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(1) CHEMICAL: FOSETYL-AL.

(2) FORMULATION: Technical (97.5 + 0.5% purity).

San

(3) CITATION: Cordier, A. snd Fournier, E. (1981) FOSETYL-AL (32 345
R.2., siuminum salt), Micronucleus test in the wmouse by the oral
route. (Unpublished report prepared by Rhone-Poulenc Industries,
Centre Nicolss Grillet, Department of Toxicology, 13, Quai Jales
Cuesde, 94400 Vitry~sur-Seine, France.) m %3‘*'“"5-@

(4) BREVIEMED BY:

1. Cecil Felkner, Ph.D. sigatore: __Jna Lot Tyl

Scientific Reviewer

Dynamsc Corporation Dste: Jo-4Y-K L
11140 Rockville Pike

Rockville, MD 20852

301-468-2500

(5) APPROVED BY:

’
EPA Scientist Signature: Mﬁﬂ:&é
Date: v .20-2

-

(6) TEST TYPE: Mutagemicity.

o) 2

(7) CONMCLUSION: The micrommcleus test wes well defined by the authors,
and it cleerly gave a positive vTesponse vhen snimals were trested
with triethylenemelamine (TEM) at 1 mg/kg p.o. FOSETYL-Al did not
produce a mutagenic effect in the micromucleus test with CD~1 mice
st doses ranging from 0.6 to 2.4 g/kg under the same coanditions.
The results wers umsmbigucus, and thevefore provide good evidencs
for the lack of mutsgenicity.
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(8) MATERIALS AND METHODS:

1. The test compound, almimrtris-(o—cthylpbocphomtc) is a
fungicide with the following structural formuls:

]

(C2H5-0-2-0]4AL
B R

The molecular veight was 334 vas 97.52 + 0.5
pure. Impurities were _ ——

i & The uater solubility was 12% at 20° C, and the
ompound vas 3 fine white powder.

2. The animal species was CD-1 =mice ("C.0.3.8.") supplied by
Charles River of France, Fifty males aad 50 females, 7 weeks of
age, Wwere supplied for the study. The animals were housed
{ndividually in stainless steel cages with wire—mesh frouts and
floors 4in groups of 70. Cage racks wers locsted in
rodent~dedicated, limited access aress, in envirommentally
controlled rooms (temperature wvas 22 + 22 ¢, bumidity wvas
55 + 15%, i1luminstion vas 12-hour fight/dark cycle, air
exchange was 14 times/hour) from tte acclimacfoz vperiod
(4=7 days) until termination of the experiment.

Flastic-coated paper benesth the cages was chacged at least

- twice a week. Powdered diet (VAR AO4, certified by lot) and
water were supplied ad libitum.

3. The dose levels selected were besed on an Lhgg  study
(M4A3257), which established the LDgg for the test compound in
-1, =ice z5 4.2 gikg. (Eeallily aaizals were welgikil anc
randonized into treatment groups of five sales and five females
as described in Tsble 1:
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3 TABLE 1. Dosing Regimen and Secrifice Schedule
M
s
- Fumber of  Dose Sscrifice Marrow
1 Group Dosas Level Z Lbsg (hours after Slides Prepared
-4 : (g/%g) - initisl dose)
&
3 A 1 0.0 - 30 Yes
B 1 0.6 12.52 30 Ko
H C 1 1.2 252 30 Yes
- D 1 2.4 50% 30 Yes
™ E 1 3.6 752 30 Yes
F 2 0.0 - 48 Yes
G 2 0.6 12,52 48 - No.
: | 2 1.2 25% 48 - Yes
I 2 2.4 502 48 Yes
J 2 3.6 752 48 Tes

QU

The test compound was suspended in a 102 zquecus solution of
gcacia, &nd volumes of 25 ml/kg were administered orally;
contrel animals received the vehicle only. Animals vere
sacrificed by cervicel dislocaticn at 30 hours after inftial
doge for groups A through E. Animsl groups F through J received
tvo doses with a 24~hour period between doses, and they were
geerificed 48 hours after the initial dose.
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4, Bons marrov exsmination was conducted cn the three highest doce
levele (both single end repested admiunistration) at which
ezimals survived. Both femurs wers removed asud the merrow was :
collected from cach animal in fetal calf serum. This suspension -
wag .reusferred to hemolysis tubes (one tube/animsl) and
cere~. 1ged. Boue marrow slides were prepared, two per animal,
thens fixed in methanol, and stained with May-Grunwald-Giemsa.

