Are NICE guidelines losing their impartiality?

I applaud Taylor & Perera' for their clear discussion of these very
important issues. For me the most important sentence in their
piece is the last one, that ‘CG178 appears to be open to a critique
of bias’ This is not the first occasion that such issues have arisen
and I think that it is time for the National Institute for Health and
Care Excellence (NICE) to take a long hard look at the relative
standards that are set for making recommendations about the
use of non-pharmacological and pharmacological treatments. A
previous example is seen in CG72 Attention Deficit Hyperactivity
Disorder,” where it would appear that a lower quality of trials
was allowed and lower standards of evidence were required to sup-
port behavioural approaches than for pharmacological treatments.
A similar criticism can be made about CG28 Depression in Children
and Young People,” and there are no doubt others. Although the
ultimate recommendations made in these guidelines may, on
one level at least, be sensible, I believe that the evaluation and in-
terpretation of the evidence, including the selection of trials and
assessment of their quality as well as their outcomes, should be
the same regardless of the mode of treatment. If NICE, who as
Taylor & Perera point out occupy an extremely important position
in our lives, then decide to interpret or weight evidence differently,
this should be clear and transparent. NICE must be above all
claims of bias and need to work hard to ensure that they regain
this position.
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Authors’ reply: We thank Professor Coghill for his interest in
our editorial, and his positive comments supporting our views.
It is notable that, thus far at least, the only comments either of
us authors have received have been positive despite our editorial
being deliberately tendentious, and what can appear to be a world-
wide promotion of cognitive—behavioural therapy for psychosis. A
related point is that even if cognitive-behavioural therapy for
psychosis was in fact highly efficacious, there seems to be such a
dearth of clinical psychologists in the National Health Service that
accessing even an initial assessment can take up to 18 weeks — a
long time to wait for someone actively psychotic.
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Hearing voices: are we getting the message?

In a large study of adults with bipolar disorder, Upthegrove and
colleagues report associations between childhood sexual abuse
and lifetime occurrence of mood congruent auditory and visual
hallucinations; however, no associations are seen for delusions
or diagnoses of psychotic disorders." The findings are similar to
a recent study of psychotic symptoms in borderline personality
disorder (BPD) that shows high lifetime prevalence of auditory
and other hallucinations (with predominantly negative contents)
but not delusions.” Together these studies provide important clues
regarding mechanisms of specific psychopathology. They also raise
a wider question regarding the relationships between psychotic
and common mental symptoms such as mood and anxiety.

Using interviews with the Present State Examination, the BPD
study” found that 80% of 30 patients (collected from a specialist
personality disorder service) had experienced psychotic symptoms
at some point during their lifetime. Auditory hallucinations were
reported by 50% and visual hallucinations were present in about a
third of the sample. Although the form of auditory hallucinations
was similar to that in schizophrenia, the content was
predominantly negative and critical even when they occurred
outside an affective episode. Contents of visual and olfactory
hallucinations were also mainly negative and unpleasant.
Delusions, however, when present, indicated previously
undiagnosed psychotic disorder. Although the study did not
examine maltreatment specifically, such history is common in
BPD. Thus mood dysregulation, which is an important feature
of both BPD and bipolar disorder, might explain the emergence
of negative, self-critical auditory/visual/other hallucinations in
victims of childhood maltreatment.

