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SEtlsr. c.lls ,le coll.d It cclls, th. pdncipal c.lls Biditg in thc
"sD@ of Dis" in the liv.r is now km$n !o Play u imPorrsl rele i.
thc d.velopm.nt of livcr fibmsk. Clltuas of stcllslc c.lls lhus .ppd to
povide r good mod.l lo study moduhiion ofh.Pat'c oll.gcn 3, h.sis
in fibrctic liv.i Thc ar.ll.L @lls scc islatcd &om nonnd nalc slbino
ats ac6rdile to iI. prcc.duE di$usscd by FricdM & Roll, 1987,
pith minor r..odifications Thc liv.r \ras disP.6cd by Pcttusion with
prcDe and 6ll!g.na. ald rh. r.sllting .o. Pallnch}lral c.ll
susp.sion was filt.r.d though @lton gEu. ad c.lls wft th..
s.pa.at.d rhrcu8h a di$ontiouous grldient of 35, 50, 1007., P.rcoll-
Pure ste)lat€ c.lls Bcr. €6vded ftom th. iDt rfa.. b.ted P.rcoll and
n.dium. Thc c.tls w.E e4h.d *ith PBS tnd plEred in DMEM
$ppl.nenr.d with lQelo felal calf6.tum.t. d.nsity of 2 r 106 c.lls per

lotcns od ircublt d at 37 'C, in a 5% COr air humidilicd atmospn.E.
Subcultucs w.G obtdned by lrt?3ini4tion- St.U.lc c.Us wdc
id.ntificd by th.ir posit,ve ifimunonuoEs.cnt slajniq for Dcsnin.
coltaSen wd detcfrined in cultuE m.di. snd ccll lay.6 atd
Ediolab.llins wilh I'Hl poline, $bj@l lo pePsini4tion dd rdu.tion

ed scpadtcs rhc di{fercni @llaaen a ch.iB by intempt.d
.lccttDphor.sis. Tlc majo. ECM Collag€. ploduccd wa TWt I
Collag.. .rd &count d fo. -?5% of tolal Typ. I dd T}?e III @ll6gcns,
Mat ix rcl.ted cheges i. collag.n podlction veE invcsiigaled. Th.
Esult3 sho*cd ECM could modulat€ natrix poduchon, suag.sling lhat
chans.s in h.patic $b€ndolh.li.l matrix nay underlie slimulanon or
n.llar. mat ix prcducrion.nd ptu8rcsion in hv.rfibrosis

E, Benou and M, Drycka€rl, U. 348 INSERM, t! R 6, 8, Rtr€ Gtry
Patin.75475 Plris Cedex 10, Fradce

Conr€rg€n.e of intraceuular pathways activaled by e.owth factoN
ud integ.in-m€diated ce[ tdhesion is required for nomal cell
growrh. We iN€sliglted the effel of plat€lerdenv.d gmsth facror
(PDGF-BB)on adhAion ofsnoothfrlscle cells (SMC) to

Adhesion ol SMC lo libronoctin was inhlbited by pre-troalmenl
with PDGF-BB.Thls inhibition decreasod (lrom 80%to50%)
with increasing concenlralions ol llbronectin (lrom 0.5 to5 ysl

Moeover, wn€n lctivrtion of extracell' ar sigDal-regulat.d kinse
(ERK) vas inhibit.d by PD 9E0s9' a redaining inhibition or eI adhe'
sion (50 7. ) sas still observed .nd as ind€peddent of lib.onecttn
concentration. Eff€cl of PDGF-BB on inhibition of cell adhesioD w h
RGD peptide sas investiglted: in the prqeDc€ofo 2 mM RGD PeP-
dde 45 7. ol PDGF-BB-reared cells r€Eus 80 % of unlrelted cells
adherc to fihmn€ctin, sugeesting a d4rease iD inte€rin .vidity. This
efiect of PDCF-BB was abolish€d by liposomal [ansletion wilh MAP
kinrse andsens olieonucl@tides, suggesring that ERK fri8ht panici-
pate to lhe d€crease in int€grin .!idily,
PDGF-BB also inhibited f@al adhesion 5ss€mblY md sress liber ror-
maiion. Moreover, prc-treatment of cells sith PDGF-BB dimidrhed
rh€ adhGion-induced tyrosine phospho.Jl.tion of paxillin btrr did tol
,lter acti ty of Src familt tyrcin€ kinae. Since' ttrdinc Phdphory_
brior of paxiuitr w6 d€p€nd€nt of Src kinlses, $6e resdts suggelt€d
thar inhibition ofinregrin sigMliDg by PDGF-BA occurred dom-

In.otrclusion. PDGF-BB inhibiled sMCadhAion h tsomeheishs:
I) d€.re.sing int€gnn aviditl, 2) inhibiling sign.l transdtrcrioD in-

smoorh muscle ce[. to libron(tir.

