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' S_ﬁlpl_mg Rodent dominant lethal assay in mlce, OPPTS 870.5450
[§84 2] o _ : :

DP BARCODE: D242746 - . . SUBMISSION CODE:S536785
B.C. CODE: 80803 | . TOX. CHEM. NO.:063

: W Atrazine Technical (97 1%)
SYNONYMS : G 30027 technlcal

. C_IIAILQ_N: Hertner, T. (1993) Atrazine Structural Chromosomal

Aberration Test. Dominant Lethal Test, mouse 8 weeks. - Ciba-Geigy

- Limited, Plant Protection, Basle, Switzerland. Study No. 911247.
January 7 1993. MRID 42637003 Unpubllshed

SPONSOR: Plant Protection, Ciba- Gelgy Corporatlon, Post Office Box
18300, Greensboro, NC 27419.

In a mouse dominant lethal assay (MRID 42637003), groups of 30
male Tif: MAGf (SPF)mice were treated orally by gavage with
Atrazine technical (97.1% a.i., batch #SG8029BA10) at doses of 0,
500, 1000, 2000, or 2400 mg/kg body weight in & volume of 10
mL/kg. The vehicle was corn oil. Starting immediately after
dosing, each male was mated with 2 untreated females per interval
for days 1-4, days 4-8, and days 8-12. Each male was then mated
with 2 untreated females per week for weeks three through eight.

Atrazine technical was tested at an adequate dose. There, were
signs of toxicity after dosing as evidenced by piloerection and
decreased locomotor activity. The females were sacrificed on
gestation day 13-15 and the uteri examined for the number of alive,

early, and late dead embryos. and resorptions. Cyclophosphamide -

served as the positive- control.. There was no significant
difference between the control ¢group and treated groups with

respect to post- 1mp1antat10n ‘mortality of embryos. ‘Under the -

conditions of this study atrazine technical did not induce dominant
lethal mutations in male mice at doses as high as 2400 mg/kg.

‘This study is classified as acceptable (guideline). It does
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ATRAZINE

DOMINANT LETHAL (84-2)

satlsfy the requlrement for FIFRA Test ‘Guideline 84- 2 for rodent
,domlnant lethal data.

'QQMELIANQE: ‘Signed and dated GLP, Quallty Assurance,

not prov1ded

I MATERIALS AND METHODS

A MAIEBIAL&

A

Iest_Mgte;;gL Atra21ne technical
Description: white powder
Lot/Batch #: SG8029BA10

Purity: 97.1% a.i. - ’
Stability of compound: “stable”
CAS #:1912-24-9 ‘
Structure: not provided

Solvent used: corn oil

-

and Data
Confldentlallty statements were prov1ded A Flagglng Statement was

Vehicle/Final volume/Route of admlnlstratlon corn oil/

10 mL/kg/ oral gavage

Positive/Finaldose (s)/Route of administration:
‘cyclophosphamide/133 or 400 mg/kg in 0.5%
carboxymethylcellulOse/ oral gavage

3. Iest__qgmpgum_m‘t_;_stmtm

Volume of test substance admlnlstered 10 mL/kg

Route of admlnlstratlon' oral gavage

Dose levels used: 500, 1000 2000 ~or 2400 mg/kg

4. Igst_gg;m@;s:‘(males.only werektreated)

a. Species _mouse ; Strain I;iAMAgi_iﬁggL
Age ml.t ~Weight male_M_g

Source. Clba -Geigy

b. No. an;mals used per ddse;';_ﬁﬁ__ males

Mated to_2 untreated females for days 1-4, 4-8,

and 8-

12. Mated to_2 untreated females per week for weeks 3 8

c. Properly ma:Lntalned'> Yes :

-3



" Table 1.

ATRAZINE DOMINANT LETHAL (84-2)

B. WM E

i. Ima&mm
- Test compound and solvent control
D051ng X ____ once twice (24 hr apart)
other (de5cribe); ‘

2. Mating: Starting the day of treatment, each atrazine-
" treated male (30/dose group) or positive control male
(20/dose group) was mated over night with two untreated
' virgin females per mating period (Table 1).

Mating Schedule

Atrazine Treated Animals Cyclophosphamide Treated Animals
MATiNG PERIOD TIME_ INTERVAL MA;I‘ING PERIOD TIME INTERVAL
I ' Day 1-4 I Week 1

II Day 4-8 II Week 2

II1Y Day 8-12 IIi Week 3

Iv ' Week 3 Iv Week 4

P Week 4 v Weék 5

Vi Week 5 VI Week 6 .

vII ' Week 6 VII Week 7

VIII Week 7 VIII Week 8

X Week 8

Each morning females were examined for the presence of a’
vaginal plug. Females with a vaginal plug were marked
and housed in groups in separate cages. Those without a
vaginal plug were mated again the next night with the
same male for -a maximum of 7 days.:  If mating had not
occurred within 7 days, a new series of two virgin
females were mated with each male.

