programs, Health Effects Division use.

The following text was generated by the Australian Pesticides and Veterinary Medicines
Authority. However, this document has undergone critical scientific analysis and been
modified as appropriate.
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OPPTS 870.6300/ OECD 426
Report: KIIA 5.7.5/01, Gilmore, R. G.; Sheets, L. P.; Hoss, H. E.; 2006
Title: A developmental neurotoxicity screening study with technical grade AE0317309 in
Wistar rats »
Laboratory Bayer CropScience LP Toxicology, 17745 South Metcalf Ave, Stilwell, KS 66085-
9104, USA
Study duration 7 December 2004 — 18 March 2005
Report No.: 201439
Document No.: M-266434-01-1
Guidelines: U.S. EPA, OPPTS 870.6300
Health Canada PMRA DACO No. 4.5.14
GLP/QA Yes
Materials and Methods

AE 0317309 (batch Op. 1-4, purity 95.7%) was incorporated into rodent diet by
suspending the test substance in acetone and mixing the suspension into the meal-
form chow. Diet was prepared at concentrations of 0, 45, 450, and 4500 ppm (during
gestation) and administered to groups of 30 sperm-positive female Wistar rats on
gestation day 6 through lactation day 21; dietary concentrations were adjusted during
lactation to provide for a constant dosage throughout the treatment period. These
concentrations provided an average daily intake of 0, 3.8, 37, and 354 mg/kg bw/day.
The homogeneity, stability and concentration of the test substance in the feed were
confirmed. The rats were at least 12 weeks of age at the beginning of co-housing with
untreated males, and weighed 172.2-198.5 g. During gestation and lactation, the rats
were housed individually with corn-cob bedding in plastic cages. Food and water
were provided ad libitum except during neurobehavioral testing. Dams were observed
for clinical signs at least once daily. FOB (functional observational battery) tests
were conducted during gestation (GD 13, 20) and lactation (LD 11, 21). Body weight
and food consumption were measured on a weekly basis, on gestation days 6, 13, and
20, and lactation days 0, 7, 14, and 21. Maternal body weight was also measured on
lactation day 4 and litters were culled on this day to eight pups, with four male and
four female pups wherever possible. Dams were sacrificed on lactation day 21
following weaning of their litters, and a gross necropsy examination was conducted.

As soon as possible after pup birth, anogenital distance was measured and pups were
tattooed. Surviving pups were counted, sexed, and weighed individually on lactation
days 0, 4, 11, 17, and 21. Offspring were monitored daily throughout lactation for
clinical signs or morbidity. After weaning on day 21, the pups were monitored twice
daily for morbidity and mortality, and were weighed on a weekly basis as well as on
the day that vaginal patency or balanopreputial separation were achieved. Food
consumption was not measured. Pups were examined daily starting from postnatal
day 29 (females) or postnatal day 38 (males) for developmental landmarks, and pupil
constriction was tested in all pups on postnatal day 21. The following table
summarizes examinations that were conducted on offspring from postnatal day 4
onwards. All tests used at least 10 offspring per sex per dose, and with the exception
of learning and memory, no animal was tested more than once in the same test.
However, different tests of learning and memory were conducted in weanling and
adult animals.

%<2
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Timing of neurobehavioral examinations in offspring of females administered AE 0317309
by dietary incorporation during gestation and lactation.

Parameter Postnatal day

4 |11 [13]17]21]22]29[357]45"[607]67[75*
Detailed clinical observations / FOB 1 X | X X XXX
Motor activity X1 X1 X X
Auditory startle habituation X X
Learning and memory X1 X X1 X
Brain weight X X
Neuropathology X X

T Date given is + 2 days.; $Date given is + 5 days.

Ten to thirteen male and 10-13 female offspring per dose group were selected for
ophthalmoscopic examination at approximately 50-60 days of age. On postnatal day
21, 10 male and 10 female offspring were sacrificed and the brains were collected
whole for micropathological examination and morphometric analysis and weighed.
The animals were anesthetized and perfused via the left ventricle with sodium nitrite
in phosphate buffer followed by in situ fixation with universal fixative in phosphate
buffer. On postnatal day 75, a further 10 male and 10 female offspring were
sacrificed and perfused, and brain, spinal cord, both eyes with optic nerves, bilateral
sciatic, tibial, and sural nerves, gasserian ganglion, gastrocnemius muscle, and both
forelimbs were collected and fixed. Brains were weighed. On both occasions, prior
to sectioning, the anterior-posterior length of the cerebrum and of the cerebellum were
measured with Vernier calipers. Other measurements, made after histologic
sectioning, were the thickness of the frontal cortex, parietal cortex, and hippocampal
gyrus, horizontal width of the caudate putamen, and height of the cerebellum. The
offspring not selected for neuropathological examination were sacrificed without
examination.

Findings for parental animals

Relevant tables from the study report are attached as an appendix at the end of this
review.

Mortalities: There were no mortalities in parental females during either gestation or
lactation.

Clinical signs: There were no treatment-related clinical signs observed during
gestation. During lactation, ocular opacities were observed in up to 5/21 females
from LD 9 at 450 ppm and in up to 14/20 females from LD 10 at 4500 ppm. No
staining of the fur was observed (other than red nasal staining in one animal in the
high dose group during gestation).

FOB: Ocular opacities, evaluated as related to treatment, were observed during the
FOB in 3/10 females at 450 ppm and 7/10 females at 4500 ppm on LD 11 and in 2/10
(450 ppm) and 7/10 (4500 ppm) females on LD 21. This increase at 4500 ppm was
statistically significant compared to controls. Red nasal stain was also observed in
one high-dose dam on GD 13.

Body weight and body weight gain: Body weight and body weight gain were not
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affected during gestation or lactation at any dose.

