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Should antipsychotics be used for
the management of agitation and
psychosis in dementia?”

Hannah Glatzel

SUMMARY

Agitation and psychosis are two common distres-
sing symptoms of dementia. The results of this
issue’s Cochrane Corner review suggest that, if a
pharmacological approach is required, the use of
risperidone and other atypical antipsychotics for
the purpose of managing these symptoms seems
questionable. Furthermore, typical antipsychotics,
haloperidol in particular, might have a greater
impact on agitation and psychosis than already
recognised. This commentary critically appraises
the evidence on the efficacy of typical and atypical
antipsychotics for agitation and psychosis in
dementia.
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In 2015, 47 million people worldwide suffered from
dementia (Livingston 2017), including 5% of the
population over 60 years old (Prince 2015: p. 24).
As the disease progresses, approximately 90% of
individuals will develop behavioural and psycho-
logical symptoms of dementia (BPSD) (Borsje
2018). BPSD include apathy, depression, agitation
and psychosis (Kales 2015); two of these, agitation
and psychosis, are particularly difficult to manage
(Aalten 2003). This is of clinical importance, as
BPSD are distressing to both patients and carers
(Cohen-Mansfield 2016).

Do non-pharmacological interventions
work?

Non-pharmacological interventions are the first-line
of treatment for those experiencing BPSD (National
Institute for Health and Care 2018: section 1.4) and
they include aromatherapy, dance and music
therapy. Research supports the efficacy of music
therapy in reducing agitation in people with dementia
(Abraha 2017), with effects continuing beyond the
end of treatment (Livingston 2014). Significantly,
one paper suggested that non-pharmacological
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measures could reduce the severity of BPSD with
the same efficacy as pharmacological interventions
(Brodaty 2012).

Despite this supportive evidence for non-pharma-
cological interventions, antipsychotics are routinely
prescribed to treat agitation and psychosis in
dementia (Yohanna 2017).

Antipsychotics — friend or foe?

Research has highlighted the potential side-effects
antipsychotics can have in those with dementia exhi-
biting BPSD. These included extrapyramidal side-
effects, somnolence, further cognitive decline and
serious adverse events (Lonergan 2002; Ballard
2005).

The Halting Antipsychotic Use in Long-Term
care (HALT) study, which focused on the depre-
scribing of antipsychotics, identified that increased
agitation was the most common reason for restarting
or remaining on antipsychotics. The majority of
these requests came from the nursing team (63.2%)
and family members (Aerts 2019).

Interestingly, it has been proposed that carers
deem the benefits of antipsychotics ‘more percep-
tible than their side-effects’ (Almutairi 2018), poten-
tially increasing their prescription (Kerns 2018). Itis
also noteworthy that, despite the perceived benefits
on BPSD, one small study proposed that antipsy-
chotics might also reduce positive emotions such
as delight (Fujii 2019).

The aim of the review in this month’s Cochrane
Corner (Miihlbauer 2021) was to provide an
updated analysis of these issues incorporating two
previous papers reviewing the effect of typical and
atypical antipsychotics on people with dementia
(Lonergan 2002; Ballard 2006).

The Cochrane Review

Summary

The review authors included only randomised,
placebo-controlled trials that involved people with
Alzheimer’s disease, vascular dementia or both,
with significant agitation or psychosis, regardless
of their age or severity of disease. Trials were
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excluded if the majority of participants had other
types of dementia or if they included delirium specif-
ically. For this critical appraisal, I will focus on the
primary outcomes, which were: efficacy of antipsy-
chotics for both agitation and psychosis, and
adverse events associated with antipsychotics (som-
nolence, extrapyramidal side-effects, any adverse
event or death). Efficacy in treating agitation and
psychosis was most commonly assessed using
the Cohen—Mansfield Agitation Inventory (CMAI)
(Cohen-Mansfield 1996) and the psychosis subscale
of the Neuropsychiatric Inventory Nursing Home
version (NPI-NH) (Cummings 2009) respectively.

The authors searched the ALOIS database (Box 1)
on 7 January 2021. ALOIS advised that the database
was not up-to-date because of the COVID-19
pandemic (https://alois.medsci.ox.ac.uk/about-alois)
and therefore the authors also ran independent
searches in the major databases, clinical trial registers
and grey literature. Two authors independently
assessed the eligibility of the identified studies and
subsequently extracted the data. Any discrepancies
were reviewed by a third author and resolved by
consensus.

For continuous outcomes (e.d. changes on the
CMAI), data were expressed as standardised mean
differences (s.m.d.) with 95% confidence intervals
(95% CI). For dichotomous variables, data were
analysed using risk ratios (RRs) with 95% Cls.
Heterogeneity was assessed by the y? statistic; a
fixed-effects model was used if the I? statistic was
under 40% and a random-effects model was used if
it was over 40%. However, the Cochrane
Handbook recommends caution against using the
%> statistic to decide between different statistical
analyses (Deeks 2022: section 10.10.2). This is
important as the presence of heterogeneity in a
fixed-effects model will generate a smaller confi-
dence interval than in a random-effects model.

