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A 26 aay pexcutancous absorption study with FC-99 was conducted from
Octobor 24, 1979 to December 18, 1979 at Riker Laboratories, Tnc., St. Paul,
Minnesota using male and female albino rabbits ranging in body weight from 1.78
to 2.35 ka. (h preliminary rangefinder study was conducted to determine the appropriat
dosage level to bo used) The test article was administered by dermal application

to ten male ana ten female rabbits each at a dosage level of S000 ma/kg body
weight for a 24 hour exposure period. No mortalities, toward behavioral
reactions or body weight losses vere noted during the 28 day study. Neoropsies
were performed on all animals won termination Of the study and no visible lesions
vere noted. Preliminary serum analysis (Appendix V) indicates dermal absorption
of C99 in albino rabbits, however, due to the limited nusber of samples
analyzed by the sponsor, no concrete conclusion may be drawn. '

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

potential of FC-99 in male and female albino rabbits. The study, hich was
initiated at Niker Laboratories, Inc., St. Paul, Minnesota on October 24, 1978
and completed on December 16, 1979, was not conducted 0 SUPPOEE a government
submission or marketing perait 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
axchives.

2 Riker Toxicity Experiment No.: 0379A80633, Test Method 699
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2.Hethod and rosutts
¥oung adult albino rabbits of the New Zealand breed? vere used in thisCost ALL animal woes eld under quarantine for several. days prior to costingvECh only aninals Which appeared to be in good health and suitable as caseannals at the initiation of the study used. The rabbits were housed Sndivie.S811 in stainless steed, wire-bottomed cages and maintained on & standard

2aboratory ration with food and water available 2d Libitum.
an initial rangefinging study was conducted using two male and two SonateFALLS or cach ikige Loved. Tho trunk of uch antsal vas clipped res ofHair and the est article placed on the surface of the intact skin whichcovered approximately 40% total body surface ares. After adainistration ofthe test article, a flexible plastic collar was fitted on each animal andthe Crunk wrapped with impervious plastic sheeting which will ccolude the

test article. fhe animals were returned to their cages for a 24 hour period !after which tine the test article as removed from the dermal surface of theenimals. fhe aninals were observed for phamacotoxic reactions both duringthe exposure poriod (immediately post dose adninistration, one and two house)and after removal of the test article (daily for 14 days following dose administration) with all reactions recorded (Sable 3). Initial and Final botyweights vere also recorded (able 1).
he information derived from the initial rangefinder was wsed in

determining the dosage level fox the 28 day percutancous study. Preparation
©F 10 male and 10 female animals for dosing and application of the test articievere conducted in the same manner as the rangefinder study with the exceptionof the collection of blood samples from the orbital sinus plex prior to
application and again on days 1, 7, 16 and 28 afer initiation of the studyfox serum uhich vas frozen for sponsor analysis. After the 24 hour exposure
fret press,me. sosers, sn )urine Ralbit Chow, Ralston Purina, St. Louis, Ho uTTSo



3.
period the test article was removed from the dermal surface of the animals
end the animals returned to their cages for the following 28 days. Initial,
7 14 ad 26 day body welghts wore recorded (table 2) as were any pharmaco-
Lone sins noted during the 20 day obscrvation period (Fable 4). A gross
neexopsy was conducted on all animals sacrificed on day 26 and all findings
recorded (fable 2). fhe protocol, principal personnel involved in the
study, corposition characteristics, and Quality Assurance statement are
contained in Appendices I - Iv.

'
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ACUI PERCUTANEOUS ABSORPTION TOXICITY SIUDY - ALBINO RABBITS
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2 est article vas dosed undiluted
necropsyNectopiies perforsed upon termination of the study revealed no visible lesions
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ACUTE PERCUTANEOUS ABSORPTION TOXICITY STUDY ~ ALBINO RABBITS
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faker Experiment No. OUTTHEBObS4AveeNDIX I - I—Tocor, u
TSE Single Dose 20 bay bereutancous Absorption StudySPONSOR: 3H __C prnenerceio® Chtmal DivisionCONDUCTED BY: Safety Evaluation Laboratory, Riker Laboratories, Tne SE Paul MimpoicTEST ARTICLE: _ FC- G9CONTROL ARTICLE yyry —JD SAE ING/COMILESON UNE OF SY: Lg ggTEST SYS AND SOULE: New oaland White Mine RaBBIER ex rEPel Free, inc.. Kogers, Arkansas  Namber: “leiip

weight Range: 373 Jr
OIHCELVL: the objective of this study will be to determine the percutancous absorptionpotential of the tost article in albino rabbits. Rabbits were selones be. onefest systen for their historical use in dernal absorption studies. eee obhandling and general availability.
HEOD: tho animals, selected from a larger colony by health and body weight, will beyandonly housed in standard wize-nesh cages in temperature and nusisity conSrotled rooms with food and water offered ad libitum. Each animal wisl eeassigned a nunbored ear tag, which will correspond £0 a card afiieed ro tneoutside of tho cage. The trunk of cach animal will bo chipged fre or heleand the tost article applied as a single dosage ofSEOQ. marks vo ttreSkin ogverina approximately 104 total body surface areas R fesibre picriccollar? will bo fitted on cach animal and the fouk wrapped with imperviousplastic shooting, which will occlude the test article. Mme simais irs ioebe returned co their cages for a 24 hour exposure bericd after mich ir[est article will be removed. Prior to theapplication, blesd semen willbe collected from the orbital sinus plexus and again on dave re 3 iss ani ileaftor initiation of the study for serum which will he frosen for sponsoranalysis. A gross necropsy will be conducted on all animals which ems aieduring the conduct. of the study as well as all animale sacrifices on aay S6.apres Findings will be recorded and tissue samples of liver, spies. Leain,Kidney and bone marrow (sternum) will be fixed in 10% buffered formsin’ forpossible future microscopic examination. Initial, 7, 14, and 26 day bedsuetghts will be recorded as well as any pharmacotoxic signs noted Garin theconduct of the study. ALL raw data, other than the blood anatyers Sees wichill be the responsibility of the sponsor, and the final report sili me meenin the Riker Laboratory's Archives, St Paul, Minmesoes.

