
of Health's report Cziezel and Dudis have
reported that use of a similar multivitamin prepara-
tion providing 800 ,ug folic acid daily prevented
first occurrence ofneural tube defects. The Medical
Research Council's study showed that 4 mg folic
acid prevented about 70% of recurrences of neural
tube defects and that with this dose other vitamins
had no additional preventive effect.5 It is worth
noting, however, that in the two groups of mothers
who did not receive any folic acid neural tube
defects recurred in eight of 302 who received other
vitamins and 13 of 300 who did not.

It has yet to be shown that 400 ,ug folic acid
without other vitamins has any protective effect
against neural tube defects-either their first
occurrence or recurrence. Until this has been
shown we think it sensible to use Pregnavite Forte
F, which has been shown to be both effective and
safe. Pending the outcome of further studies, and
in the light of Cziezel and Dudas's report,4 we urge
the Committee on Safety of Medicines to extend
the permitted indications for the use of Pregnavite
Forte F to include prevention of all neural tube
defects, not only recurrences, which account for no
more than 5%.
We are also concerned about the lack of effective

measures to achieve improved intake of folate by
those women who, because of social and economic
disadvantage, are not only at increased risk of
neural tube defect but unlikely to take periconcep-
tional vitamin supplements of any type. Only
concerted educational strategies and appropriate
fortification of staple foods, such as bread, are
likely to improve periconceptional intake of folate
in this group. Breakfast cereals are currently
fortified with folate and, as they contain other
vitamins, already provide a multivitamin supple-
ment to a proportion of the population. We believe
that the theoretical risks associated with further
fortification of food with folate are considerably
outweighed by the benefits. We therefore urge the
government to encourage food manufacturers to
implement the advisory group's recommendations
with regard to fortification offood.
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Designer hips
EDrrOR,-I agree with C J K Bulstrode and
colleagues' call for methods of identifying whether
new prostheses really bring improved benefits to
patients.' The onus is on manufacturers and users
of new implants to show improvement on old
models, especially as new implants tend to be more
expensive. As huge numbers of patients would be
required to show reductions in failure rates a new
measure ofoutcome is needed.

I carried out a questionnaire survey of over 900
patients who had had knee replacement operations;
six different prostheses had been used (annual
meeting of British Orthopaedic Association, Sep-
tember 1992). Comparisons of a range of items
recorded on this questionnaire and by surgeons
in follow up clinics showed the patients to be

consistently more pessimistic about their pain and
functional capabilities than the surgeons. The
questionnaire seems to be reasonably reliable, and
therefore patients may use different criteria from
those used by surgeons to judge outcome. A
satisfaction score computed from the question-
naire suggests that improvement occurs until
six years, and differences in results between
prostheses were evident by three years after opera-
tion. Future studies comparing two prostheses
would require around 500 patients in each group to
show modest differences in mean satisfaction. This
is a big improvement on the use of failure of the
prosthesis as the outcome measure.
Though I support the call for a national register

of joint replacement operations, the need to
show small improvements in outcome will
require randomised trials2 as differences in patients
selected and surgical skill may eclipse true effects
of treatment. Orthopaedic surgeons should heed
recent calls for scientific evaluation of their treat-
ments,' and manufacturers of prostheses should
be prepared to fund appropriately designed
randomised trials.
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EDrTOR,-C J K Bulstrode and colleagues suggest
that the older designs of hip prostheses are faultless
and will give unfailingly good long term results
(over 10 years).' Mass production would allow for
cheap and reliable hip arthroplasty without having
to bear the cost ofdevelopment ofnew designs.
The premise is flawed. Firstly, the celebrated

Charnley prosthesis has been much developed
since it was introduced over 30 years ago. All the
intermediate designs were used without any formal
trials.

Secondly, the present long term results are not
acceptable. "Over 10 years" is not very long when
you are only 40 or 50. Even 20 good years would
still leave these patients in trouble while otherwise
enjoying good health. We should be striving for
lifelong good results, and only further develop-
ment can hope to achieve that goal.

