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Executive Summary

A chronic dietary (food only) exposure and risk assessment was conducted using the
Dietary Exposure Evaluation Model DEEM-FCID™, Version 2.03, which uses food
consumption data from the U.S. Department of Agriculture’s Continuing Surveys of
Food Intakes by Individuals (CSFII) from 1994-1996 and 1998. The analysis was
performed to support permanent tolerances for fluopicolide residues on imported grapes
and raisins.

This assessment is for fluopicolide (parent) only. 2,6-Dichlorobenzamide (BAM) is a
metabolite and/or environmental degradate of both fluopicolide and dichlobenil. As
determined by the HED Risk Assessment Review Committee (RARC1) on 12/21/06,
BAM will not be included in the tolerance or risk assessment for fluopicolide on
imported grapes because 1) as both a plant and rat metabolite of fluopicolide, it has
been included in the toxicology studies and fluopicolide endpoint selections; and 2)
residues of BAM in food resulting from fluopicolide on imported grapes is expected
to be negligible since BAM is only 2.0% of the total radioactive residue in the
fluopicolide grape metabolism study and is 2 maximum of only 0.047 ppm in the
fluopicolide grape field trials. However, both parent fluopicolide and BAM will be
included in risk assessments for future uses of fluopicolide on domestic crops since
more exposure to BAM is expected with domestic uses.

This assessment is for fluopicolide on food only. Ne exposure will occur from
drinking water as a result of residues of fluopicolide on imported grapes and raisins.

Chronic Dietarv (Food Only) Exposure Results and Characterization

The results ot the chronic dietary (tfood only) exposure analysis which was conducted for
fluopicolide residues on imported grapes and raisins are reported in Table 3 below. A
conservative (Tier 1) assessment was conducted. The residue levels used in the
assessment were the recommended tolerance levels of 2.0 ppm for grapes and 6.0 ppm
for raisins. An adequate processing study was conducted on grapes indicating no
concentration in grape juice but concentration in raisins. No default processing factors
were used since an adequate processing study was available. Since no livestock feed
items are associated with grapes, no residues are expected to occur in livestock
commodities. The assessment assumed that 100% of the crop was treated and 100% of
the crop was imported.

The chronic dietary (food only) exposure to fluopicolide is below HED’s level of concern
for the general U.8. population and all population subgroups. The chronic dietary
exposure estimates are <1% cPAD for the general U.S. population and 3% cPAD for
children 1-2 years old, the most highly exposed subgroup.
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i. Introduction

Dietary risk assessment incorporates both exposure and toxicity of a given pesticide. For
acute and chronic assessments, the risk is expressed as a percentage of a maximum
acceptable dose (i.e., the dose which HED has concluded will result in no unreasonable
adverse health effects). This dose is referred to as the population adjusted dose (PAD).
The PAD is equivalent to point of departure (POD, NOAEL, .OAEL, e.g.) divided by
the recuired uncertainty or safety factors.

For acute and non-cancer chronic exposures, HED 1s concerned when estimated dietary
risk exceeds 100% of the PAD. HED is generally concerned when estimated cancer risk
exceeds one in one million. References which discuss the acute and chronic risk
assessments in more detail are available on the EPA/pesticides web site: “Available
Information on Assessing Fxposure from Pesticides, A User’s Guide,” 21-JUN-2000,
web link: httpr//www . epa.gov/fedrestr/EPA-PEST 2000/ ulv/Day-12/6061.pdt ; or see
SOP 99,6 (20-AUG-1999).

This 1s the first dietary risk assessment for fluopicolide.
II. Residue Information

Fluopicofide on Imported Grapes and Raisins:

No tolcrances have been established for fluopicolide. HED is presently recommending
for the foliowing tolerances for fluopicolide (parent):

Grrape 2.0 ppm
Cirape, Taisin 6.0 ppm

The residue of concern for the tolerance expression is fluopicolide (parent). The residue
of concern tor this risk assessment on imported grapes only 1s fluopicolide (parent) only.
2,6-Dichlorobenzamide (BAM) 1s a metabolite and/or environmental degradate of both
Huopicolide and dichlobenil. As determined by the HED Risk Assessment Review
Comrmittee (RARCI) on 21-DEC-2006, BAM will not be included in the tolerance or risk
assessment for fluopicolide on imported grapes because 1) as both a plant and rat
metabolite of fluopicolide, it has been included in the toxicology studies and fluopicolide
endpoint selections; and 2) residues of BAM in food resulting from fluopicolide on
imported grapes is expected to be negligible since BAM is only 2.0% of the total
radioactive residue in the fluopicolide grape metabolism study and is a maximum of only
0.047 ppm in the fluopicolide grape field trials. However, both parent fluopicolide and
BAM will be included in risk assessments for future uses of fluopicolide on domestic
crops sitiee more exposure to BAM is expected with domestic uses.