At the time of this review, risperidone and halo-
peridol were the first-choice antipsychotics in
many countries and were thus subject to subgroup
analyses. A post hoc analysis of quetiapine was
added following peer review.

The bias of each paper was analysed using
the Cochrane Risk of Bias tool (Higgins 2019) and

BOX 1 What is the ALOIS database?

ALOIS, named after Alois Alzheimer, is a people with all types of dementia (not just

database maintained by the Cochrane

Alzheimer's disease), cognitive impairment or

Dementia and Cognitive Improvement Group ~ ‘for the improvement of, or prevention of
(https://alois.medsci.ox.ac.uk). Researchers decline in, cognitive function in healthy peo-
conduct monthly searches identifying new ple’ and adds these studies to the database
randomised/quasi-randomised trials involving  (https:/alois.medsci.ox.ac.uk/about-alois).

4

https://doi.org/10.1192/bja.2022.34 Published online by Cambridge University Press

the Grading of Recommendations Assessment,
Development and Evaluation (GRADE) (Schiinemann
2020) was used to analyse the quality of the
evidence. As per Cochrane guidelines, the review
authors used funnel plots to assess publication
bias when over 10 studies were available in the
analyses.

Results

A total of 8233 records were initially identified, with
1196 duplicates excluded; 7005 of the remaining
papers were deemed ineligible, leaving 24 studies
for qualitative synthesis and 23 for meta-analysis.
The distribution of these studies is shown in Fig. 1.

Most studies included individuals with moderate
or severe dementia, which is consistent with the
notion of increasing BPSD with disease progression
(Stern 1987). Notably, the review authors high-
lighted that often they were unable to ascertain
whether the participants recruited had responded
to non-pharmacological interventions. As men-
tioned earlier, in the community, patients are
treated with non-pharmacological interventions
first, followed by antipsychotics if this is ineffective.
Therefore, if study participants had not received
non-pharmacological interventions before recruit-
ment to the pharmacological trials, then the partici-
pants included in this review might not be
representative of those treated with antipsychotics
in the community.

It is uncertain whether typical antipsychotics
reduce agitation (s.m.d. =-0.36, 95% CI —0.57 to
—0.15), owing to pronounced heterogeneity and
imprecision of the confidence interval. Haloperidol
might decrease agitation (s.m.d.=-0.29, 95% CI
—0.51 to —0.07), although notably the confidence
interval is close to 0. Haloperidol might also
improve psychosis slightly (s.m.d. =—-0.29, 95% CI
—0.55 to —0.03), but the confidence interval sug-
gests an effect of no clinical relevance. Moreover,
each paper analysing the efficacy of typical antipsy-
chotics had a high risk of bias in at least one domain.

Haloperidol probably increases the risk of somno-
lence (RR=2.62, 95% CI 1.51-4.56); despite a
confidence interval above 1, there is pronounced het-
erogeneity. Haloperidol potentially increases the
risk of extrapyramidal side-effects (RR=2.33,
95% CI 0.9-6.01), but only one study analysed
this. Unfortunately, despite the thorough literature
search there was a lack of data regarding the
number of serious adverse events, which appears
to be a common problem (Parsons 2019). The
authors proposed that typical antipsychotics, and
specifically haloperidol, might increase the risk of
mortality even though these confidence intervals
(RR=1.46, 95% CI 0.54-4.00 and RR=1.88,
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6090 participants in total
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Em Proportion of studies analysing typical and atypical antipsychotics for behavioural and psychological symptoms of dementia (Mihlbauer 2021).

95% CI 0.65-5.48 respectively) encompass an
important harmful effect as well as a protective one.

The authors propose that atypical antipsychotics
reduce agitation (s.m.d. =-0.21, 95% CI —0.30 to
—0.12), but the clinical significance is questionable
owing to the small effect size (Page 2014).
Furthermore, they probably have little to no effect
on psychosis (s.m.d.=-0.11, 95% CI -0.18 to
—0.03), reflected in the marginal effect size.
Risperidone potentially reduces agitation (s.m.d. =
—-0.26, 95% CI —0.44 to —0.09), although with pro-
nounced heterogeneity, and probably has a negli-
gible effect on psychosis (s.m.d.=-0.11, 95% CI
—0.23 to 0.01) owing to a confidence interval that
indicates no clinical relevance.

