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that screening can reduce mortality in colorectal cancer with up to 30% 
and also attractive to health care providers when they are told that it is 
cost/effective. 

But, it is not that simple. There are many sources of error and bias in 
studies performed. This varies as in breast cancer screening where doubt 
now has been pronounced concerning the scientiiic validity of the studies, 
which are the basis for current recommendations (P Gotzsche, The Lancet 
2ooo; 355: 129-34). 

Today much is focused on evidence based medicine. A firm base is 
especially important when you are introducing a new treatment of - as in 
this case - will introduce a population screening. 

According to my opinion we do not have scientific data enough to advice 
those responsible for health care (i.e. politicians) that screening should be 
introduced. Especially if drawbacks ate not considered in a balanced view. 

In the debate I will point out that: 
(1) A relative decrease in mortality of 1530% corresponds to an absolute 

reduction of leas of than 0.1% and that the NNT is high (650-1250). 
(2) Performed studies do not inform about number of years gained due to 

screening. 
(3) Performed studies very seldom report, or discuss, any harm caused by 

screening. 
(4) C&/effectiveness is only estimated. 
(5) In concluding I will claim that not only the scientific analysis must be 

validated but that ethical and economical considerations must be done, 
not at least taking the harm/benefit ratio into account 
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Follow-up in colon cancer 

R. Schiessel. Donauspitai, Department of Surgery Vienna, Austria 

Regular follow-up programs for colorectal cancar patients are ttme-consum- 
ing and require a highly skilled staff. Therefore the question is often raised 
whether an aggressive follow-up actually helps to improve the overall results 
and the individual prognosis. There is no doubt that the slow growth rate of 
large bowel carcinomas provides a fair chance for effective surgery of a re- 
cunent tumor. However, an intensive, varied diagnostic program, repeated 
at short intervals, is necessary for the detection of recurrent disease in time 
to permit another attempt at radical cure. In our hospital an out-patient clinic 
for follow-up patients was infiiated. The results of aggressive follow-up were 
studied to assess:l) patient compliance, 2) early diagnosis of recunent 
disease, 3) incidence of curative surgery for recurrence, 4) life expectancy 
after radical surgery for recurrence. Results of a computer-aided follow-up 
program for patients with colorectal cancer were analyzed. In a IO year p4 
rtod 1293 patients underwent this program, the drop-out rate was 17%. 299 
recunences in 168 patients were discovered (40% local recurrence, 29% 
liver metastases and 31% others). 51% of patients with local recunence 
and 47% with liver’ m&stases were symptomfree. Radical surgery could 
be performed in 60% of local recurrences and in 26% of liver metastases. 
The 3 yeansurvival rate after radical surgery was 35% for local recurrences 
and 33% for liver metastases: the five-year-survival rate 23% and 15%, 
respe&vely. 
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Ag&nst follow-up after curative surgery for colorectal cancer 

0. Kronborg. Department of Surgery A, Odense Universify Hospital, 
DK-5000 Odense C; Denmark 

Vast amounts of resources, human as well as economic have been utilized 
over many years to detect recurrence at an earty stage, making it suitable 
for surgical removal and thereby possible prolongation of life. Five RCTs 
have been published since 1995, all of these being incapable of reaching a 
valuable conclusion. 

Overall, prospective as well as retrospective data suggest a 1% survival 
gain by intensive follow-up. 

In recent years, a prolongation of life has been demonstrated after 
palliative chemotherapy for recurrent wlorectal cancer, when the recurrence 
is detected in an asymptomatic stage. 

Multicenter, multinational RCT’s have been suggested to assess the best 
follow-up, but cost calculations based on the Danish RCTshow, that a small 
benefit from intensive’ follow-up (l-2% increase in long-term survival) will 
be at leas 4 times as expensive as that obtained by initial screening of 
persons with average risk for wlorectal cancer. 

