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isolated ham&a hepam of high 
viability, as measure by the effluxof 
lactatedehydrogenase,theintracellu-Lararld 
extracellular d.istri.lmtirm of Na+andK+, 
andthepld¶llamemlpane potential.. DEwas 
metabolized by these cells to several 
oxidative mtabolites and also to 
glum and sulphates. !theoxidative 

=wrz Z,Z-dieIX?Z3~1, 
I-hydroxy-DES 3'-hydroxy-DES 
Interestingly noisanerizationof Z-isansrs 
coul.dbedetect& 

This study demmstrates the ability of 
isolatedhamsterhepatocytes to metabolize 
DES viaccnjugativeandoxidativep&hways. 
Livercells &Kall.d therefore beusefulin 
stuaying the effectof7,8-BFpretreatmsnt 
on DES metabolism, .thereby helPins to 
clarify the role of metabolic activation in 
DlSmxuated tmalrigenesis. 
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mesteady-statelevelsof p53 protein 
andmRNAwereanalyzedin arangeofrodent 
cells transf~ by h%wY oncogenic 
Adenovirus(M)type12ornon~cpd2 
or M5. Analysisof the steady-state level 
ofp53 proteinbyweskn blotting Ma 
reductioninthelevelofp53proteinin 
Ad12 kansfoImsdcellswhencaqaredtoM2 
or M5 trsnsformd cells. 'Ihe half-life of 
p53wassimilar (appmcimately10 to15hr) 
in cell.stransfoKmedby either MeImvkus 
serotype. 

Inordertoanalyzefurtherthelevel 

:wy= Of p53 
expressim, the 

ccncentratim of p53 nifm in 
eachtransforl& cell liIlewasanalyzedby 
Northemblottinga Thisshowedamarked 
reductionintk? steady-state levelofp53 
mFxNAinMl2transfo?medcells ampared to 
Ad2 tmnsf~ cells. There appears 
therefore to be m strict correlatim 
bstween the steady-state level of p53 
protein and InRNA and theonaqenicityof 
Ad-transfoInEdcellsexmined inthissmly. 
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lko pmteins (16 to 17 kD), acidic ary3. 
basic EGF, llave been isolated and 
structurally characterized by protein 
SequencingaIldmc~TheFGFsare 
re.lated bysw possess Similar 
biolcgical activitiesand are present in 
mnytissues. ~~theyarestrcmgly 
mitogenic for xwcularendothelialtioti 
mesodeLmal cells, and also mzxklate 
llCWd._C cellular activities 
(endocxine, diffexentia~ functions). I" 
viva. Ems induce the formaticm of new 
capillary blood vessels and pm&e VKU& 
healing. These datasuggestthatEGFsmEly 
have a physiological role as local 
regulatorsofnorml tissue grmth,repair 
and maintenance. ms may also be 
iJI@icated in various patlmlcgical 
canliticms involving altered 
rxmsmkrization, e.g. in solid tmmr 
grawth. Certain tmuu cells synthesize 
basicFGFandthegrowthofizumlrscanbs 
jnhibitedbyantibodies thatneutralizethe 
mitogenicactivityofbasicFGF. 
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12-O-tet~Memwyl~bol-l3-ace~te (TPA) 
alteratiau ofbothepidermal 

Zentiatim and woliferationpatterns 
&l viva as well- as in -Ellltured 
keratZZ&tes. !tb chanct~ize early 