The authors found that atypical antipsychotics
increase the risk of sommnolence (RR=1.93, 95%
CI 1.57-2.39) and probably the risk of extrapyram-
idal side-effects (RR =1.39, 95% CI 1.14-1.68). In
particular, risperidone probably increases the risk
of somnolence (RR =3.35, 95% CI 1.99-5.65) and
may increase the risk of extrapyramidal side-
effects (RR=1.75, 95% CI 1.32-2.33). Analyses
regarding adverse events and atypical antipsycho-
tics had a high risk of bias in at least one domain.
Meta-analysis suggested that both atypical antipsy-
chotics and risperidone might increase the risk of
mortality (RR =1.36, 95% CI 0.90-2.05 and RR =
1.29, 95% CI 0.64-2.60 respectively). However,
the confidence intervals in both analyses encompass
a harmful as well as a protective effect.

Discussion

Despite haloperidol being available for over 50
years, there are few high-quality studies examining
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its effectiveness in managing BPSD, making it diffi-
cult to draw a definitive conclusion regarding its
efficacy in people with dementia. There is some evi-
dence that haloperidol reduces psychosis, but owing
to the small number of studies, the review authors
were unable to assess its effects on agitation with
any degree of certainty. The lack of trials of typical
antipsychotics for BPSD means that there is no
current evidence for their use, but some research
has suggested that typical antipsychotics are more
frequently prescribed than atypical antipsychotics
in dementia (Allers 2017).

Interestingly, higher doses of haloperidol were
prescribed in all of these studies than is currently
recommended. BNF guidance regarding persistent
aggression and psychotic symptoms in elderly
people with dementia is to prescribe 0.5 mg daily
for a maximum of 6 weeks (Joint Formulary
Committee 2022). However, the maximum dose
used in these studies was 12 mg. This is significant
given that it is 24 times higher than current BNF
guidance, meaning adverse events might have been
much greater, with or without a significant improve-
ment in the patient’s agitation and/or psychosis.

The authors cite the large amount of data to justify
their confident conclusion that atypical antipsycho-
tics have only a small effect on agitation and little
to no effect on psychosis. The disparity between the
sizes of clinical trials is significant, with just 12% of
the participants in this meta-analysis enrolled in a
study with typical antipsychotics. Although there
are no papers to support this, one could argue that
there is more funding for trials of newer antipsychotics
owing to more interest from pharmaceutical compan-
ies, which could explain this disparity.
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BOX 2 What is a wash-out period and why does this affect the results of a
study?

The wash-out period is a set amount of time ~ confounding variables. However, it can also
that researchers decide on to ensure prohibited  mean that patients who are eligible at the start
medication (e.g. if the person is already on the  of the wash-out period might not be eligible

treatment drug) or other medications are when the intervention starts (Hulshof 2015).
washed out of the body prior to commencing  This could be exacerbated by the length of
the active treatment. This aims at reducing time involved in a wash-out period.

Interestingly and perhaps very significantly, all
23 papers included in the meta-analysis had a high
risk of bias in at least one domain, most commonly
‘other bias’. The majority — 18 out of 23 — included
a wash-out period. In one paper in particular, there
was a 6 week wash-out period (Grossberg 2020),
which risks biasing the results (Box 2).

One must consider the average age of participants
when assessing the applicability of these findings.
Significant differences between the average ages of
the researched group and the affected population
can undermine the validity of extrapolations to
wider populations. Although the review authors did
not conduct a statistical analysis to assess whether
there is a significant difference between these
average ages, the average age for all included partici-
pants is 80 years. In comparison, the average age for
those in society with dementia is 80-84 for men and
85-89 for women (Prince 2014). Thus, the average
age of 80 in this review makes this sample different
from the average affected population, which is likely
to be over 85 years old owing to the female majority
(>50%). This disparity in demographics is important
to consider when applying findings to the clinical
setting. Furthermore, as BPSD symptoms tend to
arise later during the dementia course (Stern 1987),
one could argue that the symptoms experienced in
the researched population could be quite different
and potentially milder than in the population
treated for BPSD clinically.

Conclusions

Overall, current guidance to manage primarily psy-
chosocial symptoms in dementia and to minimise
the use of antipsychotics as a treatment for dementia
appears more in keeping with the evidence provided
by this Cochrane Review: in other words, non-
pharmacological interventions should always be
prioritised. However, this is not always practical,
owing to the perceived stress that patients are in
and the associated impact on both their families
and carers. Nonetheless, if a pharmacological
approach is required, the use of risperidone and
other atypical antipsychotics to manage agitation
and psychosis seems questionable owing to a lack of
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supportive evidence, compounded by their significant
side-effect profiles. Despite the low certainty of sup-
portive evidence, there is the potential that typical
antipsychotics, haloperidol in particular, might have
a greater impact on agitation and psychosis than
already recognised. More high-quality studies
should be conducted to establish whether such con-
clusions can be drawn with greater certainty.
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