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Wirshing, 1989); perhaps particularly unless
emphasis is laid on training and monitoring
AIMS examiners. Pseudoparkinsonism and
akathisia would be expected to be more
common on haloperidol.

Further studies comparing the TD risk
of atypical and conventional antipsychotic
medications are needed.
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Author’s reply: We appreciate the oppor-
tunity to respond to several interesting
points raised by Dr Woods in his letter
regarding our recent article (Beasley et al,
1999).

Dr Woods suggests the possibility that
the reported difference in rates of develop-
ment of tardive dyskinesia (TD) may have
been due to the insensitivity of the assay
procedure (periodic administration of the
Abnormal Involuntary Movement Scale
(AIMS)) to “true TD”. The letter further
suggests that this may have been due to
the lack of systematic rater training and/or
lack of interrater reliability. It is true that
raters were not trained systematically nor
was interrater reliability evaluated. How-
ever, for these hypotheses to be tenable,
the insensitivity would have been selective
for the olanzapine treatment group. Low
interrater reliability is generally believed
to increase variability in a random fashion
and thereby create a situation where differ-
ences are more difficult to detect owing to
this source random error. Further, with
the haloperidol treatment group, there
was clearly substantial sensitivity with our
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assay procedure as discussed and addressed
at length in our article.

As noted in the letter, the comparison
of baseline prevalence of TD detected in
our study and the estimates of point preva-
lence for TD in the population of patients
suffering from schizophrenia and with
demographic characteristics similar to those
of our research sample affords a method
to judge the validity of our assay procedure
for TD. The percentage of patients identi-
fied as having TD at baseline in our study
population (defined as meeting Schooler-
Kane criteria or having a history of TD
recorded on their charts) was 28.8%. Kane
et al (1988) found a point of prevalence of
23.4% across three sites. Additional studies
and reviews suggest a prevalence of about
20% among patients with schizophrenia
(Kane et al, 1980; Kane & Smith, 1982).
Our baseline prevalence and the point pre-
valence of TD cited in the literature are
comparable, suggesting at least good relia-
bility between investigators conducting our
study and the raters generating the point
prevalence data in the literature described
above. If the point prevalence data cited
in the literature are accepted as accurately
describing the point prevalence of “true
TD”, the concordance also suggests the
validity of the ratings of our investigators.

We have acknowledged that cases identi-
fied during the initial six-week examination
period may have been identified because
of confounding of withdrawal phenomena.
The possibility also exists that AIMS ratings
were confounded by akathisia and/or parkin-
sonism. Dr Woods suggests that an analysis
excluding that initial study period would be
useful. Although not displayed graphically,
such an analysis was included in Tables 1
and 3 and indicates a clear difference be-
tween olanzapine treatment and haloperidol
treatment. Also, although the data were not
included in the article, Barnes Akathisia Scale
(Barnes, 1989) and Simpson—-Angus Scale
(Simpson & Angus, 1970) scores correlated
poorly with the AIMS scores in our study.

We believe that we cautioned the readers
of our article not to accept the absolute rate
of development of TD found in our study
as necessarily valid. However, the relative
differences between rates of development
of TD during olanzapine and haloperidol
treatments in these large samples of patients
would appear well established and valid.

We agree that further studies of the
incidence and rate of development of TD
in patients treated with typical compared
with atypical antipsychotics is warranted.

It would be useful to standardise frequency
of observation and optimise validity and
relativity of assay methods.
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Atypical antipsychotics and
neuroleptic malignant syndrome

Sir: We were interested to read the article by
Barnes & McPhillips (1999), particularly
the paragraph about neuroleptic malignant
syndrome (NMS) in which it was suggested
that the newer atypicals (sertindole, olanza-
pine and quetiapine) have not been asso-
ciated with NMS.

We are sorry to note that this is not the
case. Presumably since the above article
went to press, there have been at least two
case reports of NMS in association with
olanzapine (Filice et al, 1998; Burkhard
et al, 1999) in which olanzapine was the
only neuroleptic used. With regard to que-
tiapine we are informed (Zeneca, personal
communication, 1998) that their internal
safety database has established possible
and definite cases of NMS associated with
quetiapine usage.