The findings along with other research indicate psychotic
symptoms are common and can occur in the context of non-
psychotic disorders. A recent phenomenological study found that
auditory hallucinations are present in a diverse sample of people
with various diagnoses and clinical histories, where they are
associated with fear, anxiety, depression and stress as well as
positive or neutral emotions.’” In young people, auditory
hallucinations have been reported to occur alongside mild to
moderate depression and anxiety, where they are a marker of
severity, for example multiple psychiatric comorbidity or
suicidality. Similarly, a recent study found that depression,
anxiety and psychotic symptoms measure a single, common
underlying factor in the population, with psychotic items
measuring the more severe end of this continuum.” Together these
findings suggest that similar to depression and anxiety, psychotic
symptoms — particularly auditory hallucinations — are common
mental symptoms. Therefore, psychotic phenomena should be
routinely included in epidemiological assessments of psychiatric
morbidity. Diagnostic classification systems should acknowledge
the presence of psychotic symptoms in non-psychotic disorders
to reflect evidence, which will also allay worries among patients
and many clinicians who tend to associate hallucinations
exclusively with psychosis.
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Authors’ reply:  We thank Khandaker et al for their response to
our paper, and are in broad agreement that psychotic symptoms
are more common than currently recognised in mood disorders.
Indeed our previous work has highlighted this and likewise the
importance of mood symptoms in psychosis."? In our present
study the presence of hallucination but not delusion was most
frequent in those with a history of child sexual abuse.” Hallucinations
in particular may occur in non-psychotic diagnoses in the presence
of childhood or later trauma.” Thus hallucinations may have less
specificity for psychosis than one might expect given the weight
positive symptoms have in diagnostic terms.*> Khandaker et al’s
proposal that diagnostic systems should acknowledge the presence
of these experiences in non-psychotic disorders is important. This
recognition would allow clinicians to better accept diagnostic
uncertainty, allay worries provoked by an exclusive association
of hallucinations with psychosis, and enable further investigation
as to underlying causality within a symptom-specific approach.
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Childhood non-affective psychoses: data analysis

The epidemiology of psychosis in children is a story of even
smaller numbers than for psychosis in grown-ups. But how much
smaller? The short report of Tiffin & Kitchen' on incident cases of
schizophrenia in children in 2010-2011 is a well-needed addition
to a limited descriptive literature on psychosis in children. I have a
couple of points about the analysis, which I feel might clarify the
report.

The authors point out at the outset the heuristic that earlier
onset cases of a disorder might have a ‘greater loading of causal
factors’ This does not seem to be correct — all cases of a given
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disorder represent the interrelation of a number of risk factors
on a causal pathway — it is therefore unclear why earlier cases
would represent the culmination of pathways with a greater
number of causal factors. The authors may mean that earlier onset
psychoses could represent individuals with stronger risk factors
for the disorder. However, although this is usually correct for
diseases in general, this point rests on the assumption that there
is a single underlying outcome under study, which has long been
contested.” Assuming this heterogeneity is related in some way to
the clinical heterogeneity of schizophrenia across people of
different ages and with different risk factor patterns, this may
explain the large number of false positives identified in Tiffin &
Kitchen’s study.

Second, although the authors present confidence intervals
(presumably based on Poisson standard errors), it is important
to point out what the intervals are referring to — this study
attempts to capture all cases within a surveillance approach, rather
than to sample the target population. In this case, the confidence
intervals refer to the underlying randomness of the disease
process, rather than to the design of the study.” Confidence
intervals used in this way are not meaningless, but they may not
be strictly necessary here — it seems that reporting the crude rate
in this type of study is an almost equally informative approach for
the purposes of this research. Furthermore, uncertainty about the
true rate of the disorder due to random variability (‘error’) in the
disease process likely pales in comparison with the systematic er-
ror introduced by biases in this design.
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Authors’ reply: To clarify, we did mean to state that earlier
onset psychoses could represent individuals with stronger risk
factors for the disorder. We agree that there is likely to be some
heterogeneity in the outcomes, even if the loading of putative
causal factors is similar for any set of given individuals. However,
there is evidence that cases of childhood-onset psychosis spectrum
disorders in general, when carefully defined, tend to be more
severe and more homogeneous, with stronger family histories of
schizophrenia spectrum disorders than adult-onset cases.'™
Therefore, there may still be much to be learned about causality,
even if the assumption of homogeneous clinical outcomes does
not hold strictly true. Moreover, we believe the high rate of false-
positive reports is likely to be due, at least in most instances, to
clinicians initially wrongly attributing perceptual disturbance in
children to an underlying psychotic illness. In most cases, it is
likely that voice experiences and other potentially psychotic
phenomena may result from processes that may be conceptualised
as more psychologically driven, such as dissociation. Such
experiences are commonly reported in community samples of
children and adolescents, who are likely to share few, if any, of
the risk factors associated with the development of early-onset
schizophrenia spectrum disorders.*
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