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their use causes the cardiac output to increase by reducing the
resistance to ventricular ejection. Vasodilator drugs have
extremely potent cardiovascular effects, however, and patients
who are acutely ill need haemodynamic monitoring to derive
the greatest benefit from this form of treatment. In a small but
important group of patients with low-output states complicat-
ing myocardial infarction the left atrial pressure is normal or
even low.'2 Again, measurement of the pulmonary artery end-
diastolic pressure is necessary to identify these patients, who
usually respond well to expansion ofthe plasma volume.

Applying these principles, then, will facilitate the manage-
ment of patients with acute haemodynamic disorders.
In small groups of patients there has also been evidence that
this approach may improve survival rates, at least in the short
term 13 14-a possibility that calls for further study.
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Early diagnosis of carcinoma
of the prostate
The quest for early diagnosis in any condition is founded on
the belief that intervention at that stage will produce a higher
survival rate and better quality of life for the patient. The
degree to which treatment influences prognosis in early
carcinoma of the prostate is still, however, uncertain-as is
the form it should take: radical surgery, orchidectomy,
hormonal therapy, and radiotherapy all have their champions.

Because of this uncertainty a Medical Research Council
trial has been set up to evaluate the place of radiotherapy in
the treatment of early (To and T1) prostatic tumours without

metastases; a further MRC trial is to compare orchidectomy,
radiotherapy, and a combination of both in the treatment
of larger (T2, T3, and T4) prostatic tumours without metastases.
There is, however, a growing body of opinion that early
carcinoma of prostate may be cured by either radical surgery
or radiotherapy. The effect of treatment on survival is
particularly difficult to assess in carcinoma of prostate, which
may be undiagnosed in so many cases. The increased effective-
ness of modern diagnosis may be uncovering patients with an
excellent prognosis, so creating a spurious impression of
improved survival. Carefully controlled clinical trials are
needed to resolve the uncertainties'; but meanwhile every
effort should be made to establish the diagnosis as soon as
possible, and for that reason some new biochemical approaches
are provoking wide interest.
The time-honoured reliance by the clinician on digital

palpation of the prostate has become unsatisfactory as radical
methods of treatment have made precise diagnosis mandatory.
The cornerstone of accurate diagnosis lies in histological
examination. The needle biopsy, which can be performed so
effectively with the Tru-cut needle by the transrectal or
transperineal route, allows accurate diagnosis and even a
small nodule can be precisely sampled. Less satisfactory is the
aspiration biopsy,2 which provides only a cytological sample;
diagnosis is less reliable, as interpretation can be difficult even
for a skilled cytologist.
Even more unreliable are biochemical aids such as estimation

of the acid phosphatase, in particular its tartrate labile form,
sometimes termed the "prostatic" component. High values
certainly indicate the presence of bony metastases, but the
concentration is frequently normal when disease is confined
to the prostate, and technetium bone scans have shown that
bony metastases are often present in patients with normal bone
radiographs and normal concentrations of acid phosphatase.3
In a comparison of three enzymic methods of estimation with
a double antibody radioimmunoassay,3 the latter gave more
positive results but yielded high values in only 8% of the
patients with intracapsular disease with no metastases.
False-positive results can also occur, though the longstanding
belief that prostatic digital examination raised the phosphatase
concentration even in the normal patient has been largely
discredited.4
A screening test for early malignant change in the prostate

has long been sought, and a possible basis is the recognised
biochemical phenomenon of a lower zinc concentration in
malignant prostatic tissue than in benign hypertrophy or in
the normal gland.5 Another discriminant is the amount of
testosterone in prostatic tissue; concentrations are higher in
carcinoma of the prostate than in benign hypertrophy.6
Habid el a17 have recently suggested that estimating the zinc
and hormone concentrations may provide a reliable test for
distinguishing between benign and malignant disease in the
prostate. Any change in the zinc content ofthe gland, however,
is likely to result from the development of a frank carcinoma
and not to precede it. No one has yet shown a change in zinc
content except as a result ofa longstanding tumour. Habid and
his co-workers used transurethral resection specimens, and in as
many as 20% of resections these yield benign tissue even
when a definite neoplasm exists in the periphery of the gland.
Clearly, therefore, if the prostatic zinc content is found to be
low even when carcinoma is confined to the periphery of the
gland this change could be a valuable marker. Reduced zinc
concentrations have been reported in the leucocytes of patients
with liver disease,8 but whether any similar alteration occurs
in prostatic disease is not yet known.
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The idea that a change that is common to all malignant
cells may occur at the plasma membrane has stimulated
another line of work. Bowen and Kulatilake9 have examined
the plasma membrane of cells prepared from tissue obtained
by transurethral prostatic resection; and, though their results
were not clear cut, a sharply defined protein peak was found
in isoelectric focusing gels in all samples of histologically
proved carcinoma of the prostate. Work is continuing to see
whether this test may help to resolve doubts when atypical
prostatic glands are present but no definite carcinoma is found.
As yet, therefore, the quest for a biochemical screening

