A Chronic Toxicity and Carcinogenicity Study in Rats with
Elastomer Shell Subcutaneous Implants

The subemtanesns implanistion of LDF referemes  asticle or fest ardiels im
fomale Fischer 344 zats repubted in an bmwediase forsign body reectom at the
implant sites snd subsequent developmeat of significant mombers of paipable
mssses (piifparidy  Dbhrosarcomaes) in thess groupe of anipds.  The forcign body
meaction observed in the LDF reference group differed from the groap in
incidence, spead of antet wad in winer histologic festwess. The LDP reference
aride elicited @ more severs  immedisie regcion & cvidenced by alepecis,
seubbing, wod alcoration which tosulisd o the  replacement of meaely Watf of the
animalz by six weeks. However, the fecomd group of EEP animails {(replacement
dimals) eoxpericoed  comsiderably less gevere implant sife Tesctions.  The
inmediats reaponse observed i the group was simdlar to that ebserved in the
LEP referesce  group, theugh it was less sovere.  Uleovasiss st ihe implant sites
waz defaved in the gromp and invelved 3 famited momber of animals,

The pessence of polverized LDF referénce adicle and Wit aptiehe ehiclisd a
fiboous sncapsulstion of the puiverized magerial with extzasion of fibrosis fato
sopis penetfiting  betwees the fragments of LDP snd A hiph incidaces of

epanic 4ol grancistomous inflammation md pigmeststion {¢ )2 mionths) was
also observed i the animads. In the group the implam sive lesiom wan similar
s that woted in the LDP group with die exception of the higher incidence of
inincralization sfter 12, 18 snd 22 mwomths.

¥ajpable implumi sitc massss  {ater disznosed  primanily s fiboosaraomas)
apprared  early lm e swmdy (detiug week 33} In the gwup. During the
stoond  yest of the sindy, pelpeble masses (priwacly Gboosarcomas) were alye
obzerved st the implant sivee in the LDP wofomoes gronp. Alfipugh the incidence
of implant site masgey wag shmilar in the and LOP seference group sfer 23 ot
34 months, respectively, in tho group they appeared i Bigher pumbers
gaflier in the stdy. The fbrosarcomis metastasized to a vaviely of orgEns o
tissues in some snimals fGom both of the implasted preops. The appearance of
implant  sie fibrossrcomaz in both of These two groups resslied fn significantly
{p<D.OT) reduced oweratl survival smd shortessd implamt sile dme-to-tomor when
compared o e Sham Comtrol proup.  Whes the group was compared 1o the
LB peferencs  growp, sarvival  thge  amd implant  sits  tme-io-omer  were
significamtly shonter [p<08! snd polllS, respectively). Time-to-death {ome from
tumor discovery o death) wes significaptly  (pe0,0S) shorter when the group
wig comparsd o the Sham Conerol grovp. [No sipoificant diffesences wese motes
o iime-to-death when the LDP reference o groigs  wor compared.  When
arimals with implant site messss wers censorsd, no significast differences wera
ebferved o survival mmong the three groups

The appesrance of implun site sarcomes was Dot a totally wpexpocted  event,
dlthongh 1t was thought thet the polverization of the LDF rofercnce wticle and

et aticle woald reduce i not elimimate the chancer for forsign body
sarcoms formation  while maximizing the serface ares prezented o the apimal,
The polverized LDF snd were placed §i gelatin capsoles in order o sysure the
eeasonsbly eoeurste dalivery of the puiverized, highly slectroswatic materiske to

e animals. With this delivesy aystom the reforcoee  and dest anfels coudd be
weighed into the capsules, the copeubes closed and steribized pder i surgery. and
plased din the surgically prepared macts with reluive ease

Other neoplastie  and non-neoplastic  chanpes  were obeseved B a2 varisty of
organs end flssues in all thres grompy,  The changes observed In the LDP
reference and groupe wera of the type commonly obaspved in Fischer 384 eas
of dhis ags. Therefore, no relationship fo the fuplued materisls wes APQaremyL

imder ¥z condidome of e soedy, e subcotansons implantation of the
reference  srticle. LW, or the teat orticle, Blastomer Shell .
prodiced B0 evidemce of systemdc tosoity @8 mcmamred by body weight, organ
weight (sbsoluts or relative to bl or body weight), hematelogy, amd serum
chemistry examinations. Chasges atwibutsble 1o the implastation of LDP and
wees oherved at the site of subsmasows implantation. They cumsisted of various
degrecs of inflammarion  and, bater in (e smdy, e appedranre  of implent  slee
pelated mmasses. The initial inflammatory response in the LDP reforesce  article
roup was tore severs than that obssrved in the gropp.  Miceozcopicaily the
fesicn in the LDP referemces  and test article gromps cobsisted of fibroue sepis
penetrating - between the puiverized LDP and fgments and infiligsiion of
chronle and manelomasions  inflameatisg. Mimoralization was observed in
hipher jhcidence in e implsce siter of e group spimals compursd o that
dibgerved in the LDP reference gromp,

Carcinopenicity ssiocimed with the me smitle wes Hmited o he development of
implang site related sarcomwss, priviarily  fibrosarcamas, and their subzaguent
effests.  Survival ome spd fime-to-tomer  wers dignificantly (pflNY reduced in
the LDP refersnce  and Eroupe comipsred fo the Sham Costed] & time-to-
deguli was shortemed (o005} t6 the groep compared to the Sham Contpal
group.  Burvival dwe wnd time-to-tumer  were significamtly  (pahOF and pelks,
reapeetively] shomer in the grog compared to the LDP refereone growp afier
2 months of exposure.  When e influcnos  of locdl implant site wasses was
censored s sigeificant diforences  fn gusvival Ume remained whem fhe Lop
referenee  and groupy were comparcd o mach ofber or to the Shem Conprol
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