
2 Wald NJ, Cuckle HS, Densem JM, Nanchahal K, Reyston P, Chard T, et al. Maternal serum
screening for Down's syndrome in early pregnancy. BMJ 1988;297:883-7.

3 Crossley JA, Aitken DA, Connor JM. Prenatal screening for chromosome abnormalities using
maternal serum chorionic gonadotrophin, alpha-fetoprotein and age. Prenat Diagn 1991;11:
83-101.

4 Wald NJ, Kennard A, Densem JW, Cuckle HS, Chard T, Butler L. Antenatal maternal serum
screening for Down's syndrome: results of a demonstration project. BMJ 1992;305:391-4.

5 Haddow JE, Palomaki GE, Knight GJ, William J, Pulkkinen A, Canick JA et al. Prenatal
screening for Down's syndrome with use of maternal serum markers. N Engl J Med 1992;327:
588-93.

6 Berry E, Aitken DA, Crossley JA, Connor JM. Biochemical screening for chromosome
abnormalities: five years' experience of routine screening in the West of Scotland. J Med Genet
1993;30:339.

7 Royal College of Physicians. Prenatal diagnosis and genetic screening. Contnnuntity and service
implications. London: Royal College of Physicians, 1989.

8 Royal College of Obstetricians and Gynaecologists Scientific Advisory Committee Working Party.
Biochentical detectioni of Downi's syndrome. London: RCOG, 1993.

9 Wald NJ, Wald K, Smith D. The extent of Down's syndrome screening in Britain in 1991. Lancet
1 992;340:494-5.

10 Spencer K, Coombes EJ, Mallard AS, Milford Ward A. Free beta human chorionic gonadotrophin
in Down's syndrome screening: a multicentre study in its role compared with other biochemical
markers. Ann Clin Biochem 1992;29:506-18.

11 Spencer K, Macri JN, Aitken DA, Connor JM. Free beta hCG as first-trimester marker for fetal
trisomy. Lancet 1992;339:1480.

12 Wald NJ, Stove R, Cuckle HS, Grudzinskas JG, Barkai G, Brambati B, et al. First trimester
concentrations of pregnancy associated plasma protein A and placental protein 14 in Down's
syndrome. BMJ 1992;305:28-9.

13 Aitken DA, McCaw G, Crossley JA, Berry E, Connor JM, Spencer K et al. First-trimester
biochemical screening for fetal chromosome abnormalities and neural tube defects. Prenat Diagn
(in press).

Trials and errors

Alternative thoughts on the methodology ofclinical trials

To prove a treatment's efficacy, the randomised clinical trial,
blinded and placebo controlled, is considered the gold
standard. Critics of this ideal, for example, many comple-
mentary practitioners, are immediately shot down. They
should not be-criticism could lead to further improvements.

Helena McGourty's recent report on evaluating com-
plementary treatments (for the Liverpool Public Health
Observatory) agrees that clinical trials are the best way of
assessing the efficacy of treatment, although not in their
present form.' Honor Anthony's comments in Clinical
Research Methodology for Complementary Therapies are in the
same vein.2 What can we learn?
McGourty rejects the idea of a common diagnosis for all

trial participants: "individuals exhibit their own unique
patterns of pathology .. . and healing happens in the context
of the organismic system that is unique in each individual
case."' This outlook is not limited to complementary prac-
titioners. Many of their orthodox colleagues also say their
patients are unique when it comes to treatment, which
explains their sympathy for randomised trials in single
patients (N of 1 trials). Yet, might not this reflect doctors' own
feelings of uniqueness? If all patients really were unique we
could never learn from their experience of treatment.3
But there is a good argument that trialists leave the dinner

table too early. The efficacy meal is usually served up as
follows: the active treatment benefits, for example, 65% of the
patients and the placebo only 300/o (p < 005). One forgets the
dessert: the subgroup analysis. In this example, why does
one in every two {(100%-65%):(100%-30%)/} patients
insensitive to placebo not benefit? Among fully compliant
patients, should we not distinguish between treatment
sensitive and insensitive patients to help us to tailor the
treatment better?

Rightly so, McGourty wants to bring sensitivity to treat-
ment into the diagnosis. The way we classify diseases rests on
shaky historical foundations and does not reflect what medical
practice is all about: the patient's prognosis and the risk
benefit ratio of treatments. A more treatment oriented
classification of diseases-taking sensitivity to treatment into
account-would result in a much more homogeneous group
of trial participants. To evaluate complementary practice,
McGourty wants to extend the common admission criteria to
randomised controlled trials: "A group of patients should be
homogeneous not only from the point of view of orthodox
medicine but also from the point of view of complementary
therapy."

Adjusting the treatment to the needs of individual patients
is commendable. McGourty's report states that standardising
treatment may remove some elements that are an essential
part of the actual practice. Trialists should try to measure the

optimum dose and responsiveness to treatment of individual
patients before randomly allocating them to active or placebo
treatment.4
The word placebo is confusing because it has two different

meanings. One relates to the use of a reference dummy
treatment for purposes of blinding, the other relates to the
positive psychological (and other) effects that may accompany
treatments. In trials of efficacy to determine the "specific
effects" of a treatment, the use of any other effective
intervention should be discouraged as much as possible.4
Many complementary practitioners, however, consider that
the psychological effect of receiving treatment modifies the
specific effects of treatment: it may work only or work much
better under placebo circumstances. (For example, does
acupuncture work for tobacco addicts only if the proper
meridians are needled with a certain faith?)
Now that sound medical research has proved the efficacy of

certain orthodox treatments, pragmatic trials are also possible.
One can make a simple (unblinded) comparison between the
best orthodox and complementary treatment for patients
who seem suitable for both treatments. To enhance the
comparability of the two groups the trial participants must
still be randomised. McGourty says that this is not feasible
"because patients would rarely wish to be assigned randomly
to another treatment mode." Why not? Many patients accept
the chance of a dummy treatment if it helps improve future
patient care. Why would they not be willing to participate in a
pragmatic trial?