test for early prostatic cancer is not completed, and diagnosis
has to be based on histological examination. A biochemical
answer, however, may not be far away; and ideally it should
be based on a non-invasive technique. Among the most
promising possibilities is the measurement of zinc concentra-
tions in seminal fluid or leucocytes.
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Female sterilisation-no
more tubal coagulation
Presentations at the recent Tokyo IXth World Congress of
Gynaecology and Obstetrics on female sterilisation emphasised
the use of occlusive devices rather than thermocoagulation-a
welcome trend. In retrospect laparoscopy may now be seen
as having had both beneficial and deleterious effects on
developing methods of sterilisation. Previously, gynaecologists
had occluded the Fallopian tubes by the abdominal or vaginal
approach using suture material (with a Pomeroy type procedure
chromic catgut was the most popular), but different techniques
were needed for laparoscopic sterilisation. Despite the
accumulation of reports of adverse consequences, including
burns of the abdominal wall and the bowel, and of pregnancy
rates higher than with alternative procedures, relatively un-
controlled unipolar electrocoagulation is still used, even in
some teaching centres, in Britain.' Requests by patients for
reversal of sterilisation are now focusing attention on the
extraordinarily destructive effect of this procedure: Winston
reported that tubal reconstruction was possible in only 37%
of women treated by unipolar cautery and the pregnancy rate
overall was a depressing 17%.2

Bipolar cautery is safer and more controlled than unipolar
coagulation, but is still unnecessarily destructive, especially

when coagulation is used at more than one site along the
tube. The newer means of occluding the tube by plastic and
silicone clips and rings seem to give fewer complications and
less tissue destruction, with similar pregnancy rates.3 Clips
need to be placed at the isthmus, preferably 1-0-1-5 cm from
the cornu, so allowing a reversal operation to be carried out
more easily. Winston has reported success rates of roughly
70% at this site'-an encouraging figure in the light of other
possible adverse factors such as the fertility of a new partner
and the effects of increasing age. The Falope ring is another
popular device, but occasional problems have been reported,
including transection of the tube on application and sloughing
of the loop enclosed within the ring with subsequent separa-
tion of the two ends. Successful microsurgical reversal has
been described with this method,4 but it is destructive:
2 cm or more of tube is occluded within the ring, whereas
the same result can be achieved by occluding 3-4 mm of tube
using one of the proprietary clips.
The data on the incidence of regret after sterilisation5-7

and on women requesting reversal8 strongly support the
present tendency in Britain for sterilisation to be performed
electively and not immediately after abortion or delivery, and
for minimally destructive procedures to be used both for
female sterilisation and for vasectomy.9 Gynaecologists need
to be aware of the new techniques now available: those who
prefer surgical transection should preferably use an operation
(such as the Oxford or Uchida procedures) which limits the
destruction of tissue.
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Use of antidepressants
in schizophrenia
Depressive symptoms are exceedingly common in all stages of
schizophrenia but usually go unnoticed until the florid
psychotic features have settled. They have been explained as
a psychological reaction of the patient to his condition, a
pharmacological sequel to neuroleptic treatment,1-3 and (more
recently) an extrapyramidal side effect-akinesia.4

In a series of 37 patients closely observed for six months
after discharge from hospital 20 had depression at some time,
10 of them when discharged from hospital and 10 during the
succeeding months.5 Interestingly, symptoms improved as
frequently in patients who received no antidepressants as in
those who did. A lower incidence was reported in an open
study of 284 patients with recent or chronic disease6; 6-25%
had depression during the first year of maintenance treatment,
depending on the subsample. A comprehensive review of other
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