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A 28 day percutaneous absorption study with FO-129 was conducted from
October 26, 1979 to December 18, 1979 at Riker Laboratories, Inc. st. Paul,
Minnesota using male and female albino rabbits ranging in body weight from
1.75 to 2.42 kg. The test article vas adninistered by dermal application to
ton malo and ton fomalo rabbits at a dosage level of 5,000 mg/kg body weight
for a 24 hour exposure period? six mortalities vere noted Which cadirrdd betoen
days two and three. The untoward behavioral reactions which were noted during the

28 day study consisted of Lethazsy, hyposctivity, prostration and blood was noted
the urine. onset of the reactions occurred from day 1 to day & and ali
teactions subsided by day 7 or death precluded recovery. Body veisht losses
vers noted in two of the animals which survived the observation period.
Necropsies of animals which died acutely, generally revealed pale, mottled )

Livers and blood in the urine with one animal exhibiting a dark geen spot
onthe brain. Necropsies were also performed on animals which survived the
study period and revealed no visible lesions, with the exception of one
aninal Which had an atiophic spleen. Preliminary serus analysis (see Appendix
V) indicates domal absorption of FG-129 in albino rabbits, however, dus 50
the Linited nusber of samples analyzed by the sponsor, no concrete conclusion
S———
Introuction

The objective of this studyR vas to determine the percutansous absorption
potential of PC-129 in male and female albino rabbits. The study, which vas
initiated at Riker Laboratories, Inc., St. Paul, Minnesota on October 24, 1979

2 prolininary rangefinder study vas conducted to deteraine the appropriatedotage Level to be used in this sendy.
b Riker Toxicity Experiment No.: 0379330627, Test Method 699
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ana completed on Docosbor 16, 1979, was not conducted se support a
sovonmont. submission ox marketing permit and is therefore not regulated
by the Good Laboratory Practice Regulation of 1978. The fav data generated
by the Study Dixector and the Final xeport ase stored in the conducting
Laboratory's archives.
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Young adult albino sabbits of the New Zealand breed were used n thisSE ALL Skasis wes Held Wer Quasanine ox several days prio to tascingCE OLY imal wikis appeased Go bs in good health and suitable as taseSniRALY 8 tho iniLiation Of tho study used. The rabbits vere housed fndividSALLY in stainless stock, wire-bottomsd cages and maintained on a standaraLaboratory xationd with food and water available ad Libitum,
A initial rangefinding study vas conducted using two male and two femsieFALLS for cach dosage level. he trunk of each aniaal vas clipped free ofHak and the test article placed on the surface of the intact skin whichcovered approxinaaly 40% total body surface area. After adainistration ofthe test article, a flexible plastic collar was fitted on each animal andthe Crunk wrapped with impervious plastic shesting which will ocolade the

test article. The animals were returned to their cages for a 24 hourperioa’aftr which ine tho test article was removed from the dermal surface of theanimals. he animals vere observed for phasmacotorie reactions both duringthe exposure perioa (immediately post dose adninistration, one and two hows)and after renoval of the test article (daily for 14 days following dose administration) with all reactions recorded (Fable 3). Initial and Final bodyweignts were also recorded (fable 1).
Te information dexived from the initial rangefinder vas used in

determining the dosage level for the 28 day percutaneous study. Preparation© 10 male and 10 female animals for dosing and application of the test arsicievere conducted in the same manner as the rangefinder study with the exceptionof the collection of blood samples from the orbital sinus plexus prior to
spplication and again on days 1, 7, 14 and 28 after initiation of the studyfox serum which vas frozen for sponsor analysis. After the 24 hour exposure
§ 2e1 Press, me, rogers, an© Purina Rabit Chow, Ralston Purina, St. Louis, ¥o
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BESTCOPY AVAILABLE ~~ -.period tho Cost axticls vas remeved. from the dermal surface of the snisals14 the animale retuned to shel cages for the following 28 das. Imieins,7+ 14 and 20 day body eights were xocorted (Sable 2) 23 vere any pharmace.£964 244s noted during the 20 day observation period (fable 41. A seusseSE003Y va3 conducted on S11 aninale sacrificed on day 28 and all Einatngexecorded (ble 2). ne protocol, principal personnel involved in wheSeu, composition characteristics, and Quality Assuraace statement scecontained in Appendices © - 1v.
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CUE DERAAL RANGEPINDER TOXICIVY STUDY ~ ALBINO RABBITS

with re120
Mortality and Body Weight Data

_—
. divides esohDose| Animal Individual body Melohts (3) yumwerpead percentako) Nomber JestBay Suber Fomber Tested bead—_—kT=