=3 ™

$lides from four animsls/sex/grouvp vete examined, each slide by
tws iovestigators. Five hundred polychromstic erythrocytes/
slids (1,000/mouse) 2ud corresponding micromuclei were counted.

5. Hormochromatic (EN), Polychromatic (X), and HNucieated (Y)

erythrocytes were counted per slide, and the following ratios v
vere detersined: .

C 60
A= X B e b ¢ :
a 100 EX 100 EN . g
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Y. Amnluin:luntiohindiatuad‘hyin.ot {ohibition
of, erythroblast asturation, and a decresse ia both ratios A and
B indicates & cytotoxic effect. ' :

6. The test groups were compsred statistically using Kasteobeum end
Bowmen's test. An apalysis of varisoce was uped tO compare the
results of the cytotoxicity tests-

(9) REPORTED BESULTS: ) -
All apimals that were dosed at the highest level (3.6 g/kg, oFf 752
of the msg) ndmlofanmam, single—exposure s
’ acresse in percentage of polychrosatic erythrocytes with
microouclei or total number per 1,000 polychromsstic erythrocytes
examined was notad (see Table 2). Slight cytotoxicity vas produced
in groups D and 1 (2.4 g/kg siovgle snd repested exposure). There
wes a delay in cell maturation for group H sodmals (1.2 gl/kg
repested exposure).

A positive coantrol experimeat with 1 =g/kg ttiethnwlun;e (TEM)
was conducted by the ssse sethod. TEM was highly sotagenic in the
alcronucleus test for animsls at this ilevel.

(10) BISCOSSION:

{. The microrucleus test was performed oB FOSETTL~Al at doses chat sre
- geonszally racognized to ba ecceptable; 1.€., ¢he highest dose
. resulted ia cytotoxicity sod ap the LDs5g. Howaver, it is
} ot clesr whether the aduinigtered dose for auimsls zecaiving
- repest administration was ip fractioms totaling ¢he dose level

gzoup sizes were acequate and Doth sexes vere included. Also, the
mhrdomw“mdmhnewtoomna
statisticelly significsnt result. The experimestal conditions,
rationale for the &8ssy, sod criteria for judging sutagenicity were

protecol. Since the mmber of Howell-Jolly boddes (microsaclel)
was not <2.5-fold higher thss the spontansous {ocidence (vhers
p = 0.05), it is ths opimiocn of this reviewer that this

did pot cause & Vit. micmpmc.amwmombdw




[ TABLE 2. Summary of the Results of the Cytotoxicity and Micronucleus Tests

- E 5 oxicity Test Micronucleus Test Cytotoxicity Ratios
1“5‘%"&7—"&” We. Folychronstic IBC's vith

I3 Az 2
Doszge ISC’s vith %ierowmscles/1,000 Polychrometic BEC's Bo. Fol c RBC's Fo. Nuclested EBC’s
E Grosp (g/kg) Microweclei E!.——!:R—'E—!T—- . ] s 100 Orzhochrematic RK3C's
A 0.0 0.18 s 10 14 1.59 4.65
3 0.6 0.34 13 14 27 - -
. ] c 1.2 0.26 1 ] 19 1.41 4,23
, D 2.4 .21 10 ? 17 0.99e% - 3180
i E 3.6 Died - - - - - -
r 0.0 0.23 u 7 18 2.19 5.19
. ¢ 0.6 0.13 'y 6 10 - -
r n 1.2 0.1° s 7 15 1.63¢ 4.8
1 2.6 0.14 s 6 11 . G. 929 2.7
: J 3.6 Died - - - - -

*Siguificonz for 0.0L.
*agqenificanc for 0.001.




