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Rats (HsdBrlHan:WIST) (2/sex/dose) were exposed nose-only to abamectin at actual concentrations of 0,
1.03. 3.71, 9.59 and 24.7 ng/l. for 6 h/day on 5 consecutive days. The MMAD of the particles ranged
from 1.54 to 3.49 um.

Clinical signs, body weights and food consumption were recorded daily. At the end of the 5-day period the
anmimals were killed and macroscopically examined. Brains, liver, kidneys and lungs were weighed, and
these organs and larynx, nasopharyngeal cavity, trachea and any other abnormal tissue were examined

microscopically.

Results

Results from a 5-day inhalation study with abamectin in rats
Concentration (pg/L) 0 1.03 3.71 9.59 24.7 dr
Sex m f m f m f m f m f
Mortality dr

Clinical siEgns during

exposure

- tremors and tail erection (day 12
2)

- increased breathing depth 172
(day 2)
Clinical siggs after 12 12 12 272 2/2 212 272 dr
exposure
Body weight loss™ 22 212 212 dr
Reduced food 272 2/2 2/2 272 dr
consumption®
Organ weights No toxicologically relevant effects
Pathology
- Macroscopy No toxicologically relevant effects
- MICroscopy No toxicologically relevant effects

dr = dose related; Number of animals affectednumber of animals tested.

A At 9.59 ug/L one female showed numerous clinical signs at day 3 (see B). This animal was killed on day 3 and
necropsied. At 24.7 pg/l. animals displayed severe clinical signs after exposure (see B). In this group the two
females were killed on day 2 (one before exposure, one after 4.5h of exposure), and one male was killed on day
3 (before exposure). The surviving male was allowed to recover from day 3-6 (without further exposure).
Number of animals affected/number of animals tested.

A dose-dependent increase in number and severity of clinical signs was observed. Reduced splay reflex was
observed in one female at 1.03 pg/l., and in one male and one female at 3.71 pg/l. towards the end of the 5 days
exposure period. At 9.59 pg/l. one female displayed hunched posture and extremely reduced foot splay reflex
after the second exposure, and numerous clinical signs at day 3. At this dose, the other female and the two
males showed some clinical signs (eg. [extremely] reduced foot splay reflex, tremors, decreased activity,

hunched posture, piloerection) from days 2-6. At 24.7 pg/l all animals displayed clinical signs of toxicity. The
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Rats (HsdBriHan:WIST) (10/sex/dose) were exposed nose only to abamectin at actual concentrations of 0,
0.111, 0.577 and 2.69 pg/l. for 6 h/day, 5 days/week over a 30 day period (total of 21 exposures). The
MMAD of the particles ranged from 1.73 to 2.43 pm. Clinical signs were recorded daily. Detailed clinical
examination was performed weekly. Body weights and food consumption were recorded weekly.
Ophthalmoscopy was performed prior to treatment and during week 4. The animals were subjected to a
functional observational battery followed by a motor activity test during week 4. The day after the last
exposure the animals were killed and macroscopically examined, and blood was collected for haematology
and clinical chemistry. A selection of organs was weighed. An extensive range of organs and tissues of the
control and high dose animals, and any abnormal tissue of the low- and mid-dose animals was
microscopically examined.

Note: Treatment of the animals started at different days during the week. As a consequence, before the day

of termination the animals had been exposed for 1-4 consecutive days, following a two-day treatment free

period.
Results
Results from a 30-day inhalation study with abamectin in rats.
Concentration (ug/L) 0 0.111 0.577 2.69 dr
Sex m | f m | f m | f m | f
Mortality No toxicologically relevant effects
Clinical signs | | | | 4110
Body weight (gain) No toxicologically relevant effects :
Food consumption No toxicologically relevant effects
Ophthalmoscopy No toxicologically relevant effects
Haematology No toxicologically relevant effects
Clinical Chemistry No toxicologically relevant effects ©
Organ weights No toxicologically relevant effects
FOB No toxicologically relevant effects
motor activity -19%*
Pathology
- Macroscopy No toxicologically relevant effects
- Microscopy Notoxicologically relevant effects =

dr = dose related. *: statistically significant

A Number of animals affectedmumber of animals tested. At 2.69 ug/L, one female was found prostrate, shaking
and gasping, with a swollen head on day 2, before the start of the exposure. This animal was killed and
necropsied. At 2.69 pg/l., one female was ungroomed, with stains around the mouth, hunched posture and
piloerection on day 15 and two females had abnormal respiratory noise in week 5.

