§ HMEC. However-VEGF.did not induce
lb‘ orS n eithersof these. cell Jines_even though
¥ DNA bindif beEMSA ‘Prétredtment of HPC
A . tdegradation of ixBa and IxBe. Thus, VEGF
.NPrxB activation in both-HPG .and HWEG by
lmBa: VEGF atone'can induce different subunits
datlonof IxBa. These data suggest that VEGF may
h:NF-«B and alter.the profile of genes actlvated
: j defacts in DC maturation. .
.‘;Ela-hv‘.'l) WY ) R,
'\Om)-“ 91{,' o PRIV | ) g4
0% kdBdnlt of protem kinase Ato CRE-containlng
1Ly‘(;:")cho-?hung. Y. S Natlonal Cahcer' lnStltute,
LBl eoniz Nh L T T s
> giivariety of pmcesses in tnamimalian-cells by
A '(p'KA) ‘which In-turm regulates gene: expression by
“ n'lat:lors There are tWo types of PKA, type | (PKA-))
e catalytic (C) stiburiit but contain
iRl and Rl réspectively. It is well known that CAP
teln)-ssnses CAMP leveis-In"prokaryotic cells and
Ssevéra ‘gperons. The structural sirnilarity“of the
_ghdl RiFreguiatory ‘subunit’ of PKA suggests the
?forRll in eukaryotlc gene regulation:We report that tHe
of- physmally Interacting witti 'the CRE'(CAMP
I , ), mdlers of somatostatin, glycoprotein hdrmone
- ovrTlvate éarboxyklnase genes and cén regulate the
" SiheHRIIB gene was fused with-the glutathlone S
- l‘!hé’GST-FlIIB fusion proteln was ‘purified: Gel retar-
*""" 'GST:RIIg-protein binds to the CRE- contalnmg
jglin Was concentration dependent and‘was:- ‘pre-
’Pfot’nonspeclflc competltor "DNAs: ‘Furttiermore, in
iys? Zirdfuction of RIIB overexpression in F9 embryonal
4" the ‘transtription “of ‘somatostatinichloramphenicol
;fpslon gene. These results suggest that RIIB subuinit ‘of
tn CRE DNA regulates gene expressmn in cAMP-respon-
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estrogen receptor proteln by emodm through pro-
Ao e, .-K; and Hung, M.-C. Départment of Tumor
Rf FexasM:D. Anderson Cancer Center Houston, Texas,

"the‘ldvolvement of tyrosme klnase pathway In estrogen
W 0Skd emiodin, a-tyrosine kindse inhibitor, to treat
"wPﬁne which -express- hiigh level of estrogen receptor
H‘,‘ *emodln inhibited estrogen-induced expression of
i ‘cancercells. Unexpectedly, treatment of the cells
» € "Cellular levels of estrogen receptor protein in a dose-
7 The“plilse chasé experimentshowedthat the -de:
#hl "iiced aegradatlbh of estrogeri receptor protein; not
’ BXAmlhe ‘the ‘fnechanism involved in ‘the emodin-en-
jen! réceptor; nhibitors of the lysosomal (chloro-
. Ve MG115); and ¢élpains' pathways were ‘used. We
Meﬂs"whlch speciflcally inhibit the chymotrypsini-like
in“induced depletion of estrogen receptor
suggest that the proteasome proteolytic pathway may
. uced decreases in estrogen receptor:protein levels.
oﬁect .of emodin:on the hsp90-estrogen receptor hetero-
on We found ithat there.was a marked-increase in-the
data'flemonstrate that emodin may inhibit the dissocia-
f . an:receptor, resulting. in the degradation of estrogen
X ngsindicate thatproteasome-mediated protein deg-
€strogen.receptor protein level, hsp90 can mediate the
en-receptor, ‘and. the possmle use of:emodin in the
ofithis process. R a .
Fefdenee o L e e
uf

frident activation of NF-xB by Heregulin. Ka:
gi’L:, Shao, R.-P.,; Lin, S.-Y., Kuma¥; R., Chiao;: P
""» Of- TexasM D Anderson Cancer Center, Houston,

W + - it

j’numerous agents |nclud|ng cenaln growth factors
i Reééntly, activation of NF-kB has been shown to'have
been reported that pomt-mutated oncogenic ‘neu but
. @ NF-xB. We investigated the pdsSibility of activation
ediated signaling pathway in a system where normal
.. andIs:activated-indirectly by."heterodimeriZation:
which.overexpress HER-2/neu, we:found: that :upon
tissactivated. in. these transfectants but not-in the
Wation:was- dose-dependent:at.low concentrations. of
e leat hlgh concentratlon and this observation was
= Ussurvival. .« G L S .
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#2785 ., Transcriptional regulation of connexin32: in -hepatic cells;
Pleé:hockl. M., Toti," R, and Ruch, Fl J Medrcal College of. Ohio, . Toledo, OH
43614.- " ey s
.. Gonnexin32: (Cx32)iis: the major connexrn expressed by hepatocytes and me-
dlates gap: junctionab.interceliular communication in. the liver to maintain: ho-
meostasis:and growth control. Expression of Cx32 is often reduced in neoplastic
and-primary: cultured.hepatoaytes and this is: partly due to:transcriptional inac-
tivity::-We investigated the molecular mechanism(s) goveming Cx32 transcription
using a well-differentiated'rat hepatoma cell line, MH1C1, that.expressed €x32
and.a rat-liver epithelial cell line, WB-F344, that had no detectable expression.
Deletion analyses of the rat Cx32 promoter (-754 to —33) linked to the luciferase
reporter gene in.transient transfection assays revealed :that. the promoter was
strongly active in MH1C1 cells, but had minimal activity.in WB-F344 cells. The
basal promoter element (BPE) was located within —~134 to —33 and sequences
further upstream conferred additional promoter.activity. Several specific nuclear
protein-DNA complexes within the transcriptionally active domains of the pro-
moterwere identified by gel shift assay and these complexes were different in the
two cell” types. Cbrnpetltlon with ‘an oligonticleotide ‘fr"the YY1 consensus .
binding element and supershift:assays using antl-YY1 antibody indicated that this
transcnptlon factor was a component of-a complex that forined within 574 to
L-368: Southern analyses indicated that the gene was intact in botf cell types; but
was methylated in WB-F344 cells. Thus; the expresslon of Cx32 appears to be
regulated in a complex and cell-specific manner.  Further identification 6f these
mechanisms will provide insight into how Cx32 expression is reduCed during
neoplastlc 1ransformauon (Supported by NIH/NCI CA57612) A