3. ggegg;;g__p;ggegg;e§: Thirteen to flfteen days after the

observation of a vaginal plug or, in the absence of a
vaginal plug, 17 days after the first opportunity to
mate, females were sacrificed. The uteri were examined
for the number of alive, early, and late dead embryos.
Uteri without embryos were placed in an ammonium sulfide
‘'solution for 5 minutes to detect resorptions. The
number of corpora lutea were not determined since this

4



 ATRAZINE = . o N DOMINANT LETHAL (84-2)

II.

lstudy was de51gned to detect only post 1mplantat10n loss
due to genetic damage.

4. Ezaluatign_ﬂritgxia: A positive response was defined as
“the occurrence of a dose-related increase in the
incidence of one or more indicators of post-implantation
dominant lethality with at least two dose levels” or “a '
statistically significant increase in the incidence of
one or more indicators of post-implantation dominant
lethality of the highest dose with respect to the
vehicle control.” A negative response was defiried if
~the criteria for a positive response were not met. Data
were evaluated with respect to treatment group and
matlng period. . - :

5. §tat;gt;ggl;m§;hgg§ Nonparametrlc statistical tests

were performed separately for each mating period.
Linear-by-Linear Association (LLA) tests with linear
score were used for the number of fertilizations, while:
LLA with mean rank score was used for the number of
embryos per male and the proportion of total/early/late
dead embryos per male.

REPORTED RESULTS

EA 1-.." ! * -! ’ -

Tolerability Test: Groups of two male mice were administered
- single gavage doses of 1400, 1600, 1800, 2000, 2200, or 2400

mg/kg atrazine technical in corn oil and observed for up to
8 days. One animal each from the 1400 and 1800 mg/kg groups
and both animals from the 2200 mg/kg group died. All other
mice exhibited piloerection, decreased activity, ventral
recumbency, hunched posture, unkempt fur, and/or tremor.
Body weight loss was also observed and dld not resolve by
the end of the observatlon perlod

Fertility Test: Groups of two maies were administered single
gavage doses of 0, 200, 400, 800, 1200, 1600, or 2000 mg/kg.
of atrazine technical in corn oil. They were then mated
with two females per week for three consecutive weeks. .
Thirteen to fifteen days after mating (as evidenced by the
presence of a vaginal plug), the females were sacrificed and
pregnancy determined by macroscopic examination of the

-uterus. Signs of toxicity in the treated males were similar

to those observed in the tolerability test at similar doses.
There was no treatment-related effect on either mating
frequency or fertility.-
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B.

III.

" A.

DlenénL_lQLhil;§§§§¥ Piloerection was observed in 5/30
" males in the 1000 mg/kg group, 2/30 males in the 2000 mg/kg

‘group, and 13/30 males in the 2400 mg/kg group. Decreased

locomotor activity was observed in 2/30 animals treated with
1000 mg/kg atrazine, 0/30 in the 2000 mg/kg group, and 12/30
animals treated with 2400 mg/kg. No signs of toxicity were

observed in the 500 mg/kg group.

Nortreatment—related~effects were Observed on ﬁating
frequency, pregnancy rate, number of implantations, number

‘of uteri with only deciduomatas, or embryo lethality at any

dose level or mating period. Statistically (p<0.05)
significant increases in embryonic deaths were observed
during mating periods III and IX; however, the study author
attributes this to exceptionally low negative control ‘
values - (2.4 and 3.8%) at these time intervals compared to
the negative controls of other mating periods (5.6-11.1%).
Results are presented in Appendix Table 1 (MRID 42637003, .
pp. 45-47). The positive control responded appropriately.

REVIEWER'S DISCUSSION/CONCLUSIONS'

This is an "acceptable study, " The experlmental protocol was
acceptable. A sufficient number of animals were utilized
and the highest dose produced toxicity. Although there were
increases in embryonic deaths at mating periods III and IX,
the author’s attribution of these effects to low negative
controls seems appropriate.

B. STUDY DEFICIENCIES - None identified.’
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APPENDIX A
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T boreer 042578

Page is not included in this copy.

Pages Q through ZZ are not included in this copy.

The material not included contains the following type of
information:

Identity of product inert ingredients.

Identity of product impurities.

Description of the product manufacturing process.
Description of quality control procedures. o
Identity of the source of product ingredients.

Sales or other commercial/financial information.

A draft product label.

The product confidential statement of formula.

Information about a pending registration action.

L/ FIFRA registration data. -
The document is a duplicate of page(s)

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.