Although the atypicals have been rightly
celebrated for their efficacy and side-effect
profiles, any drug whose mechanism of
action involves the blockade and down-
regulation of central dopamine receptors
should be regarded as a potential cause of
NMS. Clinicians should maintain as great
a vigilance with the atypical neuroleptics
as with the older, traditional ones.
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Prescribing donepezil in clinical
practice

Sir: We were interested to read the recent
editorial on the new treatments for Alzhei-
mer’s disease and the account of experiences
with these drugs in south Manchester
(Burns et al, 1999a). We report here our
success in titrating up the dose of donepezil
and difficulties in discontinuing treatment.
In Lancaster we have been prescribing
donepezil since April 1997 using the Cam-
bridge Cognitive Examination (part of the
Cambridge Examination for Mental Dis-
orders of the Elderly; Roth et al, 1986), the
Clinicians’ Interview-Based Impression of
Change (Leber, 1990) and carer report to
assess response. We have prescribed for
44 patients so far. The pattern of response
has been very similar to that in south Man-
chester and we can confirm valuable non-
cognitive response such as improved mood,
initiative, confidence and clarity of
thought. However, we have had only five
drop-outs (in south Manchester one-third
of patients dropped out) and we wonder
whether our individually tailored flexible
way of prescribing donepezil has meant
that side-effects were less problematic. We
have aimed at 10 mg daily as the optimum
dose in all cases in view of the clear dose-
response effect, recently confirmed (Burns
et al, 1999b). Using the long half-life (70
hours) of donepezil, it is easy to titrate up
slowly from 5 mg to 10 mg daily, by using
intermediate steps, such as 5, 5, 10 (re-
peated) 5, 10, 10 (repeated) to achieve 10,
10, 10 over weeks. It is important, there-
fore, that the first prescription for 10 mg
daily is dispensed as 2 x 5 mg to allow for
this, and also to allow for a dose reduction
to 5 mg daily, if side-effects are really
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troublesome. If morning diarrhoea is a pro-
blem after 10 mg nocte, 5 mg twice daily
has resolved the problem.

Another difference from the south
Manchester experience is that we have had
some problems discontinuing donepezil. In
three cases discontinuation has been fol-
lowed by some of the following: increased
disorientation with loss of familiarity, agita-
tion and restlessness, especially nocturnal,
with visual hallucinations, lowering of
mood, anxiety, uncooperativeness and carer
distress. In future, we plan to reduce the
dose to 5 mg some weeks prior to stopping
it altogether.

We wonder whether these new anticho-
linesterase drugs may have a role in future
as an alternative to neuroleptics in mana-
ging behavioural disturbance associated
with Alzheimer’s disease.
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More trouble with ethics
commiittees

Sir: I applied for permission to conduct
research within two National Health Service
trusts, each covered by two local research
ethics committees (LRECs). The responses
were: (a) trust 1: one LREC approved, the
other refused on the grounds that the study
contravened the Data Protection Act; (b)
trust 2: one LREC approved, the other
approved on condition that patient consent
was obtained. I attempted to clarify: first,
how to proceed, given these contradictory
decisions; second, why consent was required
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(given that the intention was to obtain
anonymised patient information from clini-
cians without patient contact) and third,
whether or not the information required
contravened the Data Protection Act.

According to the health authority, the
situation arose because LRECs had failed
to merge alongside their corresponding
trusts. The health authority also noted that
I need only have applied to one LREC per
trust, although this was not clarified on
application. The health authority advised
me to request information about only those
patients who resided in geographical areas
covered by the LRECs who gave approval.
Notwithstanding the effects on the study,
this meant telling clinicians in trust 1 that
it was only ethical for them to give infor-
mation about patients from certain geogra-
phical areas, and in trust 2 that only those
patients from certain geographical areas need
to consent. The Department of Health and
the health authority could not advise about
the consent issue and noted that decision-
making had been devolved entirely to the
LRECs. The Data Protection Registrar’s
office commented that the information I
required did not contravene the Data
Protection Act.

It has long been recognised that LRECs
demonstrate high degrees of practical and
methodological diversity (Garfield, 1995;
Middle et al, 1995). Although it must be
accepted that there will be some variation
due to local needs (Gilbert et al, 1989), it
is reasonable to expect that LRECs, parti-
cularly those covering the same local area,
will strive for both internal and external
consistency. The Department of Health,
research councils and the Data Protection
Registrar should work together to provide
national guidelines for LRECs, both in
the public interest and in the interests of
research. The LRECs involved in my case
have now decided to review their proce-
dures, but too late to benefit my study.
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