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MEMORANDUM

SUBJECT: IPRODIONE: Further Information regarding Upper Bound
Carcinogenic and Acute Dietary Exposure and Risk
Estimates.

FROM: Brian Steinwand R
Dietary Risk Evaluation Section
Science Analysis Branch/HED (7509C)

THROUGH: Elizabeth Doyle, Section Head (2’ Cj(
Dietary Risk Evaluation Section
SAB/Health Effects Division

TO: J. Housenger/V. Prunier
Special Review Branch
Special Review and Reregistration Division (7508W)

Action Requested

Conduct carcinogenic and acute dietary risk analyses for
iprodione u51ng refined anticipated residue information based on
PDP data.

Discussion

CBRS prev1ously determined anticipated residues for
iprodione using monitoring data from FDA and/or the FOODCONTAM
data base. SRRD has recently requested revised anticipated
residue information based on new percent crop treated data from
BEAD and PDP data.

Although iprodione tolerances are not established for
celery, use is allowed under Section 18 registrations, and PDP
does report samples with detectable residues. Thus, for the
purposes of this analysis, the commodity celery was added to the
commodity list.

Toxicological Endpoint:

The HED Cancer Peer Review Committee met in 1994 and
determined that iprodione should be classified as a group B2
carcinogen (probable human carc1nogen) (E. Rinde and L. Taylor
memo, 7/27/94). Calculations of Q, *s for both mice and rats are
found in a B. Fisher memo, 7/19/94. The Q1 from the rat study \
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used in this risk analysis was based upon interstitial cell
benign tumor rates and was calculated to be 0.0439 (mg/kg/day)*.
The 3/4 interspecies scaling factor was used to determine human
equivalence of the unit risk derived from the animal study.

The Toxicity Endpoint Selection Document recommends that an
acute dietary risk analysis _be conducted for iprodione. A NOEL
of 60/mg/kg/day from a rabbit developmental toxicity study was
chosen as the endpoint for acute risk assessment. The LEL in the
rabbit study was 200 mg/kg/day based on abortions and skeletal
variations (See Toxicology Endpoint Selection Document, 3/29/95).

Residue Information

The raw agricultural commodities which are being considered
in the carcinogenic and acute dietary analyses are the published
tolerances in 40 CFR § 180.399 and 185.3750. A new tolerance on
celery was included in the carcinogenic and acute analyses.

For upper bound carcinogenic risk CBRS provided specific
anticipated residues for this analysis (See memo, J. Abbotts,
2/16/96). It should be noted that some anticipated residues were
higher than previous estimates found in the J. Abbotts memo of
5/1/95. 1In a previous analysis (See memo, J. Wintersteen,
6/29/95) anticipated residues based on monitoring data were
adjusted for percent crop treated data. BEAD has updated this
data (Memo, 12/95, A. Halvorson) and this analysis reflects the
revised values used in this analysis.

A summary of the residue information used in the
carcinogenic analysis is attached as Table 1. A summary of the
commodity contribution for the upper bound carcinogenic analysis
is attached as Table 2. A summary of the residues used in the
acute analysis is attached as Table 3.

Results
Upper Bound Carcinogenic Exposure

The upper bound cardinogenic risk from food uses of
iprodione for the general U.S. population was calculated using
the following equation: , :

Upper Bound Cancer Risk = Dietary Exposure (ARC) x Qf )

Based on a Q," of 0.0439 (mg/kg/d_ay.)"g the upper bound
cancer risk was calculated to be 1.5 x 10 contributed through
all the published and new uses for iprodione. The overall upper
bound risk appears to be above the range the Agency generally
considers negligible for excess life time cancer risk. A summary
of the commodity contribution by raw agricultural commodity (RAC)
for the overall U.S. population subgroup is attached as Table 2.
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The following table lists some of the commodities which are
driving the carcinogenic risk for iprodione.

Commodity Upper Bound

| ) _Cancer -Risk
Wine and Sherry 3.06 x 107
' peaches 4.9 x 107
Milk 3.4 x 107

The DRES detailed acute analysis estimates the distribution
of single-day exposures for the overall U.S. population and
certain subgroups. The analysis evaluates individual food
consumption as reported by respondents in the USDA 1977-78
Nationwide Food Consumption Survey (NFCS) and accumulates
exposure to the chemical for each commodlty. The analysis
assumes uniform distribution of iprodione in the commodity
supply. Since the toxicological endpoint to which exposure is
being compared in this analysis is developmental toxicity,
females (13+ years), is the sub population of particular
interest.

The Margin of Exposure (MOE) is a measure of how close the
high end exposure comes to the NOEL (the highest dose at which no
effects were observed in the laboratory test), and is calculated
as the ratio of the NOEL to the exposure (NOEL/exposure = MOE).
Generally, acute dietary margins of exposure greater than 100
tend to cause no dietary concern when the NOEL is taken from an
animal stud as in this analysis. The high end MOE value of 100
(See Tableg‘) is above the acceptable level and demonstrates no
acute dietary concern.

Risk Assessment

The chronlc and acute risk from 1prodlone seem to be minimal
with the most concern for the carcinogenic estimate. Using a
non-threshold model of carcinogenicity, the upper bound
carcinogenic risk estimate exceeds the level the Agency generally
considers negligible. As such, DRES has concern over the upper
bound estimate of carcinogenic risk from iprodione.

cc: DRES; CDBS (J. Abbotts), Caswell 470A, RCAB
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