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!P,ij9F'li,Ji.el.ther,,ot. th _es�_ cel! ,lin9s . eyen J.�01;1gh 
�Of\lA'bfnl:lr�g by1:�SA. 'Pre'trelitmenfof HPC .� · ··- · {degradation of IKBa and IKBE._Thus, VEGF 

.. · ·.Nfr,KBi&Ctivation in,b9th·HPC-and HMEG b'y 
'" "· f,l,d3ci::Vl;GF. a!One·can induae different'SUbunits 
· cJatiooof-hcBa. These.data suggest that VE(3F.,,may 

- · h·,NF.-KB:and ·alter,tbe profile .of genes activated
· · · def�-in DC maturation .. · . .-,,. ;,: , :,_ 
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[ijp·sbtiunlt of protein kinase A to CRE-containlilg 
GflG,;tich'ol.(::;i,urfg, ;v.s., Natiomil Ciilice,.,:1;,stitute;
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-\ elf\ii'•.variety of processes 'In :1nammaliari. cells by 
�tQ'11{A)::'whic�·-ln··tim'i' r�ulalE!S gerie' expression by 
· • n"fa'i:fors:'!Jliere are two types of PKA; type l'(PKA�Q 

· · - • '•aificleiitfcal •catalytic·· (C)
° 
sLib'uriit but contain 

··i'RFilricf RII respectively; It 'is well ·knowri' that CAP 
iein)'-58fises cAMP'l_eve!s-1n·'proka�otic. cells and
� •<ipef()ris. ·Toe. structural similarity''of the 

?'ei\::t--RWregulatory ·subunit' of-'PKA suggests the 
7clft:Tir',in'e�kl!O'.�tic gene reg�latlci�:'We;repoit th�t:lhe • ie!:'of··phys1cally· lnteract1ng witti,.lhe CRE'(cAMP 
l\:rgi�Wioters of somato'statin,- glycopr'otein hdimorie
''" "�a1e''cartioxykinase geries encl can regulate the 
- '·cl)'i'hllRIIJ

f
''gene was fusee!' wttt,-the glutathlone s 

-· 'AtiirGST-Rll/3 fusio/{proleln was:·purifiedi-Gel retar-
, ., . ' 'GST.:fm/3 · protein binds :to the CRE-containi'rig 

lli!i6h was· coricentration 'dependent arid :was·,pre-
1'fot!ilofi'specific cbrripetitor'DNAsi· Funtiemicire, :in 

ys}!Muction of Rll/3 overexpression Iii F9 embryt:irial 
, 

.. 
_ttie'flrahst:r'iplion 'of ·somatostatir,i-clilora'rnphenicol 

'�n. gene. lpese results suggest that Rll/3 subunit ·of 
·:'e:c�-�-DNA r,egulates gene expression in cAMP-res�,n� 
1
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'1Wi�inv61veinent of tyrosinii!°kinase pathway lri estrogen 
,1Wij Ciseoeniooiil; a-tyrosine kiniise'inhibitcir;·to treat 

�Pli�e 'wfiich :express· fiigh ·1evel of estrogen· receptor 
: . · -'embdin·'inhlbited-estri:>gen-induced expression of 

·: .. :cancer'·i::ells:-l:Jnex�c'tealy, treafment of the cells 
. "c@llulaf (evels 6lestiogen'r'ecept6r protein ih a dose­

'.?.The'-'plilse chase·experimeritrshowed"that the-de; 
� · rice\:! aegr'adatiol'l'of estroge'ri-recepti:>r proteiri,not 

. llxamrne"ttie 'friechahism involved in ;the emodiri-efl'-
.. �eii> receptor;'Tnhibitors of the · lysosoinal (chloro­

, IVW.0--MG1-i5)F and· clilpains· pathways·were·'used. We 
• 'MG1�S;'whlch speciflcallylnhibit'the chymbtrypsiri-like 
��ecf elnl5\:iin'iriduced depletion· of-estrogen receptor 
,. ,suggest that the proteasome proteolytic pathway may 

. .. . Li.Ced decreases �n estrogen receptor,protein levels. 
',1fect;of emQdin:on the hsp9Q-estrogen receptor heter.o­
;,.'\We found >that there . was a marked ·increase in:. the 

. , .f.!�ta·:pemonstrate that emodin may inhibit the dissocia­
' . 80jreceptor,- resulting.. in th_e degradation of . estrogen 

• • � .llQ�indicate that,pro.teasome-mediated protein degs 
#,tiogen,receptor protein level, hsp90 can mediate the 

,, en:receptor,.:and:the possible use of:emodin in the
iir.;,�'�is process. . ,-; ·· -� · . : .. , " . 
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·•· �ndeiit''!lctivation of NF-icB by· Heregillin. KaJ 
g['t;',- Shao, R.-P:; 'Lin, 'S:-Y., Kumar;· R:, Chiao,· P.  

