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Key messages 
 
• In general, non-pharmacological approaches are first-line treatment for behavioral and 

psychological symptoms of dementia (BPSD). 
• For BPSD that are moderate to severe and which impact on the patient’s or the caregiver’s 

quality of life or functioning, medication is clearly indicated, often in conjunction with non-
pharmacological interventions. 

• In elderly patients with dementia, dosages of medication will generally be lower than those used 
in younger patients and in older non-demented people, although the elderly are a heterogeneous 
group requiring an individualized approach to dosing. 

• Antipsychotic medication is most effective in the treatment of psychotic symptoms 
(hallucinations, delusions) and behavioral symptoms, such as physical aggression. 

• Newer antipsychotic medications appear to be at least as effective as conventional 
neuroleptics, but have fewer side effects. 

• Antidepressant medications are underused in people with dementia, despite the common 
occurrence of depression in dementia and the documented therapeutic value of these drugs. 

 
 

General principles 
 
The first step in the management of behavioral and psychological symptoms of dementia (BPSD) 
involves the careful assessment and correction of any physical, psychosocial or environmental 
triggers, or perpetuating factors, in the genesis of BPSD. The clinical presentation and diagnostic 
criteria for BPSD are presented in Module 2 and etiology is discussed in Module 3.  
 
 
n In general, non-pharmacological approaches are the first-line treatment for BPSD (see Module 

5), but for symptoms that are moderate or severe, medication is indicated, often in conjunction 
with non-pharmacological interventions. 

 
 
When using drugs in a population with dementia, due consideration must be given to the age and 
disease-related changes in the pharmacokinetic and pharmacodynamic properties of the prescribed 
drug: 
 
• Nutritional deficiencies in frail, elderly people can result in hypoalbuminemia leading to more of 

the active drug being available at the site of action 
• Age-related changes in renal and hepatic function are associated with decreased drug 

metabolism and clearance and a greater chance of toxicity and side effects from drug-drug 
interactions 

• The half-lives of psychotropics are further increased because most are lipophilic, and fat stores 
are increased in the elderly 

• The brains of dementia patients are more sensitive than those of age-matched controls to the 
side effects of most drugs, particularly the sedating and cognitive-impairing effects of 
benzodiazepines, the central anticholinergic side effects of tricyclic antidepressants, and some 
neuroleptics. 

• Many dementia patients, especially those with Lewy bodies, will demonstrate increased 
sensitivity to neuroleptic medication (conventional neuroleptics in particular), due to age and 
disease-related dopamine neuronal fallout.  
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Prescribing must be informed and judicious, utilizing low starting doses; slow and cautious dose 
titration, and careful monitoring for the emergence of side effects. 
 
 
n Before deciding whether to treat BPSD with medication, the following questions must be 

addressed: 
 – Does the particular symptom or behavior warrant drug treatment, and why? 
 – Is this symptom or behavior drug-responsive? 
 – Which category of medication is most suitable for this symptom or behavior? 
 – What are the predictable and potential side effects of a particular drug treatment? 
 – How long should the treatment be continued? 
 
Drug treatment for BPSD should only be initiated after these symptoms have been found to: 
• have no physical cause 
• be unrelated to the effects of other medication 
• not respond to or be appropriate for non-pharmacological interventions. 
 
 
 
 

Drug classes and target symptoms 
The issue of whether a particular drug is effective can be a difficult one. Pharmacological treatment 
is indicated, however, where there is evidence from practice that particular symptoms or behaviors 
respond to a drug intervention the use of different pharmacological agents in the management of 
BPSD is outlined in Table 1. 
 
Table 1. Pharmacological therapy and BPSD. 
Drug category Target symptom 
Antipsychotics 
 Conventional neuroleptics Psychosis (delusions, hallucinations), hostility,  
  aggression, agitation, violent behavior,  
  sleep-wake cycle disturbances  
 Newer antipsychotics Psychosis (delusions, hallucinations), hostility,  
  aggression, agitation, violent behavior,   
  sleep-wake cycle disturbances 
 
Antidepressants  
 Trazodone Sleep-wake cycle disturbances, agitation,  
  aggression, anxiety, depressive syndromes 
 Selective serotonin reuptake inhibitors Depressive syndromes, depression-associated  
  agitation, emotionality, irritability 
 Tricyclic antidepressants Depressive syndromes, depression-associated  
  agitation, sleep disturbance, emotionality 
 Moclobemide Depressive syndromes, depression-associated  
  agitation 
 
