Informed Consent and Chemotherapy Studies

positive value [12], but should it be expected (or regarded as
desirable) that as a result of this process the patient be solely
responsible for arriving at a treatment decision? Since this
question applies both within and without research protocols, the
currently accepted informed consent process could be seen to be
a somewhat pathetic and superficial response to the dilemma.

In the third group, there may be even stronger reasons for
avoiding full discussion of the treatment options. The differences
on offer are likely to be relatively minor, yet the anxiety
engendered by the discussion considerable. Patients in fear of
their lives do not, for the most part, want or need to know that
treatment regimens, while sometimes effective, are by no means
fully established, and may be unsuccessful despite the harrowing
side-effects; they are often just embarking on a lengthy course
of treatment, and uncertainties of outcome, although often
understood by all parties at this early stage, are possibly better
left unexplored. It is in this group, perhaps, where the doctor
should reveal as much or as little about the trial details as he/she
feels appropriate — rather than being bound by an ‘ethical’
imperative which insists on full and total disclosure for all. This
point has been recently argued by Souhami and one of us (JST),
and recognises the needless cruelty that uniform insistence on
fully informed consent can impose upon many of our vulnerable
patients [11].

The same general principles apply in the fourth group.
Do patients really need to know that a formal randomised
comparison is being made between one group of antibiotics
and another, and that they are expected to agree to random
allocation? These very same patients may well, of course, have
been through one (or more) random allocations already! How
many random choices can we reasonably expect patients to take
on board, understand, and calmly accept? Not long ago, in one
of the shabbiest episodes in British medical journalism, an
outstanding and innovative medical scientist was pilloried by the
press after disclosure that, in a study attempting to assess the
value of breast cancer counselling, half the patients had not
received it and had not therefore known that it was available
[13]. At the time of the study, not only had it not been
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unequivocally proven to be beneficial, it was only made available
because the the clinical researcher had raised private funding for
its provision! Expensive services such as this should always be
properly evaluated before becoming the new standard of care.

Patients certainly wish for, and deserve, better cancer treat-
ment than that which we currently have on offer. The constraints
of universal ‘informed consent’ can obstruct the doctor~patient
partnership and inhibit both good doctoring (the pastoral aspects
of care, if you like) as well as making essential research more
difficult. In the lofty interests of helping the patient towards a
well-informed insightful judgement we seem to have thrown out
common sense somewhere along the line; it is high time we gave
it back its rightful place.
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Aggressive Superficial Bladder Cancer
S.J. Harland

ABOUT 80% of bladder cancer is superficial at presentation,
being confined 1o the epithelium (Ta) or invading the lamina
propria (T1) [1]. The term “superficial”’ is a pragmatic one
implying that there is a good chance of the disease being
controlled by transurethral means alone. However, 15-20% of
these patients will eventually progress to the muscle invasive
form of bladder cancer from which the majority will die.
Identifying such patients in advance is an important part of
good management. Patients with T1 disease which displays
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the severest form of dysplasia (G3) comprise only 6-23% of
superficial lesions {2] and yet account for 60% of those who
progress [3]. The notion that these patients should be “regarded
as a separate group in need of special treatment” [4] is one which
will receive widespread sympathy. There, unfortunately, the
concensus will cease for there are widely varying opinions on
what form the “special treatment” should take [5]. At one
extreme are a few urologists who favour early radical surgery
whilst at the other there are those who would manage T1 G3
disease with transurethral resection (TUR) alone. In between
are surgeons who would give some form of adjuvant therapy,
usually intravesical chemotherapy or BCG, or less commonly
radiotherapy.
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The efficacy of early cystoprostatectomy is not in question
[6, 7] but most surgeons have avoided this route, no doubt
questioning its justification in older patients whose chance of
remaining progression-free after 5 years is perhaps 60% [2].

Not surprisingly, the divergence of opinion is founded on
uncertainty. Because of the relative scarcity of T1 G3 disease
there have been no large series reported, so the crucial questions
remain unanswered: what is the true risk of progression? Are
some forms of the disease more at risk than others? To what
extent do conservative treatments reduce the risk?

The report in the current issue of the European Fournal of
Urology from the Dutch South East Urological Oncology Group
on 121 patients with T1 G3 bladder cancer — twice the size
of any previously reported study — is therefore welcome.
Interesting points emerge but, frustratingly, the answers to the
above questions remain elusive. The superficial recurrence
rate following TUR alone in T1 G3 disease is confirmed as
approaching 80%. Adjuvant therapy with intravesical agents or
radiotherapy has a modest effect on reducing recurrence rate,
and this benefit may be durable. The only independent determi-
nant of recurrence is the presence of multiple and multifocal
tumours at the outset. Whereas the progression rate was fairly
high in patients with recurrent disease, 43%, the overall pro-
gression rate was only 25% after a median follow-up period of 4
years. Of those who died, only 36% did so from bladder cancer.
These figures give little support to the early cystectomists.
Performing radical surgery on patients with recurrent disease
seems justifiable. It will not obviate disappointments however.
A report from Uppsala described a series of patients who
progressed from superficial disease where 43% showed pro-
gression at first recurrence [8].

Presumably because progression was a relatively uncommon
event in the current series, Mulders ez al. have not performed a
multivariate analysis on this end point. Gloomily they point out
that treatment had no influence on rate of progression. Was
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treatment not determined by severity of disease? They claim
not, which is surprising since a recent survey in the U.K. [5]
found that whereas 86% of urologists would treat with TUR
alone when a single tumour was present, 37% would choose this
treatment when there were muitiple tumours and only 17%
when there was associated carcinoma in situ — a condition which
was present in 24% of the Dutch pT1 G3 patients. Also, as only
17 of their patients received radiotherapy, it is to be expected
that the trend towards the lower progression rate in this group
was not significant. The point is well made, however, that apart
from an unacceptably aggressive policy of early radical surgery,
there is no certain way of saving lives in T1 G3 transitional cell
carcinoma of the bladder.

In the past, clinical uncertainty has been an important impetus
to recruitment into randomised trials. Let us hope that current
and future studies addressing the question of management of
this dangerous condition will be supported.
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Breast Conservative Surgery: Towards More
Personalised Treatments

A. Costa and A. Filiberti

INTRODUCTION
A CENTURY after the publication of Halsted’s paper on mastec-
tomy, the approach to primary breast cancer treatment has
dramatically changed as a result of two “conceptual revolutions”
in the 1970s. The first concerns the biological concept of breast
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cancer as a systemic disease involving a complex spectrum of
host-tumour interrelations. This is in stark contrast to the
concepts of Halsted’s thesis, and was proposed by Fisher in 1970
[1, 2]. This new concept ushered in the era of combined
treatments for breast cancer, providing a rationale for adjuvant
chemotherapy and other systemic approaches. The second major
innovation, developed in Europe and at the Milan Cancer
Institute since 1968, was the idea of preserving the breast in
patients with small tumours. This hypothesis was verified in the
first randomised trial (1973) to address the issue and the results
were published by Veronesi ez al. in 1981 [3]. The new technique



