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'SﬁBJEQT::-EPA ID: 0120’?;f BT - 90-day rat 1nha1atlon study and
; g . -regquest. for walver on the- 90—day rat dermal
» ‘1nha1at10n study. ' :

TO::L;'{”~L. Schnaubelt/K. Samek (PM74) 'ffwjr ~
o "-Speclal Rev1ew &- Rereglstratlon D1v151on (H 7508C)
FROM: Marion P. Copley, 'D.V,M., Section Headjy, u;,ﬂlk'_f—"
‘ - Section-2, Tox1cology Branch I .. o
Health Effects DlVlSlon (H 7509C)

THRU!__  Karl Baetcke, Ph D., Branch Chief | }ﬁ((?V£A
: Seéction 2, Tox1cology Branch I -~ ﬁ \
,Health Effects Division (H—7509c{/

Tox. Chem: No;.159
PrOj. No.:9-2216
Record No..252887
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1) ‘A new. 90-day inhalatlon study has been submltted to the
Agency in response to the Reglstratlon Standard for Captan.

2) In addition the Agency has been requested to waive the

data requlrement for a 90-day dermal rat study based on the

results of" thls study.

concnus:ons-'f R R St

A crltlcal review of the flnal repbrt;of the new 90-day
- inhalation study will be submitted in a separate memorandum,
however the follow1ng conc1u51ons can be made'y‘

- )

1) The 90-day 1nha1at10n study. satlsfles the guldellne
requlrements for a 90-day inhalation study. .

~2) There are no indications of the renal effect that was
observed in a previous study. Therefore, a- subchronic
dermal toxicity study should not be requlred.f . -

3) Toxicology Branch 1 (TBl) has no objectlons to the walver
request for the 90-day dermal rat study w1th Captan.
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‘doses between .5 and ‘50 mg/m".

Captan 2 90-day dermal waiver request

BACKGROUND:

The Agency has currently completed a Special Review on
Captan. Position Document (PD) 2/3 was completed (June, 1985).
The PD4 was publlshed in the Federal Register on 2/24/89. The
Health Effects Division Peer Review Committee determined that
Captan is a Bs oncogen (12/29/86 and 4/13/88). The: following
data ‘'gaps identified in the Reglstratlon Standard for Captan
(March 1986). Stlll remaln. .

- Chronic (oral)- - non—rodent

1° Metabollsm

(elther supplementary or not submltted) ‘d;”l%'ﬁ:'

:,/

A 90-day 1nha1atlon stgdy (#86 7951) was submltted us1ng'

This study was determined to be
supplementary since s1gns of renal .and upper. resplratory tract.
alterations occurred at all doses. A 90-day dermal study was .

" required by DCI in order to determine if. dermal and inhalation

exposures should be combined. If combined, there were
inadequate margins-of- exposure (MOE) when compared to an- -
estimated NOEL of 0.5 mg/m~ (this was 0.1 of .the LEL from the
flawed study). Following ‘this determination, ICI reevaluated
the exposure metheds of the earlier inhalation study and
determined (TB1 agreed) that they were seriously flawed (see
memorandum from M. Copley to R. Mountford dated .10/20/88) .and
should not be used to regulate captan.. As a result a ‘second
90~day inhalatj on: study was conducted us1ng doses - between 0.13
and 12,98 mg/m". |, Prellmlnary data 1nd1cated that the renal
lesion was not present in.the new study. Therefore an:

'extenslon was- granted to the registrant for: the 90-day dermal

study until- the new 90-day study could be submltted and
evaluated by the Agency. : .

CURRENT ACTION '\, ] - L L

ICI has submltted 'the f1nal 90—day 1nha1at10n study (MRID-~”
412344-01, study # PRO735) and a 3 week range-finding study:

.y‘(MRID 412344-02).  Results of this well. conducted study conflrm;'
- the prellmlnary data submltted prev1ous1y. ‘ :

l)"Exposure data indicates that. rats recelved up to 13
© _ug/l captan. These concentrations were numerically
'greater than those supposedly obtained at the lowest
- dose in the flawed study. Partlcle s1zeslwere within
the requlred ‘range. : ' N ‘

2) Hlstologlc data 1ndlcates that renal le51ons, observed
in the flawed study at all doses, were not present at
any dose. This suggests that the earlier study may
have markedly under-estimated the actual exposure.
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Captan 3 90-day dermal waiver request

Special stains were used to confirm the absence of the
previously observed renal tubular lesions.

3) In addition, a 21-day range finding study (MR0113),

.- testing to 25 ug/l did not result in renal lesions at
any dose. The type of lesion observed in the flawed
study would be expected to be present durlng this time
frame.' :

' Based on the above studies, it is: unllkely that exposure
to Captan, by the inhalation route, would result in inadequate
‘MOS. for renal changes. The NOEL for renal effects is at least
25 ug/l or 3.365 mg/kg/day. ‘'MOS for the.combined ‘exposure,
‘when dermal - exposure and protectlve clothlng is con51dered are
greater than’ 100 (worst case applicator- exposure. for mangos,

‘ nectarlnes, peaches = 0.154 mg/kg/day, times 0.2 for. protectlve
. ¢lothing). This diminishes 51gn1f1cant1y, our concern for
"v’dermally 1nduced renal tox101ty. : ,
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