Benzodiazepines Anxiety, agitation, tension, sleep disturbance 
 
Anticonvulsants Agitation, aggression, hostility, sleep-wake 

Valproic acid, carbamazepine cycle disturbance, manic type behavior 
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It is useful to identify the target symptoms or behaviors for a specific drug treatment because 
several symptoms can coexist in a single patient – a patient who is paranoid and aggressive may 
also be sleep disturbed and physically agitated. In this instance, a neuroleptic may be chosen to 
target the psychotic symptoms with secondary benefit for agitation and sleep disturbance.  
 
As a matter of principle, drug treatment for BPSD should be time limited and, with the exception of 
antidepressant treatment for depression, should not exceed 12 weeks without a review of the 
treatment regimen. When medication is discontinued, however, it is possible that some patients will 
experience a recurrence of symptoms, in which case medication should be reinstated. 
 
 
n The outcome of a pharmacological treatment should be monitored on a routine basis for both its 

efficacy, i.e., effect on the frequency and severity of the symptom(s) and its side effects. 
 
 

Antipsychotics 
 
There are two broad categories of neuroleptic medications available for use in dementia patients: 
 
• Conventional neuroleptics are primarily dopamine D2-blockers and are associated with the 

development of extrapyramidal side effects (EPS). Examples of such agents are haloperidol, 
thiothixene and loxapine 

• The second category is newer and is often referred to as novel or atypical as this class of agent 
is not typically associated with EPS. These agents have weak D2-blocking potential or, if they 
have D2-antagonist properties, these are balanced by serotonergic antagonist action. 

 
Clozapine was the first and prototypical novel antipsychotic but there are now a number of agents 
available including risperidone, olanzapine quetiapine and ziprasidone. 
 
 

Conventional neuroleptics 
Traditionally, conventional neuroleptics are the most common psychotropic medication prescribed 
to agitated dementia patients in nursing homes and long-stay institutions (Ray et al., 1980; Gilleard 
et al., 1983). However, in spite of their widespread use only a modest evidence base exists to 
support such a trend. These drugs have been prescribed for a wide range of behavioral symptoms in 
dementia, sometimes without sufficient consideration given to which symptoms will respond to this 
class of medication and the impact of side effects. 
 
Based on the evidence (Barnes et al., 1982; Petrie et al., 1982; Devanand et al., 1989, Finkel et al, 
1995), the symptoms that appear to be most responsive to neuroleptic medications are: 
• physical aggression and violent behaviors 
• psychosis (hallucinations, delusions) 
• hostility. 
 
Individual patients with particular BPSD may show a beneficial response to neuroleptic medication 
and patients with distressing symptoms, other than these ‘target symptoms or behaviors,’ can 
benefit from an empirical trial of neuroleptic. 
 



IPA BPSD Educational Pack – Module 6 Page 6 of 20  

Efficacy of conventional neuroleptics 
There have been several uncontrolled studies and a few reports of placebo-controlled trials of the 
efficacy of conventional neuroleptics in dementia (Finkel et al, 1995; Devanand et al, 1998). 
 
The uncontrolled studies are generally of short duration, i.e., 3-8 weeks, and include elderly patients 
with schizophrenia who might be expected to respond to neuroleptic treatment (Tewfik et al., 1970; 
Tobin et al., 1970). The improvement rate in such studies is 25-75%, but very few critical outcome 
measures were used. 
 
Of the randomized, placebo-controlled trials of conventional neuroleptics in dementia patients, most 
had small numbers of patients and were of short duration. The consistent findings in these studies 
(Sunderland and Silver, 1988; Devanand, 1995) were: 
• frequent occurrence of side effects  
• a large placebo effect 
• variable efficacy.  
 
It is important to note that the early placebo-controlled studies evaluating efficacy in BPSD were 
carried out with conventional neuroleptics at higher doses than those currently used. However, 
Finkel, in a 20-week placebo-controlled crossover study found the drug was statistically significant. 
This might account for the high frequency of side effects reported, an argument supported by the 
much lower side effect rates reported in recent trials of conventional neuroleptics (Finkel et al., 
1995). From an efficacy standpoint, a meta-analysis of such studies showed that conventional 
neuroleptics improved BPSD overall, but only in 18-26% more of patients compared with placebo 
(Schneider et al., 1990; Lanctot et al 1998). A recent placebo controlled study with haloperidol over 
6 weeks showed significant benefit for haloperidol for psychosis and psychomotor agitation at higher 
doses of 2-3mg/day but not at lower doses of 0.5-0.75mg/day. A subgroup of patients on the higher 
dose of haloperidol developed significant extra pyramidal side effects (Devanand, DP et al., 1998). 
 