o

#2786 lnterferon alpha induces assocnatnon between JAK and pS6Lck
kinases | m h_uman cutaneous T. cell‘lymphoma lines. Sun, W. H and Alsayed,
Y.M. ,Depadment of Pediatrics, Lune Cancer Center, Northwestem Un:vers;ty,
Ch:cago IL60614. - ., .

lnterferon alpha (IFNa) mediates its sngnallng through apathway in whlch Janus
tyrosnne kmases (JAKs) and’ latent:transcriptional factors, (STATS) become acti-
vated. Src Kinase- transfonned cell lines exhibit activation of JAK-STAT, suggest-
ingan mteractlon between these two signaling cascades. We sought to determine
whether, lFNa receptor- assomated JAK kinases mteract wrth p5S6Lck, a member
of the Src famlly that is expressed predominantly in T cells. Studles using human
T.cell lymphoma lines (HUT78 and PB1) show that upon IFN« stlmulatlon ty-
roslne-phosphorylated Jak1 and Tyk2 kinases co-immlinoprecipitate with pS6Lck
in a time-dependent mannger. STAT3 also co- precipitates with p5S6Lck following
IFNa treatment. In vitro blndlng studies using a p56Lck-GST fusion protein
indicate that the physical association between JAKs and Lck is mediated through
the SH2 and SH3 .domains.of p56Lck. Because both JAK-STAT and p56Lck-
mediated signaling pathways are-known.to.play,important roles in the regulation
of T cell growth, understandingInteractions between them.may provide insight
into the.mechanism of T cell neoplastic transformation and proliferation.
#2787 ‘ Characteriaation of Omithine Decarboxylase ‘activities of human
breast cancer cells (MCF- 7) and spontaneously immortalized human mam-
mary’ cells(MCF-10) Zhu,H.,; Mathias, P.1., Lotz, W.G. and Savage.; R.E. National
Inistitiite for Occupational Safety and Health Cincinnati, OH 45226 °
" Epidemiological studies’ suggest that increased risk of breast cancer is asso-
cnated with” exposurés to electromagnetic fields (EMFs). EMFs have been dem-
onstrated to increase ‘Omithine- decarboxylase {ODC) activity ‘in a variety of
experimental systems. ODC, the rate limiting enzyme in polyamine synthesis, has
been associated with:chemical carcinogenesis. Very few if any ‘studies have
examlned the effects of EMFs-on breast cell ODC. Preliminary to our studies of
EMF'on ODC in“human ‘breast cancer célls (MCF-7) and spontaneously immor-
talized human mammary'cells (MCF-10), we attempted to charactenze the en-
zyme's response to a number of common’ ODC inducers: For the MCF-7 cells,
time course studies suggested that ODC activity began to increase at 6 h, peaked
at 12 h and then dropped sharply by 24 h. Treatment with 50 nM 12-O-tetra-
decanoylphorbol-13-acetate (TPA) for 12.h, ODC activity could be induced over
100 folds over the basal level. 9,10 Dlmethyl 1,2 benzanthracene (DMBA) also
induced ODC activity of MCF-7 celis in similar manner. In contrast, QDC activity
was barely detectable, and was 1dtiduced by TPA or DMBA with concentration
up {o 400 nM in MCF-1 0Acells. The fi finding that melatonin, a cytostatic agent
induced ODC activity was also peculiar. Melatonin induced ODC activity signifi-
cantly in MCF-7 cells with 1.nM. concenlratlon at 12h. Studies are underway to
determlne the eftects of EME on the ODC act|v1ty of these and other breast cancer

#2788 Potent induction of c-Fos phosphoprotein by substance P corre-
lates with sustained phosphorylation. of the cyclic AMP-response element
binding protein at serine 133 in human astrocytoma cells. Luo W;.Sharif TR,
and Sharif. M: Molecular Phannacology.lSt Jude Ch/ldren 's Research Hosp'tal
Memphis, TN 38105. < = = = o

Receptor activation by growth factors or neuropeptldes triggers sngnallng cas-
cades transducing signals atthe cell surface into nuclear activities that regulate
gene expression. Substance P (SP) receptor:is expressed in:many astrocytic-
derived- cell-lines.. Previously, we :have demonstrated that SP ‘stimulates. the
mitogen-activated-protein kinase pathway. and induces the expression of c-Fos
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