Colonoscopy should not be used for detection of recunence, but repeated 
wlono~copy with polypectomy may reduce incidens as well as mortality 
from metatironous wlorectal @cancer. 
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Decrease In prostate cancer mortality following introduction 
of prostate specific antigen (PSA) screening in the Federal 
State of Tyrol, Austria, 1993-99 

G. Bar&h, Wolfgang Hominger, Helmut Klocker, Wilhelm Obcraigner, 
Gianluca Severi, Chris Robertson, Peter Boyle. Innsbruck, AustriaMilan, 
w 

Introduction and Objectives: Several factors support the use of screening 
tests for early detection of prostate cancer. First, patients do not experience 
symptoms in the early stages, and are unlikely to seek medical attention until 
the disease has progressed. Second, improvements in detectim methods 
have increased the prospect for identifying the disease at an early stage 
when the lesion is still organ-confined, more easily treated, and often 
curable. 

Methods: In 1993 PSA testing was made freely available to males aged 
45-75 years in the federal state of Tyrol, Austria, and a mass screening 
project was launched. The Tyrol is an Alpine region in the western part 
of Austria with 331.410 inhibitants (65.123 males between 45 and 75). 
Previously (1990-1993) both PSA and digital rectal examination had been 
used as screening tools but not within an organised programme. The 
screening project was performed in collaboration with general pra@tioners, 
medical examiners, urologists, and medical laboratories in the Tyrol Blood 
Bank of the Red Cross. Informed consent was obtained from all volunteers 
participating in the program. In case of elevated PSA levels the volunteers 
were advised to undergo further urological evaluation, whjle men ,tith normal 
PSA levels were invited to have a repeat PSA test twelve months later. 
The mass screening program was provided free of charge by the health 
and social security services of the Federal State of Tyrol and the University 
Hospital of Innsbruck. 

Results: In the first year (1993) 32.3% of the 65,123 males aged 45-75 
years underwent screening; 68% of all men in this age range were tested 
at least once in the first five years of the study. The incidence of prostate 
cancer in the Tyrol reached a peak in 1994 and .has declined since. 
Significant migration to lower stages a@ an increase in the number of 
organ-confined, potentially curable prostate cancers have been o&rved 
since the introduction of this screening program. However, the percentage 
of clinically insignificant lesions,in the screened group did not increase. 
Morality fmm prostate cancer among Tyrolwn men aged 40-79, which had 
remained constant from 1970 to 1993, has now declined, whereas in other 
parts of Austria,the mortality rates for males in this age range have changed 
much less. Based on the age specific prostate cancer mortality rates in 
Tyrol between 1986 and 1990 there were 17 fewer prostate cancer deaths 
iq 1997 (32% decrease), 22 deaths fewer in 1998 (42% decrease) and 18 
deaths fewer in 1999 (33% decrease) than were expected. This decrease 
in mortality is statistically significant (p -z 0.05). 

Conctuglon: The present study shows that the policy of making PSA 
screening freely available to the Tycolean population and participation of 
a high percentage of males as&, 45-75 have led to an increase in the 
number of organ-confined, potentially curable cancers detected as well as 
to a reduction in prostate cancer mortality. 
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Screening may not decrease prostate cancer mortallty - 
policy making should be delayed (until evidence from 
randomlsed studies is avallable) 

Fritz H. Schtier. Department of Urology; Rotter&m, The Nether/an& 

Screening for prostate cancer remains a wntroversial issue around the 
world. Even in the United States where screening is highly prevalent 
important organisations advising on the patterns of medical care have 
taken wntrary positions. In Europe, a statemerit of the committee against 
cancer of the European Union has adopted the view given in the title of,this 
presentation. 

Fortunately, there is evidence coming from important databases in the 
United States and from preliminary results of studies conducted in Europe 
and in Canada that screening may be effective in terms of decreasing 
prostate cancer mortality. This evidence however is heavily. debated in 
the epidemiological and urological community. Even if. as is also hoped 
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and expected by those investigators who are engaged in the ongoing 
random&d screening studies in Europe and in the United States, screening 
will be shown to have an effect on prostate cancer mortality, this will not be 
the complete answer. Obvtously. tbe most important question is: Does eariy 
diagnosis and aggressive management decrease prostate cancer mortality? 
The answer to this questii alone however will not qualify screening as a 
health care policy-in the critical judgement of most care providers around 
the world. The degree of over diagnosis, the impact on quality of life after 
treatment in relation to the risk of the untreated disease, the side-effects of 
treatment, the role of ageing and related chronic disease and lie expectancy 
in decision taking, a better definition of the watchful waiting in prostate 
cancer management are all issues that are tightly connected to the question 
of whether prostate cancer screening can become a health care policy. 
Obviwsly, only the availability of such data will at the end allow a mmplete 
risk benefit and cost analysts. It is hoped that all these questions can be 
answered positively so that finally a preventive measure can be introduced 
into one of the most important disease entities of the male population. 