 
Side-effect profile of conventional neuroleptics 
The most common side effects of conventional neuroleptics are: 
• extrapyramidal side effects (e.g., drooling, rigidity, akinesia) with high-potency conventional 

agents such as haloperidol and thiothixene 
• postural hypotension and anticholinergic side effects (e.g., dry mouth, constipation, blurred 

vision, urinary hesitancy and retention, increased confusion) with low-potency conventional 
agents such as thioridazine and chlorpromazine. 

 
 
n Dementia patients, because of their age and underlying degenerative brain disease are much 

more at risk of developing tardive dyskinesia. 
 
 
The estimated incidence of tardive dyskinesia in the elderly following conventional neuroleptic 
treatment is 30% per year.  For this reason an 8-12 week (time-limited) exposure of dementia 
patients to neuroleptics is to be encouraged. When side effects occur, the dose of conventional 
neuroleptic should be reduced or discontinued depending on the severity of the adverse event, and 
an alternative agent considered. The use of anticholinergic agents to reverse the EPS of 
conventional neuroleptics should be avoided, as they are likely to increase cognitive impairment. 
 
Effects of conventional neuroleptics on cognition and function 
It is possible that long-term exposure to conventional neuroleptics, while improving behavioral 
disturbance, results in a more rapid deterioration in functional ability and a progression of the stage 
of dementia. Treatment with haloperidol over 6–8 weeks was associated with a decline in cognition 
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on the Mini-Mental State Examination (MMSE) (Devenand et al., 1989). A number of studies have 
reported an association between the presence of psychosis or psychiatric symptoms and a more 
rapid rate of progression (McShane et al.1997). 
 
The association between psychosis and a more rapid downhill course could also be explained by a 
worsening of cognition and functional abilities with conventional neuroleptics (Stern et al., 1987; 
Chui et al., 1994; McShane et al., 1997). It has also been suggested that the worsening of cognitive 
impairment in patients with Alzheimer’s disease could result through central muscarinic blockade 
caused by the anticholinergic side effects of low-potency conventional neuroleptics. 
 
Withdrawal of conventional neuroleptics 
There are a number of studies to show that dementia patients’ symptoms actually remain stable or 
improve when they are withdrawn from a conventional neuroleptic (Thapa et al., 1994; Horowitz et 
al., 1995; Bridges-Parlet et al., 1997). Thus, for some patients with disturbed behavior who are 
already on a conventional neuroleptic, withdrawing the medication may be a preferred option. 
 
Reasons for limited efficacy of conventional neuroleptics in BPSD 

The limited efficacy of conventional neuroleptics in treating BPSD (only 18-26% improvement vs. 
placebo in two meta-analyses; Schneider et al., 1990; Lanctot et al, 1998) may have several 
explanations:  

• Psychosis in dementia may have a different neurobiological substrate from functional illness 
and therefore, may be less responsive to neuroleptics. 

• Some psychotic symptoms in dementia (such as delusions of stealing and misidentifications) 
may be directly related to cognitive and perceptual abnormalities. 

• People with dementia are elderly; therefore use of conventional neuroleptics is limited by the 
patient’s sensitivity to side effects. Only low (and hence, less effective) doses can be used. 

Newer antipsychotics 

There are open-label studies, case reports and recent reports from four placebo-controlled, double-
blind studies to suggest that newer antipsychotics are effective in the treatment of BPSD and have 
improved side-effect profiles. 
 
It has been suggested that newer antipsychotics, because of their lower propensity to cause EPS, 
may be less likely to cause tardive dyskinesia. However, a definitive statement to this effect will 
require long-term treatment studies. 
 
Side-effect profile of newer antipsychotics 
With the exception of clozapine (the utility of which is limited in BPSD by its side effects), the side-
effect profile of newer antipsychotics is generally favorable. 
 