7tyJ8t:rexas M. D. 'Anderson·eancerCeriter;Houston, 
�CYj{i r·•.-.,... . ' -:-. •, .,- · : :: '•:"-: :•,· .·.!:- ·-1 \;l� 

. 9mi:imerous agents including certain growth factors 
Q;;R!iceiitly: ·activation of NF�i<B has been ·shown to• have 
.�. ··;·�'reported th'at point-mutated=oncdgenic"neu but 

•. -� .NF-KB. We investigated the posslbility of activatioh 
. edi�ed. signaling pathway in a system where nonnal 
, _ anq,1ls :activatecHndirectly -by.:heterodlmeriiation·, 
�ich.:9verexpr.ess l:fER-2/neu, we, found::that (upon 

1 isJ'ectivated. in. 1hese, transfectants' but .not ·.in.-the 
:\1\ct��tioii,;was· dose-dependent_:'at.low concentratioos. of 

.,, le.at high.conce11tration.- and thil!observation . .was 
· Ussurvival. !•· , • .-.= 111 ·r;.,•:·· .:2 ·· · · ·,.,t.::.· :, .... :-, .. . 
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#2785 :;,,, :rranscriptional . regulation. of. connexln32: .In -hepatic· -cells, 
P.iechockl;- M.-: Toti;· R., -and:Ruch, R.J.- Medical CoJ/ege;·of. Ohio,.•Toledo, OH
43614�·7' ,I\ ., :-_-w:.-1;: ··, ,;· .. ·. · ; · ·, •' �. 'i� .:·j:,· _ -··, i: t 
,,. Connexin32•(Gx32);is:the·major connexin expressed by hepatocytes and me­
diates gap., junctionaJ,,intercellular communication in. the liver to -.maintain: ho­
meostasis:and.growth control. ExprEl\iSion of Cx32 is often.reduced·in neoplastic 
and,primary: cultured;hepatooytes and this is,partly due to,transcrlptional1nac­
tivity.1We investigated ,the molecular mechanism(s) governing ,Cx32 -transcription 
using a well-differentiated·rat hepatomacell line, MH1C1, that,expressed_Gx32 
and,.a_rat· liver .eplthelial cell. line, WB-F344, tl)at.had no detectable.expression. 
Deletion analyses-of tbe rat.Cx32 promoter:(-754 to -33) linked to the·luciferase 
reporter gene in. transient transfeetion assays. r.evealed ,that-. the. promoter was 
strongly active in MH:1G1 cells, but had.minimal activity.11n-WB-F,344 cells.-The 
basal promoter·element (BPE) was located within -134 to -33,and sequences 
further upstream conferred additional promoter ,activity, Several specifip .nuclear 
protein-DNA complexes within the transcriptionally active domains of the pro­
mote� were ipentif!ed by gel shift assay and these complexf:ls were different in the 
two ce11···1ypes. ·Competition· with ;an oligoiiticleotide ·for;'1h_e-: YY.i consensus . 
binding element' ariq supers�ift'assays using _a_nti-Y'f'1 antibody Indicated that this 
transcription. factor was a comppnent' of ·a complex that foiined'�ithiii ·-57 4 to 
!.:3513:··southerrfa'n'alyses'indicated'thantie g9ne was intact in botti_cellly pes; but 
was methylated in W8-F344 cells. Thus;' the' expression of C�32 appears to _be 
regulated in a complex and cell-specific manner.· Further ideritificatiori of 'these 
mechanisms' will proyide insig�t �nio °f,ow· Cx32 expression is' reaticed during 
neoplasticttimsformatlon.'(Supported bY NIH/NCI CA57612). 
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1.2r� -; .. 5'.'tertero;{· arpiia ,:ind�pes ,a;�pgiationC:be�een �AK anc1 ii56Lck 
kinases. iri.'Nirrfan,cutan_eous ,T ,,cell iynjp_hom� !ines. Surt,_ W.f( and Alsayed, 
YJ:{:pepai;tirient .of Pef}iatrjcs, Lurie,' �.�er. Center,. N_grthwes_terri. University, 
ChiC<!gc,;· /L_,60q,1:4.: i,,.

.. . . -
-,
·
._.,._

. 
, 

. 
. ;.� . :.!.--,- • . .. ·,,

. 
. . 

