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'SUBJECT: - VNew Chemlcal/Flrst Permanent Food Use:

Carc1nogen1c and Chronic Dietary Risk Ana1y51s
for the Proposed Use of Fenbuconazole ,
(Fenethanil) a.k.a Indar™ 2F and Indar™ 75 wWsPp
in or on Pecans [PP# 1F3995] and Stone Fruit
(Except Plums and Prunes) [PP# 1F3989].

{PC Code 129011; CAS No. 114369-43-6;

Caswell # 723Q}

FROM: '~ Teung F. Chin, Ph.D., Biologist § p
o Dietary Risk Evaluation Section - . ff—l /L67\
- Science Analysis Branch/ HED

TO: Cynthia Glles-Parker / Dolphlne Wilson, PM-22
Fungicide-~Herbicide Branch
Registration D1v151on (7505¢C)

THROUGH : ‘Elizabeth Doyle, Ph.D.; Actlng Section Head éf?CC?
DRES/SAB

Health Effects Division ' bfxép“/’/’/

Action Requested

The Fungicide-Herbicide Branch has requested that a Dietary
Risk Evaluation System (DRES) analysis be performed assessing the
chronic dietary and carcinogenic risks resulting from proposed -
use of the herbicide fenbuconazole ((ANSI/ISO) or RH-7 592
{alpha~-(2-(4-chlorophenyl)-ethyl)-alpha-phenyl-3-(1H~-1,2,4-
triazole)-l-propanenitrile] and its metabolites RH-9129 and RH-
9130, at a tolerance of 2.0 ppm on stone fruits (except plums and
prunes) (Undated CBTS memo: N. Dodd to C. Giles-Parker and A.
Kocialski). Rohm and Haas Company, Philadelphia, PA filed the
petition for permanent tolerance (PP# 1F3989), amended 5/17/94,
to which CBTS has no objections to granting a time-limited -
tolerance providing certain Section B revisions are enacted and
with the requirement that storage stability data for a 49 month
period is levied. . , '\

(X)), Recycled/Recyclable
Printed 00 paper hat containg
% _umﬁ*nocyd.dib«



Rohm and Haas Company furthermore filed a petition for
permanent tolerance (PP# 1F3995), amended 5/3/94, for
fenbuconazole technical on pecans at 0.1 ppm (10/25/94 CBTS memo:
N. Dodd to C. Giles~-Parker and A. Kocialski) to which CBTS
tentatively recommends subject to specific labeling changes and
stated revisions to the method of validation.

Discussion

1. Toxicological Information: For chronic toxicity, the
reference dose (RfD) (rats, strain not- 1ndlcated) was 0.03
mg/kg/day, based on body weight decrease in females and increased
liver weights with centrilobular to midzonal hepatocellular
enlargement and vacuolization in males and females. . An
uncertainty factor of 100 was used for the inter—species
extrapolation and intra-species variability (4/25/94 TB2 memo; M.
Van Gamert to J. Kariya et al. and 7/7/93 RfD/QA Peer Review
Memo; G. Z. Ghali to C. Giles-Parker).

‘No acute dletary risk assessment was necessary (4/25/94 TB2
memo; M. Van Gamert to J. Kariya et al. ).

The chemical was classified as a Group C carcinogen.
(possible human carcinogen) (4/25/94 TBZ memo; M. Van Gamert to
J. Kariya et. al.). The unit risk, Ql (mg/kg/day)
-fenbuconazole, based upon male rat (Sprague-Dawley) thyr01d
follicular cell (adenomas and/or carcinomas) tumor rates, is
1.65X1072 (mg/kg/day) in human equivalents (2/7/94 SAB memo; H.
M. Pettigrew to S. Williams).

2. Residue Information: Apricots, cherries, nectarines,

. peaches, and pecans were the food uses evaluated in this
analysis. Since this is a new chemical, there are no tolerances
listed in §186 for meat, milk, poultry and eggs covering possible
secondary residues resulting from feed additives and no § 185 '
tolerances, resulting its from use as a food additive. A new
tolerance, set at 2.0 ppm was incorporated into the DRES for the
following foods: apricots - fresh, apricots - dried, cherries -
dried, cherries - juice, nectarines, peaches - fresh, and peaches
- dried. Pecans were assessed at 0.1 ppm. A summary of the
residues used in the chronic exposure analysis is attached as
Table 1.

