


S€D STq >
S %

UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

1‘NOUM~_,.
AGENCY

M& : WASHINGTON, D.C. 20460 .-
‘b‘( mo"—d\
_ OF:
NOV. 10994 . PREVENTION, PESTICIOES AND
Memgmngg?m _ ST s : Cevs TOXIC SUBSTANCES
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Eligibility Decision.
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Dietary Risk Evaluation Secnon
Science Analysis Branch/HED ~ (7509C)

TO: . John C. Redden, Chemical Manager
Chemical Coordination Branch :
Health Effects Division (7500C)

THROUGH: William L. Burnam, Branch Chief W
o Science Analysis Branch : -

Health Effects Division
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Action Requested '
Provide an estimate of chromc, upper bound carcmogemc and acute dletary risks from
the uses of captan wh1ch are either published or being recommended through reregistration.

DlSCllSSlOll

1. Toxicological Endpoints:
Reference Dose for Chronic Analysis
' The HED Reference Dose (RfD) Committee on September 23, 1993 concluded that an
. RID for Captan should be established based upon a NOEL of 12.5.mg/kg bwt/day in one-
and three- generations reproductive toxicity studies. The LEL was 250 mg/kg bwt/day for
decreased pup body weight. An uncertainty factor of 100 was used to account for the inter-
species extrapolation and mtra-spe01es vanablhty On this basis the RfD was calculated to be

0.13 mg/kg/day.

Carcinogenicity Classzﬁcanon

Captan is classified as oroup B2 (probable: human carcinogen) for carcinogenicity.
The Q," is 3.6 x 10? (mg/kg/day)" based only on the adenoma and carcinoma of duodenum
and Jejunum-lleum in- male and female ICR—denved CD-mice (Cancer Peer Review 12/29/86

and 7/20/88).
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incorporated into DRES as per CBRS recommendation. When no information was available
to the contrary, 100 percent of crops were assumed treated with captan. This could lead to an
overestimation of exposure. '

Anticipated Residues ' -

. CBRS provided anticipated residues (ARs) for use in chronic dietary risk evaluation
and separate ARs for upper bound carcinogenicity risk assessment. ARs for use in the acute
dietary risk assessment were also provided (S: Funk memo, 9/22/94). ARs for some
commodities were higher than the tolerance or reassessed tolerance for that commodity, e.g.,
grapes (reassessed tol = 10 ppm, AR = 23 ppm), raisins (reassessed tol = 20 ppm, AR =
46 ppm) and strawberries (tol = 25 ppm, AR = 75 ppm). CBRS explains this unusual
situation in a C. Olinger memo dated 10/26/94. All acute ARs recommended by CBRS were
- used in the acute dietary analysis, whether or not the value was higher than the tolerance or
reassessed tolerance for reregistration. - ‘

. 3.Results:
_ The DRES chronic analysis used tolerance level residues to calculate the Theoretical
Maximum Residue Contribution (TMRC) for the overall U.S. population and 22 population

* subgroups. Refinements in residue information and percent of crop treated were considered — --

in calculating the Anticipated Residue Contribution (ARC) for those same population-geoups.
- These exposure estimates were then compared to the RfD for captan. © . ' .

Chronic Exposure from Supported Uses of Captan for Reregistration
Using Tolerances: o

The Theoretical Maximum Residue Contribution (TMRC) for the overall U.S.
population from published tolerances as well as reassessed tolerances being supported in
reregistration ‘are listed below.

U.s. population ' 0.035844 ' ' 28
Non-nursing Infants ‘ 0.303975. ' o234
Using Anticipated Residues:

The Anticipated Residue Contribution (ARC) for the overall U.S. population from
published uses supported in reregistration are listed below. _ .

U.S. population 0.001012 B . 1
Non-nursing Infants : 0.004537 | , 4

.. When only the uses supported in reregistration are considered the ARCs for the U.S.
population and all DRES subgroups are well below the Reference Dose. THE CHRONIC
DIETARY RISK POSED FROM CAPTAN IS NOT OF CONCERN WHEN PUBLISHED COMMODITIES
AND COMMODITIES RECOMMENDED THROUGH REREGISTRATION ARE CONSIDERED. ~ '

- .3
e



A second acute analysis was conducted with raw agricultural commodities (RACs)
that had acute ARs higher than tolerance level, listed above, included az rolerance level. The
acute risk was still of concern with an MOE of 56 for the highest exposed individual. .
Acute risk from exposure to’the estimated 95th percentile consumer for this same scenario
was estimated to be 125. ' ' ’
€onclusions

To the extent that this analysis uses anticipated residues, percent-crop-treated
information and recommended (not published) tolerances, it is not a "worst-case" picture of
the dietary risk from captan. The chronic dietary risk from exposure of captan appears to be
of minimal concern, with all DRES subgroups having ARC values well below the RfD.