Clozapine has significant anticholinergic and postural hypotensive effects, but it is associated with a 
risk of agranulocytosis and requires weekly white cell count monitoring. There is some evidence to 
suggest that olanzapine, like clozapine, has anticholinergic side effects. Risperidone can be 
associated with the emergence of EPS, postural hypotension, and sedation at higher doses. 
Specifically in the treatment of BPSD, there are no current data from controlled studies on the 
safety of neuroleptic agents other than risperidone and olanzapine. Studies with quetiapine are 
ongoing.  
 
Efficacy of newer antipsychotics 
Data are currently available for risperidone and olanzapine in dementia patients with BPSD. In one 
open-label study, 83% of patients with BPSD taking 0.5–1.0 mg/day risperidone showed an 
improvement in symptoms (Goldberg and Goldberg, 1995). This same study showed that 
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risperidone is able to produce an improvement in sleep quality--82% of patients reported better 
sleep quality and 63% reported that they were more awake during the day. 
 
To date, three large multicenter trials of risperidone for BPSD have been conducted. Risperidone at 
a dose of approximately 1 mg/day has been found to be superior to placebo in the treatment of 
BPSD, particularly for aggressive behaviors in dementia patients and for psychotic symptoms. 
Risperidone at this dose is well tolerated and has an EPS profile similar to placebo (De Deyn, 1997; 
Katz, 1999, Brodaty et al, 2001, Alzheimer’s Disease International Conference, Christchurch, 
October 2001. 
 
A multicenter nursing home study of olanzapine in BPSD has shown that 5 and 10 mg/day doses of 
olanzapine was significantly superior to placebo and well tolerated in treating agitation/aggression. 
Curiously the 5mg dose showed greater efficacy than the 10mg dose (Street et al., 2000). 
 

Dementia with Lewy bodies: considerations 

Dementia with Lewy bodies can be a relatively common clinical problem. It has been observed in 
approximately 15% of dementia patients at autopsy. Patients often have prominent visual 
hallucinations and psychotic symptoms and are likely to be treated with neuroleptics. Severe and 
sometimes fatal sensitivity to conventional neuroleptics has been described in dementia with Lewy 
bodies (McKeith et al., 1995).  
 
Evidence for the use of neuroleptics in dementia with Lewy bodies has generally come from 
retrospective chart reviews, and not from placebo-controlled clinical trials. The current 
recommendations are that patients who are suspected of having dementia with Lewy bodies should 
not be prescribed conventional neuroleptics. 
 
Reports on the tolerance to novel antipsychotics such as risperidone in patients with dementia with 
Lewy bodies have been both positive and negative (Lee et al., 1994; Allen et al., 1995; McKeith et 
al., 1995). For severe BPSD, low doses of the newer antipsychotics, e.g., risperidone 0.25 mg, 
clozapine 6.25 mg, olanzapine 2.5 mg, or quetiapine 25mg could be used, but patients must be 
monitored very carefully in a day hospital or inpatient setting for treatment-emergent neuroleptic 
sensitivity. 
 

Guidelines for prescribing 

On the basis of evidence from the literature, the following clinical guidelines for the use of 
neuroleptics are recommended: 
o Only treat moderate to severe BPSD.  
• Try non-pharmacological methods first, then in conjunction with medication. 
• Try to target specific symptoms: physical aggression, hallucinations and delusions. 
• Check for a history of neuroleptic sensitivity and consider the diagnosis of dementia with Lewy 

bodies before prescribing any neuroleptic. 
• Consider discontinuing neuroleptics in patients with BPSD before automatically switching to a 

different class of neuroleptic or increasing the dosage. 
• Start with low dosages and go slowly when using neuroleptic medication. (See Table 2 for 

suggested dosage schedules.) A starting dose for a conventional neuroleptic would be 0.5 
mg/day, and a maximum dose would be 2 mg/day haloperidol equivalents. The dosing range for 
risperidone is 0.5 mg/day to 2 mg/day with optimum dose of 1.0 mg/day (Brecher, 1997; De 
Deyn, 1999; Katz et al, 1999; Brodaty et al, 2001) allowing at least 2 days before the initial 
dose escalation. For olanzapine the dosage range would be 2.5mg-10mg, and for quetiapine 25-
150 mg. 
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• Since newer antipsychotics are better tolerated than the older conventional agents the 
neuroleptic must be tailored to the individual patient.  The choice of agents depends more on 
the likely side effects than differential efficacy.  

