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SUBJECT: Acute Exposure Analysis for éizfgg
FROM: J. Robert Tomerlin, Ph.D W/
HED/SACB/TAS Staff (H750 G

TO: Reto Engler, Ph.D.
Chief, HED/SACB (H7509C)

Action Reguested

Provide a TAS analysis of acute dietary exposure to baytan using
the ADI as the toxicologic endpoint.

Discussion

1. Toxicology Endpoint: The acute dietary exposure analysis for
baytan was conducted using the chronic ADI of 0.038 (rounded to
0.04) mg/kg body weight/day as the toxicological endpoint (personal
communication, R. Engler). The effects listed in the ADI data base
state: "Changes in enzyme levels. (The two studies were combined to
establish an NOEL and LEL.) Evidence of oncogenicity in mice;
negative rats." Therefore, the validity of this analysis and the
endpoint used will be subject to your interpretation.

2. Residues Used in the Acute Exposure Analysis: There are no
permanent tolerances for baytan. Food uses evaluated in this
ana1y515 are tolerances proposed in petltlon 3F2854 for small
grains, including secondary residues in meat, milk, poultry, and
eggs (A. Smith memo, 1/4/84). The residue 1evels used in the
analysis are summarized in Table 1.

3. TAS Acute Dietary Exposure Analysis: The TAS acute dietary
. exposure analysis estimates the distribution of single-day exposures
for certain population subgroups. Each distribution represents the
exposure profile for the individuals who consumed commodities
presumed to contain baytan residues. The residue levels shown in
Table 1 are assumed to be distributed uniformly in the commodity
supply.

The acute dietary exposure to baytan is compared to the ADI of
0.038 mg/kg body weight (personal communication, R. Engler).
Margins of Safety (MOS) are normally calculated as the ratio of the
NOEIL from the acute toxicity study to the observed exposure. In



this case, the ADI replaces the NOEL. Thus, for the overall U.S.
population, the MOS for the typical consumer would be calculated as:

MOS (0.038 mg/kg) / (0.000447 mg/kg)

= 85

The MOS calculated on the basis of the NOEL on which the ADI is ~
based would be: ‘

MOS = (3.75 mg/kg) / (0.000447 mg/kqg)

N

= 8400

Based on the ADI, the lowest MOS is 19 for the overall U.S.
population, infants, children, and males. The lowest MOS based upon
the NOEL is 1900 and is for the same four population groups. The
exposure distributions are shown in Table 2.

Attachments

cc: TAS (Tomerlin, SACB), DEB, Caswell #074A, Jaeger,
Ghali (TOX-HAFS)



Table 2: Acute Exposure Distributions for Baytan

Mean Daily Residue Contribution per User Day

% User Days ,  VG/KG/DAY Average MOS
U.S. Population: 99.7 0.000447 85 / 8400
Infants: - 92.8 0.000956 40 / 3900
Children: 99.9 0.000981 39 / 3800
Fenales: 9.8 0.000305 125 / 12000
Males: 99.9 0.000386 98 / 9700

Estimated % of user days with residue contribution exceeding the exposure X in UG/KG, where X =

0O .08 .16 .24 .32 .40 .48 .56 .64 .72 .80 1.2 1.6 2.0 40 6.0 80

U.S. Population: 100 96 8 71 56 43 33 25 20 15 12 4 1 0 0 0 0
Infants: 100 98 9% 92 89 86 79 73 66 58 52 27 13 6 0 0 ¢
Children: 100 100 99 98 96 93 83 83 76 68 60 26 10 4 0 0 0
Females: 100 94 77 58 3% 25 15 9 5 3 2 0 ] 0 0 0 0

Males: 100 97 88 74 56 40 27 18 11 7 5 1 0 0 0 0 0

MOS (ADI): 475 238 158 119 95 79 68 59 53 48 32 24 19 9.5 6 5
MOSx100 (NOEL): 470 230 160 120 93 78 67 58 52 47 31 23 19 9 6 5

NOTE: The distributions shown above represent the exposure encountered by people who consume food cmtammg
residues at levels specified in the accompanying memorandum and tables.
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