' The upper bound carcinogenic risk from captan, 1.2 x 10%, is within the range of risk
that the Agency generally considers as negligible. _ R . -

Acute dietary risk is of concern for the highest exposed individual. DRES notes, .
however, that while the residue estimates used are likely to be found in the market place the
assumption that all foods for which captan has tolerances could be eaten at a single meal is-
likely an overestimate. Another assumption could be that a large amount of one food eaten at -

- 4 single meal, for example, oranges, would contain tolerance level residues on each orange
eaten at that one meal is again a likely overestimate of acute risk. The high end estimate of -
acute dietary risk is. therefore probably higher than should be expected in the real world: + ==

Finally, the CBRS recommendation of acute ARs from FDA monitoring data;with'-
 residues above tolerance level for grapes, caneberries and strawberries is of great concern
from a dietary risk standpoint. . - v ' _ .

Attachments

. cc: DRES, Tox I, CBRS, Caswell #1159
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Table 2. : .
T . 00

. TOLERANCE _>mmmmmxm.:. SYSTEM ROUTINE CHRONIC ANALYSIS - v DAYE: 11/02/94 PAGE :
t g . . .
CHEMICAL INFORMATION STUDY _TYPE f __,. EFFECTS REFERENCE DOSES ._DATA GAPS/COMMENTS .wd.i._,cm
Captan . 3gen reprod- rat Decreased pup body wts. ADI UF -->100 No data gaps. EPA verified 03/26/86
- Coswell #159 NOEL=  12.5000 mg/kg'. . | ADI based on results of 0PP RfD= 0.130000 HED complete 12/22/88
CAS No. 133-06-2 250.00 ppm %.ﬂn: and 3-gen. repro- EPA RfD= 0.130000 EPA <2.m22_ 01/18/89
. A.1. CODE: 081301 LEL= 25,0000 mg/kg iction studies.  Evi- o - : v ‘| WHO reviewed 1990
CFR No. 180.103 ~ 500.00 ppm deince of oncogenicity in ) . _ | RD/PR reviewed 09723
g 185.500 ONCO: B2 (HED WOTE) rats snd mice. Q*: 0.00360 a* calculated. . . On_IRIS.
. TOTAL TMRC (MG/KG BODY WEIGHT/DAY) NEU TMRC DIFFERENCE EFFECT OF ANTICIPATED RESIDUES
. o . AS PERCENT AS. PERCENT . - :
POPULATION SUBGROUP . : CURRENT TMRC* _NEW TMRC** OF RFD OF RFD . ARC : __XRFD
U.S. POPULATION - 48 STATES ) * 0.034141 0.035844 27.572068 1.309548 0.001012 0.77863
U.S. POPULATION - SPRING SEASON - . 0.031069 0.032654 . 25.118310 - 1.218887 0.000972 0.74782
U.S. POPULATION - SUMMER SEASON ) 0.033352 0.035025 26.942552 1.287318 U 0.001022 - - "0.78639
U.S. POPULATION - FALLISEASON . 0.036315 0.038093 . 29.302525 1.367733 0.001025 0.78823
U.S. POPULATION - WINTER SEASON - 0.035603 0.037372 28.747795 1.360919 -, 0.001001 0.76985
NORTHEAST REGION - 0.041341 0.043113 - 33,163468 1.362429 0.001169 0.89951
NORTH CENTRAL REGION : 0.032377 0.034147 26.267128 1.361961 - 0.001008 0.77520
SOUTHERN REGION 0.025241 0.026716 20.551119 1.135192 0.000726 0.55823
WESTERN REGION ) N 0.042137 0.044034 . 33.872084 1.459105 0.001264 0.97218
HISPANICS : 0.035550 0.037690 28.992005 T 1.645937 0.000946 ' 0.72761
NON-HISPANIC WHITES : , 0.035684 0.037385 28.757794 1.308872 0.001062 : 0.81655
NON-HISPANIC BLACKS " " ) 0.022808 0.024281 . 18.678072 1.133150 0.000678 0.52185
NON-HISPANIC OTHERS 0.036236 0.038105 29.311884 - 1.438151 0.000910 0.69975
NURSING INFANTS (< 1°YEAR OLD) ’ 0.209609 0.211780 162.907405 “1.669358 . 0.002632 2.02439
NON-NURSING INFANTS (x 1 YEAR OLD) - -0.293098 0.303975  233.827219 7.675068 0.004537 ) 3.48982
FEMALES (13+ YEARS, PREGNANT) - , 0.021888 0.023093 17.763542 0.926847 0.000750 0.57656
FEMALES 13+ YEARS, NURSING ' 0.031350 0.032930 25.330448 1.215157" 0.001093 0.84111
CHILDREN (1-6 YEARS OLD) S - 0.100483 0.105400 81.076618 3.782057 . 0.002577 1.98237
CHILDREN (7-12 YEARS OLD) T 0.066047 0.049076 . . 37.750416 2.329608 0.001397 1.07494
MALES (13-19 YEARS OLD) : - 0,021449 0.023328 17.944261 - 1.445406 0.000675 0.51907
" FEMALES (13-19 YEARS OLD, NOT PREG. OR NURSING) 0.021265 0.02269% ' 17.456769 - ~  1.099239 0.000657 . 0.50509
MALES (20 YEARS AND OLDER) .0.018503" - 0.019435 "14.949716 0.716854 0.000683 0.52540

‘ FEMALES (20 YEARS AND OLDER, NOT PREG. OR MURS) 0.020681 0.021507 16.543464 0.635008 0.000734 0.56493

A

Jurrent TMRC does not include new or pending tolersnces, -
- **New TMRC includes new, pending, and published tolerances. °
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