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Using antipsychotics in dementia patients
creates a clinical and ethical dilemma

Dementia is accompanied by varying degrees of behavioural and psychological symptoms in 50-80% of

patients, which can cause significant distress both for the patient and for their families. Management of

these symptoms, however, is fraught with clinical and ethical considerations explains Delia Bishara.

Introduction

Dementia is a progressive neurodegenerative
disease characterised by deterioration
in cognitive and functional abilities.
The and
psychological symptoms of dementia
(BPSD) include psychosis, agitation and
mood disorder! affecting 50% to 80% of
patients to varying degrees.” These neuro-
psychiatric symptoms frequently hold many
adverse clinical repercussions and generally
worsen prognosis. They have been shown
to accelerate cognitive decline,>* decrease

accompanying behavioural

quality of life> and may also be associated
with higher mortality,®” although the
results of various studies have disputed
this.>4 In addition the distress experienced
by patients and their families results in
considerable carer burden® thus increasing
risk of institutionalization, nursing home
placement’ and elevating cost of care.!?

Management of BPSD in nursing homes

The safe and effective management of these
symptoms has become a global challenge
over the last few years. Various classes
of psychotropic agents have traditionally
been used off-label including anxiolytics,
anticonvulsants, antidepressants, cognitive
enhancers and antipsychotics. For more
than half a century there has been an
appreciable concern about the abundant
and of
antipsychotics in residential and nursing
homes.!! Antipsychotic prescribing rates in
UK care homes have been reported to be
in the range of 24-28%!'% with one study

finding that 88% of these prescriptions
13

sometimes unnecessary — use

were deemed inappropriate.

Efficacy and safety of antipsychotics in
BPSD

Risperidone is the only drug currently
licensed in the UK for BPSD. It obtained
its licence very recently and is indicated ‘for
the short-term treatment (up to 6 weeks)
of persistent aggression in patients with
moderate to severe Alzheimers dementia
unresponsive to non-pharmacological
approaches and when there is a risk of harm

to self or others’."4

The practice of using antipsychotics in
BPSD has been supported by numerous
randomised controlled trials and meta-
analyses. They are the most widely studied
pharmacological intervention for the

non-cognitive symptoms associated with
dementia and have demonstrated modest
but consistent efficacy.!® In view of the
associated movement disorders limiting
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the use of typical antipsychotics, atypical
antipsychotics progressively became the
preferred option after their introduction
in the 1990s. Furthermore, some studies
suggested that atypicals actually possessed
neuroprotective properties in addition to
their antipsychotic action.'®!” Risperidone
and olanzapine were noted to have the best
evidence for efficacy in BPSD'® leading to
their widespread use in this patient group.

The wuse of atypicals came under
scrutiny in 2004 following suggestions
that they may be linked to an increased
risk of cerebrovascular adverse events
(CVAEs) compared with placebo. Analysis
of both published and unpublished data
revealed a three-fold increase in the risk of
stroke for risperidone when used in older
patients with dementia and a similar risk
for olanzapine. Based on these findings,
the Committee on the Safety of Medicines
(CSM) issued a warning against the use of
risperidone and olanzapine for behavioural
symptoms of dementia.!® These warnings
have been extended to include all atypical
antipsychotics as well as conventional anti-
psychotics?® in view of more recent data.
The inclusion of a warning about a possible
risk of cerebrovascular events has now been
added to SPCs for all typical and atypical

antipsychotics.

The interpretation of these CVAE risks
is far from straight forward. Firstly, the
studies involved were specifically designed
and powered to determine efficacy and
not a relationship between antipsychotics
and CVAEs. In addition, the diagnosis
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The practice of using
antipsychotics in BPSD has
been supported by numerous
randomised controlled trials
and meta-analyses. They

are the most widely studied
pharmacological intervention
for the non-cognitive symptoms
associated with dementia and
have demonstrated modest
but consistent efficacy.

of CVAEs was broad, not operationally
defined and based on spontaneous reports,
which were not validated.?!