Food consumption: Food consumption was statistically significantly increased at
4500 ppm during gestation, although this was considered by the study authors to be
due to wastage from palatability issues. Installation of grates to reduce wastage in
week 3 of gestational treatment markedly reduced food consumption at 4500 ppm,
relative to the preceding 2 weeks. During lactation, food consumption was
statistically significantly reduced, relative to controls, at both 450 ppm and 4500 ppm
during lactation days 0-7 and 7-14,

Mean food consumption (g/animal/day) during gestation and lactation

Dose in ppm’
Days 0 45 450 4500
Gestation days 6-13 19.7 16.5 21.4 47.6**
Gestation days 13-20 19.6 19.8 19.9 23.0%*
Lactation days 0-7 41.7 36.3 33.6* 33.5*
Lactation days 7-14 56.0 54.9 49 5%x* 50.8*
Lactation days 14-21 66.7 64.3 61.4 55.9

! Gestational concentrations in ppm (“doses™) are utilized in all tables throughout this review, even
though concentrations were increased during lactation to achieve somewhat equivalent doses

throughout both gestation and lactation

*p < 0.05.%* p<0.01.

Reproductive performance: The fertility index was decreased (without reaching

statistical significance) at 450 ppm (by 3.3%) and at 4500 ppm (by 13.3%); however,
this was not related to dietary administration of AE 0317309, since dosing of dams
began on GD 6. Some aspects of the data in the report are unclear (for example, the
significance of the parameter “No. of Dams with One Implantation Site”), but it does

not appear that there were any other noteworthy observations on reproductive -

parameters.

Selected reproductive parameters in female rats

AE 0317309, dietary concentration in ppm’

Parameter

0 45 450 4500
Number of females co-housed 30 30 30 30
Number of females mated 30 30 30 30
Dams not pregnant 0 0 1 4
Mating index 100 100 100 100
Fertility index 100 100 96.7 86.7
Gestation length, days 22.0 22.0 22.1 22.1

! Gestational concentrations only

Findings for offspring

Viability: There were no effects of treatment on litter size, viability, or other litter

parameters.

Clinical signs: There were no treatment-related signs during lactation. In the post-
weaning phase, treatment-related findings were restricted to ocular opacities in 6/58

males on or after PND 29 and 1/60 females at 4500 ppm, and 2/63 females at 450

o
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Mortalities and moribundity: There was no effect of dietary administration of AE
0317309 on the incidence of moribund or found-dead pups.

Body weight: Body weight at birth was similar at all doses. However postnatal pup
weights and body weight gains were frequently decreased to a statistically significant
extent, particularly in males, at and above 450 ppm.

Body weight (g) of male and female pups

Postnatal Dose in ppm'’
Day Males Females
0 45 450 4500 0 45 450 4500
0 6.0 6.1 6.1 5.9 5.7 5.8 5.7 5.6
4 (before 10.0 10.0 9.6 9.2 9.6 9.6 9.1 8.9
culling)
4 (after 10.0 10.1 9.6 9.1* (9) 9.6 9.6 9.1 8.9
| culling
11 25.2 25.6 23.5% 22.5* 24.6 24.8 22.7* 22 1**
0] ay ® (10)
17 38.2 394 35.9* 35.2%* 374 37.8 34.8* 34 5%
©) ® ) ®
21 48.5 48.8 45.3% 43, 3%* 47.0 472 43,5%* 42 1**
, ) ay )] (10)
28 76.8 75.4 70.1* 67.0* 75.1 74.3 69.3* 66.9*
&) a3 ® (11
35 123.8 121.2 113.8* 109.5* 111.7 110.6 104.1* 102.9*
() (12) ) 3
42 170.4 165.7 159.9* 155.6* 134.2 134.7 128.7* 129.5
(6) ® @
49 213.1 206.4 199.8* 196.8* 150.5 151.0 145.1 147.5
(6) ()
56 255.8 247.8 240.3* 237.2% 163.9 164.8 159.6 163.5
(6) )
63 288.0 279.0 271.7* 268.3* 176.9 176.8 171.2 175.8
©) ™)
70 317.6 308.2 299.6* 295.9* 186.6 186.8 181.9 188.4
©) )

! Maternal gestational concentrations only

*p <0.05.**p <0.01.

Developmental landmarks: Preputial separation was statistically significantly delayed
at 4500 ppm (46.7 days, p < 0.01) and statistically non-significantly delayed at 450
ppm (46.0 days), compared to controls (44.1 days). This increase in time to preputial
separation was considered by the study authors to be related to treatment as a
secondary effect of reduced body weight. Preputial separation was also delayed in F1
pups at similar doses in the rat 2-generation reproduction toxicity study (Study report
KIIA 5.6.1). There was no effect on time to vaginal patency. Pupillary constriction
on day 21 in both males and females was not affected by treatment.

FOB: The only treatment-related changes observed at FOB assessment were ocular
opacities in 1/15 females at 450 ppm and 1/15 females at 4500 ppm. These changes
were first noted on postnatal days 45 and 35, respectively, and persisted in both cases
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through postnatal day 60.

Motor and locomotor activity: There were no treatment-related effects observed on
motor or locomotor activity in either males or females at any dose level during either
lactation or post-weaning phases. Loco/motor activity habituation was observed in
control and all treated groups, except in females on PND 60. The expected
developmental pattern for motor activity was not observed for control or treated
animals.

Auditory startle habituation: There were no treatment-related effects on auditory
startle at any time during the study or at any dose level. Peak amplitude at 4500 ppm
was decreased by 26% in PND 22 females and by 40% in PND 60 females, however
without attaining statistical significance. Peak amplitude at 450 and 4500 ppm was
decreased by 36% and 31% in PND 60 males, however without dose response or
attaining statistical significance.

Passive avoidance: As the following table (Study Report 5.7.5/01-5) indicates, there
is a tendency for reduced performance among males on PND 22 at the mid and high
dose in these tests, which sometimes reached statistical significance. This included
more “trials to criterion” and reduced latency at trials 1 and 2 during the learning
session; and more “trials to criterion” and reduced latency at trial 1 (high dose only)
during the retention session.

