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In 30 patients, progressive under MVAC, a response rate of 
30% (all partial responses) was obtained with 5FU (750 mg/m2 
dl-dS) in combination with1 alpha-2a interferon (intramuscular 
injection daily during 5FU, then 3 times weekly) at 6-week 
interval. There was mild haematological toxicity but non-haema- 
tological toxicity was considerable (grade 2-3 mucositis 63%, 
diarrhoea 17%, neurologicil effects in 2 patients) [13]. 

The combination of 5FU, cisplatin and interferon as second 
line treatment in patients with advanced TCC of the urothelial 
tract is now under study by the EORTC GU group. 

CONCLUSION 
Better understanding of rhe biology of TCC is essential in the 

development of new approaches for the treatment of this disease. 
These may include dose intensification with support of haematol- 
ogical growth factors or stern cell infusion. New drugs should be 
tested and known drugs such as SFU should be reconsidered in 
new applications. 
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Prostate Cancer: a Continuum of Controversy 
L.J. Denis 

PROSTATE CANCER in its natural course is a single biological 
process with an usually slow but constant growth. The sympto- 
matic stage of the disease can be temporarily arrested by 
endocrine treatment, but data abound that the clinical stage and 
grade of the tumour as well as a number of prognostic factors 
define the outcome of the disease independent of a given 
treatment [l]. This situation leads to controversy in the manage- 
ment of the disease, and errors in treatment by omission or 
addition. 

Other factors contribute to the controversy. These include a 
lack of consensus on the anatomy of the prostate, histopatholog- 
ical classification and risk factors, the absence of an indicator 
of invasion or metastatic potential, the variable response to 
endocrine treatment and, last but not least, the fact that prostate 
cancer incidence and mortality are at peak incidence in the sixth 
and seventh decade of life where they compete with other causes 
of morbidity and death. 
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One basic fact stands out above all arguments. Prostate cancer 
is a leading cause of cancer mortality in men likely to assume 
endemic proportions in the near future [2]. One clinical fact is 
universally accepted. Prostate cancer once outside the prostate 
becomes an incurable disease and almost half of the afflicted 
men will die. 

Efforts to reduce this sombre prospect are directed towards 
decreasing the incidence of the disease, earlier detection and 
screening for disease in a curable stage, and improvements in 
therapy. None of these prospects look likely to be solved in the 
near future. Epidemiological studies and prospective random- 
ised trials aim to elucidate the enigma of the latent cancers. 
Studies are under way on the true clinical incidence of prostate 
cancer, its zonal distribution with different outcome and, most 
importantly, the synthesis of data with different grades of 
disease, producing mortality rates of 13, 13 and 66%, respect- 
ively [3]. It is still not clear if the demonstration studies on early 
detection in the US or the pilot programmes for a Pan-European 
population screening programme offer a panacea or Pandora’s 
box. A consensus meeting on screening for prostate diseases 
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brought proponents from both sides together and resulted in a 
workshop summary that will form a stable base for future 
discussions [4]. Some committees on pathology, markers and 
treatment raised serious questions on, respectively, the overall 
accuracy and quality control, the standardisation of prostate 
specific antigen (PSA) and its reproducibility, and the overall 
morbidity of both radical prostatectomy and conforming radio- 
therapy. Clinical reality runs ahead of this cautious approach 
and the National Survey in the U.S.A. revealed that use of the 
PSA test increased from 5.1 to 66.4% and transrectal ultrasound 
(TRUS) from 0.9 to 19.7%. The increased early detection of 
localised tumour led to a resulting increase of radical prostatec- 
tomy from 7.3 to 20.3% [5], while the use of radiotherapy 
remained unchanged. The wealth of data provided by surgery 
established the principle that PSA has to be used in conjunction 
with digital rectal examination [6], and that surgery of impal- 
pable and invisible ttmrours treated insignificant or minimal 
tumours, moderate tumours and advanced tumours in 26, 37 
and 37%, respectively [7]. Results of radiotherapy treatment for 
localised disease compare well with surgery in the first S-10 
years for localised disease, with a resulting trend to minimise 
surgery above 70 years of age [8]. 

from which these data were derived, is that prognostic factor 
analysis allows the separation of randomised patients in 3 cohorts 
with respectively 5.2,2.7 and 1.6 years of survival [l]. 

