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Followmg a prehmmary review of three long-term inhalation stud1es in rat, dog and
mouse on sulfuryl fluoride, no imminent hazard was identified, The new data would not
alter the risk assessment for short-term or intermediate-term applicator and residential -
exposure A detaﬂed review of these studies will be provided at a later time. -

- %Thi;ough: ,  John Doherty, Ph.D.,,Act_mg Section Head
' " Section IV, Toxicology BranchI -~ = g
Health Effects D1vis on (7509C)

' CONCLUSIONS

ACTION REQUESTED

TB-1 recelved for review several studles on sulfuryl ﬂuonde submltted by DowElanco
(1) a 1-year inhalation study in the dog (MRID 433549-01), (2) 2-year inhalation chronic
toxicity/neurotoxicity/carcinogenicity study in rat (MRIDs 432167-02 and 433549-02) and (3)

‘an 18-month inhalation carcmogemc1ty study in mice (MRID 433549-03). The data were
recelved ﬂagged as 6(a)(2) data.
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- DISCUSSION

TBI notes that these studies were reqﬁired by California Department of Pesticide
Regulation, but not by U.S. EPA, with the exception-of the ‘chronic neurotoxicity study. The
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neurotoxwlty data were submitted to provide additional information for upgradmg a
previously conducted 90-day inhalation neurotoxicity study in rat, in which some parameters
were not exammed (MRID 408399-02 and -03; Core-supplementary).

TB-I does not cons1der the submitted data to represent an 1mmment hazard, nor to

s1gn1ﬁcant1y affect the risk assessment for sulfuryl fluoride exposure for- the followmg

reasons.

1.

- The s_ubmitted-s'tudies are chronic toxicity studies, but subchr'onic'(QO-day) .

Studies are considered more appropriate for repeated exposure to-applicators,
which is expected to be intermittent. The Reregistration Ehglblhty Document
for sulfuryl fluoride states that the primary toxtcolog1c concern is for neuro- -
toxicity and that the 90-day neurotoxicity study in rat (MRID 408399-01; HED
Doc. no. 009479) will be used for applicator repeated exposure risk assessment
upon submission of the additional information required to upgrade this study.
The toxicity endpoint for repeated apphcator exposure risk assessment, which

_ has not been performed pending review of additional subchromc/chromc

neurotoxmlty data, will not be affected

NOEL for subchromc neurotoxlc1ty in rat was previously. determined to be 30

ppm, based on electrophysiologic effects, compared to a NOEL of 80 ppm

(hlghest dose tested) for the additional neurotoxicity-related parameters tested

in the 2-year study. - The lowest NOEL for any systermc effect was 5 ppm in

~ both the 2-generation reproductlve toxicity study in rat (increased accumulation
of alveolar macrophages in lungs at 20 ppm) (MRID 421798-01; HED Doc.

‘ n0. 009479) and the new 2-yeaI study (slight fluorosis of teeth at 20 ppm)

The NOELS/LELSs in mice for subchromc toxicity (MRID 431294-01; in

review) and. chronic inhalation toxicity are similar (30 ppm/100 ppm, 90-day

_ study vs 20 ppm/80 ppm, 18- month carcmogemcuy study).

Although the NOEL of 20 ppm in the new l-yeax dog inhalation study is- 1ower

. than the NOEL of 100 ppm in an earlier 90—day study (MRID 422566-01;

HED doc. no. 009506), toxicity observed at 80 ppm in the 1~year study was

- minimal (very slight fluorosis of teeth, veryslight increase in aggregates of
Tmacrophages in the lung) and probably not appropriate endpoints for risk

assessment to apphcators The LELSs for significant toxicity in¢luding neuro-
toxicity were 200 gpm in both-the 90-day and 1-year dog inhalation. studles

The chronic rat and mouse studies do not demonstrate carcinogenicity, of
sulfuryl fluoride from long-term exposure. '
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