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Attached is the review of a two generation reproduction study in
the Sprague-Dawley rat performed with Alkyl Dimethyl Benzyl
Ammonium Chloride (ADBAC) administered in the diet. The
conclusions from the Data Evaluation Report are as follows:

Sprague-Dawley rats were administered 0, 300, 1000, or 2000 ppm
of ADBAC daily in the diet over two generations. Clear evidence of
toxicity was not observed even at the highest dose, although there
were transient decreases in hody weight gains and food consumption
in FO females at 2000 ppm. Consequently, the NCEL for parental
toxicity was 2000 ppm (146 mg/kg/day male and female combined;
130.1 mg/kg/day, males and 160.9 mg/kg/day, females, averaged for
the FO and Fl generations). The LOEL for parental toxicity was not
clearly established.

Reproductive toxicity seen at 2000 ppm (the LOEL) was evident as
reduced pup body weights and body weight gain during lactation
indicating an adverse effect on pup growth. Based on these
results, the NOEL for developmental toxicity was 1000 ppm (73
mg/kg/day male and female combined; 65.4 mg/kg/day, males and 79.9
my/kg/day, females, averaged for the FO and Fl generations).

The study is considered to be Core Guideline for guideline 83-4.
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DATA EVALUATION REPORT

STUDY TYPE: Reproductive toxicity

EPA_IDENTIFICATION NUMBERS

Tox Chem. Number: O16E  P€ 00dio%

MRID Number: 413850-01
TEST MATERIAL: Alkyl dimethyl benzyl ammonium chloride
SYNONYMS: ADBAC; benzalkonium chloride

SPONSOR: ADBAC QUAT Joint Venture, Chemical Specialities Manufacturers
Association, 1001 Connecticut Avenue, N.W,, Washington, D.C.

STUDY : 52-524

TESTIN ITY: Bushy Run Research Center, R.D., #4 Mellon Road, Export, PA

TITLE OF REPORT: Two-Generation Reproduction Study in Sprague-Dawley (CD®)
Rats With Alkyl Dimethyl Benzyl Ammonium Chloride (ADBAC) Administered in the
Diet

AUTHOR: T.L. Neeper-Bradley
STUDY COMPLETION DATE: January 30, 1990

REPORT ISSUED: January 30, 1990

CONCLUSIONS: Sprague-Dawley rats were administered 0, 300, 1000, or 2000 ppm
of ADBAC daily in the diet over two generations. Clear evidence of toxicity
was not observed even at the highest dose, although there were transient
decreases in body weight gains and food consumption in ¥, fewsles at 2000 ppm.

Consequently, the NOEL for parental toxicity was 2000 ppm (146 mg/kg/day); the
LOEL for parental toxicity was not clearly established. ? Comaboivead

Reproductive toxicity seen at 2000 ppm was evident as reduced pup body weights
and body weight gain during lactation indicating an adverse effect on'pup
growth, Based on these results, the NOEL for developmental toxicity was
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Euidtivs 6407y
CORE CLASSIFICATION: Core-Mimbmum Data. Thiz study mests the wiwiwum
requirements set by Cuideline 83-4 for a two-generation reproductive study in

rats, becsuso—ne-ilbi-forparenial—tonioity-was—evtabiished-: N' ldq‘j
A. MATERIALS ‘ '
Iast Compound

Alkyl compasition: C-12, 40%; C-14, 30X; C-16, 10X

Purity: B81.09X manufacturing use product (supplier analysis);
contaminants not reported

Sctabilicty: Not reported

Specific gravity: Not reported

Description: Pale-yellow viscous liquid

Lot number: 7293K

Batch number: BRRC 50-512 A through E

Receipt date: November 11, 1987

Other provided information: Stored in freezer

010484

Yehiclel(s): None. The test material was administered orally through the
diet,

JTest Animal

Specles: Rat

Strain: Crl:CD®(SD)BR : , :

Source: Charles River Breeding Laboratories, Kingston, NY

Age: 27 days old upon arrival

Body weight: At initiation of study, males welighed approximately 75 g,
and females weighed approximately 65 g.