A review of the available evidence by
the European Medicines Agency (EMEA)
has concluded that typical antipsychotics
are also associated with an increased risk of
death comparable to that seen with atypicals
— and potentially even greater.?0-2223
Although the results of some studies suggest
an even greater risk of mortality is observed
with conventional antipsychotics compared
with atypical antipsychotics, the report
concluded that this could not be confirmed
because of the methodological limitations
of the studies. In addition, there was
insufficient evidence to determine whether
the risk of death differs from one medicine
to another, so the risk is assumed to apply

to all medicines in the class.2’

Of note are the results from a recent
long-term study (lasting 24-54 months),
which found that the risk of mortality
progressively increased over time for
antipsychotic-treated patients (continued
for 12 months) compared with those who
were switched to placebo.?* During the first
12 months, the cumulative probability of
survival was 70% (antipsychotics) vs 77%
(placebo); at 24 months survival was 46% vs
71% and at 36 months it was 30% vs 59%
(antipsychotics vs placebo respectively). This
study clearly suggests that antipsychotics
should be avoided whenever possible.

Several mechanisms have been postulated
for the underlying causes of CVAEs with
antipsychotics.?> Orthostatic hypotension, a
commonadverseeffectofantipsychotics, may

aggravate the deficit in cerebral perfusion
in an individual with cerebrovascular
insufficiency or atherosclerosis. Similarly,
tachycardia may decrease cerebral perfusion
or dislodge a thrombus in a patient with
atrial fibrillation. After an episode of ortho-
static hypotension, there could also be
a rebound excess of catecholamines with
vasoconstriction thus also aggravating
cerebral insufficiency. In addition, hyper-
prolactinaemia could, in theory, accelerate
atherosclerosis and sedation might cause
dehydration
All of these drug-induced side-effects are

possible mechanisms for increased risk of
25

and haemoconcentration.

cerebrovascular events.

Antipsychotics have also been associated

with significantly greater cognitive decline

2627 35 well as

compared with placebo
increased risk of falls among the elderly
population?® — presumably because of their

autonomic and sedative effects — leaving
29

patients vulnerable to hip fractures.

In 2008 after increasing concerns over
the safety of antipsychotics in dementia,
MPs in Britain urged the Government to

stop the ‘dangerous over prescribing’ of
these agents to people in care homes with
dementia.?® As a result, the Government
announced proposals to develop a national
dementia strategy set to tackle these
issues.’® Consultation on this document
has now been completed and the guidance
document, Living well with dementia: a
national dementia strategy, was published by
the Department of Health as Pharmacy in
Practice went to press.

Alternative pharmacological agents
Regrettably, there are few pharmacological
alternatives to antipsychotic drug use in
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the management of dementia. Certain anti-
depressants,’!:3
diazepines®® and cognitive enhancers
may afford some benefit in BPSD, but
evidence for this has been inconclusive
and these agents have also been associated
with potentially serious adverse effects.
In the extension phase of a randomised
controlled trial with valproate, seven out
of the 39 patients who enrolled in the
study died during the 12-week period.*
Benzodiazepines may hasten cognitive
decline?”

frequency of falls and hip fractures in the

moodstabilisers, 3334 benzo-
36-39

and contribute to increased
e:ldf:1r1y.41'42 In addition, concerns over the
potential cardiac adverse effects associated
with cholinesterase inhibitors arose from
observations made in controlled trials of
galantamine in mild cognitive impairment
(MCI) in which increased mortality was
associated with galantamine use compared
with placebo. Although no specific cause of
death was predominant half of the deaths

reported were caused by cardiovascular
disorders.*?

In 2005, the National Institute for
Health and Clinical Excellence (NICE)
working in conjunction with the Social
Care Institute of Excellence (SCIE) issued
guidance restricting the use of cholinesterase
inhibitors and memantine in Alzheimer’s
disease. This generated much controversy
among scientists, clinicians, manufacturers
and interested members of the public —
including patients and carers — in view of
this further restriction to the already limited
treatment options for BPSD. The debate on
the use of anti-Alzheimer’s drugs continues,
with pharmaceutical companies supported
by the Alzheimer’s Society mounting a
legal battle against NICE’s contentious

decision. 44

Alternative therapies
Non-pharmacological  alternatives  to
managing BPSD exist but data supporting
their evidence are scarce and availability
of such therapies is limited within the
NHS.# Psychological therapies centred on
individual patients’ behaviour have generally
been successful for the management of
neuropsychiatric symptoms and the positive
effects can last for months. Music therapy
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and Snoezelen (specially designed rooms
with soothing and stimulating environment)
have also proven to be somewhat useful but
have no long-term effects. The cost and
complexity of Snoezelen rooms are the
main barriers for their use.*® The lack of
high-quality research into these therapies
and limited resources have considerably
restricted their use to date.

