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MEMORANDUM : . SFFICZ OF

PESTICIDES AND TOXI1C SUBSTANCES

SUBJECT: EPA Reg. No. 524-308; Roundup; PP# 6E3424; glyphosate
in/on atemoya, carambola, and sugar apple at 0.2 ppm

. Caswell No. 661A
- Project No. 2078
; Record No. 175962

TO: Hoyt Jamerson
Product Manager (43)
Registration Division (TS~767)
and
Residue Chemistry Branch
Hazard Evaluation Division (TS~769)

THRU : Edwin Budd, Section Head j&qé’

Review Section II "
Toxicology Branch .%>
Hazard Evaluation Division (TS~769)

FROM: William Dykstra St /),.7/!;’/;&, /5

Toxicology Branch // .
Hazard Evaluation Division (TS-769) QZC;,L{?i' *
A /‘7'/ /.'lf.::". i
. NI e

Requested Action:-

Review tolerance request for the use of glyphosate on
minor crops.

Background:

Tolerances have been established for the combined residues
of glyphosate (Roundup; N-[phosphonomethyl] glycine) and its
metabolite aminomethyl phosphonic acid in several raw
agricultural commodities (40 CFR 180.364).

The Agency recently requested the SAp to consider the
potential oncogenicity of glyphosate. In their 2/24/86
report, the Panel response is presented below:

the data on renal tumors in male mice are equivocal. Only
Small numbers of tumors were found in any group, including
those at the highest dose which appear to have exceeded the
maximal toleratad dose. The vast majority of the pathologists,
who examined the proliferative lesion in the male control
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animal, agreed that the lesion represented a renal adenomsa.
Thenefore, Statistical analysis of the data should utilize
-this datum., In addition, the statistical.analysis shall be

Statistically highly significant, Furthermore, categorization
of the oncogenic risk of Glyphosate jig complicated by the

Panel Proposes that Glyphosate be categorized asg Group D (not
classified) and that- there be a data call-jin for further
Studies inp rats and/or mice to clarify unresolved questions,

Regardlng the issue of using historical Or concurrent
controls, the Panel believes that thig has to be decided on

a case-by -case basis. For Glyphosate, the historicaj control
data Support that there may be reason for concern. However,
the level of concern raisged by historicaj control data was

not great enough to displace Putting Primary emphasis on the
concurrent controlg, "

If the Agency concurs with the SAP Position, glyphosate
may not be considered oncogenic in male mice. If this is the
case, the Delangey clause may not apply to food additive
Petitions (g bPetitions, 409 tolerances) for glyphosate.

Review: . _
l. No new toxicity data were submitted.
2. Section F:
PROPOSED TOLERANCE FOR THE PESTICIDE CHEMICAL
GLYPHOSATE IN OR ON
ATEMOYA, CARAMBOLA AND SUGAR APPLE
AMENDS 40 CFR 180.364

The Petitioner, IR-4, on behalf of the IR-4 National
Director, pr. R.H, Kupelian, ang the Agricultura] Experiment

(phosphonomethyl) glycine) ang its metabolite aminometh?lphosphonic
acid in or on the raw agricultural commodity Atemoya, Carambola,
and Sugar Apple at 0,2 ppm.



3. Calculation of the ADI:

The ADI is based on the NOEL of 10 mg/kg/day in the 3~
generation rat reproduction study. A 100 fold safety factor
was used to calculate the ADI.

ADI = NOEL = 10 mg/kg/day X 1
100 100
ADI = 0.10 mg/kg/day

The MPI is 6.0 mg/day for a 60 kg person.

4., Published tolerances utilize 22.81% of the ADI. Tox
approved, unpublished tolerances utilize the ADI to 24.07%.
The requested tolerances contribute 0.00009 mg/day to the
TMRC and utilize 0.001% of the ADI. All tolerances utilize
24.07% of the ADI (computer printout attached).

Conclusion:

Depending on the Agency's position relative to the SAP
conclusions about glyphosate, the requestd tolerances may or
may not be toxicologically supported.

A repeat of the chronic/oncogenic rat feeding study with
glyphosate at dosages corresponding to the maximum tolerated
dose and a repeat of the mouse oncogenicity study will be
required to further address the MTD issue relating to the
oncogenicity of glyphosate.