STUDY DESICN

The study wag designed to evaluate the potential reproductive and
developmental effects in rats produced by dietary administration of ADBAC
for twe generations. Upon arrival, rats were quarantined for
approximately 2 weeks prior to initiation of treatment so that

representative animals could be examined by a veterinarian to determine
general animal health.

Animals were identified by a stainless steal ear tag.
Animals were housed two/sex/cage during the quarantine peried, and singly
thereafter. Food (Ralston-Purina® Certified Ground Rodent Chow No. 5002)
and tap water vere provided gd libjitun. Environmental parameters were as
follows: light -- 12-hour light/dark cycle; temperature -- 66-73°F;
relative humidity -- 40-60%. Although the temperature and relative
humidity in the animal quarters were outside the desired ranges on some
occasions, no adverse effect on animal health was apparent,

After 10 weeks of distary treatment, the F; parental
wnimals were mated. The F; parental animals were mated after 15 weeks of
dietary treatment.

i
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Each female was housed with one randomly selected male from the same dose
group. Each breeding reginen cons‘stec of a 7-21-day cohabitation period,
Females were observed once daily for the presence of sperm and twice daily
for the presence of copulation plugs, The day that a copulation plug or
vaginal sperm was observed was designated gestation day (GD) 0. Sibling
matings were avoided.

: Fp and F, animals wers randonly assignsd to the
following do~s groups using a computer-generated stratified weight
randomization program:

Number Assigned per Group

Tes t Pa F]
Group _ Malea Fenales Males Females

Control 28 28
Low dose 28 28
Mid doss 28 28
High dosge 28 28

Rose Administracion: ADBAC was administered in the diet continuously fox
two successive generations. Dietary preparations of the test material
ware corrected for the percent active ingredient. The rationale for

selection of dose levels was not provided in the study report. Diets were
preparrd weekly from a premix consisting of the test substance and ground
chow combined in a Hobart mixer. The premix was diluted with control diet
to obtain the desired dose levels. Test diets were stored at room
temperature in polyethylene containers. Animals received the test
substance in the diet for 10 and 15 weeks prior to breeding of the F, and
F; generatlons, respectively. ‘

Homogeneity and stabllity analyses were performed prior to the initiation
of treatment. Homogeneity of tha tast substance in the diet vas
dstermined from a total of nine samples (three from each of three layers-
top, middle, and bottom) of the diet. Stability analyses were conducted
on the high. and low-dose diets at room temperature in open glass
containers and closed polyethylene containera, Test substance
concentration in the diets was determined using high-pressure liquid
chromatography weekly for the first 4 weeks of the study, and monthly,
thereafter,

¢ During the premating period, animals were observed twice
daily for signs of toxicity and/or mortality. Clinical examinations were
conducted once daily for the remaindsr of the study. Prior to breeding,
body weights and food consumption for all animals were also determined
weekly, Mated females were weighed on days 0, 6, 15, and 20 of gestacion.
Dams that delivered llitters were weighed on postnatal days 0, 7, 14, and
21, A similar protocol was used for the F; generation.
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The following data were recorded for each litter: 0iC484

the numbsrs of pups born (live, dead, and total);

survival indices at 0, 4, 7, and 14 days after birth and at
weening;

litter weights on days 1, 4, 7, and 14 after birth, at weaning,
and at postnatal day 28;

clinical observations of pups during the pre-weaning period (bircth
to day 21 postpartum);

individual weights on day 21 postparturition; and

necropsy findings in stillborn pups and pups that died during
lactation.

On day 4 postpartum, pups vere culled and litter size was adjusted to four
males and four females using a computer-randomization methed. Pups were
randomly selected to serve as the F, parental animals.

Fy; and F, adults in all groups were necropsied. Animals were anesthetized
with methoxyflurane and wers euthanized by severing the brachial blood
vessels, The following tissues were collected from all parental animals,
fixed in a 10X buffered formalin solution, embedded in paraffin, and
sectioned and stalned with hematoxylin and eosin:

- Ovaries - Testea

- Uterus . Epididymides
Vagina Seminal vesicles
Other tissues with Prostate
gross lasions

Histologlc examination was performed on the above tissues of all F, and F,
adult rats from the high-dose and control groups, and on any of the above
tissues displaying gross lesions from the low- and mid-dose animals. All
parental animals that died during treatment were necropsied, and complete
histopathological examinations were performed.

