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A 26 day percutaneous absorption study with FC-98 was conducted rom
October 25, 1979 to December 17, 1979 at Rikes Laboratories, Inc., St. Paul,
Minnesota using male and female albino rabbits ranging in body weights from
1.88 to 2.30 ky. The test article vas adninistered by dermal application
to ten male and ten female rabbits each a dosage level of 5,000 me/kg body
weight for a 24 hour exposure period? No mortalities, untoward behavorial
reactions or body weight losses ware noted during the 28 day study. Necropsies
ware performed on all animals upon termination of the study with no visible
lesions noted. Preliminary serum analysis (see Appendix V) indicates dermal
abtorption of FC-98 in albino rabbits, however, due to the limited number
of samples analyzed, no concrete conclusion may be drawn.

Introduction
The objective of this study? was to determine the percutaneous absorption

potential of 7C-98 in male and female albino rabbits. The study, which was
initiated at Riker Laboratories, Inc., St. Paul, Minnesota on October 25, 1979
and completed on December 17, 1979, was not conducted to Support & government
submission or marketing permit and is therefore not regulated by the Good
Laboratory Practice Regulation of 1978. The raw data generated by the Study
Director and the final report are stored in the conducting laboratory's
archives.

23 preliminary rangefinder study was conducted to determine the appropriatedosage level to be used in this study.b Riker Toxiciey Experiment No.: 0379ABOG30, Test Method 639
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Young adult albino rabbits of the New Zealand breed were used in this
Gent. ALL animals wero hold under uacantine for soveral days prior to testing
With only animals which appeared to be in good health and suitable as test
animals at he initiation of the study used. The rabbits were housed individ-
ually in stainless steel, wire-bottonod cages and maintainad on a standard
tuboeutory cation” with food and water available ad libitum,

Mn initial rongefinding study was conducted using two male and two female
rabbits for cach dosage Level. he trunk of each animal was clipped free of
seis dni bie Lest arcicic placed on the surface of the intact skin which
covered approximately 40% total body surface ares. After administration of
the tose article, a flexible plastic collar was fitted on each animal and
tho Grunk wrapped with impervious plastic sheeting which will occlude the
tose article. The animals were retumed to their cages for a 24 hour period
after which time the tost article was removed from the dermal surface of the
animals. The animals were observed for pharmacotoxic reactions both during
the exposure period (immediately post dose administration, one and two hours)
and after somoval of the test article (daily for 14 days following dose admin-
istration) with all reactions recorded (fable 3). Initial and final body
weights wore also recorded (Table 1).

“he information derived from the initial rangefinder was used in
determining the dosage level for the 28 day percutansous study. Preparation
©f 10 male and 10 female animals for dosing and application of the test article
were conducted in the sane manner as the rangefinder study with the exception
of the collection of blood samples from the orbital sinus plexus prior wo
application and again-on days 1, 7, 14 and 28 after initiation of the study
for serun which was frozen for sponsor analysis. After the 24 hour exposure
£ pol Procz, Inc., Rogers, AR© vueina kabbit Chow, lalston Purina, St. Louis, HO

000172



. 5
: period the cost article was removed from the dermal surface of the animals

and tho aninals secured co their cages for the following 26 daye. Inteial,
7. 18 and 20 doy body weighes were recorded (Isle 2) oe were any hess
oxic sins notad during the 26 dey obssrvatian period (Sable 41. A gross
necropsy as conductod on all anisals sacrificed on day 38 and a Eininge
focordod (fable 2). ho protocol, principal persensel involved in the
sty, conposition characteristics, and Quality Assurance statement are
contained in Appantioss © = 2v.
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ACUTE DERMAL RANGEFINDER TOXICITY STUDY ALBINO RABBITS
wien rose

Mortality and Body Weishe Daca
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© nest article was dosed as a suspension in vases .
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: TABLE 2 5.

ACUTE PERCUTANYOUS ARSORFTION TORICITY STUDY - ALBINO RABGIZS
with ros

Mortality and Body Weight Data

resents —eeeeeess—
Dosed anima IndividualBodyweighs (x9) Nunes bead percentex er a 3 NumberTested Dea
ar Number Test On Never _  cimoergesd Perc—_—FETme
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2 rest article was dosed as a suspension in water
2 Animal sacrificed on day 14 due to accidental back injury inflicted during theGay 7 blessing period
sony
Necropsies performed on all animals upon termination of the study revealed noVisible lesions. Animal 982525 hich was sacrificed on day Lt ue en mectociorparalysis, aise reveaied no visible lesions.
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ACUTE DERAAL RNGEFINOER TOXICITY STUDY - ALBINO RABDITS
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APPENDIX IT i.
Principe) raxticipating Personne) Involved in the scuay

Name sunctionee MO ewctten
[—— Supervisor, Acute Toxicology

.o. o'malley, bs MdvancedToxicologistKo Ley Study Piraszssoles0. V. Pothapragada Commercial Chemicals Chemise
6. c. recor SupervisorAnimal Laboratory
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AepENDIX 111 +.
Composition Characteristics

This study is not regulated by the Good Laboratory Practice Regulation of
1978 and therefore information pertaining to composition characteristics
is not applicable for inclusion in this study.
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Co.APPENDIX TV.
Quality Assurance Statement

This study is not regulated by the Good Laboratory Practice Regulation of
1978 and therefore a statement signed and prepared by the Quality Assurance
gEOuP is not applicable. This study was, however, audited by the Quality
Assurance grou.

In addition to the data audit, different significant phases for studies
undesuay in the Toxicology Laboratory are inspected weekly on a recurring
cycle, ana che facilities are examined by Laboratory Quality Assurance on
a three month schedule.
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