. . mt�1�r�r,i;alph_a (IFN,{'n!l?iat_e� it� si�h�lin_g through �.pathwar in,whiph �a-�µ_s 
tyrosine, �mases .. (JA!(s) an_q l�teot.:transcnpt1onal facto111 .. (STAT�)

. 
become act1,

v�te<l. Sr�. kinas�Hransfonped c;�ll)iriEl!l exhibit_ activ'atio� of JAK-STAT, s�ggestc 
ir:,g an interacti.on· between these two signaling cascades�We sought to. detemiine 
Wh�ther,lfNq'rec;eptor;��ci.ciated. JAK kinase� interact with p56L!=k, a member 
of thf Sr,c family 1hat is' .e�pre.�e<;I P.r.edoniinan11y' iii Teel\�. 'studj�s using· human 
Jj:eJJ.'(yriiphoma.!ipes, (l:flJf78 ·�n.d PB�) s,hov.: that HP.on lFNa}ti_fD�laiipn, ty� 
rosine;,pt},qspt)orylat� Jak1 and Tyk2 ltjna�el, co-immlinoprecipitate with p56Lck 
in' a time-dependent' rnannerc STAT3,a\so co-precipitates with p/56Lck following 
IFNa treatment. In viti'o' oinding stui:lie's using a · p56Lck-GST fusion protein 
indicate that the physical association between JAKs and Lek is mediated through 
the· Si:12. and SH3 ..domains-.of p56lck. Because· both JAK-STAT and p56Lck­
mediated signaling pathways are-known.to.play, important roles jn . the regulation 
of .:r cell •growth; ,1.mderstanding -Interactions between them .may provide .insight 
into the.mechanism. of T cell neoplastic transfomiation.and proliferation: 

#2787 'Characterization··of Omlthln-e Decarboitylase'activities of human 
breast·cancer cells (MCF-7) and spontaneously,immortalized human mam­
irt!iry '<iells (MCF-10). Zhi.J,fi.;. Mathias, PJ:; Lotz,W.G. ana Savage.; 'R.E. National 
lrfstitut'e fof'Occupatio'1iai Safety 'and HEialtH;· Cincinnati, OH 45'226' .. 'Epidemiological studies. suggest that increased risk of breast cancer is asso­
ciated witti·iiixposures·to electromagnetic ·fields (EMFs). EMFs have been dem­
on�rated to increase·'Omithine:decarboxylase (ODC) activity :in a variety ol 
experimental syste·ms. ODo;·the fate limiting enzyme in polyamine synthesis, has 
been ·associated witll 0i::heinical carcinogenesis. Ver/ 'few if ariy ·studies liave
exatnined the effects of EMFs·on breast cell ODC. Preliminary to·ou'r studies of 
EMi=1on ODC in1luman'br'east cancer cells (MCF-7) and spontaneously iminor­
falized human i'nanimary;,cells (MCF:10), we ·attempted to ·chafacteiize the ·en° 
zynie's response· to a · number of common' ODC inducers: For the MCP-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 12-0-tetra-
9(!ClU\oylp�orbol,13.-aceta�� (T.PA) for 1_:?.h, OD.C acJivity.,9p�\d b�Jnduced OV!3( 
1QO.(olds over tqe.basal level. 9,10 Dimethyl 1,2 benzanthracene (DMBA) also 
inauced ODC activity _oJ fylCF-7. 9elis irt similar_ ma�ne�- In contrasi, Q_QC activity 
w� qarely detecia\J[�,"8!)9, v,:as.r1p\ induced !JY.. TPA_or DMBA with c9ncentration 
up ;to 40() n_M 'iii MCF�1d.A:'cells. the_ �i;idin9._ that_ melatonin, a cytostatic agent 
induced ODC activity Y,1as also pecµliar .. Melatonin induced ODC. iJCtivity sjgnifi­
�tly in MCF�7·cells ·witti .1,nM,cpncer:,tratlon' a\ 12h. Studies are Ul)_derway to 
de\em:iine the effects of EMF. on the.OD.C activity of these and other breast cancer 
cel1Ji�es.,Th1iq,tudy s'µpported in part bf.EMF RA_PJD P.rogr�m funds-provjded by 
NiEHS\inqe(iiiteragency'agree'i;nent N.?-Y1-ES-Od32. ,'. . - ...
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#2788 Potent Induction of c-fos phosphoprotein by substance P corre­
lates with sustained phosphorylation-of the cyclic AMP-response element 
blnding·.protein at serine 133 In huml!n astrocytoma cells.-.luo.W,,Sharif TR; 
and Sharif. M:Mplecular.P.hannacology,,St. Jude Children's Research Hospital, 
Memphis,,TN38.105. ·,,. ·.:: :, .:_:.,;,,. --':'· �.,• , _. ..... · 

·Rec.eptor activation by growth factors or neuropeptides·tr!ggers·signaling casa 
cades transdueing signals atAhe cell ,surface into. nuclear activities that-,egulaie 
gene expression. Substance P (SP) receptor,ls exPr:essed in:many astrocytic­
derived· celHioes., Previously, we ,have demonstrated that SP ,stimulates.,the 

mitogen-activated ,protein kinase pathway. and induces ._the -expression of, c-Fos 
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