• Watch closely for treatment-emergent side effects. Avoid or minimize side effects of EPS, 
postural hypotension, anticholinergic side effects, sedation, by slow titration and low doses. 

• Set duration for treatment and monitor outcome. A time limit of 12 weeks’ treatment is 
recommended and should be reviewed during and after. If a 4-6-week trial of one agent at an 
adequate dose fails to decrease the frequency, severity or impact of a target symptom, the trial 
of a second agent would be indicated. 

 
 
Table 2. Clinical recommendations for dosing of conventional neuroleptics and newer 
antipsychotics in the treatment of BPSD. 
Drug Start (mg) Dose range (mg) Schedule 
Haloperidol 0.5 0.5–2 Once daily 
Thiothixene 1 1–10 Once daily 
Risperidone 0.5 0.5–2 Once daily 
Clozapine* 6.25 10–100 Twice or once daily 
Olanzapine. 2.5 5–10 Once daily 
Quetiapine* 25 25-150 Divided dose 
*No double blind, placebo-controlled data available 
 
 

Anxiolytics 

 

Benzodiazepines 

After neuroleptics, benzodiazepines are the second most frequently used agents in the treatment of 
BPSD. Benzodiazepines are used clinically primarily for ‘agitated behaviors’ and sleep disturbance 
in dementia patients. A number of controlled studies have shown that benzodiazepines decrease 
agitated behaviors compared with placebo to the same extent as conventional neuroleptics 
(Chesrow et al., 1965; Kirven and Montero, 1973; Covington, 1975; Coccaro et al., 1990). 
 
BPSD that respond best to benzodiazepines include: 
• anxiety 
• tension 
• irritability 
• insomnia 
 
Side effects are common and most often include excessive sedation (drowsiness), ataxia, amnesia, 
and confusion. In addition, the risk of falls in dementia patients is increased with benzodiazepines, 
particularly the long-acting agents that accumulate over time (Grad, 1995). 
 
Short-acting benzodiazepines such as oxazepam or lorazepam that do not accumulate are 
preferred, and are most effective if used for short periods, i.e., a few weeks (Sanders, 1965). Low 
doses, e.g., lorazepam 0.5–2.0 benzodiazepine equivalents mg/day should be used for a time-
limited period. Lorazepam may be especially useful as a premedication for episodic disturbance or 
where agitation or distress can be anticipated (e.g., minor surgical procedures or dental visits). 
 
After patients have been maintained on benzodiazepines for over 4–6 weeks, a gradual taper is 
advised prior to discontinuation. 
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Buspirone 

Buspirone is a serotonin 5-HT1a partial agonist, that in case reports, and open studies have been 
found to be helpful in agitated dementia patients. However, in a placebo-controlled study (at doses 
of 30 mg/day), buspirone was very well tolerated, but had no beneficial effect on agitation (Lawlor et 
al., 1994). In a multicenter study performed in the USA, no positive results have been reported.  
 
On the basis of the available data, buspirone cannot be recommended routinely for moderate to 
severe BPSD, but may have a role in the management of mild anxiety in dementia patients at doses 
of 20-60 mg/day. 
 
 

Anticonvulsants 

 
Both open-label and controlled evidence is accumulating for the efficacy of anticonvulsants for 
agitated behaviors in dementia. In general, anticonvulsants are well tolerated and produce little 
toxicity compared with conventional neuroleptics. They are being used increasingly in the treatment 
of some BPSD. 
 

Carbamazepine 

Carbamazepine (usual dose range 300–800 mg/day) has been used in patients with agitation 
secondary to brain damage and is increasingly being prescribed to patients with BPSD. Several 
case reports, open trials (Essa, 1986; Leibovici and Tariot, 1988; Patterson, 1988; Gleason and 
Schneider, 1990; Lemke and Stuhlmann, 1994) and double-blind trials (Tariot et al., 1994; 1998) 
support the efficacy of carbamazepine to treat agitation in BPSD. 
 
In two of the controlled trials, doses of up to 300 mg/day were well tolerated by frail elderly patients. 
Small, placebo-controlled studies of doses up to 600 mg/day have also shown positive effects 
(Cooney et al., 1996). Another open study suggested that carbamazepine augmentation of a 
conventional neuroleptic was helpful in agitated dementia patients (Lemke, 1995). 
 
