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Early breast cancer-the randomised evidence 

Richard Peto, M. Clarke, Ft. Collins, C. Davies, J. Godwin, R. Gray. For the 
Ear/y Breast Cancer Tralists Collaborative Group (EBCTCG), Clinical Trial 
Service Unit, Radcliffe Infirmary, University of OxfordOxford, United 
Kingdom 

The current cycle of the 5-yearly worldwide meta-analyses in early breast 
cancer has brought together information on 130,000 randomised women, 
with a median follow-up of about 10 years. 40,000 were in trials of adju- 
vant hormonal therapies (3000 ovarian ablation; 37,000 tamoxifen), 50,000 
were in trials of chemotherapy (10,000 monochemotherapy; 20,000 poly 
chemotherapy vs not; 20,000 one polychemotherapy versus another), and 
over 30,000 were in trials of local therapy (including 20,000 in trials of ra- 
diotherapy). Most trials did not involve women with good-prognosis screen- 
detected tumours, for whom any benefits might well be smaller. 

For women with receptor-positive disease, or for women whose receptor 
status has not been determined, tamoxifen is of substantial benefit both in 
those aged under 50 and in older women: 5 years of adjuvant tamoxifen 
appears better that 2 years, but there is as yet inadequate evidence as to 
whether 10 years of tamoxifen is better than 5. In such women tamoxifen 
produces a decrease in breast cancer mortality that is about 50 times 
the increase it produces in endometrial cancer mortality, and, in more 
than 200,000 woman-years of randomised experience, tamoxifen had no 
apparent effect on mortality from causes other than breast or endometrial 
cancer. In terms of the IO-year incidence of new turnours, the extra number 
of endometrial cancers that it caused is smaller than the number of new 
cancers it prevented in the opposite breast. Polychemotherapy (e.g. with 
some months of CMF or of an anthracycline-based regimen) is of substantial 
value for women aged under 50 and is of some value for women aged 50-69, 
but has hardly been tested in older women. 

Overall, radiotherapy had no net effect on 20-year survival. But, all 
radiotherapy trials involved regimens that were effective at controlling local 
recurrence, producing about a threefold reduction (e.g. from 30% down to 
10% local recurrence). This yielded a moderate but definite reduction (e.g. 
from 50% down to 46%) in the 20-year risk of death from breast cancer. 
But, many of the radiotherapy regimens in these trials involved substantial 
doses to the heart and other intrathoracic sites, and, overall, there was a 
moderate but definite increase of a few per cent in the 20-year risk of death 
from vascular causes. In women with a low local recurrence risk the hazards 
of the types of radiotherapy used in many of these trials would outweigh the 
ZO-year survival benefits, but in premenopausal women with a low 20-year 
risk of death from other causes and a high risk of local recurrence such 
radiotherapy produces an absolute improvement of a few per cent in 20-year 
survival. If some type of radiotherapy that involves much less intrathoracic 
irradiation than was usual in these trials can avoid most of the vascular 
hazard while retaining most of the benefit, then from such radiotherapy a 
wider range of breast cancer patients can expect an improvement of a few 
per cent in long-term survival. 
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Improving outlook for ovarian cancer - Fact or fiction? 

S.B. Kaye. CRC Department of Medical Oncologyr University of Glasgow, 
United Kingdom 

National and international cancer registry data indicate a definite improve- 
ment in outlook for ovarian cancer over the past 16-20 years, with a 
widening gap between incidence and mortality. This has been most marked 
in women aged ~65 years. Because of the nature of the disease, screening 
and earlier diagnosis are unlikely to be contributory factors, and registration 
errors (e.g. inclusion of “borderline” malignancy) have been excluded in 
several studies. Thus the improvement is likely to be treatment-related, 
and the timing (since the mid 1970s) suggests that the increasing use of 
chemotherapy (particularly cisplatin an carboplatin) is probably pivotal. This 
is borne out by national audit studies in Scotland, which have also shown 

that other important factors include an integrated approach to therapy in 
specialist clinics, involving both initial treatment and treatment at relapse. 
Expert surgery is particularly crucial in this respect. Further improvements 
may already be underway, following the introduction of taxoids, with a po- 
tential survival benefit, comparable to that seen as a result of platinum itself, 
of approximately 12 months. In the future, new drugs aimed at novel targets 
offer further hope for an improving outlook, particularly as the mechanisms 
underlying drug resistance are better understood. 

Adjuvant and palliative therapy for colorectal cancer 

B. Glimelius' ‘Akademiska sjukhuset, Department of Oncology Uppsala, 
Sweden 

Ten years ago, there was no evidence in the scientific literature that adjuvant 
chemotherapy for colorectal cancer or pre- or postoperative radiotherapy 
for rectal cancer could reduce recurrences and improve survival. Pallia- 
tive chemotherapy was not known to improve survival and there was no 
documented evidence of any other patient benefit. 

