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lluaan cancer is a aultislep process in vhich genelic dagage Lo key 

regulatory genes know as oncogenes and twour- supressor genes is ac- 

cuaulaled. knong tuaoursupressor genes the p53 gene has been extensi- 

vely studied. 

The aia of the projecl vas the observation of the expression of p53 

prolein in cervical neoplasias, the presence of APV in p53.posilive 

and negative lesions, proliferative aclivity and differentialion of 

neoplaslic cells in p53-positive and negative lesions. 

The first part of the study is Ihe aelhodological approach lo the p53 

deleclion in paraff in-eabedded specinens of cervical cones. pS3 vas 

delecled using several nonoclonal and polyclonal antibodies ihlrtek, 

lane, Vojt&kl, 

In norsal cervical lissues no ~53 posilivity vas recorded, while scat- 

lered nuclei in the lover part of the eclocervical epilheliua vas 

found in CIll and CIU II. The concentration of p53 positive nuclei vas 

convincingly elevated in aicroinvasive and invasive cancer. In the vi- 

tinily of cancer foci, hovever, a scattered positive reaclivity vas 
observed in soae nuclei of a noraal cervical epitheliun. 
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BREAST CANCER, DESMOID TUMOURS AND FAMILIAL ADENOMATOUS FQLYFOSIS 

CfXl - A UNlFYlNG HYFWTHWS. 
&&WI-& Baum M. The Royal Mars&n Hospikzi. Fuhm Road. Lmdon SW3 6JJ 
Evidence exists for an active role of mesenchymal elements in both Induction and 

maintenance of the transformed state. A unifying hypothesis is proposed whereby 

potential mesenchymal determinants are invoked to accotmt for disparate clinical 

observations which include a) results of clinical trials revealing efficacy of adjuvant 

tamoxifen in early breast cancer to be partially independent of oesuogen receptor staus 
and b) the association between gast~o-intestinal polyps/cancer in familial adenomatous 

polypxis (FAP) and desmoids. These may represent epiphenomena resulting from a basic 

inherited mcsenchymal defecf possibly involving the 5qZl locus. Such a defect would 

impart an abnonal. foetal-like phenotype to fibroblssts with deficient production of the 
negative pamaine growth modulator transforming growth factor !3 (TGFB) ee u primary 
fault. We have previously demonstrated the induction of TGFB in foetel fitcobleets ict 
& and in ER positive and ER negative breast cancer patients L QQ in response to 
tamoxifen treatment. More recently. the secretion of this growth factor by breast and 

desmoid tibrobltws in a has been confiied. This mesenchymal defect could produce a 
local imbalance of growth factors, which in conjunction with putative foetal-l&e 
characteristics would lead u) a) promotion of fibrobleet activity, encouraging desmoid 
formation b) disturbance of stromal-epithelial interactions with reduction of negative 
stromal paracrine influences resulting in excessive epithelial proliferative activity of both 
gastrointestinal mucosa and breast tissue. Predisposition to both desmoids and GI polyps 

would arise from a mesenchymal defect affecting one of a pair of alleles in proximity to the 
5q locus. A further somatic mutation of the homologous allele on the cognate chromosome 
of colonic epithelial cells would Bigger actual malignant transformation. Any imbalance 
of growth factors could be counteracted by therapeutic agents aimed at modulation of 
snomal behaviour. and education of these ‘immature’ fibroblasu by pharmacological 
manipulation mav be a strategy for both prevention and treatment of earlv breast cancer. 
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PHYSIOPATHOLOGY , CLINICAL. AND MOLECULAR ONCOLOGY INIEMBT FOR SEVERAL 
LOCI ON HUMAN CHROMOSOME 9P 

wHJ- Dspsrtmsnt of Human QsnMks Clinical and Mobcukr Cancer Research 
Sacklar Mdii School Tel-Aviv University. Rsmst Aviv 69 978 Tel Aviv Israel 
Heterogeneity of growing subpopulations in human csnoers remain s severs obstacle to 
mdscular bkkgy understsnding ( Growlh and Cell Cyds , Diierenllation , Qenelic and. 
Phenotypic Changes ) and sntksncor therapy ( Doss, Intensity. Resistancss , Toxicly). 
Combined old and new melhods in molecular cancer cytogsnstks ss FISH (FlwrsaceR in 
sRu hybridization) and flow-stiing, PCRiSSCP , SCE (staler chromlllid exchanges) and RFLP 
(restriction lengh pdymoQhism) are new promising tads to express structural changes , 
amplilkalkns, brsakqdnls and Ikss d hetsrozygosily (LOH) Specilio primer sequences , 
probes and DNA mkrosatsllhes permh to evaluate the physiopathokglc role d ap.sMc 
genes, their reguktkn , md their apeoilic slignmsmt (physkd and gendk mtipping ) on 
human chromosomes. We kwmed our work on shod srm of human chromosome 8 (8~) in 
order to evsluets these bioinlormatives moleculea. 