A slight reduction in body weight (5%), observed in the high-dose females is considered not toxicologically

relevant.
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In this study, only body weight, food consumption, clinical signs and pupillary miotic response were
determined. Only data on body weights were presented individually.

Because of decreased food consumption, weight loss and signs of toxicity at the high dose level, the animals
in the 4.0 mg/'kg bw/day dose group received untreated feed from days 20 through 28. From day 29
animals of the high dose group received diet containing 2.0 mg/kg bw/day abamectin.

Results

In animals dosed 4.0/2.0 mg/kg bw/day, food consumption was reduced by 75%/50%. During treatment
with 4.0 mg/kg bw/day, in one female dog rapid respiration, disorientation, tremors, weakness and slight
uncoordination was observed. These signs disappeared on suspension of dosing and did not reappear on
commencement of treatment at 2.0 mg/kg bw/day. Animals in the high dose group lost weight or did not
gain weight. On day 36, animals of the high dose group were sacrificed and discarded. Body weigh gain in
the other groups were not affected; food consumption of these groups was not reported.

Absence of miotic response (absence of pupil constriction in response to direct light) was noted in animals
dosed 1.0 and 4.0/2.0 mg/kg bw/day.

Acceptability

The study is acceptable as range-finding study only.

Conclusions

No clinical signs, effect on body weight gain or pupil response to light was observed in dogs dosed up to
and including 13 ppm (0.5 mg/kg bw/day).

Page 103 of 265









Syngenta Abamectin Ctgb February 2010

Clinical Chemistry”
- glucose i
ECG™*
- QT interval i
- bradycardia +
Urinalysis No toxicologically relevant effects

| Organ weights No toxicologically relevant effects
Pathology | | [ [ [
-nacroscopy No toxicologically relevant effects
- microscopy
- diffuse vacuclisation 1 1 1 2 1
hepatocytes
- cedema of the gall bladder 1 1 2

dr = dose related; | = increased; d = decreased; is = increased significantly; ds = decreased significantly; + = present
a: dosing was stopped after the third dose

b: dosing was stopped after the first dose, samples taken 4 h post-dose on day 1
c: males and females combined

d: week 1

Acceptability

The study is considered acceptable.

Conclusions

Based on the observed mortality, clinical signs of toxicity, reduced weight gain and histopathological
changes in the liver at and above 0.5 mg/kg bw/day, the NOAEL in this study with avermectin Bla is 0.25
mg/kg bw/day.

Page 106 of 265





















Syngenta Abamectin Ctgb February 2010

Only the 18 week and 53 week oral toxicity studies with dogs are considered relevant, since the 8 week
and 12 week study were range finding study, with determination of very few parameters, not conform
OECD guidelines.

In the 18 week oral toxicity study with dogs, a very steep dose-response relationship for avermectin B1a
in the dog was observed, since the oral NOAEL by gavage is 0.25 mg/kg bw/day and death, clinical signs
(ataxia, tremors, mydriasis and ptyalism), reduced weight gain and histopathological changes in the liver
occurred at 0.5 mg/kg bw/day.

In the 53-week oral toxicity study with abamectin technical in dogs, death occurred at the high dose level
of 1.0 mg/kg bw/day, and pupil reactivity was decreased or absent at the dose level of 0.5 mg/kg bw/day.
Based on this effect on pupil reactivity, the NOAEL in this study is 0.25 mg/kg bw/day. The results of both
these studies show that a similar steep dose response exists for abamectin technical.

Therefore, the most appropriate NOAEL in the short-term toxicity studies is 0.25 mg/kg bw/day for both

abamectin technical and avermectin B1a in the dog.