representative for mm&S 
expressedinImuseep~sinvivoafter 
TPAtrea~wasomstructedand wreened 
with a cXNA probe enriched inseqwmes 
preferentially expressed after TPA 
treatlwnt. Here describe tile 
charactexisti.cs of two*EmA c1onesxB3 (430 
bp) and ABIO (850 kp) ccnsisten~ TN 
diffSential hybridization. 
recognize unique TPAinducibletranscripts 
of 0.6 and 5.0 kb, respectively. In prinary 
musekeratimcytesa law basal level of 
expressicm is observed, whichismarkedly 
r&uced when cells are irduced to 
differentiate. SMlartotbatobeemedfor 
ornithinedecarboxylasenmA,newprotein 
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synthesis is not tcquhd for the TPA 
jJxhoedincreeaeinmIFsAs nmgni5Hi7yNx3 
andM3lO. AdditW~of a probin qdhesis 
inhiM* alcneleadstomarkedacamlati~ 
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Bothpamnet8rslevelsincreasedtogether 
withtumlr volume enhanoeaent.'Ihelmst 
relmantreaultswsref~forfiK#le~ 
wasfounasignificantlyirKmwedsrterting 
with staee 1, its values beingllrxe 
fresuently elevated and with higher 
magdxleincaseswhenlxxnolaterallynph 
r&es wxe immdm lilpatierltswith 
reQurrenoes adarmtasheshigherlevels 
offuxmewrefandin96%ofcasesa&the 
ndificathls czcurrd at abcut 2 to 3 
Inalthsbef~~cunicalorradiol~~ 
evidem?ofreavrenoesarmetastases.(xu: 
results reveal& thatfuaxeis a bettex 
mrker than sialic acid both in twlxxx 
vohlmeestin&ionand disease expmsianas 
dllas inpmgmsisofixeastcancer. 

of &WA recagnised by xB3. Analysisof 
germlic orgmisaticm indicatea thatxwo 
c=tainsvmtoerepeated 
genefamilyor a fmilyofcloselyrelated 
genes- BequsnoesW~ LB3may 
conmpcdtoauniquegene.lbeexpressh 
patternsofml?NAs rec0@mdby~R3andmo 
suggestthzlt theymaybeassociatdwith 
early @asesofthegenetic pmgramM for 
gnmth,althoughaspecificfuncti~inthis 
prograImleremainstobeshowL 
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!nlImxr pramthg phorbol ester 
derivatives are knowntosthad.ateaswell 
as inhibit the cell cycle txaverse of many 
kinds of cells, tutit is mt m&ether 
orhcwttE?seeffectsarerelatdtotlmlmr 
pmmoticm. It is shown here that the 

E"?zyofo""~d~Emto~ inhunan 
f&mbla&sdepeds cn thecyclestatusat 
thebeginningofexposuretothePML Cells 
whichbsameexposedwhiletheyareinan 
early stage of the cycle are less 
effectively delayed and reach mitosis 
earlierthanthoseforwhidlexpomrekegins 
at a later stageofthecycle.ThusPMA 
actuallyzzevwm3 thecycle-agedistrikutial 
anltheorderofcelldivisicnwithina 
nomally grming population. SirK!e gravth 
regulaticm in self-w tissues is 
dePenaent al interosllLllar CamLHLicBticn 
which is likely to be effected by the 
relative cell cycle positi== 
rM&mcmring cells, this lmarsalof~ 
cycleagemycauss adisturbmx of Qrawth 
regulatim leading tohyperplasiaand 
tumurigenesis. 
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FwQse andsialicacidweredetem&d 
insexa of 7OOpatientswithbreastcarxer 
invariousstagesof evoluticmanacuqwed 
with 150 @ients with benign lesiala o?? the 
breast ad 80 healthy wcmen, respectively. 
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Trisauy 13 =ingas tlx sole 
aberraticminan acqdredclonewasseenin 
threepatients,twomales and cne female, 
aged 77, 44 and 53 respectivaly, in ovex 
15,000 patients studied because of malignant 
discaderS. Allthmpatients h&acute 
non-lymphocytic leukamia ww. @@ 
pathnthadhadR?m-Tdiagm& WlY, 
twoothershadfidings~that 
theirleukamia had evolved thnugh a 
myela@@astic phase. ANLLtypesmreM2, 
M2 and NM4 respectively. 
Ihematologicdlly,ttE patients were.rather 
different (Rb v : 92 to 165 g/l; WBC : 
3.1 to 250 x log; platelets : 31 to 255 x 
109/l. 

culswithtrisanyl3 aswallas rmlu?ll 
cellsuerefoundinthebmelnarrcw of all 
patients. Peripheralbloallyn#wytmhsd 
anon&m Cne patient hadtw 
additional cl- inthebcnsmarraw: 
47,XX,+l3,7q- and 48,X&+13,+21. 

Trisany 13 thus is a rareacquhed 
aberratial which,based al these thfes 
patients, occurs inAt&Lwithapreceding 
myelodysplastic phase. 
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