In the meantime the powerful avaifabte early diagnostic capabilitiescannot 
be withheld from well informed men. The accent here however has to be well 
informed. Standardiied procedures for proper information prior to carrying 
out a PSA test are under development in various countries. To cany out 
testing without providing this information must be considered unethical. 
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lmmgdiate endocrine treatment is preferable and prolongs 
survival 

D. Kirk. Garthavel General Hospital, Dept of Urology, Glasgow, United 
Kingdom 

Trial data suggests that in men with advanced prostate cancer, immediate 
e&&m? therapy improves disease specific survival, whether used as 
sate treatment (MRC PRO3) or as an adjuvant treatment with radiotherapy 
(EORTC 22663). NO trial data suggests an adverse effect of immediate 
treatment. The outcome is less clear when overalt survival (death from all 
causes) is considered. In ok&r men, with conflicting morbidity, prolongation 
of cancer su~ival will increase the opportunity of death occurring from 
other causes first The possibility of a treatment induced mortality resulting 
from hormonal treatment has also been invoked, although the suggestion 
that hormone treatment may cause cardiovascular deaths has not been 
observed in PFt03. Translation from the comparatively small number of 
patients stud&xi in even the largest trials to the population as a whole is 
likely to translate the observed improvement of disease specific survival 
into an overall benefit. In addition, in PR03, clear beneftis in reduction in 
complications such as spinal cord compression and control of the local 
tumour were seen. differences which have persisted as the trial data have 
matured. While qualii of life data is not available from the quoted trials, fi 
is as likely that patients will gain in benefit from control of their cancer as 
much as they lose from the side effects of treatment. 
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Endocrine treatment should be delayed (until clinical 
evidence of progresston) 

PJ. Van Cangh. Dept. of Urology, Universti Cafholique de Louvain, 
Brussais, Belgium 

The widespread use of prostate-specific antigen (PSA) has induced a dra- 
matic shift in the prostate cancer population: patients are now diagnosed 
with prostate cancer much earlier and failure of radical therapy is also 
detected at a very early stage. An ever increasing cohort of asymptomatic 
patients present threfore with minimal disease and prolonged expected 
survival. In addiilon significant advances in medical care have allowed 
correction of previously redhiitoty comorbidiies, thereby increasing the 
likelihood of longer survival. Should all these patients receive immediate 
endocrine treatment? In my view, there are compelling arguments in favor of 
delaying treatment: (1) Since endocrine therapy is only palliative and asymp 
tomatii patients have no symptoms to palliate, delaying treatment avoids 
androgen ablation and its poorly tolerated side effects. When symptomatic 
progression occurs -and It will inevitabty if the patient lives long enough - 
effective treatment is still available. (2) Observation means watchful waiting 
and not neglect: rapid progression and complications can be detected early 
by PSA based follow-up and modem imaging technology; treatment can 
therefore be started early enough to prevent catastrophic complications that 
inevitably occur tien treatment is started too late. (3) Well-differentiated 
prostate cancer progresses slowly and many such patients will die of other 
causes, with cancer rather than from cancer. (4) Cost is reduced. 

Admittedly, the timing of endocrine therapy in low-risk prostate cancer 
remains contmversfal because of the unpredfctabilit of Me.fwo main vari- 
ables: the evolution of a particular tumor cannoZ bezetiaMyani@&ed and 
the precise survival of a particular prostate cancer pattent is urW&n. Solid 
data however exist that can help the Urotogist to~$tdiiduaiize treaIment, 
and his patient to make an informed choiae. Patients with &It differenti- 
ated tumors, low intttat PSA, prolonged PSA doubling-time clearly do not 
need immediate therapy, local or general. Patients with severe comor- 
bidities limiting foreseeabfe survival also can be observed &pe@antly. By 
contrast, patients with hi-grade cancers, high initial PSA, symptomatic 
and/or rapidly progressing disease should be treated immediately. For the 
intermediate cohort of patients, strict watchrul waiting is an bptfon with 
initiation of therapy at early stgns of progression. Unfortunate& no strict 
clinical or biological criteria exist to trigger a changein thempeutfc altitude. 

