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A Commentary on

Preventive Treatments for Psychosis: Umbrella Review (Just the Evidence)
by Fusar-Poli P, Davies C, Solmi M, Brondino N, De Micheli A, Kotlicka-Antczak M, et al. Front
Psychiatry (2019) 10:764. doi: 10.3389/fpsyt.2019.00764

It is striking that the field of intervention for young people at high risk of psychotic disorders has
progressed to the point that an umbrella review of evidence (a review of meta-analyses) is even
feasible. This is testament to the dedication of a number of research groups internationally and the
spread of early intervention services. Fusar-Poli and colleagues (1) conclude, based on their review
of 7 meta analyses made up of 20 intervention trials, that there is no evidence to favor any preventive
intervention over any other (or control condition) for improving clinical outcomes in the high-risk
clinical population and that caution is required when making clinical recommendations for this
group. While much in the review is balanced commentary, we suggest that this “take home”message
is a partisan interpretation of the current evidence base, in contrast to what is implied by the review’s
title (“just the evidence”).

We base this argument on two key points:

1. The fact that no single treatment has been identified as being superior to others in improving
clinical outcomes should not be seen as a disappointment or failure of the field. The “dodo bird
verdict” (so-named after the dodo bird in Alice in Wonderland (1865), who declares after a
running contest that “everyone has won and all must have prizes!”), i.e., a number of
interventions have the same effect, is not uncommon in many mental and physical disorders.
Indeed, this has been a highly active area of discussion in psychotherapy research over the last
several decades (2). As discussed in that literature, the “dodo bird verdict” may partly be a
product of group-level statistics (2). That is, individual differences in response to treatments
(e.g., person X responding to CBT, person Y responding to omega-3 fatty acids) are cancelled
out by aggregating across individuals in group-level analysis, with sample sizes not currently
sufficient to confidently identify sub-group therapeutic response. We agree with the review’s
authors that the field now needs to parse heterogeneity and identify sub-groups who are more
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likely to respond to particular therapies compared to others.
In fact, this is what we have recently done in a secondary
analysis of our omega-3 intervention trial in this clinical
group, identifying that omega-3 supplementation was
particularly effective for patients with low omega-3 fatty
acid levels at study entry and that clinical improvement
was associated with omega-3 fatty acid increase during the
trial. The NEURAPRO biomarker analysis also showed that
higher omega-3 baseline levels predicted better clinical
outcomes independent of further supplementation,
highlighting the importance of biomarker guided targeted
intervention (3). Pursuing this “precision medicine” avenue
in future trials requires large samples, international
consortia-based groups, and replication trials. Another (not
mutually exclusive) approach, which might be more feasible
given the current state of knowledge, is staged treatment
designs, which adjust treatment based on treatment response/
clinical progress and dynamic prediction of likely outcomes.
This is the approach we have adopted in our current
sequential intervention trial (SMART) in this clinical
population (4).

The apparent equivalence of various therapies should not
be seen as clinically meaningless, as suggested in the review.
Being able to offer a range of treatments, and not yet being
able to fine tune/personalize this treatment given the current
state of knowledge, puts a strong emphasis on the role of
patient preference and shared decision making. This
approach to treatment, with patient-directed care and a
strong collaborative approach, has been found to increase
compliance and possibly enhance the effectiveness of
treatment (5–7).

Another way of viewing the “dodo bird verdict” is that it
points toward possible potent shared factors in treatment,
which has not been adequately recognised in the field to date.
Obvious candidates are the role of hope for clinical
improvement and risk reduction (8), therapeutic alliance,
practical case management, and early intervention service
milieu (9, 10). Additionally, the possible therapeutic impact
of the alliance formed between a young person and research
interviewer (via regularity of contact, enquiring as to current
mental state, contextual factors, etc.) and the positive impact
of self-monitoring that research participation entails (via
research interviews, ecological momentary assessment, etc.)
should not be underestimated (11).