Passive avoidance performance, as measured on postnatal day 22, in male and female
offspring

AE 0317309, dietary conc. in ppm'
Parameter 0 45 450 4500
Session
Males
Number of animals tested 16 16 16 16
Number of animals included 16 16 16 16
in analysis
Trials to criterion 2.940.3 3.0+0.0 3.540.0% 3.4+0.6%
1 (Learning) | Latency, trial 1 (sec) 49.0 39.6 31.2 27.5
Latency, trial 2 (sec) 180+0.0 180400 | 162.5+42.2 | 151.0+56.9%
Failed to meet criterion 0 0 0 0
Failed to cross during 2 0 0 0
learning phase
Number of animals tested 14 16 16 16
Number of animals included 14 16 16 16
. in analysis
2 (Retention)  "ro15to criterion 20506 | 20400 | 24508 | 2.850.7*
Latency, trial 1 (sec) 169.4+39.6 | 180.0+0,0 | 175.4+18.5 | 137.7+53.4%
Latency, trial 2 (sec) 177.0+£11.3 | 180.0+0.0 | 174.2+18.9 | 169.7+28.5
Females
Number of animals tested 16 16 16 16
Number of animals included 16 16 16 16
in analysis
Trials to criterion 3.2 3.5 3.3 3.1
1 (Learning) | Latency, frial 1 (sec) 24.8 20.8 45.0 41.8
Latency, trial 2 (sec) 179.2 171.8 177.8 180.0
Failed to meet criterion 0 0 0 0
Failed to cross during 0 0 1 1
learning phase




Pyrasulfotole/000692 Developmental Neurotoxicity Study (2006) / Page 9 of 27

OPPTS 870.6300/ QECD 426
Number of animals tested 16 16 15 15
Number of animals included 16 16 14 15
. in analysis
2 (Retention) =110 criterion 54 27 26 29
Latency, trial 1 (sec) 153.2 162.3 139.5 125.1
Latency, trial 2 (sec) 1779 166.9 170.2 169.4

! Maternal gestational concentrations only

*p <0.05.%* p <0.01.

Water maze: There were no treatment-related effects on acquisition and retention in
either males or females during the water maze testing. Increases in the mean times
required to complete trial 1 were observed in the learning (P<0.05) and retention
(NSS) phases in males at 450 ppm; however, the results were not considered
treatment-related in the absence of dose response and treatment-related effects on the
number of trials to reach criterion.

Ophthalmoscopic findings: Retinal degeneration was statistically significantly
increased at 4500 ppm, with four males and four females affected at this dose. There
was also a dose-response relationship in females, with 0/13, 1/13, 3/11 and 4/10
animals showing retinal degeneration at 0, 45, 450 and 4500 ppm, respectively. The
four cases in the 4500 ppm dose group and the three cases in the 450 ppm dose group
are considered to be treatment-related, whereas the single instance in the female 45
ppm dose group (NSS) may simply be a sporadic effect of the kind observed in the
controls in Study Report no. KIIA 5.7.4/01 (subchronic neurotoxicity study). In
addition, retinal degeneration was not observed at a similar dose in F1 or F2 offspring
in the 2-generation reproduction study.

Ocular findings in offspring
Dose (ppm )
Observation 0 | 45 | 450 i 4500
Males .
N 13 13 11 10
Corneal opacity 2 2 3 2
Retinal degeneration 0 1 0 4*
Females
N 13 13 11 10
Corneal opacity 2 0 0 1
Retinal degeneration 0 1 3 4%
! Maternal gestational concentrations only
*p<0.05.

Necropsy: An increased incidence of opacity was observed in the eyes of 3/10 PND
75 males (perfused) at 4500 ppm.

Brain weight: Absolute fixed brain weight was statistically significantly decreased
for males (8%) and females (11%) at 4500 ppm and females at 450 ppm (6%) on day
21, and for females at 4500 ppm (5%) on day 75. Relative brain weight in these
groups was no different from controls, which the study authors suggested indicated
that the decreased absolute brain weight was related to the reduced body weight at
these doses. However, brain mass is often considered to be conserved under
conditions that lead to reduced body weight.

W
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Gross brain measurements: At day 21, cerebellum length was statistically
significantly decreased in perfused males (6%) and females (7%) at 4500 ppm.
Cerebrum length was also statistically significantly decreased in females at 450 (4%)
and 4500 (5%) ppm. At day 75, cerebellum length was statistically significantly
decreased in males at 4500 ppm (5%), and statistically non-significantly decreased
(4%) in females at 4500 ppm. There was no effect on cerebrum length in either males
or females at day 75. These decreases observed on day 21 and 75 were considered to
be related to treatment.

Micropathology brain measurements: On day 21, males at 450 (7%) and 4500 (8%)
ppm and females at 4500 ppm (10%) showed a statistically significant decrease in
cerebellum height. There were indications of a dose-related decrease for this
measurement in both sexes at this time, but this was not the case at postnatal day 75.
Cerebellar height on PND 75 was statistically significantly changed at 450 and 4500
ppm in males (114% and |6%, respectively) and females (113% and |6%). The
hippocampal gyrus was significantly decreased (P<0.05) by 11% and 9% in males and
females, respectively, at 4500 ppm on PND 21. In general, concurrent control data
were either at the extreme end of the historical range or exceeded the historical range.

Brain measurements, from offspring sacrificed on postnatal day 21 or postnatal day 75.

