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The regis-vant, T. I. Du Port de Nemours & ”o., hes sukl-
mitted a dermal absorption situdy on oxamyl in male Epragus
Dawley rats. The data evaluation report for *h s s+«udy Is
atiached, and the conclusi. . is as follows:

sroups of & male Sprague-Dawley ratls were appiied oxamy: at
concen-rations of 48.0 and 5.4 mgs/200 vl en 2 4 x & cn of shavel
skin on the upper back. Trhe folliowing observations were thiteinzi:

1), Limited data indicated thaz oxamyl was slcwly absorzed

t+hrough skin.
2). Urinary route is the maior route cf excreticn for cxamyl

3). Much of the test compouné remaineé in the cgauz
‘zovered the application site.
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The use of gauze to cover ihe applice*icn site is consilered
as an unacceptable practice because the gauze will absork most o2
+he applieé chemical. The ac=uvally amcunt of the %fesi chemica
available for absorption can not be accurat:ly guantified. 7Th
is a ma‘or experimental defecz, arnd the study is ciassified
an Unacceptadle study.
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in Vydaze®Ll
mg oxamyl/200 ui
.5 mg cxamyl/200 ul

Colum bus, Chio

éu Pent de Nemcurs & Co., Inc.
J.W., and Kluwe,
n the Rat. S+tudy Xo.: AMR-€14-8€;
667400.; telle, Coiumpus, Ohio.
édu Pent de Nemours & Co., Inc.

in w.M. ©Dermal
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Maserials anéd Methods:
Test ccmpound: H3C o Q
\ | ]
/N-C-C-h-C-C—NCH3 * locat:on of
. <s
/ ] i t«C label
H3C SCEj K

Pur:fieé 19C-oxamvl (29.3% pure; specific activity, 5.6 uwlismg’
was addé 20 other ingredients 4o cbtain & formuletion eguivalern:z
0 commercial Vydate*L. From this siock other dosing solutions
were prepared. )
Sclution No. 1 {rich dose) was prepared by adding the siock
so.c%ticn 40 LCu Funt Vydate® resulting in a soluzien containing
48.6 mgc of cxamyl/200 ul (specific activity: 0.305 wCi/mg).

“rluzicn No. 2 {(iow dose} was prepavred by adding ¢he stock
soluticn t¢ water vielding a soltzion 5.5 mg oxamyl/ 200 nl
(specific actvizy: 2.57 uCi/mg).

Test animal: 24 Sgrague-Dawley male rais were obtained frox

Charles River Breeding Laboratories, Inc., Portazge, Michigan.
The weights of +hese animals ranced from 311 to 3Z5 gm.

Experimenta., Desicn: The crucial points of the experimental
desicgn are summarized ltere, and the details arvre presented in
the Appendix.

Two groups of 12 rats were designated L0 rveceived either

Soiuzion No. 1 (48.6 w /200 ul) or Solution No, 2 (3.53 mg,/ul).
Each greep was subdivided into either blocd samrle s2udy grours
or excretion sample study groups each of which consisted of 6
rats as shown below:
socse Sample Siudy Croup No of Rats
scin. Ne. 1 {(48.6 m¢,/200 wul) Blooad &
Seln,., NXec. 1 (48.€6 =¢/200 ul) excreticn )
Soln. NXo. 2 (5.53 mg/200 ul) Bliood &
Soln. No. 2 (85.853 mg,/200 ul) excretion 6

I1f all six rats in each subgroup survived without any complica-
tions, then one rat from each group was randomly selected for exclu-
sion from further analysis.
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Dose Application: An area of approximately 5x7 cm on each rasc’s
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back, belecw +he shoulder and along longitudiral axis cf the
body was shaved. an aliguot of 200 ul of the test agent was
agplied on a 4x6 cm shaved area. The application site

was allowed to dry for approximately 20 min while 4he animal
was manually restrained. Subseguently, the application sit
was covered with 2 lavers of 10 x 10 cm corton gauze which wase

wrapped over ky an adhesive elastic dressing.
nf+ter € hours of dosing, all the éressing was removed andé
saved for radicactivity analiysis. 1% ocouid be roted that a
c

green éye was added to the dosing soluxi azi

of any xransfer of the “est c2gent to the gauze. The applicaszion
site was thoroughly washed with a warm anéd mild Ivory sc>p solu-
+ion, rinseé with warm water, and dried. This process was ve-
peated 2 %o £ times untill no visikle dosing solution was Te-
roved from the applicaticn site. Just prior 2o sacrifice, =he
applicaticen site skin was acain washed with the detergent
selustion anéd a water vinse. 211 washes anéd swabs were saved
for radioactivity analysis.

ample Ceollecsicn:

Biood: 4200 ul of serial blooé samples were collected at O
(pre-dose), 0.5, 1, 2, 3, 4, 6, 8, 12, 24, 3¢, 48, 72,
%6, 120, 144, andéd 16E€ hours after dosing.