§ Purina Rabbit chow, Ralston Purina, st. Louis, Missouri= The collar will be worn for the duration of the study to reduce oralingestion of residual test article.

C. hele Lo) unl \W/9 fas
\Sponsor Tate Study Director Bats
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. wiker txpocinent No: CYLEoo -wong 1 fon und .
SE: Aut Uurmgl Toxivity Nast nding SEsrowson: Ci one cose DLDomoitesl) DivisioCour BT Baer Eatostion Laborato HST TaSTRCSETeR Te FANT ieos ARICLES  FOO0a1 ———FROmOSI SEARANG STON SOE GY -Svan WD SOURCE: new Heatons Whee, NTA RTE Seg Pel-rrocs, inc., ogers, Aekansss essen SIT )Body Weight Range: 20.4 kes
OWICHIVE: The objuctive of this study will be to approximate the acute dormal soxiciyOf the Loi arviclo in albing £abbite.  Fabbite wees. soomied ar iho caseSystem for thor snsitivity of response. historical dete, ease of masdiingna genoral avai lapiiity:
AETIOD: ie animads, lucked from a Larger colony by health and weight, will berandomly housed in standard vire-mesh cages in senperarare acd MmidicyControlled rooms vith fads and water offered ad Tiotesn:” Bach emieat willbe assigned a Munbored car Cag, Which VILL correspond ta a acd atfiaed inthe GuELido Of the Sage: The. trunk of each animal vill be ciores Fees cohaix and the test acticle placed on the surface of the Lntact oben mr inpiedosages of §/((_, X(G , JA ms/kg, however, if these dosage levels denot adeduatily CTasactarTac as Eoxierty of the. bobt sreteles gaycravedninals Will bo adminiatered tho tes article at semieeimiod aeitiolalAny" additional dosage Levels will be documented and ELLed with cris pecversiThe test article will be administered to the animals in the form receivedfron the Sponugr. After administration of the. test areich u Fleeseseplastic colar will bo. 1cod on each animel and he chon wear oa,Inporvious plastic sheating which vill occiedo tho test arcimmar” Tua. mninawi11 bo ratirnod to thelr cages for a 24 hous exposure Period iter whichFimo the Lost article will be removed from the dermal Surface of fre mairalsThe animals will bu observed for Pharmacotoxie reactions both uring tho orVouurs poriod (immodiately ost. doce administration ong ood tus mei ouStor removal of tho fast article (daily for 14 deve Sevlemine sore rohitExation) with all reactions being recorded: Initial and Eons boss orgaWill also be recorded. The acute median tethal dose (Lose) of telcosaxticle will be approximated, ALL raw data and the final report wiis te stoin’ the Riker Laboratories Arehives, St. Paul, Mismesste.

2 purina Rabbit Chow, Ralston Purina, St. Louis, Missouri
2 he collar will be worn for the duration of the study to reduce oral in-Gestion of residual fest articro.
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1.APPENDIX 11
Principal Participating Porsonncl Involved in the Study

Name, FunctioneeeePumetin
Ke Te Ebbonsi, ns Supervisor, Acute Toxicology

K. b. O'Malley, BS Advanced Toxicologist
Study DirectorDr. V. Pothapragada Commercial Chemicals Chemist

6. c. pecoxe Supervisor
Animal Laboratory
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APPENDIX 111 12.
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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. 13.

appmox 1v
Quaiity Assurance statement

This study is not regulated by the Good Laboratory Practice Regulition of
1978 and therefore a statement signed and prepared by the Quality Assurance
Group is rot applicable. This study was, however, audited by the Quality
Assurance group.
In addition to the data audit, different significant phases for studies
underuay in the Toxicology Laboratory are inspected weekly on a recurring
cycle, and the facilities are examined by Laboratory Quality Assurance on
a three month schedule.
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APPENDIX V (Concluded)

COMERCIAL CHEMICALS DIVISION
ANALYTICALLABREPORT 146

TW. GC. MCCORMICK - 220-26-02 SEUETY
1 NCFast V. POTHAPRAGADA AND V. BUNNELLE - 236-3A ig, o

Subyect RIKER SKIN ABSORPTION STUDY ot w 4
7Bae June 9, 1960 0as)_—

Keference: Commercial Chemicals Division Analytical Request115669
’

For lack of cine, only a selected set of oerun samples vasanalyzed.
TOTAL F, ppm

Females MalesCompound Dayl Day28 Dey bay 28
¥c-129 26.1 69.6 us 23a !ve-134 0.2 18a 8 zive-126 “ees 16 0s
¥c-98 264 931 Le ws
¥e-135 69 20.8 2.3 7.6
re-95 0.9 128.0 10.3 10.2

re-99 42.5 wus wea 7s531 mals 72.7 esis
vemales Mules

bay 7. Dayl4 Day28 Day? Day 14 bay 28
Fo-143 wa 12a 35 sa 68 ho
Hrd of Aunlynbis Oxon How/G Tost nue Clon Hel lle miD. F. Hagen, Anal. Biochem; 87, 545, 1978).

70. Benne - B foo Read and ReviewedVA bunnelle V. Pothupraguda by be by Winer
VAB/he Ht
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