Dose in ppm’
____Males Females

Parameter 0 | 45 | 450 | 4500 0 | 45 [ 450 ] 4500

Postnatal day 21
Ant/post cerebrum length, | 13.52 | 13.67 | 1331 | 13.24 } 13.63 | 13.38 | 13.07* | 13.00*
mm
Ant/post cerebellum 7.20 7.03 712 6.80* | 7.13 7.06 6.83 6.65*
length, mm
Frontal cortex, mm 1.728 et 1.769 | 1.805 | 1.823 - 1.763 | 1.749
Parietal cortex, mm 2008 | 1918 | 1.901* | 1922 | 1.999 | 1939 | 1.846* | 1.850*
Caudate putamen, mm 2982 e 3.097 | 3.052 ] 3.029 e 2974 | 2915
Hippocampal gyrus, mm 1.723 e 1,673 | 1.541* | 1.737 — 1.696 | 1.575*
Cerebellum height, mm 4367 | 4.165 | 4.057* | 4.005* | 4.292 | 4.164 | 4.086 | 3.869*

Postnatal day 75

Ant/post cerebrum length, | 14.56 | 14.69 } 14.45 | 14.64 } 14.12 | 14.11 | 14.24 | 1392
mm

Ant/post cerebellum 7.56 7.69 741 | 7.21% | 7.57 7.52 747 7.25
length, mm

Frontal cortex, mm 1,760 ——— 1.656* | 1,713 1.76 —— 1.66* 1.79
Parietal cortex, mm 1.863 o 1.808 | 1.880 | 1.855 e 1.827 | 1.833
Caudate putamen, mm 3.345 e 3302 | 3424 | 3.386 B 3.172* | 3330
Hippocampal gyrus, mm 1.758 o 1.790 | 1.684 | 1.631 e 1.731 | 1.543
Cerebellum height, mm 3.831 -~ | 4.380* | 3.618* § 3.978 - | 4,488% | 3,756*
! Maternal gestational concentrations only

a measurement not taken

*p<0.05.

Microscopic findings: On histopathological examination of the brains and other
nervous tissues, the only treatment-related finding was retinal degeneration in 1/10
males at 4500 ppm.

Conclusions and Critigue

/4
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The study authors proposed a NOAEL for the dams and offspring of 45 ppm (3.8
mg/kg bw/day). This is basically confirmed in the current assessment, as indicated
below.

Based on decreased food consumption during lactation and ocular opacities in dams at
450 and 4500 ppm, the maternal systemic NOAEL (NOEL for Australia) was 45 ppm
(3.8 mg/kg bw/day). There were no maternal neurotoxic effects.

Neonatal toxicity included decreased postnatal weights, delayed preputial separation
and retinal degeneration in the offspring at 450 and 4500 ppm. The NOAEL (NOEL
for Australia) for neonatal systemic toxicity was therefore 45 ppm (3.8 mg/kg
bw/day).

There were decreased absolute brain weights, decreased cerebrum length and
decreased cerebellum height in male and/or female offspring on postnatal day 21 at
450 and 4500 ppm. There was also diminished performance in males in the passive
avoidance test at these doses. Therefore the NOAEL (NOEL for Australia) for
neonatal developmental neurotoxic effects was 45 ppm (3.8 mg/kg bw/day). These
developmental neurotoxic effects occurred at maternotoxic dose levels.
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Appendix

The following tables were extracted from pages 37-60 in the study report (KIIA
5.7.5):

TEXT TABLE 2. Mortalify and Maternal Clinical Observations *

w
Control 45 PPM 430 PPM

o
A

4 g ]
i pages 72 and 78 in the stady report. Obeerwstions during gestetion idays 6-243. Faiver gre the rumber of
rags wish the finding.

* The numbars of dors with ro pups by Gezmtion Day 34 were 6, 8, 1, and 4 for the conrols, low-, mid-, and high-dose groups,
rospsevely,

/98
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Not Chserved 30000} 300100 360200 WETY
Red Nasal Stain o o) ) Ty
Handling-Other
Mot Observad 3001003 207y W00 0160}
cia , 13) 50 0o

Wumber of Animals Exansined: 18 i) 10 1G
Not Ghearvad 1D(100} S50 B0 st
Alopecia 90 G0 il ] 16

£0.05) from e

Not Obssrved 10100 9 H 8003
Alnpecis o it LN 100
Havdbing -Dtber Y
Not Bbmwed 160 10€100Y 586 3636}
B0, Q50 2203 L% S
Dhsra obﬂmwl s 09-182 i ﬂmrm:@ ﬂprm
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Dhoervations/ztudy week

Meon body weight {2} Gestation day 0 83204 | 2063165 | Wi5uE 205.9:3 15

Mean body weight {=) Gestation day § meante | 802:93 | migy | 2:sren
30 G0 29 £28

Mean body weight {z) Gestation day 13 ME13%6 | 2mu0r | Mp2e00t | mMeram
00 (B 29

Mean body weight {g) Gestation day 20 0656420 | Mesde | o333 | esmssm
o0 3% 26

Mean weight guin {2) Gestation days D - 20 023279 | wemrer | ermees | mmasreps
(00 (&) 255

Memn food consumption {ganindday} 19.3:0.59 19.1:0.49 2412 | 4760570

BGestation days 6- 13 2% [ #£24] 255 26

Mean food consmmption {gfanimal/day} Gestation days 13 - 20

1%.6:0.535
G0

1282042
30

199041
£29)

Mean body weight (g} Lactafion day § BEEAN | MG | MHI | Wriadm
30 iy 9 25

"Maan body weight () Lactaticn day 4 BT | W05£292 | M0:305 | 2364294
a7 28) 28

Mean body weight (g) Lactaficn day T 2608:346 | 2WS25E | 2B32W | 2648377
23 £23) £n 20)

Main body weight (g) Lactatica day 14 eI | 2MB36l | maie | wmasm
23 2% & 20

Mem body weight {g) Lactation day 21 wepost | mEsn | %rzas | i
23 23 { 26

Bean food icn (g aninaliday) Lactation days & - 7 41.7:297 363151 | 33e0sil7 | 3% s
e @y o %

Mem food consumption {gfanimaliday) Lactation days 7 - 14 56.0:1.66 549:106 | 95096 | soEseos
£23) £33 {265

Mean food (g animaliday) Lactation days 14 - 21 £6.7<3.00 §432.13 814133 | 5590107
£33 {28

Data obtained from pages 74-76, 30-8.‘ i e study report.
period inchad j;mi): fggs Imown to

 from control, pm a3

tﬁom cnntmi ps001

* S'tmm
** Dtatist

. Paluss are maan + standard arvor (w3, Merms for gestarian
pups (m}m alive or deod).