Lz Urine arnd feces were collected during the fol-

excretio

lowing intervals aft2r dosing: G-€, €-12, 12-24,
2s-48, 48-72, 72-9€, 26-120, 120-144, 2nd 144-168 hours.
sfrer 188 hours of ccllection, “he rats were sacrificed.
% cardiac blooé sample (approximately 10 mi) was col-
lected from each rat. The following tissues samples
were collected for racdioactivity analysis:

aprl:cation site skin

non-application site skin (near the tail)

kidneys

liver

lec muscle

gas*tocinteszinal *ract .

carcass

ample Aralvsis: The procedures for sample preparation an
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analvsis avre presented in the Apprendix.
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The vadicactivity analvsis of the dosing solution indicated
+hat the mean of the radiocactivity high dose was 14.8 uCi/200 wul,
and that of low dose was 14.2Z uCi/200 ul. The actual dose applied
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high ané low dose, respectively.

Cconcencra~ions 5f vadicactive oxamyl! in Lklcod were gererally
iow (Table 1). Far r:igh dose animals, the klood level of coxamyl
wae below “he Ssteceich level during most of the assaying inter-
vals except at 3% er 4E€ hours for 4 rats. For low dcse animals,
+ke Flooé concerntration ©f oxamyl wars below <he. detection level
for mos~ of the =msasuving intervals earlaer Lthan 24 hours for
4/% ra+s. One az:mal. showed higher concentration of radioactive
oxamyl re<ween 1I ang 48 hours «har any other animalg. -1In gene~
ral, the peak cczcenzrations of radicactive oxamyl in Rlo &
occurred long afzsr <he test compound was removed frem the appli-

caticn s:ite.

Trhe ¢éa+a on uvrizary excretion of radioactive oxamyl avre pre-
sented in Takle I. Maximum urinary excretiorn occurreé from € %o
24 hours for ez high and low dose animals. The excretion
contirnued 2ill =ze end c‘ the study, and significant amount of

i =il eing excreted at the end of the siudy.
¢ eli v*nated via uvrine was 2 24 ané
fcr high and low dose animals,

Table 3 shcws ==e excretion of radicactive oxamyl in feces.
The &a+a indica<esf that & substantially less radioactivity was
excreted via fecss relative to that excreted in urine. The
reak of excreticz cccurreé during the 12 o 48 hrour interval.

The rafiocactivizy in tissues at 168 hours after dermal appli-
cation was press=zeé in Table 4. Carcass ard skin applicatzion
site o0f &11 =rezzeé animals contained the greatest amount of
+he radicactivisr among aill] the tissues examined. The rnon-
application sits ¢f zhe skin also contained a substantial
amouant <f radicasoivity. This finding was consisternt with that
seen in the previces zetabolism s+udy in rats wiih oral dosing.

T™re mean cof +c=zl radicactive oxamyl ecuivalent in all tissues
~ested, excreted tn urine ané feces, and in carcass was termed
totel bicavailzi:listy which was expressed as percentace of =zhe
applied ~rig set of data was presented in Taltle S.
The & =l Ttigavazlability or absorpticn was caliculated
~o be 3.9% £ =:gh dose animals and €.6% for low cdose animals.

The © ¢ radicactivity is presented in Table 5.
The da%a indic £ greater percentages of the aprplied dose
were in <t swabs. The calculated to%tal recoveries

of the razdiocact:ivi%r in +his study were 102.7% for high dose
gcroup and 27.&8% Icr low dese greup.
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ups of & male Sprague-Lawley rats were applied oxamyl at
aetrations of 48.0 and 5.4 mg/200 ul on a 4§ x & cm of shaved
on the upper back. The following observations were cbtained:

For most of %he “reated vrats and at %the majori<y cf the saz-
pling times, the blooé concentrazion cf radioactive oxamyl
was either belew cor barely above the detection level. hs 2
result this set of Qate was difficult to interrret. Nevers
+heless, +he limited data implied that dermal absorption of
radicactive oxamyl was siow under these experimental! conéi-
~ions.

Urinary and fecal excretion data indicateéd the prima-y route

of excretion for dermally administered oxamyl in rais was via
urine. T™his observation was consistent with that of & metabo-
lism stuédy in ra%ts with oral route c¢f administiration.

The observaticn that a significant amount of radicac
+£ill being elirmireted at 168 hours after dosing iné
xamyl which remained in %the skin was slowly being &
rom the skin appiication site.
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Based upon the reporied data the means of the %total absorp-
+ion o0f radioactive oxamyl expressed as percentage of the
applied dose were 3.9% for high dose rats and €.8% for low
dcse animals.

The da%a on the %o%tal recovery indicated that much of %
applied l4c-oxamyl remained in the gauze “hat covered ih
application sites Using the gauze to cover the appiicati
site would not be considered as an acceptakle practice be-
cause a gauze often absorbed the test chemical anéd prgven
it from being absorbed by the animal. As seen in Takle 7
approximately &% of +“he applied dose was found in the
"diges«" of the gauze, and this amount could not possibly
be made availakble for abscrptionr. In addition the actual
amount of radiocactive oxamyl available fecr absorpiioz could
sua

TPt
not be properly cuantitated.

The use of gauvze to divrectly cover the application site i3
considered as a major defect for this stuédy, ané fthe stucy

‘is classified as Unacgeptable.
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Page is not included in this copy.

Pages 2 through 2O are not included in this copy .

The material not included contains the following type of
information: =E T

Identity of product inert ingredients.

Identity of product impurities.

Description of the product manufacturing process.
Description of quality control procedures.
Identity of the source of product ingredients.
Sales or other commercial/financial information.
A draft product label.

The product confidential statement of formula.

Information about a pending registration action.

x: FIFRA registration data.
The document is a duplicate of page(s)

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.