This assessment is for fluopicolide on food only. No exposure is expected to occur from
drinking water as a result of residues of fluopicolide on imported grapes and raisins.
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Table }. Summary of Fluopicolide Residues to be included in the Risk Assessment and Tolerance
Expression for Imporied Grapes
. Residues included in Risk Residues included m
Matrix . . .
Assessment Tolerance Expression
Imported Grapes Primary Crop fluopicolide per se' fluopicolide per se
Rotational Crop Not applicable for an import’ | Not applicable for an import”
Livestock Ruminant Not applicable since no Not applicable since no
livestock feedstuffs are livestock feedstufts are
Poultry . . 21 N " e
associated with grapes. associated with grapes.
Drinking Water Not applicable for an import | Not applicable

' The risk assessment for domestic crops will include both fluopicolide (parent) and 2.6-

~ dichlorobenzamide (BAM).
* HED SOP 8.6, Data Requirements for Import Tolerances. Table 3, 03-DEC-1998.
¥ OPPTS 860.1000. Table | Feedstuffs (October 2006)

Residue Data used for the Chromc Assessment:

The recommended tolerance level residues of 2.0 ppm for grapes and 6.0 ppm for raisins
were used. An adequate processing study was conducted on grapes indicating no
concentration in grape juice but concentration in raisins (DP Number 321209, A. Acierto,
23-JAN-2007). Since residues of fluopicolide do not concentrate in juice, 2.0 ppm was
also used for grape juice and wine. No default processing factors were used since an
adequate processing study was available. Since no livestock feed items are associated
with grapes, no residues are expected to occur in livestock commodities. It was assumed
that 100% of the crop was treated and 100% of the crop was imported.

I11. Drinking Water Data

No residues are expected to occur in drinking water as a result of residues on imported
Crops.

IV. DEEM-FCID™ Pyogram and Consumption Information

A fluopicolide chronic dietary exposure assessment was conducted using the Dietary
Exposure Evaluation Model software with the Food Commodity Intake Database DEEM-
FCID™, Version 2.03, which incorporates consumption data from USDA’s Continuing
Surveys of Food Intakes by Individuals (CSFI1), 1994-1996 and 1998. The 1994-96, 98
data are based on the reported consumption of more than 20,000 individuals over two
non-consecutive survey days. Foods “as consumed” (e.g., apple pie) are linked to EPA-
defined food commuoditics {(e.g. apples, peeled fruit - cooked; fresh or N/S; baked: v
wheat flour - cooked; fresh or N/S, baked) using publicly available recipe translation tiles
developed jointly by USDA/ARS and EPA. For chronic exposure assessment,
consumption data are averaged for the entire U.S. population and within population
subgroups, but for acute exposurc assessment arc retained as individual consumption
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cvents. Based on analysis of the 1994-96, 98 CSFII consumption data, which took into
account dictary patterns and survey respondents, HED concluded that it is most
approoriate to report risk for the following population subgroups: the general U.S.
population. all infants (<1 year old), children 1-2, children 3-5, children 6-12, youth 13-
19, aduli= 20-49, females 13-49, and adults 50+ years old.

For chronic dietary exposure assessment, an estimate of the residue level in each food or
food-form (e.g., orange or orange juice) on the food commodity residue list is multiplied
by the average daily consumption estimate for that food/food form to produce a residue
mtake estimate. The resulting residue intake estimate for cach food/food form is summed
with the residue intake estimates for all other food/food forms on the commodity residue
tist to arrive at the total average estimated exposure. Exposure is expressed in mg/kg
body weight/day and as a percent of the ¢cPAD. This procedure is performed for each
population subgroup.

V. Toxicological Information

'he Fluopicolide Risk Assessment Team selected endpoints for this new pesticide.. The
Fluopicolide CARC was held on 15-NOV-2006. An HED metabolism assessment
meeting wus held on 07-DEC-2006. The RARC was held on 21-DEC-2006.