3.720.00 20y

42.942.38 29}

290921037 5 26)

36.940.64

402.5£14.32

Lactatice days B-7 3.34D.17 (233 3474122 (21} 343221265 20)
Lectation days 7 - 14 425008 {23 36.040.34 21} 350.925.16 00}
Lactstios days 14 - 31 36201323} 34 82066200 309.7:4.19 20)
Data obtained from pages §4-53 in the siudy report. Values ave mean + stomdard evor (n). Digtary concentrations were
Mmm,gum -3 of lactation (By fm of 1.8, 2.7 and 2.8, respectively}, based on estimared increnses in faed

, comsumption |2 consymatg body wi. nit!j} Iactanm}

¥ Associgted with observed food spitlage and considered an wrekiabiz meazive of ai. intake. This valus was exciudad from the
mean average doily iniake.

%
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TEXT TABLE 7. Litter Size and Viahility a
Dose {(ppm in diel)
Ohbservation
Control 45 PPM 458 FPM 4350 PP
No. of Litterg 3 23 21 20
Total No. of Pups Born 759 T 240 228
Total Mo, of Pups Missieg 3 ) 3 3
Litters wifl, Pups Missing 3 o 2 3
Total No. of Pups Found Dead H 3 i 3
Litters with Paps Found Dead i 3 1 3
Total No. of Pups Cannibalized 4] 8 B g
Litter with Paps Cannibalized g 4] i} g
Litter Size 113039 11.3:532 1132049 1142036
1147 120} {11.6} {119
P0.150) {86-14.0} {7.0-160) L0-160)
Snliborn pups:
Hunber 1 1 a ¢
% 89 04 40 08
MeartSE. 8.0:0.00 Gl id 802400 0308
Pdedian] K] 68 FEEEH 0.6y
Range) [UEE ] o185 {0080 BLo0
Mean No. of Visbie Pups
Bath 13! 13 i 11
Day 4 (Precull® 1! 12 11 it
Day 4 (Post-cull)’ b4 g 8 $
Day 21 g g 8 8
Live birth index 100 62000 23530 48 100.0£0.00 16002000
[100.61 {10851 {10001 {1009}
£100-100) (89-100% {100-100) (100.100)
Wiability index 98 82068 9924035 $8.718.75 98240 83
[106.6] {1060} {1600} {10001
{£8.9.160) £50.0-100) £87.5.100) {88.9.1603
Lactstion mdex 1006040 00 9034034 100.030.60 98.8:D.86
(10807 {iss O {18003 {10601
£100-100) (88.100) (100.100) (§3.100)
* Data ubtained from pages 87 in the xtudy report.
¥ Before stondordization fculling). Values mmismaw
¢ After standardisation {oulling).
TEXT TABLE 10. Mean (38D} Age of Sexual Maturation {days) s
Dose (ppm in die)
Para:
meter Coatral SPPIM 450 FPM 4500 PRA
NP 3 23 3 P
Preputial separstion 4414052 {233 43 6031 233 45,050 58 21 46. 78,083 (203
% Pups Reaching Criteria 160 ] 169 e
Vaginsl opesing L0505 35550.65 (3 W G 1372030 00)
i I i 89 185 100

* Diria obtained from poges 104 in the study report.
** Statisticaily different from control, p+0.61 Palmsmm = stondard evror (3}
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TECHNICAL GRADE KE 9317309
susmary Interval MQr Kotiviby for mle Rata, Postnatal Day 13
cudy Wusber 04-073.-YE
droup Interval i Intexrval 2 Intarval 3 interval 4 Interel & Intewal [
5 Pen 1t % 13 16 ¢ 3y 12 % 18 7 2 13 14 > 25 13 3 31
45 FPM 26 ¢ 36 i5 % 18 15 & 21 16 & 28 ¥ ¢ 18 7 % 2
480 PEW 2F g 32 18 % 1s 13 & 18 A x 5 7+ 2 3 & 10
4500 FPM 1 % 14 13 & a8 16 & 233 8 % 16 1z 2 18 13 4 1%
TECHRITAL GRME A¥ O3I1TiINE
Suvmary Iatevval m: aotivity for Male Rats, Postnatal Day 17
tudy Humber 04-D712-¥E
aroup Interval 1 Interval 2 mtervsl 3> Interval € Intarval = Interval &
o PeM 63 3 24 33 23 30 £ 19 is
45 PPN BE 3+ A5 32 x 28 5 3 17 2%
450 PEM 58 ¢+ 3§ 3% 3 1 2n % 18 43
4500 PR %X + 29 it & 29 ia % 1& s

TECHHTOAL URADE AR 0317389
gummary Interval mMotor Activity for Mala Rats, Poetnatal Day 21
study Humsber G4-D7a-TE

Group Interval 1 Interval 2 Interval 3 Inverval 4 Interval % Intexval 6
o PEM 187 x 31 5B & 28 45 3 38 37 % 33 %8 2 I3 28 x 28
45 PPH 1x: 41 45 2 30 41 & 32 28 & 2 1% 3 20 26 + 33
45% DN 108 £ 22 48 % 24 31 £ 1% A% 3 &2 20 » 17 Wy 2 I3
4580 PR 3 & 41 ST & 29 36 1+ 24 41 % 29 25 & 27 35 3 2B/