The uteri of nonpregnant Fy and F, females were immersed in a 10X buffered
formalin solution for verification of implantation.

A gross internal examination was performed on any pup that sppeared
abnormal or moribund during the study. In addition, 10 randomly selected
pupg per sex per test group Were selected from the F; and F; generations
for gross internal examination.

Statistical Anslysis: The following analyses were conducted:

- Body weights, food consumption, and organ weights were analyzed using
Levene's test for equal variances, analysis of variance (ANOVA), and
t-rests with a Bonferroni correction.

Nonparametric sanalyses ware conducted using the Kruskal-VWallis test
followed by the Mann-Whitney U-test for pairwise comparisons.

Fischer's exact test was used to compare frequency data.
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For all statistical tests, a 0.05 (two-talled) level of significance was
used,

Compliance

- A signed Statement of Compliance with Good Laboratory Practice
Standards, dated January 22, 1990, was submitted.

- A signed Quality Assurrance Statement, dated January 30, 1990, was
provided,

- A signed but undated Statement of No Data Confidentialicy Claim was
submitted,

Analysis of the test diets revealed that the concentrations ranged
from 95.3% to 109.0% of the nominal level for low-dose diets, from
95.6% to 107.9% of the nominal level for mid-dose diets, and from _
94.7% to 108.0% of the nominal level for high-dose diets. Stability
of the test material in the 300- and 2000- ppm diets (stored at room
-temperature for 21 days in a closed polyurethane container) was
between 104,3% and 104.7% of the nominal level for the low-dose diet,
and between 103.4% and 105.2% of the nominal level for the high-dose
diet. For preparations held in an open glass container for 14 days,
stability ranged €rom 101.3% to 101.6% of the nominal level for low-
dose diets and from 103.5% to 106.4% of the nominal level for high- .
dose diets. Homogeneity analyses revealed concentration ranges of
103,7-114,3%, 98.5-111,6%, and 103,8-111.8% of the nominal level for
the low-, mid-, and high-dose diets, respectively.

Parental Toxiclty

¢ No treatment-related mortality was observed, One high-
dose F; male was sacrificed in a moribund condition on study day 50
because of a cage accident. Necropsy findings revealed abnormal

contents in the gastrointestinal tract, pharyngeal malocclusion, and
reduced spleen size,

Clinical Observations: No treatment-related clinical signs of
toxicity were observed in the F; generution. Incidental clinical
findings were observed in all groups of both sexes and generations and
included periocular encrustation, swelling of the nose, dental
problems, and alopecia.

Body Weight: Summaries of body weight gain from selected time
intervals are presented in Tables 1, 2, and 3. Although decreases in
body weights and/or body weight gains were noted in F, and F; parental
animals at 2000 ppm during the premating period, because of the large
standard deviations in ths reported values these effects were not
considered biologically significant by the reviewers. Detailed
rasults are presented in the text,
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In the F, generation, body weights (data not shown) at 2000 ppm were
slightly lower (4%) than controls for males throughout the premating
and postmating periods. Sporadic significant (p<0.01) increases or
decrsases in body weight gain at 2000 ppm and significant (ps0.0l)
increases (:5%) at 1000 ppm were not considered to be treatment
related. For females at 2000 ppm, there was a significant (p<0.05)
reduction (4%-5%) in body weight during weeks 5, 6, 3, and 10 of the
premating period (data not shown). Body weight gain of these females
was significantly (p<0.0l) reduced (62%) during weeks 8-9; this effect
was not considered biologically significant by the rﬁz}ewcrﬁ.kgcause
of the high standard deviations. Similarly, the 84X)Weight reduction
compared to controls at wecks 9-10 for high-dose females was neither
biologically nor statistically significant because of the low weight
gain in the control group at this interval. During gestatlion at

2000 ppm, the body weight (data not shown) but not the body weight
gain (Table 2) was significantly (p<0.05) lower (=5%) for treated
females than for controls only on day 0 of gestation. These dams
gained an average of 3.27 g on days 14-21 of lactation compared to an
average weight loss of 9.12 g in the control group (Table 3).