It is recornmended that the 10X FQPA safety factor for the protection of infants and
childran be removed. Developmental toxicity was found in rats and rabbits, in the
presence ol maternal toxicity; however, there is low concern for qualitative susceptibility.
In addition, the data base is adequate and although there was not a developmental
nzurotoxicity study, evidence from other studies indicate that one is not required. The
acute und subchronic nevrotoxicity studies showed no gross or microscopic brain
pathology associated with this test substance, and none of the studies indicated any
clinical signs of toxicity that would be associated with neurological function.
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Table 2. Summary of Toxicological Doses and Endpoints for Fluepicolide for Use in Dietary
Exposure Risk Assessments
Exposure/ Point of Uncertainty/FQPA | RfD, PAD, Study and Toxicological
Scenario Departure Safety Factors Level of Effects
_ Concern
Acute Dietary None None None An appropriate endpoint
{General was not identified from the
Population, available data.
including
Infants and
Children) ;
Chronic Dietary | Maternail UF.=10x Chronic RfD = | Developmental Toxicity .
(All NOAEL=20 UF—10x 0.20 Study in Rabbits ;
Populations) mg/kg/day mg/kg/day LOAEL =60 mg/kg/day .
i based on death,
! ¢PAD =0.20 abortions/premature
meg/kg/day deliveries, decreased food
consumption, decreased '
i i body weight gain. “
Cancer (oral, Classification: “Not likely Lo be carcinogenic to humans.” <
dermal, |
inhalation) o N ;

Pownt of Departure (POD} = A data point or an estimated point that is derived from observed dose-response
data and used to mark the beginning of extrapolation to determine risk associated with lower
environmentally relevant human exposures. NOAEL = no observed adverse effect level. LOAFL = lowest
observed adverse cffect level. UF = uncertainty factor. UF, - extrapolation from animal to human
{interspecies). UFy; = potential variation in sensitivity among members of the human population
(intraspecies). FQPA SF = FQPA Safety Factor. PADD = population adjusted dose {(a = acute, ¢ - chronic),
RED = reference dose.

V1. Results/Discussion

As stated above, tor the chronic assessment, HED is concerned when dietary risk exceeds
100% of the PAD. The DEEM-FCID™ analyses estimate the dietary exposure of the
U.S. population and various population subgroups. The results reported in Table 3 are
for the general U.S. Population, all infants (<1 year old), children -2, children 2-5.
children 6-12, youth 13-19, females 13-49, adults 20-49, and adults 50+ years.

This assessment is for fluopicolide (parent) on food only. No exposure is expected 1o
occur from drinking water as a result of residues of fluopicolide on imported grapes

and raisins.

Results of Chronic Dietary (Food Onlv) Exposure Analvsis

The results of the chronic dietary (food only} exposure assessment which was conducted
for residues of fluopicolide on imported grapes and raisins are reported in Table 3 below.
A conservative (Tier 1) assessment was conducted. The residue fevels used in the
assessment were the recommended tolerance levels of 2.0 ppm for grapes and 6.0 ppm
for raisins. An adequate processing study was conducted on grapes indicating no
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concentration in grape juice but concentration in raisins. No default processing factors
were uscd since an adequate processing study was avatlable. Since no livestock feed
items arc associated with grapes, no residues are expected to occur in livestock
commaxiitics. The assessment assumed that 100% of the crop was treated and 100% of
the crop was imported.

The chronic dietary (food only) exposure to fluopicolide is below HED’s level of concern
for the general U.S. population and all population subgroups. The chronic dietary
exposure estimates are <1% cPAD for the general U.S. population and 3% cPAD for
children 12 years old, the most highly exposed subgroup.
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Table 3. Sumumary of Dietary (Food Only*} Exposure and Risk for Fluopicolide
Acute Dietary Chronic Dietary Cancel
Population Subgroup Dietary Dhetary Distarv
Exposure % aPAD Exposure %% cPAD Exposurc Risk
(mg/kg/day) {mg/kg/day) {mg/kg/day)
General T1.S. Population 0.001129 <1
All Infants (< 1 year old) (1.001742 <} i
Children 1-2 vears old 0.006272 3 *
Children 3-5 years old ! (3.003827 2 !
Children 6-12 years old N/A N/A 0.001456 |
NiA NEA
Youth 13-19 years old H.000513 <4
Adults 20-49 years old 1.000697 |
Adults 50+ years old 0.000828 <
Females 13-49 vears old $.000748 w1