On Chromosome Sp specilk genes are involved in p-s of w (FGFI gene) , 
m (DNA polymerare E gene for iranscription and chmmatin mpsir, Ankirkl) , 
v with pituitary and exlrspituitary ells& (LHRH gene), m 
(Tiswe Pksmlnogen Active&r TPA , NDF Heregulin mtlgsnd d srb-2 , hldrin , Clustsrk , 
Cmticoststin , HP4 Delensin prscursor genss ) and apipe&Ve,rnMs Syndrome gene) 
Deletkn (LOH , loss of heterbzygosity) bn this band 9pland Sp2 is wrrddsd to wear 
specimen and clinical status almost in pmstste 9~22 (+SO%). IsmiMsl breast (39%), colon 
8~22.~21.3 (25%). lung ~~nc#r and hspstocarcinoma 9~21.3.~22. (Mspplng MI poster).We 
S”sp%zt a putative suppr- gs”B on gp. 
In a weviws dinical trial (TRIP concept). lor exsmpk , ths LOH 01 the location or LHRH 
gene’on apl2 is a usdul bioinlorm& to coneI& dinical status prognoslr lsctors and 
treatment with analogs of LHRH (Decapsptyl) in breast and proslsts cower. Others genes 
.cytogsnetks changes and clinical implkstions will be pressnted 

Key Words: Molecular Cytogenstics Methods, Chromosome 8, Csncer. 
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CHARACTERIZATION OF EGF RECEPTORS (EGFR) IN PRIMARY 
BRAIN TUMORS OF ADULTS AND CHILDREN. 
pondiau. PY’. Bensadoun RJ’, Milan0 G’, Formento JL’, Francoual M’, Frenay 

M’, Lagrange JL’, Chatel M”, Grellier P+ (‘Centre Antoine-Lacassagne, Nice; 

“Service de Neurologie et +Service de Neurochirurgie, CHU Nice, France) 
Epidermal growth fador (EGF) is a polypeptide growth factor whose receptor 
(EGFR) has a proven prognostic role in certain malignant tumors, but data on its 
significance in brain tumors remains incomplete and sometimes contradictory. In 
this study of 47 patients with a brain tumor. a biopsy sample was obtained prior to 
any treatment. Histological examination of another sample obtained at the same 
time revealed 41 glial tumors (includmg 37 malignant gliomas: grade Ill and IV 
astrocytomas and glioblastomas). 2 ependymomas. 2 benign meningiomas, 1 
medulloblastoma. and 1 malignant schwannoma. In 38147 cases, the size of the 
biopsy material allowed Scatchard graphic representation with a single class of high 

affinity sites; a simplified binding technique with a single 1251 EGF concentration 
was used for the remainina 9 small biopsv samples. In 18 cases, the labelling index 
(LI) was measured in parallel by radio/m&nolabelling with tritiated thymidine. The 
EGFR level (fmol/mg) in all of the gliomas was significantly correlated with the 
histologic grade (mean EGFR: grade II 1377: grade Ill 416; grade IV 1981; 
glioblastoma 3550 fmollmg; p < 0.05). For the 27 grade IV astrocytomas and 
glioblastomas, no significant correlation was found between EGFR and overall 
survival, patient age, sex, tumor extent, or Ll; the same was true for all of the 
gliomas, and for the entire study population. It was not possible to determine 
whether a correlation existed between EGFR and relapse-free survival in this 
patient population. While these preliminary resuks reveal ihe presence of EGFR in 
primary brain tumors, with very elevated levels in high grade gliomas. its exact 
prognostic significance in these pathologies requires further investigation, and in 
particular determinatlonof its independent or dependent nature in multwariate 
analysis. 
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