In the F, generation, male body weights ware lower (5%) at 2000 ppm or
higher (5X) at 1000 ppm (during waek 5; data not shown) than controls
for the premating period. There was a significant (ps0.01) increase
in body weight gain at 1000 ppa (18% increase, weeks 2-3; 216X%
increase, weeks 13-14) and a decrease (11X) at 2000 ppm (weeks 1-2)
compared to controls. Because of the sporadic occurrence of effects
and large standard deviations in the reported values, these findings
were considered to be incldental. For females, significant increases
in body weights (p<0.01) at 1000 ppm (data not shown) and body weight
gains (260%) at 300 and 2000 ppm (Table 1) during the premating period
were not considered to be treatment related. No adverse effects of
treatment on body waight (data not shown ) or body weight gain were
noted in females during gestatfion (Table 2) or lactation (Table 3).

Food Consumption: A summary of food consumption data from selected
time intervals is presented in Table 4, Transient decreases in food
consumption were noted in the Fy males and females and F, males fed
dlers containing 2000 ppm of the test material during the premating
period. Detailed results are presented in the text.

A significant decrease in mean food congumption of F, males receiving
2000 ppm during week 1 of the premating period was noted; however, the
study author suggested that this was most likely due to the
nonpalatability of the test material. In the high-dcse F; females, a
significant decrease in food consumption was observed during the first
4 weeks of treatment. Mean food consumption in the high-doze F, males
was significantly (p<0.05) lower than controls at weeks 3-4 and 6-7 of
the 10-waek premating and postmating (weeks 15-16) periods. No
significant reductions in food consumption wsre saen in the low-, mid,
and high-dose F, Ffemales during premating (data not showm).

. Gestational and lactational food consumption in the treated F, females
was similar to that of controls (data not shown). Mean food
consumption in the high-dose adult F, females was significantly
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(p<0.05) reduced during gestation days 7-11 and 14-17 (data not

shown). There was no effect of treatment on lactational food
consumption in the F, females,

Compound Consumption: Mean compound consumption at 300, 1000, and-
2000 ppm during the premating period was 20.7, 68.2, and 134.7
mg/kg/dey, respectively, for F, males (data not shown) and 25.5, 81.3,
and 164.7 mg/kg/day, respectively, for F, females (data not shown).

Mean coupound consumption at 300, 1000, and 2000 ppm during the
premating and postmating periods was 19.1, 62.5, and 125.4 mg/kg/day,
respectively, for F; males (data not shown) and 24.8, 78.5%, and 157.1
mg/kg/day, respectively, during premating for F, females (data not
shown) .

Compound consumption data for Fy and Fy; females durlng gestation and
lactation were not reported.

Reproductive Toxicity

The effects of dietary administration of the test material on
reproductive parameters are summarized in Tables 5 and 6, Compound-
related reproductive toxicity was obsmrved at 2000 ppm. In both
generations, the mean pup body weights at 2000 ppm were significantly
reduced during the lactation and/or postweaning periods, suggesting a
possible :iverse effect on pup growth. No treatment-related effects
on gestatfonal length, mating, fertility, or gestational indices were
observed,

In the F; generation offspring, there were no treatment-related
effects on the total number of pups born, litter viabilicy, live birth
and survival indices, or sex ratios of pups (Table 5). There was also
no effect of treatment on litter size (data not shown). Mean body
weights of pups were significantly (p<0.0l) decreased at 2000 ppm on
lactational days 21 (by sex and combined for both sexes; Table 5 .
summarizes data for entire litters) and 28 (for females and entire
licters; data not shown). Mean body weight gains of pups were
significantly (ps0.05) raduced at 2000 ppm on lactational days 14-21
(males, females, aud «ll pups) and 21-28 (fewales only) (data not
shown). The gross and microscopic exarination of selected weanling
rats revealed no treatment-relatad lesions.