The side effects of carbamazepine include sedation, skin rash, headache, leucopoenia and mild 
elevation of liver function tests. 
 

Valproic acid 

Valproic acid is available in several forms, including the well-tolerated divalproex sodium formulation 
that minimizes gastrointestinal distress. The results from clinical trials for bipolar disorder, open 
trials in patients with dementia (Mellow et al., 1993; Lott et al., 1995), and a single placebo 
controlled study show that valproate demonstrates similar efficacy to carbamazepine; however, data 
from further controlled trials are awaited. The usual dose range for valproic acid is 400–1000 mg/day 
(Porsteinsson et al., 2001). 
 
Compared with carbamazepine, valproic acid has a significantly reduced potential for drug-drug 
interactions and side effects. But, it has been associated with sedation, diarrhea, tremor, nausea, 
weight gain, hair loss and abnormal liver function. 
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Antidepressants 

 

Trazodone 

In keeping with the serotonin hypothesis for AD (Lawlor, 1990), open studies and some controlled 
trials support the use of trazodone for agitation in patients with BPSD (Pinner and Rich, 1988; Aisen 
et al., 1993; Lawlor et al., 1994; Sultzer et al., 1997). Trazodone has sedative properties and thus 
may also be useful in treating sleep disturbance in dementia. 
 
Doses varying from 50–600 mg/day have been used, although the recommended dose range for 
patients with severe BPSD would generally not exceed 200–300 mg/day. The main side effects of 
trazodone are: 
• somnolence 
• postural hypotension. 
 

Tricyclic antidepressants 

There is much anecdotal evidence supporting the use of tricyclic antidepressants in depressed 
dementia patients (Reynolds et al., 1987). There is, however, only one placebo-controlled trial 
evaluating the beneficial effects of a tricyclic antidepressant in depressed dementia patients and 
this study found a significant benefit for both drug and placebo (Reifler et al., 1986). 
 
 
n Tricyclic antidepressants are associated with problematic and frequent side effects in dementia 

patients and must be used with caution. 
 
 
The most common side effects associated with tricyclic antidepressants are postural hypotension, 
blurred vision, urinary hesitancy and intracardiac conduction defects. If tricyclic antidepressants are 
to be used in depressed dementia patients, secondary (e.g., nortriptyline, desipramine, lofepramine) 
rather than tertiary amines (e.g., amitriptyline, dothiepin) are preferred, due to better tolerability. 
 

Selective serotonin reuptake inhibitors 

There is mainly open experience with selective serotonin reuptake inhibitors in depressed demented 
patients with the suggestion that they improve depressed mood and are well tolerated (Burke et al., 
1994). 
 
There have been some indications that dementia patients, particularly those with associated 
extrapyramidal syndromes, may be more likely to develop EPS (Gormley et al., 1997). Two 
placebo-controlled trials of selective serotonin reuptake inhibitors (citalopram 10–30 mg/day) in 
elderly patients, with and without dementia, who had depression requiring treatment found 
significant improvements in depression, emotionality, anxiety, agitation and social interaction on 
citalopram compared with placebo (Nyth and Gottfries, 1990; Gottfries et al., 1992). 
 
A recent retrospective review of studies evaluating selective serotonin reuptake inhibitors in patients 
with depression and psychosis complicating dementia showed a significant effect on both 
psychosis and depression, suggesting that these agents could have antipsychotic potential in 
dementia patients (Burke et al., 1997). However, this preliminary finding must be tested further in 
double-blind controlled studies. 
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Side effects of selective serotonin reuptake inhibitors are generally less common and severe than 
those of tricyclic antidepressants but include: 
• gastrointestinal symptoms (e.g., nausea, vomiting) 
• akathisia 
• restlessness 
• insomnia 
• weight loss 
• hyponatremia. 
 

Other antidepressants used in depressed dementia patients 

When an antidepressant is selected, overall tolerability as well as favorable effects on anxiety, sleep 
disturbance and agitation should also be considered. Two recently introduced antidepressants, 
mirtazepine and nefazodone, share these properties and can be considered promising candidates 
for use in depressed patients with dementia. Both are proven to be effective and safe in elderly 
patients. 
 
A number of placebo-controlled trials carried out with antidepressants that are not available in the 
USA and some European countries, namely, maprotiline and minaprine have indicated that 
depressed dementia patients respond to antidepressants (Passeri et al., 1987; Fuchs et al., 1993). 
 