TECHNICAL GRADE ER 2317309
Summary Interwval Motor activity for ¥ale Rate, Postoatal Day 60
study Funber £4-D72-YE

aroup Interwxl 1 Interval 2 Interval 3 Interval 4 Interval 5 Interval &
o PER 118 ¢ 19 ¥5 2 28 10 % 38 81 g 33 91 & 48 73 x 31
45 PPN 107 & 18 85 3z 30 85 ¢ 2F 90 + 40 73 % 38 34 3 28
453 PEM 116 3 21 BS & 37 79 & 34 a7 & 47 T2 % 38 2 % 39
45G0 PPN 125 % 29 4 % M 9T % 3% 36 & 31 77 % 37 B2 %
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TECHMICAL GRADR AR 0317309
summary Interval Motor Activivy for Pemale Rate, Postnatal Day 13
study wumber o4-D7R-YE
Jroup Interval 1 Inteyval 2 Intarval 3 Interval 4 Inter7al S Intarvel &
8 PPM 2z gz 21 21 % 30 2 oz 2 1%t 18 8 xis 15 3 2B
45 PPM 1% x 18 31 % 13 2 i1 13 3 %0 8 : 1% I oz 2
450 PEM 13 % 21 it x 18 e % a7 1 £ 1§ T % 1@ 11 ¢ 21
4500 BRM 1z % 1Y T o3 12 3 2 ax £ 2 9 13 & 18 2 ¢ &
TECHNICAL GRADE XX S317308
SumAry Intmr7al #otoy Antivivy for Powale Ratm, Postnatal Dy 17
grudy Number $3-UI2-YE
group Intexwal 3 Interval 2 Intarval 3 Interval 4 Iaterval 5 Interval 6§
8 FEN 85 3 Ji 23 2 E LI ] 15t 34 s %20 it 3 3%
45 PPFR TE o AS 35 & 31 W % 22 13 ¢ &3 11 2 1% 12 & 18
450 PPN £2 % 35 47 & 24 48 4 28 3E 3 38 24 2 27 i5 ¢ L&
4500 PPM 59 1z 45 C 37 23 24 % 39 28 % m 21 & 26 18 i 26
lmmxe CAL GRADE ?s aamais -
Punmary Interval Hotox Activi or Yemale Eats, Postaatal Day 21
study mhkgz O%-DTZ-YE ' ¥
Inkerval 1 Intarval 2 intarval 3 interval & Intmrval 5 Interval &
& PER 116 & 29 €6 & 35 42 3 23 22 ¢ az 20 % 33 2r & 35
45 PPN 114 % 24 v €2 ¢ 2§ 34 ¢ 2% 33 & za 23 3 32 € 3 26
450 PEM 93 t 24 58 3 24 36 3 24 34 2z 27 8 % 38 2% g 19
4500 PR 10F £ 30 42 £ 32 3 3 23 34 % 2% 35 2 26 22 ¢ 33
1mmm ?‘.;m ?ﬁ H3217308 1
Smama Tatexrval Hotor Activi ‘or Fomale ERtz, Postnata 50
b Study mbewr Ga-DI2-TE ‘ ey
Broug Instexval 1 Interval 2 Interval 3 Interval & Interval 5 Inoterval 6
o PFM 135 2 43 108 & 34 11 2 38 X % 48 122 ¢ &9 119 % 331
45 EPN 128 2 27 27 3 32 193 4 33 e ¢ 36 ig8 & dE 96 £ 33
455 PEM 122 & 26 193 3 27 107 2 42 it oz 38 91 % 38 87 4 %0
4500 PPM 141 4 38 1z} 2 S3 124 3 5¢ 132 & 53 128 & 61 106 £ 36

5%
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TECHNICAL GRRDE: XE 0317349
Sumary Intervsl DLocomotor Rctiwvity for Male Kats, Poatnatal Bay 13
study Bumber 2%-D72-YE

Broup Interval 1 Interval 2 Intarval 3 Interval 4 Iptarval S Interval 6
o PEM Y Ty Tz T e T2y s PR
45 PPM 3 + 4 1 x 2 2 £+ 3 1 £ 3 1 £ 3 T £ 2
458 PEM 3 £ 4 i+ 2 a £ 21 e 1+ 1 1 £ z I + 2
45900 PPM X £ 2 8 + 1 b+ O 1 £ 1 o + 1 X £ 2

TECHNICAL GRADE AE 9317309
Bunmgary Interval Locomotor Acktivity for Male Rats, Postnatal Day 17
8tudy wumber 04-D72-YE

Group Intervial 1 Intsrval 2 mmterval 3 Interval 4 Intarval 5 Interval §
oeem i &2 &+ ¢ & = 7 2 s 2 x5 1 3
45 EPM 25 + 15 8 + 7 s + & 5 ¢ 8 6 x @ 5 £ 4§
459 PPM 1% & 1% $ £ B 4 & 4 s £ S 6 x 3 3 & 5
4520 PPM & + B 6 2 7 § &+ 5 ¢ £ 5 6 & 7 8 + ¥

TECRNICAL GRADE AE 0317339
Summary Interval Locomotor activity for Male Rats, Posthatal Cay 21
gtudy Number 94-D72-YE

Group Interval 1 Interval 2 Interval X Interval 4 Interval = Interval 6 .
T 3% & 5 11 s+ a Ty 7 T e R a : s
45 PPM 3% ¢ 15 14 3 3 1 oz 7 5 £ 8 6 3 7 B & 10
458 PEM 35 3 10 15 + & 10 & 5 T % 7T 7 02 & 7 £ B
4520 FEM 33 £ 16 17 + B 0 & 8 11+ B a & T 2 £ 7
TECRNICAL GRADE AK 0217309
Summary Ianterval Locomotor Activity for Male Rats, Posinatal Day &0
gtudy Rumber 54-D73-YE
Sroup Interval 1 Interval 2 Interval 3 Interval 4 Intervil &
€5 1 18 % % 23 57 = 27 15 = z3
58 & 26 67 & 26 &9 & 32 49 & 23
53 £ 31 5% ¢ 25 2 38 48 % 31
&8 1 27 71 % 33 71+ 28 %4 £ 23

-,
BN
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TECHHICRL GRADE AE 9317308
Summary Interval Locomotor Activity for Pamale fats, Postnatal Day 13
Etudy Mumber 34-D72-YE

