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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, D.C. 20460

MEMORANDUM

Date: June 1, 2009

OFFICE OF PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

opp OFFICIAL RECORD
HEALTH EFFECTS DIVISION
SCIENTIFIC DATA REVIEWS

EPA SERIES 361

SUBJECT: _ Flubendiamide Review of Toxicology Studies

PC Code: 027602
Decision No.: 366884
Petition No.: NA
Risk Assessment Type: New Registration
TXR No.: 0054319
MRID No.: see table below

DP Barcode: D331553
Registration No.: 6F7065
Regulatory Action: Tolerance Petition
Case No.: NA
CAS No.: 272451-65-7
40 CFR: NA

Ver.Apr.08

FROM: Mary Manibusan, ToxicOlogi~~a
Toxicology and Epidemiology fant:J t~
Health Effects Division (7509P)

THROUGH: Brenda May, Acting Branch Chief 1iY~£~.Jj~~
Science Information Management Branch 7'"U /0 9
Health Effects Division (7509P)

TO: Richard Gebken, Risk Manager 10
Insecticide Branch
Registration Division (7505P)

I. CONCLUSIONS
The toxicology studies submitted to support the tolerance petition for the new chemical,
flubendiamide, have been reviewed for completeness and general acceptability. These
studies have been included in the hazard characterization and hazard identification for
risk assessment.

II. ACTION REQUESTED
Review the submitted studies for the requested registration/risk assessment.
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Carcinogenicity Study in Rats (2Q04) I Page 2 of 24
OPPTS 870.4200a/0ECD 451NNI-OOOI (FLUBENDlAMlDE)/027602

EPA Reviewer: Jessica Kidwell Signature: --J.~:!¥~~-t=~~
SIMB, Health Effects Division (7509P) Date:
Work Assignment Manager: Myron Ottley Signature: ~;}j;;t;?Yi:~~-:::--
Registration Action Branch 3, Health Effects Division (7509P) Date: ----=::...p.=-r~'-----

n. A TA EVALUATION RECORD

STUDY TYPE: Carcinogenicity, dietary study in rats; OPPTS 870.4200a [§83-2a]; OECD 451.

PC CODE: 027602
TXR#: 0054319

DP BARCODE: D331553

TEST MATERIAL (PURITY): NNI-OOOI (96.7-97.8% a.i.)

SYNONYMS: N2-I 1,I-dimethyl-2-(methylsulfonyl)ethyl]-3-iodo-N1-[2-methy1-4-[1,2,2,2­
tetrafluoro-l-(trifluoromethyl)ethyl]phenyl]-1 ,2-benzenedicarboxamide;
Flubendiamide

CITATION: Enomoto, A. (2004) NNI-0001: Carcinogenicity study in rats. The Institute of
Environmental Toxicology, Ibaraki, Japan. Laboratory Project ID: lET 01-0080,
April 30, 2004.MRID 46817219. Unpublished.

SPONSOR: Nihon Nohyaku Co., Ltd., 2-5, Nihonbashi 1- Chome, Chuo-ku, Tokyo, Japan

EXECUTIVE SUMMARY - In this carcinogenicity study (MRID 46817219), NNI-OOOI
(Flubendiamide; 96.7-97.8% a.i.; Lot Nos.: IFH0018P and IFHOOI9M) was administered in the
diet to Fischer (F344/DuCrj) rats (SO/sex/dose) at nominal concentrations of 0, 50, 1000, or
20,000 ppm (equivalent to 0/0, 1.70/2.15,33.9/43.7, and 705/912 mglkglday in males/females)
for up to 104 weeks.

At 1000 and 20,000 ppm, hepatotoxicity was observed as follows: (i) increased (p<=0.05)
absolute and/or relative to body liver weight in both sexes (incr 17-45%); (ii) increased
(p<=0.05) incidences of darkly-colored liver (56-72% treated vs 4% controls), liver spot(s) (26­
32% vs 6%), liver enlargement (14-62% vs 0%), and hair loss (44-56% vs 22%) were observed
grossly in females; (iii) periportal hepatocyte fatty change in males (42-54% vs 14%; slight to
severe severity) and females (34-36% vs 2%; slight to moderate); (iv) slight to severe diffuse
hepatocyte fatty change in males (12% vs 2%; at 20,000 ppm only and not statistically
significant [NS]) and females (20-32% vs 4%); and (v) slight diffuse hepatocyte hypertrophy in
females (44-62% vs 0%). Increases (p<=0.05; except when noted) in the incidences (% treated
vs % controls) of the following macroscopic lesions were noted in the 20,000 ppm males: (i)
liver spot(s) (22% vs 6%); (ii) accentuated lobular pattern in the liver (48% vs 0%); (iii) coarse
liver surface (40% vs 16%); (iv) liver enlargement (12% vs 2%; NS); and (v) liver mass(es)
(14% vs 0%).












































































































































































































































































































































































































































































































































































































































































































































































































































