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A
CAPTAN Bioavailability Oral Study (no guidelines)
EPA Reviewer: Paul Chin, Ph.D. , Date .
Reregistrat ion Branch I (75090)
Work Assicmuent Manager: J. Rowland., Ph.D.
Science Araliysis Branch (7509C) , Date o

DATA EVALUATION RECORD
STUDY T¥PL:. Rioavailability - Mouse
(No guidelines)

DE BARCODL: 2225683 SUBMISSION CODE: SSEQ4312
P.C. CODE: 281301 TEX. CHEM. NO.:
TEST MATEERIAL (PURITY): Captan (89.4% [technical gradel; 99.0%

[analvtical gradel; 1,2-1C- (cyclohexane)Captan repurified by flash
coiumn chircmatography te 939.1%)

SYNONYMS: 1a,4,7,7a-tetrahydro-2-[(trichloromethyl)thiol] -1H-
igoindole-1 3{2H}-dione; N- (trichloromethylthic)-4-cyclohexene-1,2-
dicarboximide; N-trichleoromethyl-thio-3a,4,7,7a-tetrahydrophthalimide;
Marpan, Orthocide-406

CITATION: =rovan, W. and H. Eyton-Jones (1266) The biocavailability of
Tapcan to the duvodenum of CD-1 mice following dietary
szdministraticn. Central Toxicology Laboratory, Aldery Park,
Macolesfield, Cheshire, UK SK10 4TJ. Study No. XM5010,
*M5087, Report No. CTL/R/1260. January 24, 1%96. MRID
13982202, Unpublished.

SPONSCOR - sZeneca Agricultural PFroducts, F.O. Box 15458, Wilmington, DE
16850-5458.

EXECUTIVE SUMMARY: In a study Lo assegs the bicavailability of
ingested Captan, groups of 30 (experiment 1} or 10 {experiment 2i CD-1
male mice ware fed 400 or 3000 ppm radiolabeled Captan (99.1%; Batch
No. 14264-131-1 [technical grade non-labeled Captanl}) in the diet for
up to 30 heurs. Groups of six mice given Captan-free diet served as

controls.

There were ¢ treatment-related toxic effects reported. This
preliminary nonguideline study provided cursory time-course
information regarding the distribution of dietary radiolabeled Captan
in the gastrointestinal tract of mice. Over the 30-hour treatment
period, radioactivity in all regions of the gastrointestinal tract
increased. For all time periods, maximum concentrations were
associateq with the stomach, caecum, and rectum. The highest levels
in these recions were observed at 30 hours and represented
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CAPTAN Bioavailability Oral Study {(no guidelines)

approximate.y 0.20, 0.35, and 0.175 ymoli equivalents of Captan. The
study authors correctly assumed that these regions contained the
highest level of radicactivity due to the discreet, cyclic nature of
motitity Im the regions thereby sllowing accumulation of
radicactivity,. Slight fluctuations in intestinal contents were
attributed tc¢ photoperiod effects on the feeding activity of the mic=.
The radicaciivity recovered from the gastrointestinal tract of mice in
the two exposure groups reflected the approximately 7-fold difference
in the dose High performance liguid chromatography analysis
indicated that the radicactivity distal to the stomaclh was associated
with metako . ites of Captan rather than parent compound.

Because food intake and body burden of radioactivity were not provided
it was not possible to determine the total intake of radiolabeled
Captan necessary for determination of overall mass balance of
administered radicactivity. The absence of rthese data do not
necessari.y invalidate the findings regarding the distribution of
radivactivity in the gastrointestinal tract but do compromise a
guantitat:.ve assegsment of bicavailability and extent of
gastrointestinal absorption of the test material.

COMPLIANCE: This nonguideline study is considered marginally
acceptabls for providing data regarding the bioavailability of Captan
and/or metabolites in mice following dietary administration but is
deficient irn guantitatively assessing biocavailability of the test
material. $.gned and dated GLP Compliance (10/10/9%5) and flagging
c¢riteria statements (10/10/95) were present but no quality assurance
statement wag available. The study was not fully compliant with GLP
standards.