Thc EGF Sisnaling Cascade is Involved ir Rerouting of
Solublcand Membrane Prot€ins in End@rine CeIs.

IEI pap-1 tr . Dro-sDoDrotlc Drotein tymrine
pho$phrtrse inhlbttln&. ahe ICF-r trvlvrl prlbwry In
bumrn bnefil crncer cclls.
Cuillaume Bompard, Carole Pu€ch, Moh.rhed Erabih,
Frdncoise Visnon and Gilles Freiss, Unit 148 on Hormones
and Cancer, IFSERM, Montpellier, Fmnce, 34090.

we Dreviouslr show€d thar anriesEogcns (lCI 182,?80 or OH-
Taml Drevenr€d FCF and ICF.I omliferalive activilies in
estrocdn r€reDror Dos;tive human br'ein cancer cells (MCF-7,
T47D. This {rdstb inlibirion was corelat€d wilh rhe
induciion of- FAP-l {Fos-Associated PhosDhslase-1,
expression. The u* of slable transf€{$ls expr6sing FAP-I
diisense RNA allowed us to imolicate this PTP in the
inhibitorv action of OH.Tarn on ICF-l Dathwav. while IcF-l
is Dromo'tins survival of breast cancer cells. ie showed that
otl-Tam was dnsticallv increasinc aDoolosis in MCF-7 celli.
This nesarive acrion ofoH-Tam ias .ic.mpsnied by a large
decreas€- in Pll.kinase snd Akt octivides which are no lon8cr
abolished in FAP-I antisense transieclantq. ln our ongoing
studies. we are snrly/ing the m€chanism of the prcapoplotic
activitv of FAP.I ;; th;€ cells. To .chieve thrs purpose. we
are developins a "substrare-lrapprns" apDrcach by fusing to
N-reminal iapl rHA. GFP. GST) the comDlele FAP-I CDNA
or i15 caralvtic-dohain conhininqthe Asp-Ala mutation wkhin
rhe wPD aomain. This mutatid has bccn shown to $abilize
rhe int€racrion betwe€n PIPS and their substrates. Using such
muranr, we re anehpting ro charoctcrize FAP'l larSels along
rhe IGF-l oathwav bv co-immunoorecitiration and Dull-down
erDdimenis FAP:I boss€sses a 4.1 baird domain ai'd se\eral
Drorein.Drorein interdctins domains (PDZ), w€ therefore aim
io defin! the rdions wh-ich re necessarv and sumcient to
tarser FAP-l to i-rs subshares by the useof;uch fus€d proteins
Alloeether- rhis studv should br€cis€ the role ot FA?-l &s a
pro-ipoptotic moletule which inighl be helptul in idenlirying
ne* wavs to control br€ast cancer cell Drolrlemlron.
{SuoDofl;d bv INSERv. ARC n"5405. L;su. Nationalecontre
ie Cdncer Conir6s de I'Aude et du Gard):

Angela Bruzzanili. Kalherine Bergcr, Lixian Jin, Betty A. gipper

and Richard.  E.  Mains,  Dctanmcnr of  Neuroscience,  Jobns
Hopkins University School oi M€dicine, Baltimore, MD, USA.

Endocrjne cells have thc ability to slore selecled endogenous
proleins within the secrctory pathway. and can bc sdmulated 10
secrete a1 a highe. rate by lreatmenl with secretitgog'ies such as
BaCL and the phorbolcsler, PMA. Howeve., tho involvcnentoi

mitogen-aclivated signal lransduction events in the regulaled
secretion ofpro homoncs and neuropeptides has nol b€en tully
elucidated. In tnis sludy, we soughl lo detemine whelher epidermal
growth factor (EGF) affcctedthe regulated secrelorypalhway by
examining the localization and secretion ofsoluble andrnembrane
bound proteins fronr mouse piluitary cortico!.ope cclls (ArT-20)

F o l l o w r n g  t G F  r e . r m c n r .  B d C l , - \ t r m u l a ' e d  s c . r c ' i o n  o l
cndogenous prohormonc coDvenase I (PCl). POMC dcrived
peplides and peplidylglycine o anidaling monooxygenasc wrs

decrcascd. Immunofluorescenl staining also revealed rerouttng
ofPC I from thc tips ofcellular processes 10 rbc tanr-Golgi netwotk
region, and conccrtralion of adaptor protcin I 1o lhe TGN. In
addition, increased FITC-phalloidin staining of fi lamenrous actin
at the cell suriace was observed. indicating changcs in the acrin
cytoskelclon. These srudies suggcst a role for the EGF induced
protcin kinase phosphorylaiion cascade in the trafficking of
proteins via fte regulated secretory palhway ofendoc.inc cclls.
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