Exposures being calculated in this analysis are from
fenbuconazole (RH-7592) and its metabolites RH-9129 and RH-9130,
expressed as parent equivalent residues (8/1/94 and 8/8/94 CBTS
memos W.D. Wassell to C. Giles-Parker and A. Kocialski). ’

No processing studies were mentioned in the CBTS memos.




i.  Percent Crop Treated - No percent crop treated
information was utilized for the carcincogenic risk assessment
and chronic exposure analyses. None would be available since
this is a new chemical/new use pattern. It was assumed that 100
percent of the stone fruits (except plums and prunes) and pecans
were treated with fenbuconazole.

ii. "Anticipated Residues (AR) - No anticipated residues
(AR) were utilized for the carcinogenic risk assessment and
chronic exposure analyses. None would be available since this is
a new chemical/new use pattern.

Discussion of Results

1. Chronic Exposure

The DRES chronic exposure analysis used tolerance level
residues and 100 percent crop treated to estimate the Theoretical
‘Maximum Residue Contribution (TMRC) for the overall U.S.
population and 22 population subgroups. Because fenbuconazole is
a new chemical, there are no anticipated residues and percent
crop treated information, and therefore no estimated Anticipated
Residue Contribution (ARC). The ARC is considered as the more
refined estimate of exposure over the TMRC. A summary of the
TMRCs and their representations as percentages of the RfD is in
Table 2. It should be noted again that the residue of interest
'in this analysis is the parent compound (RH7592) and the two
metabolites, RH-9129 and RH-9130.

' Stone Fruits (ExceptAPlumsfand Prunes)

The TMRC from the proposed new use of fenbuconazole on stone
fruits (except plums and prunes) for the general population of
the 48 states is 6.04x10”® mg/kg bwt/day which represents 2% of
the RfD. The TMRC for non-nursing infants (< 1 year old) is
5.16x1073 mg/kg bwt/day, accounting for 17% of the RfD for that
population sub-group. The calculated exposure for children (1-6
years old), is 1.41x10" mg/kg bwt/day, accounting for less than
5% of the RfD for this population sub-group.

Pecans -

The TMRC from the proposed new use of fenbuconazole on
pecans for the general population of the 48 states is 9.64x10"
.mg/kg bwt/day which represents less than 1% of the RfD. The
calculated TMRC for non-nursing infants (< 1 year old), is
7.2x1078 mg/Kg bwt/day accounting for less than 1% of the RfD.
The TMRC for children (1-6 years old), is, 1.65x10" mg/kg
bwt/day, accounting for less than 1% of the RfD.




Summary of Chronic Dietary Risk for Use on Stone Fruits (Except
Plums and Prunes) and Pecans

The total TMRC for all new uses, bananas, stone fruits
(except plums and prunes), and pecans (there are no published or
accepted tolerances at this time) is 6.28x10° mg/kg bwt/day or
about 2% of the RfD for the general populatlcn. The TMRC for
nursing infants (< 1 year old), non-nurs1ng infants (< 1 year
old), and children (1-6 years old), is, respectively, 3. 13x1073
5.27x1073, and 1.48x10-3 mg/kg bwt/day, accounting for 10%, 17%,
and 5% of the RfD, respectively. :

Therefore, minimal risk is expected from chronic dietar ry
intake of fenbuconazole since the RfD is not exceeded for either
the general gopulat1on or any subgroup.

2. Car01noqenlc Risk

Upper bound cancer risk from the proposed use of
fenbuconazole on stone fruits (except plums and prunes), and
pecans exceeds the de minimis value of 10~ =6 that the Agency
generally considers negligible. Table 3 provides the total
oncogenic risk from each commodlty for the entire U. S.
Populatlon (48 states).

An oncogenlc risk value of 9.97X10°% was derived for stone
fruits (except plums and prunes). A oncogenic risk value of
1.6X10°° was derived for pecans. The total oncogenic risk, for
hananas, stone fruits (except plums and prunes), and pecans, is
1.04X10°

Attachments

cc: DRES, FHB, CCB, Tox 2, CBTS,;gégyg;Lr#f?23Q_
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