Thirdly, most of the 40000 hip replacement
operations in Britain are not done in centres of
excellence, and 10 year survival of a prosthesis is
considered to be a success. Persisting with the old
designs and stifling development will not improve
the quality of life for these patients, nor will it
reduce the revision rate.

Surgeons see the faults in the designs of the
implants they use and, by collaborating with bio-
engineers and manufacturers, develop the newer
prostheses. The interface between the bone and
the prosthesis still requires much further develop-
ment.

Regular, objective assessment of patients after
total hip replacement operations is essential.
Results of failures should be published early, but
reports of intermediate and long term results
should not be spumed by the journals.

Surgeons wishing to change to a newer and
improved implant cannot consult published data
for a decade and feel obliged to use the new but
unproved implants. Provided they report their
results, progress towards a lifelong hip prosthesis
should be made.
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Effective and acceptable
treatment for depression
EDITOR,-The first point made by Fujian Song
and colleagues,' the lack of additional clinical
benefit from selective serotonin reuptake inhibitors
than from older drugs (they review of course more
than just trials against tricyclic antidepressants,
including mianserin, trazodone, and nomifensine
among the comparators cited) is not disputed. Any
new drug which breaks the 60-70% efficacy barrier
is likely to become an overnight success. Alas, we
are still waiting. It is unfortunate, however, that
the biggest trials, which had most hope of reaching
sufficient statistical power to address this point, are
precisely those for which standard deviations were
not available and were thus excluded from the
main analysis. The authors, predominantly from
an academic public health background, show a
touching faith in the reliability of the Hamilton
scale in whatever form as a clinical outcome
measure; in most of the clinical trials that I have
been involved in over the past 14 years the
interrelated reliability for this instrument has been
far too embarrassing to publish. Similarly, none of
the published studies cited used a standardised
interview for the initial assessment, relying on
clinical impression and clinical checklists for
diagnostic inclusion criteria. This methodological
sloppiness is almost universal in psychiatric drug
trials worldwide at present and contributes to the
heterogeneous study populations noted by the
authors.
The conclusions of the paper hinge, therefore,

on the acceptability of the drugs, assessed in the
meta-analysis by drop out rate. Here, too, there
are several difficulties. Clinical trials with extra
research staff spending hours per visit in special
clinics do not represent real clinical practice.
The drop out rates of 32-33% cited are more
representative of supervised day care settings than
of the close to 50% reported in outpatients clinics.2
Patients can be persuaded to put up with side
effects in a short term trial, especially when the
payment is higher for those who complete the
trial. As the authors imply, a median of six weeks is
too short a period to allow adequate assessment.
Prophylaxis and maintenance studies in recurrent
depression now aim for two years plus treatment
commitments; we need to examine outcomes in
long term studies to gain a realistic appreciation of
issues related to acceptance of treatment. Follow
up studies of one to two years comparing selective
serotonin reuptake inhibitors with tricyclic anti-
depressants are clearly showing a big advantage in
favour of compliance with selective serotonin
reuptake inhibitors.'4 There may not yet be enough
of these studies to allow firm conclusions, but it is
premature to reject selective serotonin reuptake
inhibitors on the basis of inadequate short term
studies. The crude nature of the drop out rate as a
measure of acceptability is also apparent. What is
really required is reliable data on quality of life. I
agree with the authors that better designed studies
are needed and should be mandatory for journal
reports, but I believe this requires a more concerted
effort on all our parts to agree on an adequate and
standard quality of life instrument for assessing
depression. That is where we academics may
contribute, rather than letting the pharmaceutical
industry lead us by the nose.
This paper proves yet again how difficult it is in

meta-analysis to do justice to complex clinical
reality: just because the baby is very dirty indeed,
let's not be tempted yet again to throw it out with
the bath water.
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