A number of different complementary
therapies have been used in the manage-
ment of BPSD including massage, reflex-
ology, homeopathy and aromatherapy.
Aromatherapy is one of the fastest growing
of these therapies, and extracts from lavender
and Melissa balm are most commonly
used.?” Some positive results from controlled
trials have shown significant reduction in
agitation®® although the evidence base is
still relatively sparse and the side-effect
profile virtually unexplored.®

The dilemma

The complexity
behavioural and psychological symptoms
of dementia has generated a longstanding

of managing the

debate. Considering the distress to patients
and their carers that these symptoms can

cause, as well as the resulting clinical
base for
pharmacological treatment is generally
poor. The best evidence lies with risperidone
and olanzapine but the CSM advice has
now considerably reduced their use and
lefc clinicians in a quandary. Prescribers

repercussions, the evidence

are faced with having to resort to other

agents for the management of BPSD.
Many now prescribe alternative atypical
antipsychotics such as quetiapine, which
has less convincing evidence for efficacy,
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or a typical antipsychotic with similar or
possibly even worse adverse effects. As in all
areas of medicine, weighing the risks versus
the clinical benefits is common practice
but when the risks are high with minimal
benefits and no viable alternatives a clinical
and ethical dilemma emerges.

Best practice

In view of the poor evidence base and serious
adverse effects linked to the current agents
used in BPSD, it is extremely difficult to
make specific recommendations concerning
the safe and effective management of
these symptoms. The following approach,
however, may prove to be a useful guide.

Primarily, potential physical causes
aggravating BPSD should be eliminated.
These may include pain, constipation or
infections — especially urinary tract and
chest infections, which are most commonly
seen in the elderly population. Once a
physical cause has been excluded, specific
symptoms should be targeted when selecting
therapy. Evidently, non-pharmacological
options must always be considered first.
It is clear that the NHS needs to increase
resources in this area and invest in more
staff, adequate training and make non-
pharmacological therapies more widely
available to patients. All treatment decisions
should be tailored to the individual needs
of the patient.

Although there is some evidence of
indiscriminate and careless prescribing of
antipsychotics in the elderly population, it
is not to say that they may not occasionally
be required in some patients. While
avoiding antipsychotics or other agents
may be an option in certain cases patients
and their families must also be made aware
of and understand the risks of having
no treatment at all. This might expose
the individual, their fellow residents and
carers to dangerous situations. The use
of antipsychotics in elderly patients with
dementia should, however, certainly be
restricted to experts in the field. A possible,
if somewhat Draconian solution, would
be to preclude GPs from prescribing them
and only allow old age psychiatrists to do
so following a comprehensive review and

If antipsychotics are to be
used, the lowest dose possible
should be administered for
the shortest period necessary.
There should be ongoing
review and consideration of
treatment appropriateness as
well as close monitoring for
adverse effects.

sufficient justification from a risk-benefit
analysis for each patient. Prescriptions
may also be prospectively time-limited
with the expectation of expiry thereby
forcing clinicians to review treatment
rather than antipsychotics being continued
unnecessarily. In addition, the risks must be
clearly discussed with both the patient, if
they have capacity, and/or their families.

If antipsychotics are to be used, the
lowest dose possible should be administered
for the shortest period necessary. There
should be ongoing review and consideration
of treatment appropriateness as well as close
monitoring for adverse effects. Reasons for
specific drug choices should be documented
clearly in the medical notes including any
discussions with the patient, their family
or carers. In view of the difficult and
confusing process for selecting a treatment
option for BPSD, it is vital that clinicians
stay well informed and up-to-date as new
research emerges. <

Declarations of interest
The author has no interests to declare.

Delia Bishara, principal pharmacist, clinical
training, South London and Maudsley NHS
Foundation Trust, Pharmacy Department, The
Maudsley Hospital, Denmark Hill, London

MARCH/APRIL 2009 PHARMACY IN PRACTICE

57



Mental health special section

References evidence. JAMA 2005; 293: 596-608. behavioral symptoms in Alzheimer's disease patients. J
19. Duff G. Atypical antipsychotic drugs and stroke. 2004. Clin Psychiatry 2000; 61: 487-492.