I. MATERIALS AND METHEODS
A, MATEE . ALS
1. Tezh material: Captan

Description: off-white/beige solid

wen/Batch #: 14264-13-1, CTL ref. No. ¥Y01716/025 {technical
grade); CTL ref. No. Y01716/012 (analytical grade)

Purity: Captan (89.4% [technical grade]; 992.0% [analytical
gqrade] ; 1,2-'%C- (cyclohexane)captan repurified by flash
column chromatography to 99.1%)

3uability of cowpound: not stated

2AZ Hf: 133-06-2

November 14%57 o



EPA's Records Disposition Schedule PEST 361 Scientific Data Reviews HED Records Center - File R148180 - Page 4 of 8

CAPTAN Bicavailability Oral Study (no guidelines)

Captan
{pesition of radiolabel not

specified)

Vegicle and/or pogitive control

Powdered rodent chow (CT1 diet)served as the vehicle; no
pesitive controls were used.

|3

3. Test animals

Species: Mouse

Strain: CD-1

Age and weight at study initiation: 4-6 weeks and 28-30 g on
delivery;
Z8-30 g

Scurce: Charles River, UK

Housing: after assignment to axperimental group, housed
singly in stainless steel, wire-bottom cages.

Dlet: CT1l diet provided ad libitum (Special Diet Services,
Ltd, Witham, Essex, UK) for controls and treatment group.

Water: filtered water provided ad libitum

Environmental conditions:
Temperature: 21+0.2°C
Humidity: not provided
Air changes: not provided
Photoperiod: 12 hr light/12 hr dark

Avelimation period: 4 days for acclimatization to powdered
diet or 8 days for acclimatization to test diet

B. STUDY DESIGN
1. [n_.ife dates
Wot provided
2. Animal agsignment

Arnimals were assigned randomly to the test groups in Table 1.

November 19597 3
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CAPTAN Bicavailability Oral Study (no guidelines)

also analyzed by HPLC following the same extraction
procedures as used for the tissue samplesg.

IT. RESULTS
A.  QBOSERVATIONS
1 Toxicity
There were no treatment related signs of toxicity reported
2. Mortali
There were no Lreatment-related deaths reported.

B. BQDY WEIGHT AND WEIGHT GAIN

The treatment phase of the experiment was only 30 hours. No
information was provided regarding body weight changes.

2

2. FOOLr CONSUMPTION AND COMPOUND INTAKE

bt

Food congumption

Mo information was provided regarding food consumption.

Compound consumption

o

No information was reported regarding compound intake.

D. URINALYSTS

With the exception of analysis for Captan-derived
rad:;oactivity and metabolites (data not provided in study
repert), urinalysis was not performed.

E. TISSUE _AND SAMPLE ANALYSIS

The authors reported that the radiocactivity associated with
the gastrointestinal tract was very low compared to that
ingssted. For the 3000 ppm group, recovery was 12.7% at 6
hours but declined to 2.2% at 30 hours of exposure. Recovery
of radiocactivity over the 30-hour exposure period exhibited
variations consistent with photoperiod-dependent feeding
{e.g., greater levels of radicactivity following nocturnal
feeding). Higher levels of radiocactivity consistently
detected in the stomach, caecum, and rectum are consistent
witl the discreet, cyclic motility associated with these
reg.ong of the gastrointestinal tract. Throughout the

“r
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THE #OLLOWING ATTACHMENT IS NCT AVAILABLE ELECTRONICALLY.
SEE THE FILE COPY
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CAPTAN Bicavailability Oral Study (nc guidelines)
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Figure 1. Breakdown products of Captan. Data taken from Figure 8.
P. 26, MRIDa43I32E2202

November 1997 A-1



EPA's Records Disposition Schedule PEST 361 Scientific Data Reviews HED Records Center - File R148180 - Page 8 of 8

o=

13544

R148180

Chemical: Captan

PC Code:
681301
HED File Code: 13100 Other Tox Documents
Memo Date:  11/19/1997
File ID: DPD225683
Accession #:  000-00-0120

HED Records Reference Center
6/19/2007