Justification for no oral 90-day toxicity study in the rat

In contrast to the suggestion of the notifier, the data from the first 12 weeks of the rat 2-year study are not
considered to replace a 90-day study, since in a long-term toxicity study less parameters are studied
compared to a short term/semichronic toxicity study, and are not intended to replace a short
term/semichronic toxicity study. However, it is not likely that a 90 day toxicity study will give additional
information to the information of the other toxicity studies. Furthermore, the dog is more sensitive than the
rat (taking into account the range-finding study in rat and the 2-year study in rat) and the most appropriate
short-term NOAEL is derived from the dog studies. Therefore, a 90-day toxicity study in rat for abamectin

1s not necessary.

a) 28-day and 90-day percutaneous toxicity studies in rats

no studies submitted.

Acute dermal toxicity studies with rat and rabbit has shown that abamectin has a low order of toxicity. A
dermal penetration study with monkeys has shown that less than 1% of abamectin is absorbed through the
skin. Based on these findings, percutaneous exposure will not be a significant route of exposure. Therefore,

the lack of 28-day and 90-day percutancous toxicity studies in rats is considered not to constitute a data

gap.

Page 113 of 265








































































Syngenta Abamectin Ctgb February 2010

Clinical signs
- tremors i
Body weight gain (%) -7 -21
ds ds
Food consumption i i i dr
Water consumption Not performed
Ophthalmoscopy No toxicologically relevant effects
Haematology
- Ht i
Clinical Chemistry
- gluc:ose1 d d
Urinalysis Not performed
Organ weights (rel)
- spleen i

adrenals i

thyroid d d d

kidneys i i i

pituitary i i i
- ovaries i i
Pathology
- Macroscopy No toxicologically relevant effects

microscopy
dermatitis incidence (%) 4 6 6 12 22 dr
spleen: extramedullary
hematopoiesis 5/50 4/49 8/49 8/50 15/50

dr = dose related; | = increased; d = decreased; is = increased significantly; ds = decreased significantly
1: determined at week 93, no data from weeks 25/26 and 52.

Among the males, there was a higher incidence of mortality in the 8 mg/kg bw/day group compared to the
controls, and treatment of this group was discontinued after 89 weeks. The two most common causes of
death or sacrifice were lymphoma and amyloidosis. There were no specific treatment-related pathologic
changes in the death animals that could account for the increased mortality in this group.

Tremors occured in several females from the original treatment group after one day. On day two, 3 and 7
females died in dose groups 4 and 8 mg/kg bw/day, respectively. Treatment was withdrawn, and females
were replaced. Treatment-related tremors recurred in some females of all groups. All female mice were
terminated and new groups of females restarted on study 4 weeks later. Following restart of the study,
sporadic tremors were observed in 2 females of the highest dose group, at the end of the study period.

An overall reduced body weight gain of 7% in males and of 21% in females was observed in animals of the
highest dose group, compared with the mean weight gain of the control groups. In females only, food
consumption was increased by 2% in the lowest dose group to 8% in the highest dose group. In the highest
dose group, plasma glucose values were lower compared to controls, and in high dose males an increase in
haematocrit value was observed.

Changes in organ weights were observed for spleen, ovaries, adrenals, thyroid, kidneys and pituitary, but
were not dose-related, and no histopathological changes were observed in these organs. The observed

higher spleen weight in males of the highest dose group is likely to be related to the observed increased
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Range-finding study: one female of the highest dose group was killed in a moribund condition on day 18 of

gestation. Prior to sacrifice, the animal had lost weight, apeared weak and displayed tremors. There was a
treatment-related increase in maternal weight gain during the treatment period at all, except the highest,

dose levels. This is considered not to be an adverse effect. Pregnancy incidences were not affected by

abamectin.

The results of the teratogenicity study are summarized in table below.

Results of an oral teratogenicity study in pregnant rats with abamectin technical.

