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William Dykstra, Reviewer L illnrey ,7”4;=2, ;y?r%fv
Review Section I

Toxicology Branch I - Insecticide, Rodenticide Support
Health Effects Division (H7509C)

Don Stubbs, PM Team 41
Emergency Response Section
Registration Division (H7505C)

. \%q
Edwin Budd, Section Head %‘}

Review Section I
Toxicology Branch I - Insecticide, Rodenticide Support
Health Effects Division (H7509C)

Regquested Action

Review section 18 request by the State of Arizona to use

avermectin on head lettuce.

Conclusion and Recommendation

that

The section 18 can be toxicologically supported provided
the margin of safety (MOS) for teratogenicity based on

the single-serving analysis is greater than 100 and the
percent ADI utilized, based on reproductive effects, is not
greater than 100 percent for the various subgroups within the

U.S.

population. These pivotal determinations are calculated

by the TAS analyses.
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The NOEL for teratogenicity to be used for single-serving
analysis is 0.06 mg/kg/day, based oneleft palate in CFy mice.
The MOS should be greater than 100. :

_ The NOEL for the ADI calculation is 0.12 mg/kg/day,
based on pup toxicity (death) in the 2-generation rat
reproduction study. The uncertainty factor is 300. The
percent ADI utilized for the various subgroups (especially
infants and children) should not exceed 100 percent.

If RD can determine that the teratogenic MOS is not
greater than 100 and the percent ADI utilized is greater than
100 percent, the section 18 cannot be toxicologically
supported.

Review

The State of Arizona requests a section 18 to use
AGRI-MEK 0.15 EC (Avermectin) on head lettuce to control
American Serpentine Leafminer. The inerts in the formulation
are cleared under 180.1001.

The formulation will be applied at a rate of 8 to
16 fluid ounces of product per acre. This will be repeated
as needed, but no more often than at 7-day intervals. 1t
will be applied no more than a total of 128 fluid ounces of
product to a given lettuce crop. Application is to be made
by ground equipment only.

Approximately 53,000 acres in 1989 and 54,000 acres in
1990 will be treated.

Applications will begin on September 1, 1989 and end on
June 15, 1990.

The label (attached) for the section 18 has been reviewed.
The label signal word Warning and precautionary statements
are correct and supported by the toxicology data base.

The toxicology data base has been presented in previous
memoranda (one-liners are attached). There are no data gaps.

Tolerances for avermectin and the delta-8,9-isomer have
been established for citrus and cotton (contact George LaRocca,
PM 15, for details).

The ADI is based on the NOEL of 0.12 mg/kg/day in
the 2-generation rat reproduction study. The LEL is 0.40
mg/kg/day and the effects are increased incidence of dead
pups at birth, decreased viability and lactation indices,
decreased pup body weight, and increased incidence of retinal
abnormalities in pups.
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A 300-fold uncertainty factor (approved by both the HED
and Agency RfD Committees) was utilized. This uncertainty
factor provides an MOS of 100 for maternolethality in CF1 mice
(NOEL = 0.05 mg/kg/day), an MOS of 100 cleft palate for delta-
8,9-isomer (NOEL = 0.06 mg/kg/day), and an MOS of 300 for pup
death. A 300 MOS for reproductive effects was needed because
of the extreme seriousness of the reproductive effects (pup
death and retinal abnormalities) at the LEL of 0.40 mg/kg/day
in the rat reproduction study.

Calculation of ADI

ADI = NOEL
SF
ADI = 0.12 mg/kg/day
300
ADI = 0.0004 mg/kg/day

The oncogenic potential of avermectin is negative in
rats and mice in studies conducted at the MTD.

It should be noted that EEB has additional concerns
regarding the impact of avermectin on ecological systems.

Attachment



Avermectin toxicology review

Page is not included in this covoy.

pPages 4 through 7  are not included in this copy.

The material not included contains the following type of
information:

. Identity of product inert ingredients

Identity of product impurities

Description of the product manufacturing process
Description of product quality control procedures
Identity of the source of product ingredientg

Sales or other commercial/financial information

X. A draft product label

The product confidential statement of formula
Information about a pending registration action -
- FIFRA registration data

The document is a duplicate of page(s)

The document is not responsive to the request

The information not included is generally considered confidential
by product registrants. TIf you have any questions, please contact
the individual who prepared the response to your request.
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