The end stage of the disease in its hormone independent state 
has a poor prognosis. Innovative strategies for early stage are 
under evaluation, while improved palliative care for advanced 
disease remains a major challenge. 
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The progress made in diagnosis and treatment of localised 
prostate cancer is not reflected in metastatic disease. There is 
no doubt that primary hormonal treatment is indicated in 
symptomatic patients, and a tailored approach to the individual 
patient is justified [9]. Maximal androgen blockade has emerged 
as the best treatment to achieve response, and this treatment 
may increase survival in patients with minimal disease [lo]. 
However, the most important message from the EORTC trial, 

7. 

8. 

9. 
10. 

Denis LJ. Staging and prognosis of prostate cancer. Eur Ural 1993, 
24, 13-19. 
Boyle I’. The evolution of an epidemic of unknown origin. In Denis 
L, ed. Prostare Cancer2000. Heidelberg, Springer, 1993,5-11. 
Barry M. Natural history of clinically localized prostate cancer. 
Semin Surg Oncoll994, in press. 
Denis L, Murphy GP, Schroder F. Report of the Consensus 
Workshop on Screening and Global Strategy for Prostate Cancer, 
Antwerp, 5-7 March, 1994. Cancer 1995,75,1187-1207. 
Jones GW, Mettlin C, Murphy GP, et al. Patterns of care for 
prostate cancer: results of a National Survey of 1984 and 1990. 
Cancer 1995, in press. 
Catalona WJ, Richie JP, Ahmann FR, et al. Comparison of digital 
rectal examination and serum prostate specific antigen in the early 
detection of prostate cancer: results of a multicenter clinical trial of 
6630 men.J Ural 1994,151,1283-1290. 
Epstein JI, Walsh PC, Carmichael M, Brendler CB. Pathological 
and clinical findings to predict tumor extent of nonpalpable (stage 
TIC) prostate cancer.JAMA 1994,271,368-374. 
Dearnaley DP. Radiotherapy of prostate cancer: established results 
and new developments. Semin Surg Oncol1995,11,4&49. 
Denis L. Primary hormonal treatment. Cancer 1993,71,10X1-1058. 
Denis L J, Whelan P, Carneiro de Moura JL, et al. Goserelin acetate 
and flutamide versus bilateral orchidectomy: a phase III EORTC 
trial (30853). Urology 1993,42,119-130. 

Pergamon 

Controversies in Testicular Cancer Management 
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TESTICULAR GERM CELL tumours continue to increase in inci- 
dence in developed countries, and epidemiological studies have 
identified testicular maldescent, early puberty and genetic pre- 
disposition [l] as important aetiological factors. The tumour 
is usually associated with carcinoma in situ of the germinal 
epithelium, and studies of the contralateral testis identify this 
lesion in a similar proportion of patients to those who develop a 
second contralateral germ cell tumour [2]. Since this confers a 
risk of malignant transformation of approximately 50% within 5 
years, management options include orchidectomy, close surveil- 
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lance or localised low dose radiation [ 31. Carcinoma in situ cells 
share, with the majority of germ cell tumours, the unusual 
cytogenetic abnormality of an isochromosome 12p, and the 
analysis of 12q deletions may allow the identification of a 
candidate tumour suppressor gene [4]. However, more detailed 
analyses allow the detection of genetic differences between 
teratoma and seminoma, even at the in siru stage, suggesting 
that these tumour types may evolve separately rather than 
sequentially [5]. 

Seminoma is both radiosensitive and chemosensitive and cure 
rates are extremely high. Nevertheless, there is controversy over 
management of stage I disease. Traditional radiotherapy may be 
associated with a small risk of carcinogenesis and this has led to: 

(1) Reduction of the radiation field size. 