000 mo smases 2.22 1.29 oa °uo oeaser 3s aaPo omsees Zor aPonsa pet 20s

200 mo owzses 2.20 1.76 oa 0uo mass 20s 200eo ous 37 224vo omer Zon poe

000 ow sms 2.20 2.31 oa 0[r- 202s 35Po ames ped pdtPo onsen 26 Ze

2 eat article vas dosed undiluted

©00259



wa 2 6.
ACULE PERCUZANEOUS ABSORPTION TOXICITY STUDY - ALBINO RABBITS

with PC-120
Mortality and Body Weight Data

|Te ————— —posed Animal oolvigee}BodyVeights(kg) NumberDead percent(ng/kg) Nomber Teel DRY MBSE umber Tested Dead—_—-8 hk

5000 Mm 983056 2.20 1.82 1.78 2.18 110 10Mo 9m3062 2.40 1.97 21 zaHo e057 2.42 2.24 2.43 2.75M 983063 2.10 (2 Days)  -o-- —emo sez 175 1s] 2.12 2.40M3077 2.04 2/08 2.05 2.30Mo om3032 2.04 iso 17 2.18M om3038 2.38 2.15 2.37 2.25Ho em3033 2.3 2.23 2.23 2.60mM om3039 2.28 1.98 2.25 2.42

5000 © 982985 2.23 (3 Days)  -mn -— 5/10 50Fo e201 217 (3Days) om -—Fo o8203 2.23 (2 Days) p—
Fo osmsaz 2.00 1.61 1.56 1.80F 952960 2.37 (2 Days) oom -Fo ome 2.07 1.70 2.05 2.43Fass ler 1.89 2.15 2.48F os2067 2.04 lal 2.05 2.33Fo ose2037 los 1.72 2.06 2/3Fo 982943 2.05 (2 Days)  -o-- pated

2 mest article was dosed undiluted
Necropsy
Necropsies performed on animals which died acutely, generally revealed pale mottledLiver and blood in urine, with one animal having a dark green spot on the brain.Animals which were sacrificed upon termination of the study revealed no visible lesions,with the exception of one animal which had an atrophic spleen.
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ACUTE SERABGPIR roxiCITY STUDY- ALTO mS

wien renzo
Semry of rections
The oF eet TGs oT eTours teser actctet Tatton bse Tolluins bus tice of outser macnn “ESE Jollettoe preerihef thyol

00K mest ors tit comination —PW mitemesetions — —
00 ko smite — — —Tesctionsg Po significant — - —g eeelions

Em ionx to sisusicant — — —
- reactionsrower — eve —Teserion

<
Ss=

£ Time when first animal in the dose group exhibited the reaction =reviled pA vivepiybirs =
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ACUTE PERCUTANEOUS ABSORPTION TOXICITY STUDY ~ ALBINO RASBITS

wien re-129
Swany of meactions
YTimwew  Gmweamampose Huser Aftectas Folioring Dose Following Dose. ize of cesenafi) Sex _pmaction Weber bored reioistiation Adsinistiation Folloviag Bote
5.000 MW yposcrivity 110 oars ow 7Lethargy 2720 IH nyeProsteation no ow 1 Dott] desen ow 2Blood in urine 1/10 Bay 1 neil death By 2

© sor mwesctiviey ano Day 1 ow 3g Prostration 70 Day 1 neil denen bay 2$ Blood in urine 220 oar 1 neil casen oar 2
&

=33
=2==£Tine when £Lest aniaal n the dose group exhibited the reaction =2 11mm when po anial in the dose group exhibited the reaction =

-



ikor Bement No.: OU ison
PERS ooists | Simale ose 38 buy rercusancows Absorption StudySPONSOR: 3M Tn eee i

