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Pharmacotherapy in geriatric psychiatry: what we know and
what we need to know

Given the growing numbers of older people with
mental illnesses, it seems obvious that more
resources should be put into research on geriatric
psychopharmacology. This becomes evenmore nec-
essary because of the already existing wide gaps in
the literature on psychopharmacology in younger
versus older adults. Most randomized controlled
trials (RCTs) of psychotropic medications, except
for those to be used in neurocognitive disorders like
Alzheimer’s disease, conducted by the pharmaceu-
tical industry for approval by the USA Food and
Drug Administration (FDA), are typically restricted
to adults under the age of 65 years. Yet, when a drug
is approved by the FDA, it is commonly used in
older adults in daily clinical practice, irrespective of
the fact that such use should be considered
“off-label” because of a lack of empirical evidence
on its utility and dosage in that age group. Indeed,
there are unique pharmacokinetic and pharmacody-
namic issues suggesting that older adults have dif-
ferential sensitivity and a greater risk of a number of
side effects with these medications when adminis-
tered at the FDA-approved standard dosages. Yet,
few systematic trials are conducted in older popula-
tions to determine optimal dosages. Similarly,
although many of these drugs are used clinically
over a long time period, there is a dearth of
prolonged longitudinal studies of these drugs in
older adults. Thus, there is limited evidence-based
knowledge about the efficacy and safety of many
psychotropic drugs, which have not been formally
assessed and approved for use in older patients.

This issue of the International Psychogeriatrics
presents three papers on the use of specific psycho-
tropic medications – i.e. clozapine in primary psy-
chotic and bipolar disorders, anticonvulsants in the
prevention and/or treatment of delirium, and mir-
tazapine for agitated behavior in patients with
dementia. Two other papers focus on the impact
of standardizing care for agitation in dementia using
an integrated care pathway on an inpatient geriatric
psychiatry unit and a qualitative study of the per-
spectives of residents of long-term care facilities on
shared decision making in medication management.

Renzenbrink and Wand (2022) reviewed seven
primarily observational studies including a total of
128 patients aged 65–86 years, treated with

clozapine. Most (87%) of these patients had schizo-
phrenia which was either treatment refractory or
treatment intolerant. The sample was predominantly
male (94%) and White (87%). In view of the demo-
graphic homogeneity of the sample, the authors are
cautious in their clinical recommendations for diverse
groups of older patients with psychotic or bipolar
disorders. While agranulocytosis was less of an issue
in this population, other toxicities were of a greater
concern – e.g. anticholinergic side effects, delirium,
seizures, and orthostatic hypotension. As the popula-
tion ages, there will bemore patients with schizophre-
nia in the geriatric age group, and a proportion of
themwill be treatment refractory to first- and second-
line therapy, and thus could be candidates for cloza-
pine trials. Therefore, more detailed studies of the
patient experience with clozapine in the geriatric age
range are clearly warranted.

There are currently no evidence-based effective
pharmacological treatments for managing delirium,
particularly hyperactive delirium with psychosis and
severe agitation. Anticonvulsants are used clinically to
manage delirium, based on observational studies in
adults across the lifespan suggesting some benefit with
the use of valproic acid. However, it is necessary to
examine the data specifically in older patients who are
at a considerably higher risk of delirium than younger
adults. Gupta et al. (2022) conducted a systematic
review of RCTs of anticonvulsants to prevent or treat
delirium in geriatric population. They identified only
four RCTs, all involving gabapentinoids (pregabalin
or gabapentin) in patients undergoing orthopedic or
spinal surgeries. The authors conclude that there is no
high-quality evidence supporting the use of anticon-
vulsants in preventing or treating delirium in hospi-
talized older adults. Fortunately, several initiatives are
currently underway to standardize delirium research
(Bingham and Flint, 2022). Some multicomponent
prevention studies have suggested useful strategies for
delirium management. Hopefully, high quality, inter-
disciplinary, and collaborative research will lead to
development and use of better treatment options for
older patients with delirium.

