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Action Requested

Review the foliowing study;:
Citation 7
Dermal absorption of l4C-Fipronil Reagent 80 WDG in male rats (preiiminary and
definitive phases). T. Cheng. Hazleton Wisconsin. HWI 6224-210. Feb 10, 1995.
MRID 437373-08 _ ' ‘

Core Classification Acceptabie

Conclusions

Male rats dosed at 0.071, 0.688 & 3.88 mg/cm2 for exposures of 0.5, 1, 2, 4, 10
and 24 hours. Quantity in washed skin 1.14-2.45%, 0.60-3.29% and 0.35-0.80% of
respective doses and quantity absorbed <1% ali doses. Absorption saturated at
3.88 mg/cm2. See review for detailed absorption data.-
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Data Evaluation Report

Compound Fipronii

Study Demal Absorption Guideline 85-2

Citation

Dermal absorption of 14C-Fipronil Reagent 80 WDG in male rats
(preiiminary and definitive phases). T. Cheng. Hazleton
Wisconsin. HWI 6224-210. Feb 10, 1995, MRID 437373-08

7 %/ ’o ///Fj
Reviewed by Rob&rt P. Zendzian PhD
Senior Pharmacologist

Core Classification Acceptable

. Conclusions

Male rats dosed at 0.071, 0.688 & 3.88 mg/cm2 for exposures
of 0.5, 1, 2, 4, 10 and 24 hours. Quantity in washed skin
'1.14-2.45%, 0.60-3.29% and 0.35-0.80% of respective doses and
quantity absorbed <1% all doses. Absorption saturated at 3, 88

mg/cm<.
Materials

. Fipronil
AS 120068-=37-3
5-Amino-1[2, 6-D1chloro—4-Tr1flouromethy1phenyl]- -cyano-
4-Triflouromethanesuiphinylpyrazxole
C12H4CL,F 0S8
Mole weight 437.
off white solid powder

Regent 80 WDG, 79% active ingredient (fipronil)

Radiolabeled Nonlabeled

(Fipronil) (Regent 80 WDG)
Lot # : GHS-826 0P930794
Chemical Purity NA 789g9/kg
Radiopurity 98% NA
Specific Activity 19.8 mCi/mM NA
Expiration date Dec 9, 1995 Dec 9, 1995

'Male Charies River Crl:CD®BR rats from Charles River

Portage Michigan



- Experimental Design

Tes Number - Doée af
Phase Group of Animals Dose Level (mg/rat}
Preliminary 1 4 : 1:99 dilution 0.8
2 4 Concentrate? _ .40
Definitive 3 2 vehicle only _ 0
‘ 4 24 _ 1:99 dilution 0.8
5 24 1:9 dilution 8.0
6 24 Concentrated 40.0

a. 1:1 dilution of formulation with 1.0% CMC solution

Preliminary phase (1 & 2) animals were used to test:
application and collection procedures. Group 3 (control
animals) were maintained for 24 hours. Group 4, 5 and 6
animals were exposed, in groups of four animals, for 0.5, 1,
2, 4, 19 and 24 hours.

Dose prepération and verification

"Dose suspensions were prepared by combining known amounts of
l4c-fipronii, nonlabeied Regent 80 WDG and 1.0% carboxymethyl-
cellulose (CMC). The carrier, 1.0% CMC, was used for the

Group 3 (control). The group 6 dose suspension was prepared a
second time when it became apparent that the amount of suspension
from the first preparation was insufficient. The actual
measurements are listed below. Components were mixed with:
magnetic stir bars, by vortex mixing and sonication. The

dose suspensions were prepared and stored (with constant
stirring) refrigerated for 1 or 2 days prior to dosing.
Radioactivity levels and homogeneity were determined before
dosing." . ‘ '

"Aliquots collected predose and postdose were analyzed to
confirm radioactivity levels, homogeneity and radiochemical
and chemical purities.” '

"Group 14-figronil Formulation 1.0%8 CMC Dose Suspension
(mg)®

(mg)}c {mg) (¥ Fipronil)
1l 3.297 30.0 : "3461.3 0.77
2 3.297 ' 1500 - 1721.8 i 37.0
4 5.535 50.0 4950 . 0.90
5 5.363 500 4500 8.0
6 \ 5.363 ' 2500 - 2500 ‘ 39.0
68 - 5,875 . - 2500 - 2500 39,0

a. second prepafation
b. calculated value
c. contains 79% fipronil"™



Dosing

"At least one day before dosing {pretlmlnary and definittve)
the back and shouldérs of each animai were shaved and the
shaved area was washed with water. Care was taken not to
‘abrade the skin. The site for appiication of the test materlal
was defined by a pilastic enclosure (approximately 12.5 cm?2)
which was affiked to the back with cyanocacrylate-=-based glue,
Medical silicone adhesive Type A was applied on the outside

of the encliosure for sealiing purposes.,"

"The radiolabeled dosing suspensions were constantly stirred
and mixed using a vortex mixer before aiiquots were taken. At
dosing, approximately 100 uli of the dosing suspension was
applied within the enclosure along the midiine of the skin
site. The weight of the dosing syrlnge was recorded before
and after dosing. The test material was spread across the
surface of the skin site using a glass stlrrlng rod (spreader)
The spreader was then rinsed with approxlmatety 5 mi of
methanoli and w1ped with a gauze pad; the rinse and wipe were
collected for analysis. Duplicate predose and postdose '
ailquots were taken for dose verification.”

“After administration of the .test material, the application
site was covered with a nonoccliusive (filter paper) cover.
The animais had Etlzabethan coliars put on to protect the
dose apptlcatlon site.”

Samples collected

Following dosing, the animals were piaced in individual
metaboiism cages and total urine and feces co;xected for the
duration of exposure.

At the end of the exposure period, individual animals
were anesthetized with ketamine im. The Elizabethan colilar
was removed and the nonocclusive cover coliected. The
application site with swabbed with liquid Ivory and water
soiution. Arnimals were further anesthatized with halothane,
exsangunated by cardiac puncture and the bliood coliected.
Residural bladder urine was collected and added to the urine
sample. Rectal feces were colleécted and added to the fecal
sample. The skin at the appliction site with the enciosure
‘'was excised and collected. The residual carcass was collected
and the cage washed and wiped. '

The following sampies were anaiyzed for all animals of the
control (group 5) the definitive phase (groups 4, 5, and 6);

urine biood
feces . ' cage wash and wipe
nonocciusive cover skin at applllcatlon site

enclosure N carcass
skin wash '



Results

Material balance for groups 4, 5 and 6 (defiﬁitive phaée)
are presented in Table A - ‘

Discussion

only a small portion of the dose entered the skin and a
much smaller portion was absorbed. Because of these small
_quantities, at or around the limit of detection, it is
impossible to be certain of dose related trends. However, it
appears that the percent entering the skin and the percent
absorbed decreased with increasing doses. Absorptlon appears
to be saturated at the hlgh dose (3.8 mg/cm Y.
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