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Toxicology Branch II
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and

Stephanie Irene, Ph.D. 7 , Acting Chief
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Review of Valent U.S.A. registration amendment petitions .and of petitions to
establish permanent tolerances for clethodim in sugar beét and onion (dry bulb)
(4F04340) , alfalfa, dry beans and peanuts (S5F04440) and peanut meal (5H05713).
Clethodim is currently approved for uses on cotton, soybeans and ornamental
plants. Tolerances are proposed for Clethodim in or-on the following agricultural
food or feed commodities

Roeychdlﬂacydablo i l
%@ Printed with Soy/Canala Inkon paper thet |
mnmmmm e

. /C)J



‘Food or Feed Commodity Proposed tolerance:

Sugar beot_ roots . 0.2 ppm
- Sugar ‘beet tops ’ - 0.5 ppm
Onions (dry bulbs) 0.5 ppm
Alfalfa forage . 10 ppm
Alfalfa hay 15 ppm
Dry bean seeds ' 2 ppm
Dry bean forage 5 ppm
Dry bean straw/hay = 7 ppm )
Peonuc m_xtﬁeat ' 3 ppu -
. Peanut hulls - 2 ppm
Peanut- hay oL 5 ppm
.Peahut meal o 5.10 PP
 GONGLUSTON

‘ The analysis of the contribution to dietary risk (3 RfD occupied) in granting
these petitions is performed by the Dietary Risk Evaluation System (DRES) in the
‘Science Analysis Branch. Toxicology Branch II has no objections to the approval -
of these requests if the residue chemistry data are acceptable to Chemistry
Branch (I/II) and granting these petitions will not result in the tolerances
exceeding 100% of thé RfD.. An additional acute aral toxicity study submitted
(MRID no. 43166401) was not formally reviewed since it was not required and did
not. change the’ acute oral toxicity category (111) far clethodin

- Addi.tionally, based on examination of data’ subnitted by the. Registrant 1t is
recommended that the 4-week repeated-dose dermal toxicity ‘studies in rats for
. Technical Clethodim (HRID 41030109) and for SELEGT 2.0 EC (MRID 41030201) be
upgraded from s-upplmntu.'y to Acceptable.

. The toxicology prof:lle of clethodim is sumatized in Tables 1 and 2 below There
are no data gaps in the. toxicology database for clethod:lm .

II. Issues
A. Carcinogenicity:

' No treatment-related 1nc£eases in tumox 1nciciem:e were seen in mice (0,
20, 200, 1000 or 3000 ppm for 78 weeks; MRID 410301-12; Core Guideline) or

in rats (0, 5, 20, 500, or’ 2500 ppm for 2 years, 410301~ 21 Core
Guideline).



nw&m

. The Reference Dose (RfD) of clethodim is 0. o1 mg/kg b wt./day [OFP RfD] ‘
based on a no-observed-effect-level (NOEL) of 1 mg/kg b.wt./day from a 1-
yaar study in dogs and an uncertainty factor of 100,

c. MWW There are no pending regulatory actions
.with respect to the registration of this chemical: :

Four-week repeated-dose dermal toxicity studies in rats with technical
clethodim (RE-45601, MRID 41030109) and SELECT 2.0 EC (26.3% RE-45601,
MRID 41030101) were initially classified as supplementary pending .
submission of data on surface area exposure, The Registrant has now
submitted tlie requested information (Valent Fax dated 9/29/95 of Valent
Inter-office Memorandum G 0-144, dated 9/4/90): the clipped area was: 32
co?. It is recommended that the above 4-week repeated-dose-dermal.toxicity
studies im rats (MRID 41030109 and MRID- 6-1030201) be upgradad £rom
Supplmnuty to Aecopublc .



. Table 1. Toxicology profile for Clethodim,
158 340.-

. o~ e
i—————

011836

* Guideline Numbers are as listed in CFR

§81-1 ACUTE ORAL TOXICITY - RAT -

§81-2 ACUTE DERMAL TOXICITY - RABBIT
§81-3 ACUTE INHALATION TOXICITY - RAT

. §81-4 PRIMARY EYE IRRITATION - RABBIT
§81-5 PRIMARY DERMAL IRRITATION - RABBIT
§81-6. DERMAL SENSITIZATION - GUINEA PIG

- §82-1 90-DAY FEEDING - RAT

§82-1 90-DAY FEEDING - DOG .

§82-2 21-DAY DERMAL - RABBIT
§82-4 SUBCHRDNIG INHALATION .
§82<5 21-DAY DELAYED NEUROTOXIGITY

- §83-1 CHRONRIC FEEDING - RAT (CQHBINED §83- 2) ;

§83-1 CHRONIC FEEDING. - DOG

§83-2 ONCOGENICITY STUDY - RAT
§83-2 ONCOGENICITY STUDY - MOUSE
§83-3. TERATOGENICITY -  RABBIT

§83-3 TERATOGENICITY - RAT

§83-4 TWO~GENERATION REPRODUCTION RAT

§84 2(a) GENE MUTATION
§84-2(b) STRUCTURAL CHROMOSOME ABERRATION
§84-4 OTHER GENOTOXIG EFFECTS :

§85-1 GENERAL METABOLISH
§85-2 DERMAL PENETRATION

§81-1 ACUTE ORAL TOXICITY - RAT .~
§81-2 ACUTE DERMAL TOXICITY - RABBIT -
§81-3 ACUTE INHALATION TOXICITY - RAT
§81-4 PRIMARY EYE IRRITATION - RABBIT .
§81-5 PRIMARY DERMAL IRRITATION - RABBIT
§81-6 DER.HAL SENSITIZATION GUINEA PIG
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'Y = YES; R = NO- YES: indicates that, the DER 1s Minimum, Guideline or Acceptable
C Satisfied with the submission of additional information on amount of surface area -

_-receiving the test compound; .a revised one-liner is attached. to this action.
..3'Submitted as a combinéd chromic/careinogenicity study.

4 The Reference Dose (RED) was- established baéed upon the results of this study
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