Dose (mg/kg 0 04 0.8 1.6 dr
bw/day)
Maternal effects Mortality No mortality
Clinical signs No toxicologically relevant effects
Pregnant animals No toxicologically relevant effects
Abortions none
Gravid uterine weight Not performed
Corpus lutea No data

Body weight gain (day 6-14)

| s | s ] s

Food consumption

Not performed

Water consumption

Not performed

Pathdogy

Not performed

Litter response

Live fetuses

No toxicologically relevant effects

Fetal weight (g) (litter mean) 388 | 388 | 373 | 389
Pre implantation loss No toxicologically relevant effects
Fetal implantation loss No toxicologically relevant effects

Tcotal no. resorptions 11 10 37 13

Resorptions/implants 0.03 0.03 0.06 0.03
Fetus examination No. of dead fetuses/no. of fetuses 0/319 0/320 0/279 0/326

studied

Sex ratio (m:f) 1:094 | 1:095 [1:098 | 1:083

Malformations

-exencephaly 12

-cleft palate 1" 1

Skeletal deviations

-lumbar rib 44 41 45 72

-lumbar count variation 1 1 1 5

a: conjoined twin

b: anasarca, micrognathia, cleft palate, protruding tongue, ectromelia

Teratogenicity study: maternal weight gain was increased from day 6-14 of gestation in all treated groups,
but this is considered not an adverse effect. The sex ratio (m:f) was lower in the highest dose group. Since
exposure to abamectin was from days 6-19 of gestation, abamectin could not have affected the sex of the
fetuses directly. Apparently, abamectin exposure in the highest dose group affected resorption in a sex-
specific way (more effect on female fetuses), resulting in a lower m:f ratio.

In the 0.8 mg/kg bw/day group a significant higher incidence of resorptions and decreased fetal weight were
observed. A similar effect not was observed at 1.6 mg/kg bw/day, and therefore these effects are considered

incidental. In the highest dose goup of this study, exencephaly is observed paired with a conjoined twin, and

Page 142 of 265












Syngenta Abamectin Ctgb February 2010

bw/day (see note). Statistical significant weight loss was observed in animals of the highest dose group
during the treatment period. Pregnancy incidences were not affected by abamectin.
Note: the notifier considers this effect not substance-related, since spontaneous abortion has occured in

historical control groups. However, there are no data available on historical controls.

The results of the teratogenicity study are summarized in table below.

Results of oral teratogenicity study in rabbits with abamectin technical.

Dose (mg/kg 0 0.5 1.0 2.0 dr
bw/day)
Maternal effects Mortality 0 1 1 1
Clinical signs Notoxicoogically relevant effects
Pregnant animals/mated 1618 | 16M8 | 1318 | 17Ha
Abortions Notoxicologically relevant effects
Gravid uterine weight Not performed
Corpus lutea No data
Body weight (day 6-18) ds
Food consumption d
Water consumption d
Pathdogy Not performed
Litter response Live fetuses Notoxicoogically relevant effects
Fetal weight Notoxicoogically relevant effects
Resorptions/implants (litter mean)
0.049 0.038 0.036 0.065
Pre implantation loss Notoxicoogically relevant effects
Foetal implantation loss No toxicoogically relevant effects
Post implantation loss Notoxicoogically relevant effects
Fetus examination No. of abnormal fetuses No toxicoogically relevant effects
No. of dead fetuses/no. of fetuses 0/97 1/91 5100 0121
studied
Sex ratio (m:f) 1:0.98 1:1.07 1:1.17 1:1.02
% malformed fetuses 3.1 4.4 4.0 12.4
External observations and
visceral deviations
-cleft palate 0 0 0 2
-clubbed fore-foot 1 0 2 5
-omphaloceles 1 0 0 2
Skeletal deviations
-sternebral malformation 0 0 0 3
-incompletely ossified sternebra 17 17 16 42
-incompletely ossified metacarpal 8 15 7 33
-incompletely ossified phalanx
19 27 12 31

Teratogenicity study: Two deaths and one premature sacrifice occurred in abamectin-treated groups. Death

was preceded by reduced food and water consumption in 2 animals and by blood-stained urine in the cage
of the other animal. The relationship of these deaths to treatment with abamectin is equivocal since a
dose-related increase in incidence did not occur. There were no clinical signs of toxicity at any dose level.