In the F, generation, no treatment-reclated adverse effacts were noted

‘on total number of pups born, litter viability, live birth and

survival indices, or sex ratios of pups (Table 6). There was also no
effect of treatment on litter size (data not shown). Mean body
weights of pups (for each sex and for both sexes combined) were
significantly (p<0.0l) reduced at 2000 ppm on lactational day 28 and 1
week after weaning (data not shown), The gross and microsgcopic
examination of selected weanling rats revealed no treatment-related
lesions.
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Table 1: Summary of Mean Body Welght Gain During the Premating Period for
Rats Fed ADBAC for Two Successive Generations®

010484

Dietary Mean Body Weight Gain (g s BD) for Study Weeks:
Concsntration
{ppes) 4-5 -9

o lales
0 $3.1¢ 3.9 25.4 ¢ 5.4

54,7 2 5.1 27.9 2 6.6
56.0% A.7 24.2 2 3.3

49.4 £ 7.2 20.5"%¢ 6.3

Eo Temales
0

300
1000
2000

E, Hales
]

360
1000

2000

Fy.Eszales
[ 4,5 5.6 ¢ 5.7

300 6.4 5312 5.0
1000 6.9 4.2 ¢ 6.3

2000 . &.6 3.6 2 5.7

Data sxtracted from study no. 352-324, Tables 3, 7, 24, and 26.

"significently diffsrantly from comtrols (p<0.03)
**Significsatly differently fzom comtrols (p<0.01}
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Table 2, Summary of Mean Maternal Body Weight Gain During Gestation in Rats
Fed ADBAC for Two Successive Generations*®

Distary Muan Body Weight Gain (g » 8D) for Gestetion Days:

Concantration .
(pree) 6-13 13-

| 7 TYTT

9

E,Peales ;
0 . . 118.9 » 19.7

300 112.2 + 21.3
1000 . . 119.2 ¢ 16.6

2000 . . 121.08 2 13,0

iData oxtracted from study no. 52-524, Tables 13

o ER i kb)Y AT R K v By e SRR L S R AR O s i AR Set e A G B R R D B el
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Table 3. Summary of Mean Maternal Body Weight Cain During Lactation in Rats
Fed ADBAC for Two Successive Cenerations®

Distary Mean Body Weight Gain (g » 8D) for Lectation Days:

Concentration
(ppm) 7-14 14-21

Eo Esmales

0 10.8 ¢+ 13.9 9.1 2 19.% 13.6 s 17.3
8.6 « 11.1 ~13.2 « 6.5 10,1 & 16.1
12.0 + 10.3 ~7.8 x 10.5 21,1 ¢ 18.3

23.5%%s 12,3 . 3,9"%: 10.2 45.0"%: 18.2

EyFeanles
0 12.3 + 13,2 . . . . 32.1 ¢ 142
300 8,7 ¢ 11.2 ‘ 2.3 » 13,5
1000 16.2 ¢ 20.6 . . 30.2 ¢ 25.4

2000 17,3 » 11.4 11.7 43.2 2 17.8

8ngta oxtracted from study no, 52-524, Tebles 13 and J4,

"Signiflcantly different from comtrols (p<0.03).
“"signiticantly different from controls (p<0.01)

12

10

i oo R 4 % S Mt b kS N koo S 1S 2 o R e R ARSEF G046 Bt 5 b B . V. 0 AR R 2
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0
" Table &4, Summary of Mean Food Consumption (g/day & SD) During the Premating
Pnriod i1 Rats Fed ADBAC for Two Successive Generations*®