Early treatment offers advantages in time to @5gression and disease 
specific survival, but there is no convincing evidence that it provides a 
clinically significant survival advantage counterbalancing its well-known 
side effects, especially in low-risk low-volume disease. Until now, in my view, 
no study has convincingly demonstrated a definitive benefit when androgen 
suppression was given early in low-risk low-volume prostate cancer, and 
watchful waiting therefore is a preferred - albeit temporary - option. 
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Neckadjuvant therapy for locallzed NSLC 

E.F. Smit. Vrije lJrtivetsiteil Amsterdam, Pulmonary Diseasas, fbnstardam. 
The Nether/and-s 

Neo-adjuvant or induction therapy for localized NSCLC (&a@ Clll):denotes 
the use of cytoreductive therapy before: locat~regtonal merapy. ,Ite ra&nale 
is provided by the findings that survival after localized therapy leaves room 
for improvement, recurrences after surgery en&r fadiitherapy are mainly 
at diitant sites (+ 75%) and occult metastattc disease can, be found in many 
‘early stage’patfents (pts). Postoperative chemot&rapy has b&n shown 
not to improve on survival in randomized controiled trfatS (!XT) ~inly clue 
to the inability to deliver the intended chemotherapy &se. SmaKRCT’s of 
neoadjuvant chemotbetapy in operable NSCLC pts demonstrrftetf ,a sur- 
vival benefit for those receiving’chemotherapy, e+eciai(y ,whe@ .coinptete 
resecttons could be performed: The survival benefif irl retained at long term 
follow up. Most investigators agree that inductionohem0thefapy 4s accept- 
ab4e toxicity and overall mortality/morbidity is low, although especially rigM 
pneumonectomy after induction therapy carries a cunsiderable riskfor post- 
operative mortality. Induction chemotherapy before radkztherapy in stage Ill 
pts improves survival. RCT of induction vs concomitant chemoradiotherapy 
have yielded confficting results. A Japanese study did show a survival 
benefii for concomitant as opposed to sequential chemoradiitherapy but 
others failed to confirm these results. Toxicity of concomttant chemdradia- 
tion strategies is considerable (esophagitis) and should be reduced before 
it can be applied in muttne clinical practice. Pivotal questions include the 
‘best’ induction strategy (regimen?, chemotherapy alone vs chernoradiation 
for operable patients), restaging and ‘best’ local treatment (surgery vs radio- 
therapy) after induction therapy and management of patients with persistent 
nodal disease. These and other questions are the subject of large clinical 
trials which are underway, In conclusion: the use of neoadjuvant.therapy is 
backed by data, is feasible and is promising for stage I-III NSCLC pts. 
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Concomitant radiotherapy-chemotherapy for the treatment 
of lung cancer 

A. Gregor. Western General Hospital Clinical Onculm Edinburgh, United 
Kingdom 

Synchronous use of chemotherapy and irradiation has beoorne the standard 
of care for limited disease Small Cell Lung Cancer (SCLC) and incfeasingly 
the treatment of choice for locafly advanced Non small- ‘Cell Lung Can&r 
(NSCLC). This approach has been adopted on the basis of ,limited dinlcal 
&den& and oft&~ without darity for the basis on which ari impmvem&t in 
therapeutic index could be based. The fundamental aim of using cummon 
exposure time to chemotherapy and irradiattti is the enhancement of the 
rate of local control from what can be achieved by radiothergpy alone. 
The effects on metastatic disease are secondary and. deteimined by the 
effectiveness of the tolerable dose of the chosen chemot&a PY regimen. 
Many of the old and new drugs with proven act+& in lung cancer ,have 
radiosensitising pmperttes in vitro and in vivo and ne&I dose reductions 
when given with synchronous irradiation. The excepti6n is the ctasstcal 
PlatinumIEtoposide schedule in SCLC which in full doses with radiotherapy 