Today there is convincing evidence that postoperative chemotherapy 
for about six months improves five years survival from about 50% to 
about 60% in colon cancer Dukes’ stage C. Uncertainties still exist in 
stage B and in rectal cancer. There is also evidence that preoperative 
radiotherapy substantially decreases local failure rates and slightly improve 
survival. Postoperative radiochemotherapy may achieve the same benefits, 
although with greater morbidity even if treatment techniques are optimized. 
Long term consequences are still not known in detail. However, the surgical 
technique has, at last, also improved in many centres. and the value of 
additional radio(chemo)therapy must be revisited. Palliative chemotherapy, 
using biochemically modulated 5-FU prolongs median survival by about 
six months and improves the well-being of a substantial proportion of the 
patients. Several peroral drugs may achieve the same benefits with greater 
convenience. Most recently, several other drugs have also shown promising 
activity in colorectal cancer. When properly timed with 5-FU, they may result 
in even greater benefits. 

Conclusions: The improvements seen during the latest lo-year period in 
treatment results are not large. Yet, they are of definite clinical value since 
they have established that radiotherapy should be an integrated part of the 
initial treatment for many patients with rectal cancer and chemotherapy for 
subgroups of patients with coloncancer. Palliative chemotherapy provides 
survival and quality of life gains telling that such treatment should be 
provided within routine care at most places world-wide. 
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Palliative treatments for metastatic cancer, and use of 
quality of life endpoints to assess them 

I.F. Tannock’ ‘Princess Margaret Hospital and University of Toronto, 
Medical Oncology Toronto, Canada 

For most solid tumours of adults available treatments have limited ability 
to influence survival in the face of metastatic disease. The major goal of 
treatment is therefore palliation, as measured by improvement in symptoms 
and quality of life (QL). Tumour response is at best a surrogate measure 
for palliation, and may not be correlated with palliative endpoints if the 
treatment induces new symptoms due to toxicity Use of a measure of 
QL as a primary endpoint in clinical trials will be illustrated from Canadian 
studies of chemotherapy for hormone-resistant prostate cancer (HRPC). 
Principles include: (i) the definition of a single measure of QL, recorded 
by the patient, as the primary endpoint; this should be validated and might 
be a global scale or a dominant symptom such as pain or fatigue. (ii) 
A priori definition of a clinically meaningful change in this endpoint, as 
compared to baseline, to determine a criterion for palliative response; in 
general a change of IO units on a scale from 0 to 100 units correlates 
reproducibly with other measures of clinical change. (iii) Supportive use of 
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other validated QL measures to ensure that improvement in the primary 
endpoint (e.g. pain) is not obtained at the cost of deterioration in other 
aspects of QL. A double-blind fomat, and supportive data on biological 
response (e.g. PSA response for prostate cancer) are desirable to rule out 
placebo or non-specific effects, although we have found placebo effects to 
be rare in oncology if rigorous patient-recorded QL or symptom scales are 
used. These methods have been applied in randomised controlled trials 
to establish the palliative value for patients with HRPC of (i) bone-seeking 
isotopes such as strontium-69, and (ii) chemotherapy with mitoxantrone 
plus prednisone. Similar methods are appropriate for any trial of advanced 
disease where the probability of improvement in survival is low, and where 
the goal of treatment is palliation. 
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Conflict of interest 

L. Holmberg. ‘University Hospital, Regional Oncologic Center and 
Department of Surgery, Uppsala, Sweden 

Modern medicine is increasingly dependent on research activities and 
effective communication of scientific information. Research results are often 
made public very quickly, thus rapidly incorporating ethical, sociological and 
political perspectives into the research process. The many different types 
of interests invested in science have from time to time threatened a public 
trust in its reliability. 

Conflict of interest has mostly been discussed in economical terms. There 
are examples that economic dependence may have clouded investigators’ 
judgement. Although most actors have taken such examples very seriously, 
the suggestions for remedies have varied widely from detailed check lists 
of conflict of interest to leaving everything to the scientist’s conscience. 
Discussing actions to be taken, there are important points to consider: 
All science is theory impregnated and all scientists have some kind of 
expectations and interests. Editors and publishers also have different types 
of interest invested in their product. Conflict of interest can thus be of 
academic, political, religious, etc. type. A discussion narrowly focused on 
conflict of interest will tend to disregard issues of scientific content of the 
published results. Always allowing dissenting views, rational criticism and 
an open debate may be the best way to fight uncritical thinking. 
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Collaboration between large intergroups and the 
pharmaceutical industry 

Mattine J. Piccart. On behalf of BIG, Jules Bordet Insfitute, Brussels, 
Belgium 

The coming years are going to see the emergence of numerous new 
compounds with new and original targets in the cancer cell or its stroma. 
This accelerated drug development demands fundamental changes in the 
way we conduct clinical trials, in general, and clinical trials of adjuvant 
therapy in particular, since the latter often require more than 2000 patients 
to answer 1 or 2 questions with adequate statistical power. 