Group Inoterval 31 Interval 2 Interval 3 Intarval 4 Intarval s Interval 6
8 PPN 3 £ 4 2 x 5 2 2 7 2 z 5 2 £ ¥ 1 z 3
45 FEYU 2 & 2 Xz 2 ¢ x o I £ 1 iz 3 2 z O
455 PEPM 2 £ 2 1 a2 2 1 £ 3 I x 2 1 % 3 A = 8
4520 FPM 2 z 2 0 £ 1 1 2 1 1z 1 a 2 1 S £ 1
TECUNICAL GRADE AR $3173d%
Summary Intarval wccmtor Eotivity for Pemale Rats, Fostmatal Tay 17
tudy Number 54-D73-YE
Group Interval 1 Intexrval 2 Intarval 3 Intexrval 4 Intetval s Interval 6
o PEM 15 & 12 7T % & 4 + % 5 x @ 1 e 3T 5z 9
45 EPM 22 + 15 8 7 & £ S 4 = 6 3 £ S + = 7
458 BPPM 14 11 2 £ % 2 x 8 1 o+ 12 3% 1@ 5 + 6
4500 PPM 18 3 13 8 1 8 6 x & $ + 7 7 £ 9 5 £ 7
TECHMNICAL GRADE AE 0317309
Summary Interval Locomotor Activity for Pemale Rats, Postnatal Day 2%
ftudy Wumber 54-D72-YE
group Intexval 1 Interval 2 Interval 3 interval 4 Interval s Interval &
a P 3% =10 17 x 8 17t 8 11 20 7 0 1 & 2 3
45 PPM 3 £ 2 12 x 5 & x 6 & % B 5 £ 6 € 2 B
A58 PPH 3% & 12 5 2 8 ic x 8 11 ¢ 1o 3 = 3 8 + &
4500 EPM 37T 2 8 13 x 7 U ¢ & 11 x 8 T £ ¥ & x B
TECHNTICAL GRADE KB G317359
Bummary Interval mcomcor Aetivity for Female Rats, Bostnatal Day 59
tudy Number 04-D72-YE
aroup Intexval 1 Interval 2 Inbar\'al 3 Interval & Interval S5 Interval &

82 + 40 81 & 94 EY 30
72 £ 37 7 £ IS 63 3 23
450 PPH 7 o+ 1@ 56 1 22 62 + 35 68 % 33 38 x 29 56 ¢ 34

4500 FPM &Y % 3s B2 % 43 B3 4 39 89 + 41 20 + 42 3 3 30
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TEXT TABLE 14. Anditery Startle Reflex Peak Amplitude Data (nean 35.0.) *

Black

Biock ) 32=14 261! T
Biock 3 32317 B=i7 27218 258
Bk 3 =13 27=13 W13 27
Biock 4 24210 6= 14 i 4] 18+7
no2 Bloek 5 Bx14 2Bx13 2x11 1$28
Avg, For Total Sezsion 1813 3814 Bdad2 117
Ho OF Avsirnade 16 16 % 16
Body Weight pi s1 42 4
Bok1 || =mxie | RzR Ta= 136 Wrei2r |
Biack ) : 2322347 162 WD MO 129 168138
Block 3 A= 126 1562 105 90+ 113 314
D & Block 4 168 107 124483 11§ =534 =T
Block 5 0164 3898 B0 =30 84+ 56
Axy, For Tetal Sexsion 202:92 18U 1382363 14803
Ho. O Antmals 16 16 6 1
Body Weigh X% ; 257 Fad]

Block 1 =12 Y12 YY) W 13
Block s W16 B 14 Tz 1D Bed
Biock 3 Faid 3z 30 x5 =3
Block 4 Hxis M3 0x10 Tx8
B2 Block 3 Bl 1¥>3¢ 9% 178
Avg. For Totsl Session F525T) Eyory) 2§ 207
o, OF Angmr 16 1€ 3 i€
Body Weight ) % # @
Biock | Ti0=68 81z a1 P Tx 85
Biock 2 10274 R2=67 Wb 86136
Block 3 ) ey =72 6140
S Hok 4 P =28 Hxd? $8£31
Biock 3 272 %35 B B
Avg, For Tetal Sezsion 85181 $5:3% FIa55 33
No. OF Animad 16 1€ % 16
Body Weigl i1 1z 168 163

" Dotz obtaned fram pages 215-216 11 ova stdly report
Felues arve meon + stendord deviation M
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TEXT TABLE 15, Auditory Startle Reflex Latency to Peak Data (miliseconds) ?

Bk 2 a2 3%
Tiock 3 % ¥
i Bk 4 3 o
R Block ) %7
Avg, For Total Sevzion E oo y 384
o OF Auaib : % 1
Body Weight ‘ 5 -
= o a =
) Yo B
Bk » e B
ok & ' it Bk
D& Blodk 3 s T
Avy, For Total Sestion €1ad ; 3963
o, Of Avisanbs s T
Body Weight Vg =S

Blodki 407 a5 ) =

Hiock 2 s Er $iad 3hahi

Block § Thab Tish had ey

Blok 4 Fick Fre) ¥ied 38t

mon Biock § [T [ 3es TEs
Avz, For Total Geszien (L) 3 £33 [

Too. OF Animals i3 3 73 13

Fody Woght ) B 7 FT)

Block § (5251 [T 5 EET3

Dok 1 a5 3128 ) T

Blok 3 43 30 3 363

Bhock 4 s v 3053 Fieh

s Biock § o3 LT Toed 385
Ave. For Total Sevcion rom 148 3824 383

oo, OF ks 13 18 73 s

: 1% Tl 168 169

Do Weisht
a Data obitained from pages 318.221 in the study report.
Faheas are mesn = stawdard deviation
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TEXT TABLE 14. Passive Avoidance Performance at PND 22 Offspring (mean+ S.D.}