*  No exposure is expected to occur from drinking water as a result of fluopicolide residues on imported

grapes and raising,

VIl. Characterization of Inputs/Qutputs

A conservative (Tier 1) chronic dietary (food only) exposure assessment was conducted.
The residue levels used in the chronic assessment for imported grapes and raisins were
the recommended tolerance levels of 2.0 ppm for grapes and 6.0 ppm for raisins. An
adequate processing study was conducted on grapes indicating no concentration in grape
juice but concentration in raisins. No default processing factors were used since an
adequate processing study was available. Since no livestock feed items are associated
with grapes, no residues are expected to occur in livestock commodities. The assessment
assumed 100% of the crop was treated and 100% of the crop was imported. No exposure
is expected to occur from drinking water as a result of residues on imported crops.
Although not needed at this time, HED could refine the exposure and risk estimates with
the following information: 1) projected market share/percent crop treated data; and 2)
anticipated residue data.
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Dietary Exposure and Risk Assessment DP Number. 334710
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VIii. Conclusions

A chronie dietary (food only) exposure assessment was conducted for the proposed use
on imported grapes. A conservative (Tier 1) assessment was conducted using tolerance
level resrdues and assuming 100% of the crop was treated and 100% of the crop was

unported. No exposure is expected to occur from drinking water as a result of residues
on imporied Crops.

The chrome dietary (food only) exposure to fluopicolide is below HED’s level of concern
for the general U.S. population and all population subgroups. The chronic dietary

exposure estimates are <1% cPAD for the general U.S. population and 3% cPAID for
children i -2 years old. the most highly exposed subgroup.

iX. List of Attachments

I Chronic Food Only Residue Input File
¢ 'hronic Food Only Results File
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Attachment 1: Chronic Food Only Residue Input File

Filename: C:wDocumenls and Settings NDODDAMy

Document s \DEEMFCIDNDODDVFluopicolidelfluopicolideygrapeli0307.R98
Chemical: fluopicolide

RID(Chroniact: .2 mg/kg bw/day NOEL{Chronic): 0 mo/kg bw/day
rRfp{Aacute): 0 mg/kyg bw/day NOEL{Acute): O mg/kg bw/day

Date created/last modified: 01-03-2007/16:47:00/8 Program ver. .03
EPR Daf Res AdJ . Factors Commert
Code Zonmnad by pame D) %1 2

35001750 O Grape L 00000 1.000 i.000

95001760 O Srape, Juloe 2. 000000 1.000 1.000

35001761 © Srape,. jailce-babyfood 2.000000 1,000 1.000

35001780 O Grape, raisin LH.000000 1.000 1.000

95001790 O Grape, wine and sherry -.000000 1.000 1.000C

PPage 10 of |}
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Dnetary Exposure and Risk Assessment

Attachment 2;

Chronic Food Only Results File

Ver. 2,00
{1994-98 data;

Lravamental Protection Agency

ronic analysis fer FLUCPICOLIDE

name: C:\Documents and Setbings \NLODDMMy

SEMFCIDNDODDAFlucpicolide flucnicolidegrape0l10307.R98
Adjustiment factor #2 NOT used.

e 01-03-2007/16:449:07 Regidue file dated: )1-03-20067/16:47:00/8

sge {(RfD, Chronic) = .2 mgs/xg bw/day

Total exposure by

populatlon sthgroup

Total Zxposure

Crpulation rarcent of
Jrbaroup Rfd
1.5 riner o etion {Lotal: g.001129 0.6%
.8 “ion (spring season) £.001073 0.5%
1.5 ion {(summer season) G.001222 0.6%
.5, cion (autumn seascn) 0.0010739 0.5%
1.8 aoasion {winter season) G.G01139 0.6%

3.00134¢
0001113
4l

Midwest.

[aNe o R
fupl
o

souvhers evion S DO009%€9 5%
Wesvers coion 0.001204 6%
HAispar 0.30088;3 0.4%
tlorn-hi ¢ whites 0.001211% 0.6%
Hon-hi blacks 0.200969 0.5%
Ton-hid wr-white/non-blazk G.a00723 0.4%
(< vear) 0.001748 0.9%
ants 0D.00066% 0.3%
infants 0.002151 1.1%
Cn VIS 0.G04317 2.2%

L2 YrS 0.001374 G.7
Pomal es - .9 {not preg on nursing) 0.000609 0.3%
e {not preg or nursing) 0.03082% 0.4%
=0 vyrs 0.030780 0.4%
{preg/riot nursingch 0.030453 0.2%
{nursing) Q000675 0.2%
PO yrg 0.03042% 0.2%

beovs 0.02066% 0.3%
0.GI0BRC 0.4%

Lo yIs 0.036272 3.1%

i Doyrs n.033827 1.9%

Cte L2 VTS 0.00145, 0.7%
Youth i 1% yrs 0.630513 0.3%
fdduits AN o1 Oon00sg 0.3%
ndirlts oG yrs 2.000824 0.4%
Ceng Lz +9 yrs 009074 0.4%
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