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Molecular cytogenetii a&y&a of chromosome 7 and 17, 
cerbB2 and TP63 genes On urothelial cell carcinoma of the 
bladder: clinical Hnplictions 

L. Santos’, S. Pereira2, T. Amaro2; C. Costa*, T. Guimaraes3, P. Lopes*, 
M. Bento4, R. Carvatho5, C. Loper?, B. Crtadoz. ‘Insfituto foftuoues de 
Onwlogia, Surgical Oncotog)! &to, Portugal; zInstituto Portuguk de 
Oncolcgia, Patbo& poito, R3rtugaL: 3 lnstituto Portugues de Onwlogia, 
Medical Oncdogy, fWt0, rnttqjat 4 /nsiifufo Pot-fugues de Oncologii, 
Epidemiology; Porte, Portugal; 5 lnstifuto Fbrtugues de Onoologia, Urology. 
Porte, Portugal 

Purpose: Over 80% of urothetiil bladder carcinomas (UCC) are superficial 
papillary lesions. The recurrences in these turnours are the rule and about 
one third progress. Aberrations of chromosomes 7 and 17 were defined as 
important atterattons in XC, but their significance in disease progression 
is not well’esfabtk&ed. Alterations of TP53 and C-erbBP genes am asso- 
ciated wtth more aggressive tumours. Their rote in paptllan! UCC is still 
controversial. lt was our aim to evaluate the clinical significance of these 
alterations. 

Methodm We anatysed 49 superfictal papillary primary UCCs and their 
recurrences dtt in two groups: group A (n=27) consisting of patients 
wtth more than 46 years of age in diagnosis date, and group B (n=27) 
consisting of patients with 45 years and younger. Both groups were studied 
by FISH, using centromertc pmbes for chromosom es 7 and 17 (Oncor) 
and unique sequence probes specific for TP53 and c-erbB2 genes (Onwr). 
Nommi mucosas (cadaveric donors) were used to establish the limits of 
aneuptotdy. 

Resulb: We found similar results in both series which let us anatyse 
all patients iotntty. Thus, we found that cases with monosomy of TP53 
presented a poor recurrence-free survival (p&002). This alteration is 
significantty related with UCCs recurrences (p= 0,002). We did not find 
any case with c-em 82 amplification. Atterations in chromosome 7 did not 
related with prognosis. 

Conclusion - These resutts suggest that the measurement of TP53 
gene monosomy by FISH, predict recurrences in patients with pTa/pTi 
UCC tumours at dlagnosis. This finding may identify patients with risk of 
recurrences. (Project0 CFCIS- MS -83197) 
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Kl67: is lt a prognostic Index In node negatlve breast cancer 
patients ? 

F. Vakamontcol, G. Grigolato2, F. Donato3, V.D. Ferrart’ , E. Simoncini’ , 
G. Martnit. ’ Spadafi Gi;li, Onwtogy Dep.- Beret& Foundation, Brescia, 
Italy; 2 Univekity of Braseta? Patbofogy Dep, Bmscia, ltarv; 3 University of 
Brescia, Epidemiofogy Dep., Brascia, Italy 

Aim: the study assesses the prognosticsignificance of Ki-67 related to 
other wnventtonal markers such asage; tumour size. grading, ER and PgR 
status, in a groupof patients with,lymph noda negative breast cancer. The 
aims of this workts identifying more r&able markers, which allow a better 
prognostic strattfjcatlon. 

patients and M&tbods: in a retrospecttve design we evaluate 147 breast 
cancer patients without lymph nodal involvement with 5 years of follow-u. 
All patients were dtagnosed at Sped&t Ctvili dt Brescta from 1992 to 1995. 
The median age was 58 years (range: 26a); the median tumour size was 
1.6 cm (range: 0.4-3.9) .the median number of lymph nodes resected and 
histologtcally evaluated was 14 (range: 5-30). 

Reaufte: the univartate anatysts of diiete variables showed: p=O.O996 
for grading, p=O.C604 for ERnegaitve status, p=O.w)i for PgR.negative 
status and p=O.OOOl for positive Kt-67. Ki67 appear to be an important 
prognostic factors in the determination of disease free survival andoverall 
survival. In our data ptokty doesn’t reach arty statistic significance. 

The continuous variables (age and tumour size) don’t correlate with the 
Prognosis. 

At the mu&variate analysis Ki-67 is the most predictive parameter of DFS 
and OS (R&4.13). 

