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menstrual syndrome might result from an overlap in
symptoms. There could be no such overlap, however,
to explain the link that we found between psychiatric
state and the physical symptoms of the premenstrual
syndrome. We know ofno other source of contamina-
tion in our data. If, however, we had used the rating
scale for the climacteric syndrome recommended by
Drs Bell and Katona the findings would certainly
have been contaminated by anxiety and depressive
symptoms.
Drs Bell and Katona consider the association that

we reported betweenvasomotorsymptoms and psychi-
atric state to be "especially problematic." They attri-
bute three statements to us (the first and third being
incorrectly reported) and refer to "apparent inconsis-
tencies" between them. We reported that psychiatric
state was, firstly, associated with vasomotorsymptoms
in the two age groups 40-45 and 45-49, secondly, not
associated with age, and, thirdly, not associated with
menopausal state defined by the time scale mentioned
above.
Our study is said by Drs Bell and Katona to have

"methodological flaws in its design and data analysis."
This is puzzling. Though they comment on our
assessment procedures, they say nothing about the
design of the study or the data analysis (apart from
saying that no multivariate techniques were used to
resolve inconsistencies that did not exist). In addition,
they warn against the uncritical acceptance of our
"implied conclusion that many gynaecological symp-
toms are psychiatric in origin." We implied no such
conclusion. In discussing aetiology, we simply sug-
gested that in psychiatrically vulnerablewomen gynae-
cologicalsymptomsmightinduceemotionalsymptoms
or that chronic difficulties might induce psychiatric
disorders that could make women more likely to pay
attention to gynaecological symptoms, or find them
distressing, or regard them as abnormal. Do Drs Bell
and Katona dispute these suggestions?

After careful consideration of their letter we
conclude that their criticisms of our assessment
methods, however strongly worded, are of no
substance; that in our study highly significant
associations were found between precisely defined
gynaecological symptoms and standard measures
of mental state and neuroticism; and that there is
no reason to revise our aetiological suggestions.
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Acyclovir and pregnancy

SIR,Weagreewith DrC L S Leen and colleagues
(31 January, p 308) that further data on the use of
acyclovir in pregnancy are needed to determine
whether it is harmless to the unborn child. As part
of a more extensive epidemiological survey of all
aspects of the clinical safety of the drug we are
collecting information about pregnant women who
have been exposed to acyclovir. Cases notified to
the acyclovir in pregnancy registry before the
outcome of pregnancy is known are followed up
after delivery to ascertain neonatal outcome. This
information is made available to doctors who have
to advise patients on the relative risks and benefits
of treatment or on the continuation of pregnancy
after inadvertent exposure to the drug. Gases
notified to us after the outcome is known are also
reviewed descriptively but will not be used to
calculate rates of abnormal outcomes because of
the likelihood of selection bias.

Entries in the register have accumulated slowly
over the past two years, and there are too few cases
to warrant general publication or conclu'sions
about the safety of the drug at any stage during
pregnancy. The information is, however, reviewed
by an independent advisory committee and sum-
marised every few months, and these summaries
will be made available in confidence to any health
professional on request.
We depend on the continued cooperation of

doctors who are responsible for cases suitable for
inclusion in this study. Risk-benefit decisions
concerning the wellbeing of the fetus should be
based on firm ground, and until the results of
formal epidemiological studies are known we hope
to provide that base from an increasing number of
prospectively notified cases in the register. Notifi-
cations of new exposures or requests for informa-
tion should be made to one of us or to the medical
director of the local Wellcome company.
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Oral acyclovir in acute herpes zoster

SIR,-Though we would not dispute the con-
clusions of Dr M W McKendrick and others.
(13 December, p 1529); their. choice, of placebo
group makes it difficult to apply them in the spirit
of scientific medicine.
When'examii aii analgesic effect' it is reason-

able to compare the trial'drug with conventional
analgesia, but it would seem that this was notdone.
This is surprising, particularly as acyclovir'is a very
expensive analgesic. The improvement in rash
healing also seems to be in comparison with no
treatment, although to design a trial otherwise
would be difficult. Topical idoxuridinein dimethyl
sulphoxide has been used for several years and is
thought to be effective' 2; itwould have been useful
to know if oral acyclovir was an improvement on
this.
Though there are sound theoretical reasons for

thinking that oral acyclovir is useful when given in
the first-three days ofrash, ifthe clinical response is
no better than' the response to conventional;
supportive treatment its general use should not be
encouraged, especially as the evidence suggests
that it does not affect postherpetic neuralgia.
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AUTruoRS' REPLY-We were surprised that Mr R J
Marsh and DrM Cooper questioned our inclusion
of a placebo group and are uncertain what they
mean by "the spirit of scientific medicine." They
also state that topical idoxuridine is thought to be
effective, but we would dispute that thiis has ever
been co'nfirmed adequately.' Shingle's is a variable
disease, and in trials controlled adequately for
this variability topical idoxuridine in dimethyl
sulphoxide in the conventionally prescribed dose

(5% idoxuridine) was not shown to have any
benefits.' The higher strength preparation has to
be applied with lint for it to be ofany use, which is
impractical in an outpatient setting.
The controlled use of a specific analgesic drug,

particularly in a domiciliary study, is neither
practicable nor possible. The pain relief derived
from different drugs varies between patients, as
does preference for different drugs, in relation to
patients' tolerance and the side effects experienced.
Patients often need two or three chanrges of drug
before optimum analgesia is achieved. In our study
there was no significant difference in analgesic use
between the acyclovir and placebo groups.

Drs Marsh and Cooper suggest that the clinical
response to the antiviral acyclovir "is no better
than the response to conventional, supportive
treatment." This is exactly what we have been
studying, and there is no doubt from our data that
patients do respond to acyclovir, particularly those
who have severe pain and who start treatment
within 48 hours of the onset ofthe zoster eruption.
Though an effect on pain and rash healing has

been shown in the acute illness, no effect on
postherpetic neuralgia has been reported. This
must be the ultimate goal in treating zoster, and we
will soon be in a position to analyse the six month
follow up of the many patients in our multicentre
study. Only when all the data are available will we
be able to provide more precise guidelines as to
who is likely to benefit from treatment and how
acyclovir should best be used in managing patients
with zoster.
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Better reporting of adverse drug reactions

SIR,-Dr John Griffin (28 'February, p 576)
advocated a scheme of cohort identification that
would enable the possible causeand likely number
of any adverse reactions to- be estimated more'
accurately. The sensitivity of the method would
depend on the size ofthe cohort initially identified.

Although the introduction ofyellow forms in the
back oftheBritish National Formulary and in FP10
prescription pads increased the notification of
adverse drug reactions to the Committee on Safety
of'Medicines by 24%, from 12 500 to 15 500 yearly,
the notification ofadverse drug reactions still needs
improvement, and any means whereby this can be
achieved should be encouraged.

It has always seemed anomalous to me that the
manufacturer of the medicine to which an adverse
reaction occurs does not automatically receive
the same' detailed information from the doctor
reporting the adverse drug reaction as the Com-
mittee on Safety of Medicines. Admittedly, the
committee provides information in a tabulated,'
anonymised form for the pharmaceutical industry,
but details of patients and of reporting doctors are
not conveyed to manufacturers, and much of
the other information given on the yellow card,
including concomitant treatment; for example, is
not available; it is, of course, ethically correct
that details that might identify patients remain
confidential. The overwhelming 'impression,
however, from doctors with whom I have dis-
cussed this problem is that they wvould not object
to details of the reporting doctor being sent to
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