1. Aalten P et al. Behavioral problems in dementia: a factor Available at http://www.mhra.gov.uk. Ref Type: Pamphlet. 37. Patterniti S, Du Fouil C, Alperovitch A. Long-term
analysis of the neuropsychiatric inventory. Dement Geriatr 20. European Medicines Agency. CHMP assessment report on benzodiazepine use and cognitive decline in the
Cogn Disord 2003; 15: 99-105. conventional antipsychotics. 2008. Available at http:// elderly: The epidemiology of vascular aging study. J Clin

2. Lyketsos CG et al. Prevalence of neuropsychiatric www.emea.europa.eu. Ref Type: Pamphlet. Psychopharmacol 2002; 22(3): 285-93.
symptoms in dementia and mild cognitive impairment: 21. Jeste DV et al. ACNP White Paper: update on use of 38. Finkel SI. Effects of rivastigmine on behavioral and
results from the cardiovascular health study. JAMA 2002; antipsychotic drugs in elderly persons with dementia. psychological symptoms of dementia in Alzheimer's
288: 1475-83. Neuropsychopharmacology 2008; 33: 957-70. disease. Clin Ther 2004; 26: 980-90.

3. Drevets WC et al. Psychotic symptoms and the longitudinal 55 Gjy( 55 ef al. Antipsychotic drug use and mortality in older ~ 39. Wilcock GK et al. Memantine for agitation/aggression
course i stziille Gl off Wi AR IETme e, adults with dementia. Ann Intern Med 2007; 146: 775-86. and psychosis in moderately severe to severe Alzheimer’s
Psychiatry 1989; 25: 39-48. ; o 23. Wang PS et al. Risk of death in elderly users of disease: a pooled analysis of 3 studies. J Clin Psychiatry

4. Rosen J et al. Emergence of psychosis and depression in conventional vs. atypical antipsychotic medications. N 2008; 69: 341-8.
the lo‘ngitudinal evaluation of Alzheimer's disease. Biol Engl J Med 2005; 353: 2335-41. 40. Sival RC et al. Sodium valproate in aggressive behaviour
PSyChlf][‘ry LLEE %24_3% ) A 24. Ballard C et al. The dementia antipsychotic withdrawal i dtemariit: 2 isebe=ueat e (el -0 Siely

5.  Banerjee S et al. Quality of life in dementia: more than trial (DART-AD): long-term follow-up of a randomised Int J Geriatr Psychiatry 2004; 19: 305-12.

Just cognition. An analysis of associations with quality of placebo-controlled trial. The Lancet Neurology 2009; 41.  Leipzig RM, Cumming RG, Tinetti ME. Drugs and falls in
life in dementia. J Neurol Neurosurg Psychiatry 2006; 77: 8(2): 151-7, ePub 9 January 2009, doi:10.1016/51474- older people: a systematic review and meta-analysis: I.
146-8. 4422(08)70295-3. Psychotropic drugs. J Am Geriatr Soc 1999; 47 (1) 30-9.

&8 Wilson|RSjetial-THalllicinations, cognitive decline, and 25. Smith DA et al. Association between risperidone treatment 42. Chang (M et al. Benzodiazepine and risk of hip fractures
death in Alzheimer's disease. Neuroepidemiology 2006; 26: and cerebrovascular adverse events: examining the in older people: a nested case-control study in Taiwan.
=15 evidence and postulating hypotheses for an underlying Am J Geriatr Psychiatry 2008; 16: 686-92.

7. Walsh JS et al. Survival of outpatients with Alzheimer- mechanism. J Am Med Dir Assoc 2004; 5: 129-32. 43, FDA Alert for Healthcare Professionals. Galantamine
tyfpe e, At i iz I020 a8 422 26. Ballard C et al. Quetiapine and rivastigmine and cognitive hydrobromide (marketed as Razadyne, formerly Reminyl).

8. Tun SM et al. Concurrent validity of neuropsychiatric decline in Alzheimer's disease: randomised double blind Available at http://www.fda.gov/. 2005. Ref Type:
subgroups on caregiver burden in Alzheimer disease placebo controlled trial. BMJ 2005; 330: 874. Pamphlet.
patients. Am J Geriatr Psychiatry 2008; 16: 594-602. 27. McShane R et al. Do neuroleptic drugs hasten cognitive 44, 1liffe S. The National Institute for Health and Clinical

9.  Steele C et al. Psychiatric symptoms and nursing home decline in dementia? Prospective study with necropsy Excellence (NICE) and drug treatment for Alzheimer's
placement of patients with Alzheimer's disease. Am J follow up. BMJ 1997; 314: 266-70. disease. CNS Drugs 2007; 21: 177-84.

