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SUBJECT: Gibberelin A4A7 (GA4A7) - Mutagenicity Studies
Submitted under MRID Nos. 40873207, 4067320¢%,
and 40873209
EPL Recistration Nos. 275-2, =32 (EPA ID 043801)
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TB Project No.: 9-0440
RD Record No.: 235443

FROM: Irving Mauer, Ph.D., Genesticist i/};¢ ‘/é;au~" = co2 N/
Toxicology Branch I - Insecticide, Rodenticide : //;;/f
Support '

Health Effects Division (TS-769C)

TO: G. Wercig/B. Briscoe, PM Team 50
Data Call-In Secticn
Registration Division (TE-767C)

THRU: Judith W. Hauswirth, Ph.D., Chief +.-s<féc Lo ;J-.,M:.t,:.;;,;:,_
Toxicology Branch I - Insecticide, Rodenticicde *ﬁ;('/
Suppert

Health Effects Division (TS-769C)

Registrant: Abbott Labs, Nerth Chicago, IL
Recuest

Screen the follcwing three mutagenicity stucdies, all
performed at Microbiological Associates, Inc. (MBA), Rockville
and Bethesda, MD, required as part of tier testing, to determine
additional data reguirements uncer Bicrational Guidelines Data
keguirement 152-17 (Genotoxicity):

l. Salmonella/Mamralian-Microsome Plate Incorporation
Mutagenicity Assay (Ames Test) with a Confirmatory
Assay, reporte¢ by T.E. Lawlor, MBA Project No.
T8201.501014, Final Report cated September 21, 1988
(EPA MRID No. 40873207).
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2. ticronucleus Cytogenetic Assay in Mice, reported
byeDonald L. Putman, MBA Project No. TE201.122,
Final Report datec Octocber 24, 1988 (EPA MRID
No.- 40873208).

3. Unscheduled DNA Synthesis Assay in Rat Primary
Heoatocytes with a Confirmatory Assav, reportecd by
Rodger D. Curren, MBA Projiect No. T8201.3800009,
Final Report Dated October 21, 1988 (EPA MRID
No. 40873209).
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TE Conclusions/Recommencdations
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All stucies submitted satisfy the data reguirements for
cenotcxicity specified in 152-17 et seg. '

Stuév 1 (Ames Test) was conducted accorcing to current
Bgency Guidelines as well as validated (published) methodology
and evaluation criteria, up to levels of toxicity (10,000 ug/
test article per plate) in two separate assays. The necative
results reported (no increazsed his* revertents in any cf the
standard set of five histidirne-negative (T2) strains of
Salmonella typhimurium LT5) are considered valid, ané the
study would satisfy the data reguirement for gene mutation
in bacteria (Tier I). Although ccnfirmation for this genetic
endpoint in a mammalian test system is desirable, no further
testing in this category (i.e., Tier 1II gene mutation) is
reguired.

The mcuse micronucleus assay (Study 2) was also conducted
according tc recognized testing Guidlines, with the appropriate
number of animals of both sexes injected intraperitonally
with test article at doses up to 80 percent (= 1200 mg/kg) of
a Gemonstrated acute LDgp/7 (=1465 mg/kg). Ko increased inci-
dence of micronucleated-polychromatic erythrocytes (m-PCE)
was found at any dose level, inclucing the HDT at which both
clirical toxicity (lethargy) and cytotoxicity (20 to 30%
Gecrease in the ratio of PCE to total erythrocytes). Hence,
this study and its recetive results are adeguzte to satisfy
the Tier II cdata reguirerent for cytogenetic (chromosomal
camace) testing.

H

e UDS study in primary rat hepatocyte cultures (Study
isted of twc separate assays (initial and confirmatory)
test substence administered up to dese levels (150,

/rL) causing moderate to severe toxicity, but no increase
silver grain count at any dose. Both procedures and
ing were acdeguate to support these negative results,

us the study satisfies the Zatz requirement for other
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No further testing of gibberelin-R2447 for cenotexicity
is reguirec;at this time.
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