The food and water consumption of all groups was variable, but by subjective assessment, the periods of

reduced food and water consumption in the group treated at 2.0 mg/kg bw/day were more prolonged and
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No. pregnant / no. mated No toxicologically relevant effects
No. aborted 0 0 0 1
Total no. implantations No toxicologically relevant effects
Mean no. implantationsitter No toxicologically relevant effects
Total no. resorptions 49 32 25 48
Total no. dead foetuses 0 1 0 0
% resorbed+dead foetuses /implant (litter mean) 18.4 18.2 97 19.3
Total no. live foetuses No toxicologically relevant effects
No. live foetuses/itter No toxicologically relevant effects
Sex ratio (M:F) 1:0.94 1:0.84 1:1.10 1:0.98
Live fetal weight (g) (litter mean) 0.93 0.90 0.89 0.87
Results of oral teratology study in mice with the 8,9-Z isomer of avermectin Bla.
Dose level (mg/kg bw/day): 0 0.015 0.03 0.06
External examination:
No. foetuses (litters) examined 200 (22) 210+ 1%(22) 231(23) 212(22)
No. foetuses (litters) with malformations 1(1) 5(2) 4 (4) 3(2)
- no. (%) with exencephaly 0(0.00) 0(0.00) 3(1.30) 3(1.42)
- no. (%) hindlimb extension 1(0.50) 4(1.90) 1(0.43) 0(0.00)
- no. (%) cleft palate 0(0.00) 1(0.48) 0(0.00) 0(0.00)
% malformed foetuses 1.50 4.27 3.46 2.36
No. foetuses with sites of incomplete
ossification 6 6 6 8
Total no. incompletely ossified sites: 7 7 15 17
- sternebrae 1 4 6 5
- vertebrae 4 1 3 8
" dead foetus

There were no deaths or treatment-related clinical signs. One female of the highest dose is considered to
have aborted between days 10 and 12 of gestation, which is considered incidental. Body weight gain and
litter parameters were unaffected by treatment. Three fetuses in each of the groups treated at 0.03 and 0.06
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Results of oral teratology study in mice with the 8,9-Z isomer of avermectin Bla.

Dose level (mg/kg bw/day): 0 0.015 0.03 0.10 0.50
No. pregnant / no. mated No toxicdogically relevant effects
No. aborted none
No. prematurely killed pregnant 0 0 0 0 1
Total no. implantations No toxicdogically relevant effects
Mean no. implantations/litter No toxicologically relevant effects
Total no. resorptions 27 22 40 27 38
Total no. dead foetuses No toxicdogically relevant effects
% resorbed+dead foetuses/implant (litter mean) 9.0 8.3 16.3* 9.3 14.3
Total no. live foetuses 261 283 238 279 233
No. live foetuses/itter 11.3 11.8 10.3 11.6 10.1
Sex ratio (M.F) 1:0.79 1:0.97 1:1.02 1:0.75 1:0.73
Live foetal weight (g) (litter mean) No toxicdogically relevant effects

*p=<0.05

Results of oral teratology study in mice with the 8,9-Z isomer of avermectin Bla.

Dose level (mg/kg bw/day): 0 0.015 0.03 0.10 0.50
External examination:

No. foetuses (litters) examined 261 (23) 283+ 2% (24) | 238 +1*(23) 279 (24) 233 + 1*(23)
No. foetuses (litters) with malformations 1(1) 2+1*(3) 6(3) 7(2) 27 +1*(9)
- no. with exencephaly 1 1+1* 5 0 1+1*

- no. with open eyelid 1 1 3 1 0

- no. with celft palate 0 1 1 6** 24

- no. with cleft lip 0 0 0 1 0

- no. with micrognathia 0 0 0 0 1

- no. with tail malformation 0 0 0 0 1
No. foetuses (litters) with variations none

Visceral examination:

No. foetuses (litters) examined 78 (23) 90 + 2* (24) 78 +1*(23) 90 (24) 88 + 1*(23)
Malformations No toxicologically relevant effects:
No. fetuses (litters) with malformations 1(1) 1(1) 0] 0 101
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- no. with interrupted aortic arch
- no. with agenesis of testis