In 1996 the “Breast International Group” or “BIG” has been established 
with the hope to respond to this need and to accelerate as well as coordinate 
clinical research in the adjuvant treatment of breast cancer in Europe - 
Australia - New Zealand, South America and South Africa. 

Among 4 “BIG” adjuvant trials currently open to accrual and involving 
the participation of not less than 12 research groups around the world 
(the EORTC-BCCG, the IBCSG, the ICCG, the NCI-C-CTG, the Scan- 
dinavian/Danish Breast Cancer Groups, the FNCLCC, the GOIRC. the 
ANZ-BCTG, the Austrian BCG, the “BREAST”, the GEICAM, . ..). 3 are 
pivotal registration trials run in close collaboration with the pharmaceutical 
Industry. 

The learning curve for conducting these difficult trials in a timely and 
coherent manner will be presented 

There is however little doubts that we are witnessing a profound mutation 
in cancer clinical research at the turn of this century. 
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The coordinating role of the EORTC 

Meunier FranCoise. EORTC, Belgium 

The EORTC is an international organization coordinating multi-disciplinary 
cancer research, with the aim of improving treatment of cancer through high 
quality clinical trials conducted by a Pan-European network of about 2,500 
scientists and clinical investigators in more than 300 hospitals and research 
institutions (31 countries). Overall, more than 6.500 patients are treated 
according to EORTC protocols on a yearly basis. The ultimate goal of the 
EORTC is to raise the standard of cancer treatment to improve and save 
the life of cancer patients and to facilitate the transition from experimental 
discovery to state-of-the-art treatment. 

The EORTC is involved in new drug development (from preclinical eval- 
uation up to pivotal registration Phase Ill trials conducted in cooperation 
with the pharmaceutical industry), as well as in strategy trials dealing with 
combined therapeutic modalities (surgery, radiotherapy, chemotherapy, im- 
munotherapy...), but also quality of life evaluation and health economics 
assessment. 

Strategy trials testing agents already available on the market alone or 
in combination with other therapeutic modalities (surgery, radiotherapy) are 
usually not supported by the pharmaceutical industry. 

The EORTC headquarters are based in Brussels. The staff of the EORTC 
Data Center consists of more than 60 scientists involved in statistical design 
and analysis, data management, quality assurance programs, medical 
monitoring, safety desk and regulatory affairs issues, quality of life and 
health Economics issues, etc. 

The EORTC provides a comprehensive cancer research program coop- 
erating on a transatlantic basis, as well as with national research oroups 
throughout Europe. The EORTC standard operating procedures have be& 
filed at the US FDA (DMF N”13059). In addition, the Office of the Protection 
from Research Risks (OPRR) of the US NIH has also awarded the EORTC 
with an International Cooperative Project Assurance agreement, that allows 
the EORTC to improve and speed up transatlantic cancer clinical research. 
These goals and achievements allow the EORTC to bring a significant 
contribution to promote high quality cancer clinical research for the benefit 
of all cancer patients. 
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The view from the pharmaceutical industry 

G.R.P. Blackledge’. ’ AstraZeneca Pharmaceuticals, New Cancer Projects, 
Cheshire, United Kingdom 

The development of new anti-cancer agents has assumed increasing im- 
portance to the pharmaceutical industry as more is known about the biology 
of cancer and therefore specific mechanisms can be targeted by new ap 
proaches. Whilst a primary aim of a phamaceutical company is to return 
value to its shareholders, it is also important from the point of view of sat- 
isfying potential customers, that useful effective new agents are developed 
which have a perceived clinical benefit. Three factors are key in the devel- 
opment of new agents. The first is that the clinical trials that are performed 
should demonstrate, in as unequivocal a way as possible, the benefits of a 
new agent. The second is that this should be done as quickly as possible so 
that the new agent can be made available to the widest number of people 
and the company benefits from this, and the third is that expenditure is 
minimised. 

Issues can arise when determining clinical trial design. With new agents, 
a pharmaceutical company must ensure that the trial design will be ac- 
ceptable, both to regulatory agencies in different countries, as well as to 
clinicians. Post-registration, clinical trial design is likely to attempt to fulfil the 
interests and needs of clinicians opposite their patients in the environment 
within which they are working. Whilst good clinical trial design and credible 
science are important, the strictures of the regulatory process can often 
cause frustration amongst academic clinicians with creative trial protocols. 

Given good will and a mutual understanding of objectives, it is possible 
for individual clinicians, co-operative groups and organisations such as the 
EORTC to work with industry in a constructive and mutually satisfactory 
way. 