Distary Msan Food Consumption (g/dey ¢ SD) on Study Heeks:
Concentration
(ppem) 0-1 -4 (1] 9-10
Lo Males .
0 24.2 2 1.5 25.5 ¢ 1.5 25.4 2 1.7 25.7 » 1.8
300 24,7 + 1.0 25.8 ¢ 2.3 26.2 ¢ 2.6 26.5 ¢+ 2.3
1000 26,7 ¢ 1.4 26.1 ¢ 1.7 25.8 x 1.7 26.3 2+ 1.5
2000 22.3"%. 2.0, 26.9 9.2.2 24.8 2 2.2 24,3 ¢ 2.9
o Pennles
0 17.% « 1.3 17.9 « 1.4 17.5 3 1.4 18,0 = 1.3
300 17.2 + 1.0 17.6 = 1.2 198.6"2 1.3 16.6 » 1.2
1060 17.0 ¢ 0.9 17.3 ¢ 1.6 17.7 + 1.6 17.5 ¢ 1.2
2000 15.9""2 1.3 16.87x 1.6 17.1 s 2.1 17.2+ 2,1
E; Malses .
0 26,1 2 2.6 28,9 ¢ 3.0 25.2 ¢+ 2.7 S 28,18 2.4
300 27.2 + 2.1 30.0 » 2.3 29.9 ¢ 3.8 29.4 ¢ 2.4
1000 27.1 ¢ 2.2 29.6 » 2.8 29.3 ¢ 2.5 28,9 ¢ 2.6
2000 25.4 5 2.4 2.6 3.2 26.9 » 3.3 26.9 + 2.6
E, Emsles
0 18,4 ¢ 1.0 19.0 2 1.2 19.7 ¢ 1.2 19.0 & 1.6
300 19.0 ¢ 1.9 20,9 ¢+ 2.2 20.6 ¢+ 2.1 20.6"» 1.8
1600 19.3 ¢ 2.4 20.6 + 2.5 20.1 2 2.6 20,2 « 2.2
2000 17.9 » 1.8 19.3 2 1.8 9.1 4 1.8 18.8 & 2.0

°pata sxtracted from study no. 32~324, Tebles 8, 10, 27 end 29,

“Significently different from controls (§<0.05)
“*Significantly different from controls (p<0.01)

11

13
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Table 5. Summary of Effects of Dietary Administration of ADBAC on F
Reproductive Parameters, Offspring Survival, and Pup Body Weight®

e DA 9t AR Concentration (U)o
Parametey ) 1000

No. matings (¥ perents) .28 28
No. pregnancies a8 8

Fertilivy index--female (X)¥ 100
Gestation index® ] 100
Meann gestation length (deys) 32.0

Total no, live pups
Day 0 a1
Day 4 precull 362
Day 2% 220

Mean no. live pups/Littert
Day 0O B 13.3
Day & precull . . . 12,9
Day 21 . 7.9

Live birth index (%)* . 99.1
Viability index (I)' . 100
Lactation index (1)¥ . . 100

Mean pup body weight (g)
Day 1
Day 4 precull
Day 14
Day 21

Sex retio (3 asles)®

Bhate wers extrscted from study no, 52-524, Tebles 12, 17, 18, 19 «nd 230, .

Mo, of females besxing littezs = 100
No. of females sopuleting

“Mo. of Littexs with et Asaat ons live pup = 100
No. of littezs

dMaen nusber of implantations/dam wae not reported.

*Ha..af.RuRs-hern _sllive = 100
No. of pupa horn

Mo, of pups.alive ep day 20 x 100
No. of pupe elive at day 21

fEg. o pups salive.go day 21 x 100
No, of pups alive on day A

huex ratie en lastation dey O

'sumuua(.ly digfazent from controls (p<d.01)
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Table 6. Summary of Effects of Dietary Administration of ADBAC on F,
Reproductive Parameters, Offspring Survival, and Pup Body Weighc*

Bi
Paramotar [} 300

No. matings (Fy parents) : 27
Ho. pregnancies 24
Fertility index--femals (1)?

Geostation index®
Mean gestation length (days)

Totel no, of live pups
Day ¢
Day & precull
Dsy 21

Mean no. live pups/litterd
Day 0O
Day % precull
Day 21

Live bigth index (XI)*
Visbility index (D)7

Lestation index (%)%

Menn pup body weight (g)
Day 1
Day & precull
Day 14
Day 21

Sex ratic (3 meles)®

'Dlt;l ware extructed from study no. 52-524, Tables 31, 238, 37, 38, and 39.

“Mo..of fsmalss beskina litters » 100
Ko. of femsles copulating

*No. of littery with et least one Jive pup x 100
Ko, of littesrs

dMean numher of Smplantations/dem was not reported.