- no. with hepatocellular necrosis

No. foetuses (litters) with variations

none

Skeletal examination:

No. foetuses (litters) examined

261 (23)

283 + 2% (24)

238 + 1*(23)

279 (24)

233+ 1*(23)

Malformations No toxicologically relevant effects:
No. fetuses (litters) with malformations 4(4) 7+1%(5) 4(2) 3(2) 1(1)
- no. with cervical vertebra malform. 0 0+1* 0 0 0
- no. with thoracic vertebra malform. 0 0+1* 0 rrhe 0
- no. with missing vertebra 0 3 0 i 0
- no. with fused rib 0 0+1* 0 | i 0
- no. with agenesis of rib 0 0+1* 0 j [t 0
- no. with hypoplastic rib 0 0 0 fldaid 0
- no. with misshapen rib 0 0+1* 0 0 0
- ___no. with sternebral malformation 4 4 4 2 1
No. foetuses (litters) with variations No toxicoogically relevant effects
No. foetuses with sites of incomplete
Ossification 1 1 11 7 2
Total no. incompletely ossified sites: 2 1 16 13 2
- vertebrae 0 0 1 5 0
- skull bone 1 1 10 2 1
- sternebrae 1 0 5 6 1
TOTAL NO. MALFORMED FETUSES B 10 + 1* 9 9 28 +1*
{external, visceral, skeletal)
% malformed fetuses 2.30 3.86 3.78 3.23 12.4

* dead fetus
** 6 fetuses with cleft palate from 1 litter
#=ek 24 fetuses with cleft palate from 6 litters

*=ek malformations observed in 1 fetus

One animal treated at 0.5 mg/kg bw/day was killed in a moribund condition after receiving 6 doses. The

animal had marked weight loss, anorexia, lethargy and chromodacryorrhea prior to death. No other deaths

or treatment-related clinical signs occurred during the study. Maternal body weight and food consumption
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Study design

Five groups of 12 mated female mice (Crl:CF-1 (BR); 10 weeks old) were treated orally (gavage) with the
8,9-7 isomer of avermectin Bla in sesame oil at dose levels of 0, 0.05, 0.1, 0.5 and 1.0 mg/kg bw/day from
day 6 to day 15 of gestation. Clinical signs were recorded on working days. Body weights were recorded on
days 0, 6, 8, 10, 12, 14, 16 and 17 of gestation. The animals were killed on day 17 of gestation and
subjected to gross necropsy examination. The uterus was examined to determine pregnancy status,
mmplantations were counted and classified as resorptions, dead fetuses or live fetuses. All fetuses were
examined externally, weighed and sexed. Animals dying during the study were subjected to gross necropsy

examination and determination of reproductive status only.

Results

The results of the study are summarized in tables below.
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Results of oral maternctoxicity study in mice with the 8,9-Zisomer of avermectin B1a.

Dose {mg/kg bw/day): 0 0.05 0.1 0.5 1.0
Mean weight gain day 6 - 17 ds ds
Overall pregnancy incidence No toxicologically relevant effects
Live pregnant No toxicologically relevant effects
No. {(mean/female) implantations® 150 (12.5) 125 (10.4) 129 (11.7) 109 {12.1) 108 (9.8%)
No. resorptions 13 21 14 18 17
No. dead foetuses No toxicologically relevant effects
% resorptions + dead foetuses/implant 9.6 15.3 12.7 16.7 13.4
No (mean/female) live foetuses® 136 (11.3) 104 (8.7%) 116 (10.6) 90 (10.0) 91(8.3%)
Sex ratio (m:f) 1:1.03 1:0.89 1:0.80 1:0.76 1:0.59
Mean live foetal weight (g) No toxicologically relevant effects

*p<0.05

#includes females surviving to caesarean section

Results of oral maternotoxicity study in mice with the 8,9-Zisomer of avermectin Bla.

