;o

LY
-y

L d

4

oo
Reviewed by: Marcia van Gemert, Ph.D. Aﬁﬂi&zéZamz*j@é%ﬁf?

Head, Section III, Tox. Branch (TS-769C)

Secondary Reviewer: Theodore M. Farber, Ph.D. .

Chief, Toxicology Branch (TS-769C) W%/\

| Y|
DATA EVALUATION REPORT

Study Type: Dermal absorption in rat Tox. Chem No. 323EE

Accession No.: 265785

Test Material: propiconazole

Synonyms: tilt, CGA 64 250

Study Number: ABR-86064

Sponsor: Ciba Geigy

Testing Facility: Biochemistry Dept. Agricultural Division
Ciba Geigy Corp. Greensboro., N.C.

Title of Report: Dermal absorption of 14¢c propiconazole

Author: T. Murphy, K. Brown, D. Doornheim

Report Issued: 9/30/86

Conclusions:

Three groups of 4 male rats/group were treated with dermal
application of l4cpropiconazole. One group was treated for 24 hours
and immediately sacrificed, a second group was treated for 10
hours, the skin washed with soap and water rinse followed by 72
hours of depletion time; and a third group was treated for 24 hours
followed by 72 hours depletion time after a soap and water rinse.
Dose levels used were 0.1, 1.0 and 10.0 mg/rat. For the 24 hour,
exposed rats the percent absorbed was 57.1, 27.1 and 30.1% for the
low, mid and high dose groups respectively. The rate of excretion
of the radioactivity was inversely related to the dose administered.
For the 10 hour exposure (72 hour depletion) animals the dose
absorbed was 42.4, 21.5, and 31.0% of the administered radiocactive
dose for the low, mid and high dose groups respectively. For the
24 hour exposure (72 hour depletion) animals the dose absorbed:

vas 54.7, 29.8, and 29.8% of the dose administered for the low,

mid and high dose groups respectively. Both groups of animals
which had depletion times excreted the bulk of the radioactivity
within 24 and/or 48 hours, mainly in the urine. Results suggest
that the radioactivity remaining in skin after 72 hours is somehow
bound and is not available for further absorption.

Core Classification: acceptable
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A. Materials:

1. Test Compound: 14c- propiconazole, labelled in triazine ring.

specific Activity: 28.2 uCi/mg with a purity ot 95% for the
low and mid dose groups and,
Specitic activity tor high dose group was 2.Ul uCi/mg
purity wasn't speciried.

bDosing solution: Dermal application ot lac propiconazole made at
doses ot U.l, l.U, and 1lU.U mg/rat, equivalent to
0.ul, V.1 ana l.u mg/c¢ tfor 1lU-hour exposure. 50 ul
of solution was used for the low and mid dose groups
and 100 ul was used for high dose animals.
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2. Test Animals: H G =7~

=
Species: rat, male

Strain: Harlan Sprague Dawley

Age: not specified

Weight: 200-250 gms

source: Madison Wisconsin

study Design:

The number of animals used per group was not given in the study
text however, the raw data in back indicate that 4/group were
used. The study design was the same tor this study as the
previous one, ABK 86U53, except tor the tollowing apsorption and
depletion phases. 1U hour animals had non-occlusive bandages
removed and treated area was washed and the animals were kept :
in metapolism cages for an additional 72 hours to measure the 7
depletion ot radiocactivity. <4-hour animals had non-occlusive
pandages removed at 24 hours and treated area was washed and the
ar:inals were kept ftor an additional 72 hours. A third group

of animals was treated tor 24 hours and sacriticed witnh no
depletion phase. Atter washing treated areas the 1U-hour animals
hau ucrine anu Leces coliectad at 24, 48 ard 72 hours post treatment
and the 24-hour exposure animals had urine and fecal collections
at 24, 48, 72 and 96 hours post dosing. At sacritice the treated

skin was rinsed a second time.

Results:

1. For the 24 hour exposure period the total radioactivity recovery
ranged from 82.8 to 105.3% of the administered dose. As seen

in the last study, the percent absorbed decreased with increasinag
dose. After 24 hours exposure, 57.1, 27.1 and 30.1% were absorbed
for the low, medium and high dose groups respectively. Again, as
seen in the last study, a large percentage of the radioactivity

was removed with the soap and water rinse. 39.2, 37.2 and 05.2% were
removed by soap and water from the low, mid and high dose groups
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respectively. The major route of excretion was urine. Data are
presented on appended page 1.

2. Data from the 10 hour exposure (72 hour depletion) animals are on
appended page 2. Total recoveries ranged from 86.6 to 108.0% of the
administered dose. Total absorption for the 82 hour period was 48.3,
25.2 and 37.0% for the low, medium and high doses respectively. Urine
again was the major route of excretion with the bulk of the
radioactivity being excreted within 24 hours after exposure.

(see appended pages 4, 5 and 6.)

After 10 hours of exposure, 48.4, 38.2 and 46.2% of the applied

dose was removed in the first soap and water wash. The second

wash accounted for only a very small percent of the total radio-
activity.

3. The 96 hour animals, ie. those treated for 24 hours of exposure
with a 72 hour depletion tiwme have summary data on appended page 3.
Total recoveries were 101.7, 95.3 and 90.9% for the low, medium
and high dose groups respectively. Appended pages 7, 8 and 9 have
bar graphs for both urine and fecal radioactive output for the

4 time periods of collection. Most of the radioactivity was
excreted in the 24 and/or 48 hour time periods. Again, the main
route of excretion was urine.

Discussion:

For the 24 hour exposure rats the percent absorbed was 57.1, 27.1
and 30.1% for the low mid and high dose groups respectively.

The rate of excretion was inversely proportional to dose for

the 10 hour exposed (72 hour depleted) animals. The dose

absorbed was 42.4, 21.5 and 31.0% of the administered radioactivity
for the 1low, mid and high dose groups respectively. For the

24 hour exposed (72 hour depleted) animals the dose absorbed

was 57.4, 29.8 and 29.8% of the administered dose for the low

mid and high dose groups respectively. Both groups of animals
that had depletion times, excreted the bulk of the radioactivity
within 24 and/or 48 hours, mainly in urine. Results suggest

that the radioactivity remaining in skin after 72 hours 1is
somehow bound and is not available for further absorption.
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The next Ei page(s) is/are not included in this copy of the TILT

reviews.

The material not included contains the following type of in-

formation:

____ 1dentity of
Identity of
Description
Description

Identity of

product inert ingredients

product impurities

of the product manufacturing process
of product quality control procedures

the source of product ingredients

Sales or other commerical/financial information

A draft product label

The product

Ianrmation

confidential statement of formula

about a pending registration action

Xf Detailed methods and results of a registrant submission.

Duplicate pages.

The information not included generally is considered confiden-

tial by product
mation deleted,

registrants. If you wish to obtain the infor-
please contact the individual who prepared

this response to your request.