“Mo, of puna horn slive x 100
Fo. of pups born

Mo, of oups slive gn day 20 x 100
Ko. of pups elive st dxy 21

"o, of mibs Allve ob sy 21 = 100
Ko. of pupa alivs om day &

R3ex ratic on lactation day O
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: No treatment-related gross or
microscopic changes were observed in either Fy or F; adult male or female
rats at any dose level,

REVIEWERS: DISCUSIION/CONCLUSIONS
1. Test Material Analysesg

No information was provided to support the study author’s clesim that the
test material was 81.09X pure. The concentrations of ths test material in
the diet were within the acceptable range (:10% of .iominal values). The
results of homogeneity analyses indicated that the test materlial was
homogeneously distributed in the test diets. Results of the stability
analyses indicated that the test material in the diet was stable for up to
21 days when stored at room tempersture,

Rarental Toxicity

There was no definicivo evidencc of compound-related toxicity at 2000 ppm,
ATheusd 7Le S saidd THot 350~ G R Ao KA rtt M—&f’ e lip P~
utdh g’cﬁ' ‘lﬁhc was aignificancly lower in the adult Fy females receiving
2000 ppm during weeks 5, 6, 9, and 10 of the premating period. Mean body
weight gain in these femnles was also significantly lower during weeks 8-9
of the premating period. Food consumption was decressed in the adult F,
females only during the first 4 waeks of treatment. However, since test
material palatability was a problem and the significant weight differences
noted for weeks 5, 6, 9, and 10 were discreet (i.a., 4.5% lower than
control), the findings did not provide clear evidence of an adverse effect
on female body weight. Decreases in mean body weight gains and food
consumption for adult F, males receiving 2000 ppm during the premating
period were transient, lasting 1-2 wesks.

No trestment-related mortality or clinical signs of toxicity ware observed
in eitiier generation at any dose level during the treatment period,

Based on thesa results, the NOEL for ﬁnrenul toxicity was 2000 ppm; the
LOEL was not established.

Reproductive Toxicity

Compound-ralated reproductive toxicity was observed at 2000 ppm.

A ALto AeTed Ty Tha [Py MtHen)
A4 peductions in mean body welighta and/or mean body weight gains were noted
in F; and F; pups at 2000 ppn during lactation. Mean body weights of F,
pups wers dacressed on lactational days 21 (for both sexes and entire
litter) and 28 (for females and entire litter), Mean body weight gain of
F; pups was decreased on lactational days 14-21 (males, females, and all
pups) and 21-28 (females onl Mean body weights of F; pups (males,
females, and all pups) decreased on lactational day 28, There were

no treatment-related Affects on other reproductive end points. £ /15/q]

$ex AfPrled THLLED [T MDD P& i%om BE SRy
Based on these results, the NOEL and LOEL for reproductive toxlcity wers
1000 and 2000 ppm, respectively.
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oy
)
(a) The putit.y of the test material wudnot vutifindéy A Sorved V/I‘ﬁV
ANALYSIc STHTEmEVT FROM THE SPersel.
(b) Maternal signs of toxicity noted at the high dose were limited to
decreases in mean body weight and body weight gain of the F,
females during the premating periocd. Although the decresses in
body weight and body weight gain values during the premating period
ware reported to be statistically significant, there were
overlaps of confidencs intervals for body weight values between
the high-dose Fy; and control females. Consequently, no LOEL for
parentsal toxicity was escablished.

4. Study Deficiencies

W
E. CORE CILASSIFICATION: Core ¥inimum Data

- ' Aﬁv '
Parental Toxicity NOEL = 2000 ppm (146 mg/kg/day) “pusie ¢ MM*‘“[

Parantal Toxicity LOEL = Not determined

Reproductive Toxicity NOEL = 1000 ppm (73 mg/kg/day) ﬂu—'-' : Mﬁ‘" Cruitlei

Kook ¢ Fecomlle Forc Gonlh
Reproductive Toxicity LOEL = 2000 ppm (146 mg/kg/day)’/ based on reductions
in pup body weight and body wci;ht gain during
lactation
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