Previously, many trialists have been so eager for the respect
of their colleagues in the laboratory that they have preferred
hard data to relevant clinical outcomes.5 Fortunately the tide
is turning. Nowadays we put more emphasis on subjective
symptoms, daily functioning, and even the quality of life.
Complementary practitioners deserve credit for always
having considered these important goals.
McGourty also emphasises the importance of an adequate

length of follow up: "Homoeopathic practitioners usually
prescribe drugs that can act over a long period.... Similarly,
in herbalism and naturopathic therapies, where remedies are
directed at promoting the body to heal itself, the time scale
for experiments needs to be sufficiently long. The slow
progressive relief in pain sometimes produced by acupuncture
also poses problems of this nature." This precludes the use of
single subject (N of 1) or larger cross over trials. The report is
unclear about its position on this: what is rejected on one page
is promoted on the other.

Despite its errors and inconsistencies McGourty's report is
valuable for trialists who want to improve randomised clinical
trials further. Much complementary medicine may not work,
but its advocates in Liverpool have done a good job in
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questioning what the medical establishment considers its gold
standard for evaluating treatment.

PAUL KNIPSCHILD
Professor of epidemiology
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6200 MD Maastricht,
The Netherlands
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How can doctors diagnose colorectal cancer earlier?

By increasingpatients' awareness of the disease and investigating them promptly when they present

The life time risk of death from colorectal cancer in England
and Wales is about 1 in 50, rising rapidly after the age of 50.
With more than 17 000 deaths a year I colorectal cancer is the
second commonest cause of death from cancer. The results of
treatment remain disappointing: five year survival is less than
40% and this has not changed for 30 years.2
The prognosis of the disease is closely related to the stage of

the tumour at presentation. Of those patients with Dukes's
type A tumours (confined to the bowel wall), more than 90°/
survive long term; the figure in those with lymph node disease
is 30%.2 Currently, only 1 in 10 excised colorectal malignan-
cies are Dukes's type A lesions.3 As operative mortality for
elective surgery is less than 10% and adjuvant treatment has
yet to make any substantial impact, earlier diagnosis offers the
only hope for improved survival.
The population can be divided into groups at average and

high risk of colorectal cancer. Mass population screening
for faecal occult blood detects 560/%-78% of asymptomatic
colorectal carcinomas.4-6 Malignancies diagnosed in this
way tend to be less advanced than cancers in an unscreened
population.4 Uptake of screening, however, is often dis-
appointing: in the largest British trial just over halfthe patients
completed the screening test.4 To date, only one controlled
trial has shown that annual screening for faecal occult blood
significantly reduces mortality from colorectal cancer.7

If the case for mass screening has not yet been proved, who
should be investigated and how? Patients with a genetic
predisposition to colorectal cancer, adenomatous polyps,
previous colorectal carcinoma, or ulcerative colitis affecting
the whole colon for more than 10 years are all at higher risk of
colorectal cancer. Between 5% and 10% of all colorectal
cancers are associated with autosomal dominant conditions
(such as familial adenomatous polyposis and Lynch syndromes
types I and II).8 Family history, DNA probe analysis, dental
screening, and ophthalmic testing can identify patients at
risk. This approach is currently being evaluated. 9 The
establishment of a regional register for familial adenomatous
polyposis in the west midlands has resulted in a significant
reduction in the mean age at diagnosis in patients affected by
the condition and in the incidence of colorectal cancer. '° This
service should be established nationwide.
For patients with adenomatous colorectal polyps most

gastroenterologists follow the recommendation of the King's
Fund consensus panel."1 This is to perform colonoscopy and
remove symptomatic polyps larger than 5 mm, and repeating
colonoscopy every three to five years. A similar policy may be
justified for patients with colorectal carcinoma because of the
2-5% risk of subsequent new (metachronous) carcinoma.'213
Although patients with longstanding ulcerative colitis
affecting the whole colon make up a small proportion of
patients who develop colorectal cancer, careful surveillance
with barium enema examination or colonoscopy and biopsy

enables cancer to be diagnosed when cure is likely.'4 (The cost
in terms of medical resources, however, is high.)

All patients presenting. to their general practitioner with
gastrointestinal symptoms should have a family history
taken and an abdominal and rectal examination performed.
Evidence exists that these are frequently neglected in patients
subsequently shown to have a colorectal cancer. Testing for
occult blood is not recommended in the community for
determining which symptomatic patients to refer because of
its low specificity and sensitivity." 1"

Nearly half of all colorectal cancers originate in the rectum
and are within reach of a rigid sigmoidoscope. As few general
practitioners perform sigmoidoscopy and open access barium
enema examination is not generally available symptomatic
patients require investigation in hospital. Open access
sigmoidoscopy has been evaluated: although popular and well
used, it led to only a modest improvement in the detection of
early colorectal cancers.'6 Sigmoidoscopy is a straightforward
skill to acquire: hopefully the likelihood of payment for
sigmoidoscopy will increase the estimated 10% of general
practices that own and use a sigmoidoscope.
Above all, we should raise the awareness of colorectal

cancer and encourage symptomatic patients to present earlier,
investigating them appropriately and promptly when they do
so.
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