Divisior
comune bY HEErrome Tae, SEL Fa, Mamasan,TEST ARTICLE. Ct eancoumnoL mes jp Mele TT BeenPROPOSED STAKELNG/COMPLETIONDTH; OF STUDYT rq roBE pe —Feb Fea, ne. oud, Aransas hamser: 57mHeight ange Tn ky
CUICITVE: th objustive of his study wi1d be to determine who perevtaneons soeocpusenLokential oF the Lost article in albino sabbite: habhies ramet tienfous srsten tor thos historical use in Gemma Absmmri Heng tC ROSE 3handling and general svattmsssey’
TIO the nina, sebisied fon 0 Lacyer colony by health and body weigh, wild beCanam houso in standardwiremesh sagas in. semperseunn ood Totnstet lLSiobicd rooms with food and vatur oftorea sa Libtben Beet iA conaaisned  nuered car tag. Which will coresspend oa och Ariel iit beGutside of the cage.” She Ciunk of cach animal vii po orimoed Eile, 0,00S18, ere article applied aa o single dosage stHm Tegel es SELSiiT,rerine aoproxinately 108 totad hady sabfoce MR Hi, OSE,Sellar? iid bo Fitted on dach nina andthe tounk seaspes ier Lis PLNFlastic snesting, which will occlude she tase article. Bae LiiraiPTTIHSbe retuned to Chel cases for a 24 hous sxpesce pacicd eon al, WilFeet Silo will be vemoved.” “prior to the apotinetion, Lae eeEr Soliected fran the cubital sinus plows and baie se dani yd $295k WiLLsEsex initiation of the study for serum whieh whit pe prante Yor srivacsnatrels. |b gross necropsy Vill be concuoted on als arieien fol OTE,Syxing the conduct of the Study sa well aa ali antasls seeriri or Las,1 dross tindings will bo rectraed and Siseus sempen or tric een, 20.kidney and bone mactow (stexnun) ili ba’ Fires. in Soeburt ses ForbeeTSessile fumure microseopic examination Initiat, 7: ber ms ae eeCoishcs will be recorded as well as any pammcorscts stim corte ie neConduct of the study. ALL xan daca, Other than the. Bash nmmesa rind S18JAIL be tho responsibility of the sponsor, and. the foam remit tary O58 Which,in the Riker Laboratory's Archives, se. peut ermerort)

§Purina Rabbit chow, Ralston Purina, St. Luts, issue© The collar will be'vorn for the Gufation of the sean so reduce oralingestion of residual ose. artiote

20 Milosinielle fps fag \Sores Bate Study Birebcor ate
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- taker xecimens wo. SQN)APPENDIX 1 (Continued)Picor J 10.
sis acute Dopnay moxdcity waggetinging seady BEST COPY AVAILABLEseonsor: m_( eu puipgst(himel) DivisioCONDUCTED BY: Safety Evaluation Laboratory, Wiker Laboratories; Tne ST. Paul MoneeTEST ARTICLE: DadcontroL.smb re7 -Foros Smet RAGEoNHG Sis 7G 77TEST SYSTEM AND SOURCE: New Zealand White ATbifo RABBTCZ Serr- Pel-Preez, Inc., Rogers, Arkansas Numbers

Rob esRange: 2,4 herEEE
iOUJHCTIVE: | The objective of this study will be to approximate the acute dormal toxicityOF the test article in albino rabbits. Rabbits were selected as eho esesysten for their sensitivity of response, historical data, ease of nandiingand general availability.

METHOD: The animals, sclectod from a larger colony by health and weight, will boxandonly housed in standard wire-nesh cages in temperature asd Mumidstycontrolled rooms with food® and water offered ad libitum. Each animal willbe assigned a numbered ear tag, which will correspondo a card afriesd sethe outside of the cage. The trunk of each animas will be chinped Free cohaix and the test article placed on the surface of the intact skin at cingiedomages of WLC UH]. JUL works, nowever, i these Gasage. levels den0t adequatliy cRaracterizc the Toxicity of the fest article, aagitomesanimals will be adninistered tho test article at supplemental Gossge 1osels.Any additional dosage levels will be documented and Filed with thie process.The test article will be administered to the animals in the form rechivenfrom the sponsgr. After administration of the test article, a FlexiniePlastic collar” ill bo fitted on cach aninal and the frum veanpes michimpervious plastic sheeting which will occlude the test artioie The anima:will be returned to their cages for a 24 hour exposure period after whichGime the test article will be removed from the dermal surface of tho asisals.The aninals will be observed for pharmacotoxic reactions both Guring the enposure period (immediately post dose administration, one and two hase amsaster removal of the test article (daily for 14 days following dose auminie-tration) with all reactions being recorded. Initial and fina) body welvmeswill also be recorded. The acute median lethal dose (LDSO) of the tensarticle will be approximated. All raw data and the final report wil: me storin the Riker Laboratories Archives, St. Paul, Minnesota.
2 purina Rabbit Chow, Ralston Purina, St. Louis, Missouri
2 The collar will be worn for the duration of the study to reduce oral in-gestion of residual test articles
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APPENDIX 111 1.
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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14.APPENDIX IV

ality 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
group is not applicable. This study was, however, audited by the Quality
Assurance group.

In addition to the data audit, different significant phases for studies
underway 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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