Dose (mg/kg bw/day) 0 0.05 0.1 0.5 1.0

No. foetuses (litters) examined 136 + 1*{(12) 104 (12) 115(11) 90 +1*(9) 9111

No. foetuses (litters) with malformations 2(2) 1(1) 15 (3) 5(3) 10 (5)

No. foetuses (litters) with variations none

No. (%) with exencephaly 1(0.7) 0 2(1.7) 4(4.4) 2(2.2)

No. (%) with cleft palate 0 0 13 (11.3) 1(1.1) 7({(7.7)
" dead foetus

Results: Two deaths occurred during the study, a female treated at 1.0 mg/kg bw/day was found dead on
day 10 and one female treated at 0.5 mg/kg bw/day was killed on day 11 of gestation. Clinical signs prior
to death were tremors (in one animal at 0.5 mg/kg bw), lethargy and weight loss. Other than in the 2
animals that died or were sacrificed prematurely, maternal body weight gain was unaffected by treatment at
all dose levels. However, the mean weight gain from day 6 to day 17 of gestation in the groups treated at
0.05 and 1.0 mg/kg bw/day were significantly lower than the control group by 18.4%, due to significantly
lower litter sizes. There were no treatment-related gross changes at necropsy in maternal animals of all
treatment groups. The mean number of implantations/female in the group treated at 1.0 mg/kg bw/day (9.8)
was significantly lower than the control value of 12.5. Fewer implantations/female also occurred in the
group treated at 0.05 mg/kg bw/day. These ditferences from the control are considered not to be treatment-

induced since implantation was essentially complete at the start of treatment on day 6 of gestation. The
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anmimals treated at 1.5 mg/kg bw/day were processed for P-glycoprotein immunohistochemistry. In addition,
one-half of each brain from the sensitive animals was also submitted to western immunoblot analysis of
P-glycoprotein. The uterus was examined to determine pregnancy status and corpora lutea were
enumerated. Implantations were counted and classified as resorptions, dead foetuses or live foetuses. All
foetuses were examined externally, weighed and sexed. Placentac were examined for gross changes.
Visceral examination by dissection was performed on approximately one-half of the fetuses in each litter
and on all externally abnormal foetuses. The heads of these foetuses were fixed for subsequent

examination, and all foetuses were examined for skeletal abnormalities and variations.

Results

Results of the study are summarized in table below.

Results of oral developmental toxicity studyin CF-1 mice.

Dose (mg/kg bw/day) Insensitive Sensitive

0 0.5 1.0 1.5 0 0.2-1.0
Weight gain (g) day6- 16 16.6 15.9 16.7 15.8 14.7 4.1
No. pregnant / no. mated 23/25 24/25 23/25 25/25 4/4 18/18
No. examined with live litter 22 24 23 25 4 1
Resorbed or dead litter 0 0 0 0 0 3
No. died / sacrificed 1 0 0 0 0 14
Mean no. corpora lutea/female 13.8 14.0 13.9 142 14.5 13.5
Mean no. implantations / female 13.3 13.5 13.6 135 11.8 13.5
Mean pre-implantation loss/itter (%) 57 5.4 4.4 5.4 20.9 0.0
% resorptions/implantation 57 7.6 5.6 8.6 13.6 13.4
% dead foetuses/implantation 0.6 1.0 0.0 0.4 0.0 61.6
% post-implantation loss 6.3 8.6 5.6 8.9 13.6 75.0
No. live foetusesitter 12.4 12.3 12.8 123 10.8 11.0
Sex ratio (M:F) 1:0.94 1:0.93 1:0.91 1:1.01 1:0.79 1:0.57
Mean live male foetal weight (g) 1.21 1.21 1.27 1.22 1.27 1.26
Mean live female foetal weight (g) 1.21 1.19 1.25 1.20 1.30 1.22
External examination:
No. foetuses (litters) examined 273 (22) 295 (24) 294 (23) 307 (25) 43 (4) 11 (1D
No. foetuses (litters) with malformations 12 (6) 14 (7) 22 (8) 64 (14) 0(0) 5(1)
No. foetuses (litters) with variations 14 (8) 26 (8) 33(14) 45 (16) 5(3) 0(0)
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