2. This leads us to the possible contribution of improved standard
treatment in clinical high risk services. Imagine if a
commentator had remarked in the mid 1990s, when the
clinical high risk field was starting out, that a mark of success
for the field would be seeing transition to psychosis rates in this
clinical population drop to about 10% (from an initial 30%–
40%) by 2020, including in those who receive standard clinical
care. Some may have seriously doubted the possibility of ever
achieving this, but few would have disagreed that this would
represent a major health success. While we agree with the
review’s authors about the importance of clarifying next steps
for the field, we should recognise that substantial progress has
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been made in “standard treatment” in early intervention
services for this clinical population and therefore effective
interventions are perhaps “hiding in plain sight”.

Standard treatment for this clinical population is an active
psychosocial intervention and has been refined over the years
(i.e., it is not a fixed entity), particularly in specialised clinical
research services where most of these intervention trials have
been conducted. Standard treatment as a comparison condition
might have become more effective in recent trials, coupled with
the observed rise in placebo response (12), which may
effectively have introduced a ceiling effect for finding
additional benefit of specific trial interventions. While it is
challenging to distil the effective ingredients of standard
treatment (some possibilities are listed above), we recently
conducted a file audit of patients who received standard
treatment in our high risk clinic at Orygen to assess this issue
(13). Findings indicated that increases in the provision of CBT,
problem solving therapy, and duration of treatment modulated
the relationship between year of entry and transition risk. In
other words, increases in these treatment components may
have contributed to the reduction in psychosis risk in this
clinical population over time. Also of note is that standard
treatment generally includes the treatment of comorbidities
(e.g., through the use of evidence-based psychotherapy and
antidepressant medication) (4, 14) which may reduce psychosis
risk, as well as psychoeducation and enhancing coping skills,
which may in themselves be effective in dealing with stress as a
trigger of psychotic symptoms (15), consistent with the stress-
vulnerability of psychosis (16).

Another example of how ‘standard’ treatment may
have shifted over time is with regard to duration of
transdiagnostic symptoms prior to receiving treatment.
This variable has been identified as one of the most potent
predictors of transition risk, regardless of whether the
patient receives standard care or controlled trial treatment
(Figure 1). Patients with a short duration of symptoms are
more highly represented in recent cohorts (17, 18). Figure 1
shows that the rate of psychosis onset in patients with a
shorter duration of symptomatology prior to treatment (<1
year) is significantly lower than those with a longer duration
of symptoms prior to treatment, even when followed over a
10-year period [with the length of this follow up period
showing that this is not a lead time bias effect (17)]. This
further illustrates how “standard” treatment may have
shifted over time (toward earlier intervention), resulting in
improved clinical outcomes. While sampling issues and
recruitment strategies may also have contributed to the
reduced transition risk in this clinical population (17, 19–
24), the evidence for this is not strong, with baseline data in
fact indicating that clinical severity has not altered
substantially in clinical high risk patients over the decades
(19). In contrast, the observations and data flagged above
indicate that structural and content changes to standard
treatment may be strong contributors to the reduced
psychosis transition rates. In our view, the fact that this
has not been sufficiently recognised to date may be partly
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due to the difficulty of systematically capturing standard
treatment changes, but also partly due to the fixation in the
psychosis research field on biomarkers and biotherapies, as
though these represented the only real signs of progress (25).
This approach disregards the potency of comprehensive
psychosocial care, possibly particularly in young people in
the early stages of disorder.

Finally, a point of clarification. The review misinterprets a
previous article of ours published in Frontiers in Psychiatry
(26), specifically our use of the phrase “second order issue”.
Rather than referring to transition to full-threshold psychosis
as an outcome in clinical high risk intervention studies as a
Frontiers in Psychiatry | www.frontiersin.org 3
“second order issue”, as the review claims, we were referring
to the question of which specific trial treatment is the most
effective as being a second order issue. We are certainly not
advocating that transition to psychosis should be
marginalised as an outcome of interest, as the review
suggests that we were.
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