Concluslcm: Kt-67 could add an important contribution to actual and 
available prognostic model In node-negative breast cancer and, in our data, 
it appears to be the most stgntttive marker. 
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Systemk Inflammatory response and survival in advanced 
cancers 

M. Elahi’, D. McMillan’, N. Satta?, W. Angerson’, J. Johnstone2, 
C. McArdle3. r Royal 4nfKmaq UniveMy Daptt of Surger)c Glasgow, UK; 
2 Rqcil lnfir~ University Deptt of Btochemishy, Gksg~, UK; 3 Royal 
Infirmaq University Deptt of Surgew Edinburgh, UK 

Purpose: me assessment of prognosis in patients wtth advanced cancer is 
problematicat. The value of C-reactive protein concenh’atbn in this context 
has not been cteady defined. 

Experimental design: Patients with a diagnosis of cotorectal (n=l82), 
gastric (n&7’), breast (n=99) or bronchogenic (n-1404) cancer and who had 
measurements of C-reactive pmtein were identified. 

Resulta Medtan sunrival, from the time of sampling, ranged from 478 
days in the wlorectal cancer patients to 60 days in patients wtthbron- 
chogenic cancer. On univartate analysis there was, in each turnour type, 
a signtficant relationship between the duration of survtvat and both logI 
C-reactive protein and albumin concentrations (p<Ci.O002). Onmutttvarlate 
analysts, in each tumour type, IoglOC-reacttve‘ protein remained a signif- 
icant independent predttor of survival (p-~O.O002). The hazard ratio for 
a tenfold increase in C-reactive protein wncentratton varted from 1.5 in 
bronchogenlc cancer to 3.3 in colorectat cancer. 

Conclusbns:The results of the present-study demonstrate that patients 
with advencad wloreUai. gastric, breast and brorichogentc cancer have 
evidence of an inftammatory response and the magnttude~of that response 
predtt the duration of survtval. 
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Suppress4on qf uroldnase eJ~~ss4qn at@ invaSVe&ess.by’ 
bikunln .ls medraterd thfouah lnhiion of oroteWk&& 
C-deperident stgnaling pa&way _ 

H. Kobayashi, M. Suzuki, T. Terao. Hamamatsu University Scfioo/ of 
Medicine, Obstetrics and Gynecology; Hamamatti, Japan 

Introduction: Bikunin (Bik), a Kunitz-type protease hhibiot; interacts with 
cells as a negative modulator of the invasive aells. Bik forms membrane 
complexes with bik-binding proteins (bik-BPS) onthe cell surface. It has 
been established that tumor cells expresses two types of bik-BPS; a 40 
kDa btk-BP (bik-BP4O), which is identical to link protein (LP), and a 45 kDa 
bii-BP (btk- BP45). First, we characterize binding pmpetties of bik-BPS-bik 
complexes in the cells.: We next asked whetherthe carbohydrate moieties 
and core protein arerequirc~/ for uPA suppression F&&y, we assessed the 
signal transduction cascade of bik on the supp&sion of uPA expression 
Materials and Methods: Human chondrosarcoma cell line HCS-2@3 and 
human ovarian cancer cell line HRA were cuttured. In vttre ligand-blot, 
cell-binding and competition assays, Scatchard, and the functional analyses 
were carded out. We obtained bik dertvatives~ (enzymatfcatty degraded 
truncated bik proteins and recombinant bik). Resufte: Both bikSP46 and 
btkBP45 bind radiolabeksd-btk. A degtycosytated form of bik (NG-btk), from 
which the chondmitin-aulfate side chain has been rernbved, binds only to 
bik-BP40. The chondrotkn-sulfate side chain of btk is required for itsbinding 
to bik-BP45. Low affintty binding sites are the 4$(-- BP40 (ivhich can bind 
NG-btk) and the high afftnity sites are the bik-BP45. Rreincubation of the 
cells with bik reduced the ability of-PMAto tdggefthe uPA expression at the 
gene level and at the protein level- PMA hanslocation of PKC from cytosot 
to membrane was inhibited by bit, indtcating that bik inhibit the activation 
cascade ,of PKC. When cells were preincub&ed~with Mk, we could, detect 
suppression of phosphorytatkxr of MEWERK/c-Jun proteins. Contusion: In 
conclusion, bik requires either the N-terminal extenston wi87’ the O-linked 
carbohydrate moiety (chondrotttn-4~aulfate sugar side chain; Ala1 to tys21 
residues) or the Kun’kz-domain t (Lys22 to Arg77residues) of&lk,to,btnd to 
r&s, but, the UPA expression was inhibited only;bydhe O-glycoside linked 
core protein without the N-gtycosida side chain In~arfdNon,‘btk markedty 
suppresses the cell motility possibly through negattve regulation of PKG 
and MEWEFtt&Jun-dependent mechanisms, and that these changes in 
behavior are correlated with a coordinated down-regutatton of uPA which is 
likely to contribute to the cek invasion processes. 