Psychiatry 1990; 147: 1049-51. 28. Yip YB et al. The association between medications and 45, Wood-Mitchell A et al. Factors influencing the prescribing

10. Herrmann N et al. The contribution of neuropsychiatric falls in Australian nursing-home residents. Med J Aust of medications by old age psychiatrists for behavioural
symptoms to the cost of dementia care. Int J Geriatr 1994; 160: 14-8. and psychological symptoms of dementia: a qualitative
Psychiatry 2006; 21: 972-6. 29. Ray WA et al. Psychotropic drug use and the risk of hip study. Age Ageing 2008; 37: 547-52.

11. Barton R et al. Unnecessary use of tranquilizers in elderly fracture. N Engl J Med 1987; 316z 363-9. 46. Livingston G et al. Systematic review of psychological
patients. Br J Psychiatry 1966; 112: 989-90. 30. Alzheimer's Research Trust. Government announces eagerly approaches to the management of jeuropsychiatric

12.  Alldred DP et al. Antipsychotic prescribing patterns in awaited National Dementia Strategy. 2008. http://www. symptoms of dementia. Am J Psychiatry 2005; 162:
care homes and relationship with dementia. Psychiatr Bull alzheimers-research.org.uk. Ref Type: Pamphlet. 1996-2021.

2007; 31: 329-32. 31. Martinon-Torres G et al. Trazodone for agitation in 4o Douglag S alk Nonjpharmacological RTINS i

13.  McGrath AM et al. Survey of neuroleptic prescribing in dementia. Cochrane Database Syst Rev 2004; Issue 3. Art. dementa¥adylisychiatiglieati2004 310: 17127
residents of nursing homes in Glasgow. BMJ 1996; 312: No.: CD004990. DOI: 10.1002/14651858.CD004990. 48. Ballard CG et al. Aromatherapy as a safe and effective
611-2. 32, Finkel SI et al. A randomized, placebo-controlled study of treatment for the management of agitation in severe

14. Janssen-Cilag Ltd. Summary of Product Characteristics. the efficacy and safety of sertraline in the treatment of dementia: th? reS.ULtS of.a double»—blmd, p_lacebo-
Risperdal tablets, liquid and quicklet. 2008. available at the behavioral manifestations of Alzheimer's disease in ol el it (MR, J) (@i (Rt 20V (8
http://www.emc.medicines.org.uk. Ref Type: Pamphlet. outpatients treated with donepezil. Int J Geriatr Psychiatry S

15. Herrmann N. Recommendations for the management of 2004; 19: 9-18. 49. Nguyeln QA et al. The use of aromatherapy to treat
behavioral and psychological symptoms of dementia. Can J 33, Tariot PN et al. Efficacy and tolerability of carbamazepine behavioural problems in dementia. Int J Geriatr Psychiatry
Neurol Sci 2001; 28(Suppl 1): S96-107. for agitation and aggression in dementia. Am J Psychiatry 2008; 23: 337-46.

16. Nasrallah HA et al. Are atypical antipsychotics 1998; 155: 54-61.
neuroprotective? Evidence from animal and human 34. Lonergan ET et al. Valproic acid for agitation in dementia. Note: After a period of consultation the national dementia
studies. Biol Psychiatry 2002; 51(Suppl 1): 2S. Cochrane Database Syst Rev 2004; CD003945. Available at strategy was published as Pharmacy in Practice went to

17. Tan QR et al. Differential effects of classical and atypical http://www.cochrane.org/newslett/CDCIG_Mar_2004.pdf. press. The guidance document, Living well with dementia: a
antipsychotic drugs on rotenone-induced neurotoxicity in 35. Lagnaoui R et al. Benzodiazepine utilization patterns in ogediepenqabtatesvaslpibishedibythelDepartment
PC12 cells. Eur Neuropsychopharmacol 2007; 17: 768-73. Alzheimer's disease patients. Pharmacoepidemiol Drug Saf i lieeltih e s evilefits (8 el el /ATAS

18. Sink KM et al. Pharmacological treatment of 2003; 12: 511-5. ghﬁ_ov.é{k/er;/liubxcadtéo?dsands;;ﬂstécgz/g;;hcatwns/
neuropsychiatric symptoms of dementia: a review of the 36. Weiner MF et al. Effects of donepezil on emotional/ IR TS U

Information for contributors

Pharmacy in Practice accepts original research articles and reviews from primary and secondary care
pharmacists. Readers wishing to submit manuscripts containing original research findings are encouraged
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Full instructions to help you prepare your manuscript for publication in Pharmacy in Practice are available
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medicomgroup.com if you have further questions or need advice.
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