Seszion/Parameter : Dose (ppm in diet}
48 PPM 450 PPM 4500 PPM

“Toarbes of Anipals Tested 16 16 16
Naniber of Asimals Incladed in Analysis 73 16 16 16
Trials to criterion 29:03 3000 3309 CYIY:
Latency tiat I {ssc} 002587 | 062558 | 3124006 | 273220
Latency frial 2 {sec} 180.0-00 | 1800200 | 1625<112 | *1510=969
Failied to Meet Criterion % 0O © 0%
Failed to Cooss During Leaning Phase 0% (YA Yo
Session? | Number of Animls Tested 16 16 %
Ghten Number of Amirnals Incloded & Analysis 16 16
Triaks to criterion 3408 *18:0.7
Latency trial 1 {3ec) TI54<I8% | *I37.72%53.4
Latency trial 2 (ze5) 1743189 | 169.7228.5

Phuuber of Aninals Tested 73 73 16 16
Sessicn ! 1 oqmber of Aninals Incinded m Anslysis i$ 16 73 15
ﬁf;’}““‘ Trials to criterion 3305 3500 1208 3106
Latency trial 1 {sec) 2485252 | 208119 | 366:436 | 4IEAIR
Latency trial 2 {zec} 179231 | IT1E0Bd | 17921 | 180000
TFaited to Meet Criterion Y] G 0% B 0% FYR)
Fatled to Lross During Laaring Phase T 0 0% 1 (6% )
Session? | Number of Animals Tested 16 16 15 15
bt Moz of Anisals Tciaded i Analysss 73 3 ® i
Phase) Frials to exitesion 12206 EXEY FYTT] 1305
Tatency trial 1 {aec) 1530984 | 16232835 | 195668 | 12515579
Latency tial 2 {sec) 177.9:82 | 1669=397 | 1702348 | 1684314

*  Data extracted from pages 123-124 of the study report.
Trinls vo Crizerion = Maon # Tvinls por Group 230
Latency o Triol I = Meon Session 1 duraten {racondsj per Group = 5.0
Latency to Trial I = Meon Secsinn 2 duvation (ssrondsi per Group 5.5k
Fuiled 1o Mees Criterson = Nionber of Avimals that vecetved the shock tue Jid not dewsonstrate acguisition.
Failed o Crass = Number of Aninals that rever recsived the shock.
* Staeistically different frovr contral, p0.05
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TEXT TABLE 17. Water Maze Performance in PND & (+2 days) Offspring (inean £ 8.D.)*

Sessica/Pavameter

Dose (ppm in dief)

Sessioa | “Nmuber of Animals 16 15 16 15
i Trials to Criterion (MeantS D) 78431 53232 728 85432
Phiace) Trial 1 - Ervors Odeans5.D) 08+1D 6304 05207 10211
Trial 1 - Duration {sec) (MeantS D) 1852150 109244 *129573 1974158
Trial 2 - Emors MeantS D) 33108 0.1203 04205 63255
Trial 3 - Duzation {¢ec) (Mean23.11) 134250 118£119 134574 10.646.1
Failed to Meet Criterion 16%) G (0%} 3 (0% 107%)

Seasion 2 Nunter of Animals 5 16 16 4
{Retention Trial¢ to Criterion {MeantS DV} 5608 53308 54206 55409
Phase) Trial 1 - Exrors (leans5 D) 04305 01503 aELl 63505
Trial 1 - Drmation {sec) (Means$.12} 8952 73540 1792135 98652
Trial 2 - Emors (Mem#S D) 0308 0.020.0 03303 D.050.0
Trial 2 - Duration {sec) (Meants. D) 6356 34211 38423 34307

Number of Aimals 16 T3 16 16
Trisls to Criterion (MeanxS D) 74230 72230 $8%31 $7%26
Trisl 1 - Erzors (Meant3.0) 13218 06207 09%15 1513
Trisl 1 - Duration {sec) (Mean3.00) 189+175 | 145282 | 1782137 | 210+121
Trial 2 - Egors (Meat§ D) 0304 0314 06200 035206
Trial 2 - Duratios (sec) (MeansS§.D) 139271 | 42x14z2 | 131282 18650
Failed to Meet Criterion Y 106%) 166%) D 0%

Session 2 Nuuber of Animals 16 15 15 16
{Retenticn Trials to Criterion (MeantS D) 56x23 61+19 5Ax21 53208
Fhase) Trial 1 - Ervors (Meant8.0) 5407 5303 0608 05509
Trial 1 - Durstion {sec) QdeanzS D) 93263 97=47 120282 8862
Trial 2 - Estors (Memnt5 D) 51035 0.1303 03206 0.1503
30232 51578 81330 42218

Polues are pegn = standard deviation

| Tuial D Duration (se0) Means S D )
# Dty obtained from pages 328-227 in the study report.
Falues for rais whe failed to loarn during session 1 were nof included in means for sexsion 2,

* Statistically different from conirol, p<3.93

/o
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TEXT TABLE 1§. Mean (:SD) Brain Weight Data *

Poarsmeter

Terial Body Weight 12) 334 Y] 15658 $3ors34
(132 G [435) £26)

Baai, Fized (2 La0In 14410051 13680056 | LI*0.070
{15 [ a0 {103

Bram, PrxadBody Weight (35 ZD89<0.147 2.343=0.190 30167 | 50002020
8 [ ag ag

7 imagiors - ;

Tesmsival Body Weight {2 DI 003 31052245 259252157 040185
(1Y) {16 a0 a5

Brain, Fixed (g} 18290080 1.868:0.070 17890057 TR27=0085
{165 {303 [ {49

Buain, Fixed Body Weight (%5) 0.561:0.081 £804=0038 BAOA0SE TH0I003%
736 3% 450] {9

PRD 75 (=5} (Termminution - Nau-Derfuted)

Teimimal Body Weight {2} DIA=155 313.5:33.3 W I=153 302.1207.0
{10y {36} [ {10

Beoin, Foxed (2 19050050 1570128 15760165 18560089
1% {303 & Q%

Bain, FinedBody Weight (%) 0.995:0.546 DETI0048 558520081 62420 080
{15 (3% &) {19

* Dtz obfained from pages £39-540, B42-843, 845-846 2 the study reporl.

* Statistically different from conmrel, pe(03

|
Terminal Body Weight (2} 47237 A2 546 423429 P71
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TEXT TABLE 19. Histopathology Findings *
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