Severe agitation is an extremely common prob-
lem in older patients with dementia. There is an
unquestionable need for safe and proven pharma-
cological treatments for persons who do not respond
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to psychosocial or behavioral treatments. Yet, clin-
icians are left with unreliable clinical trial informa-
tion regarding optimal pharmacologic treatment of
individual patients. While antipsychotics are par-
tially effective, their safety is generally a major con-
cern (Tampi and Jeste, 2022). At the same time,
antipsychotic withdrawal may result in worsening of
the agitated behavior. Many non-antipsychotic
drugs have been tried, and some including trazo-
done, hydroxyzine, and bupropion have reported to
have mixed success. But these drugs have not been
studied with RCTs, so no conclusions regarding
their efficacy can be drawn (Salzman, 2022).
Additionally, it is important to note that not only
therapeutic but also economic benefits of
medication trials should be assessed in older adults.
Henderson et al. (2022) performed a careful eco-
nomic analysis of cost-effectiveness of an RCT of
mirtazapine for agitated behaviors in patients with
dementia and found that the data were unconvinc-
ing. So, what should a clinician do for controlling
severe agitation in an older person with dementia?
Evidence-based nonpharmacological treatments
such as familiar music and singing, familiar games,
and physical activity should almost always be tried.
Salzman (2022) suggests the use of atypical
antipsychotic medications using the lowest possible
effective doses and choosing drugs with a less severe
side-effect profile. Clinicians should discuss with
family members or guardians the pros and cons of
medications and obtain and document their permis-
sion for the use of an antipsychotic.

Practicing clinicians will welcome an algorithm for
treating older people with neuropsychiatric or behav-
ioral symptoms associated with dementia. Kumar
et al. (2022) conducted a pilot study that built on
an algorithm proposed by Davies, et al. (2018) and
implemented it as part of an Integrated Care Pathway
for patients with Alzheimer’s or mixed dementia,
admitted to an inpatient geriatric psychiatry unit
for management of agitation or aggression. The pro-
tocol starts with a thorough medical and psychiatric
work-up to determine usefulness of individualized
nonpharmacological and pharmacological interven-
tions the patient is receiving, and tapering off ineffec-
tive medications that were being used for managing
behavioral symptoms. Next, for patients who are still
symptomatic, symptom burden is checked along with
length of stay, psychotropic polypharmacy, and docu-
mented falls. The clinicians may then begin with an
antipsychotic. Subsequent sequence of prescribing
options should be based on decision points informed
by measurement-based care. In their relatively small
pilot study, the improvement in agitation and reduc-
tion of polypharmacy were promising outcomes.

There is a clear need for larger and longer RCTs
of such an algorithm or a similar methodical stan-
dardized approach.

How should the clinicians involve the patients and
their caregivers in making decisions about treatment?
Shared decision making (SDM) involves exchange of
information between healthcare professionals,
patient, and significant family members with atten-
tion to values, norms, and environmental constrains.
Sawan et al. (2022) have addressed these issues from
the perspectives of frail but cognitively intact residents
of long-term care (LTC) facilities of three types: low
care, high care, and both. The study participants were
requested to express their views and experiences. This
qualitative approach to learning about SDM from
residents’ experiences is certainly better than present-
ing SDM as a value to be promoted regardless of
residents’ wishes. The findings include a range of
experiences based on residents’ beliefs and wishes
regarding their ability to control decision making.
Recognizing that not all residents are interested in
engaging in SDM, the investigators gave them an
option for not being involved in decision making
regarding their medication, leaving the decision to
medical staff and family members. The model pre-
sented includes several sequential steps: assessing
residents’ capability, beliefs, values, and preference
for SDM, negotiating and deciding with the resident
which SDM approach to take, providing information
about the benefits and harm of medications, aligning
medication decisions with resident’s goals and
advance directives, and implementing the decisions.
At the same time, the residents could opt for declining
to engage in such decisions.

Sawan et al.’s SDM approach applies to older
adults who are physically frail but cognitively, rela-
tively unimpaired. Many individuals with serious
mental illnesses (SMI) experience limitations in their
ability to make major decisions due to cognitive
impairment. These individuals are then placed under
legal guardianship, and substitute decisionmakers are
appointed to make decisions on their behalf. My
colleagues and I (Jeste, et al., 2018) have proposed
a possible alternative in some cases – use of supported
decisionmaking. This involves recruitment of trusted
supports to enhance an individual’s capacity in the
decision-making process and enables them to retain
autonomy in important life decisions. Further empir-
ical research is obviously needed to clarify candidates
for such supported decision making, decisions in
need of support, selection of supporters, integration
with emerging technological platforms, and outcomes
of supported decision making.

In sum, policy makers at various levels must
recognize the need for supporting more empirical
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research focusing on pharmacological as well as non-
pharmacological management of older adults with
schizophrenia and other SMI as well as patients with
neurocognitive or dementing disorders with common
behavioral disturbances including severe agitation and
aggression. This is essential for the health and well-
being of millions of older patients and their caregivers.
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