Other agents such as moclobemide, a reversible inhibitor of monoamine oxidase A, at doses of 
150–600 mg/day have a proven favorable side-effect profile in elderly dementia patients and can be 
useful in the treatment of depression. One study demonstrated it was effective in the treatment of 
depression in dementia (Roth M et al., 1996). 
 

Antidepressant dosing recommendations 

If an antidepressant is to be prescribed, selective serotonin reuptake inhibitors or secondary amine 
tricyclic antidepressants should be used. Doses should start low and be increased gradually. A 
dosing schedule for selected antidepressants is shown in Table 3. Patients should be treated for a 
time-limited period of 6 months at a time and do not need to be maintained on antidepressants 
indefinitely, since many of the depressions remit within a 12-month period (Brodaty and Luscombe, 
1996). 
 
Table 3. Dosing schedule for selected antidepressants in patients with dementia. 
Drug Initial dose (mg/day) Target dose (mg/day) 
Paroxetine  10 20–30 
Fluoxetine 10 20–30 
Sertraline 25 50–100 
Nortriptyline 10 20–60 
Moclobemide 150 150–600 
Mirtazepine 15 15–45 
 
 

 

Miscellaneous drug classes 

 
Cholinesterase inhibitors 
 



IPA BPSD Educational Pack – Module 6 Page 13 of 20  

Cholinesterase inhibitors (such as tetrahydroaminoacridine or tacrine, donepezil hydrochloride, 
rivastigmine and galantamine) are only licensed for the treatment of cognitive symptoms in 
Alzheimer’s disease.  There is some evidence, however, that cholinergic drugs may have beneficial 
effects on BPSD, particularly apathy, hallucinations and delusions, anxiety and depression (Kaufer 
et al., 1996; Feldman 2001; Blesa R. 2000; Scott and Goa, 2000). 

Cholinergic drugs may even decrease the emergence of BPSD (Tariot et al 2000). A placebo-
controlled study in DLB has demonstrated efficacy for rivastigmine in the treatment of 
hallucinations, delusions, apathy and anxiety. Not all studies have demonstrated a benefit on BPSD 
with cholinesterase inhibitors (Fillit et al, 2000), and not all BPSD benefit from their use. The use of 
this class of drugs may depend on the nature of the behavioral disturbance and the stage of the 
dementia. 

Lithium 

Published data on the use of lithium in BPSD are limited and there are no controlled studies of its 
use. One open study (Williams and Goldstein, 1979) reported decreased agitation in six out of eight 
patients with mixed chronic brain syndromes, but another reported little benefit and prominent 
toxicity (Randels et al., 1984). Thus, there seems to be no reason to use lithium to treat BPSD 
given its toxicity in this patient group and the lack of data showing any therapeutic effect. 
 

ββ -Blockers 

There have been only two reports, both uncontrolled, of β-blockers in dementia, which found some 
benefit (Petrie and Ban, 1981; Weiler et al., 1986). The only controlled studies with propranolol (40–
400 mg) and pindolol (10–40 mg) have been in brain injury patients (Greendyke et al., 1989). Thus, 
there is no evidence on which to base a recommendation for the use of β-blockers in BPSD. 
 

Selegiline 

Selegiline is an irreversible inhibitor of monoamine oxidase B at low doses. It has been suggested 
that decreasing or normalizing monoamine oxidase B activity in Alzheimer’s disease might result in 
asymptomatic improvement in this illness (Tariot et al., 1987).  
 
The results to date with selegiline in the treatment of BPSD in Alzheimer’s disease have been 
mixed. Some small, open-label studies have shown beneficial effects on BPSD (Goad et al., 1991; 
Schneider et al., 1991), but the largest and most recent placebo-controlled study showed no effect 
of selegiline treatment (Burke et al., 1993). The dementia patients in this last study did not exhibit 
BPSD; therefore, it was unlikely that a treatment effect would be seen. In a study of Alzheimer’s 
disease patients with depression and agitation, selegiline has been shown to improve BPSD, 
although the effect size was small (Lawlor et al., 1997). 
 
The evidence for selegiline in BPSD is generally positive for minor depressive symptoms associated 
with withdrawn behavior or agitation. Side effects are infrequent with the usual dose of 10 mg/day 
and include postural hypotension. There are no dietary restrictions while the dose is maintained at 
10 mg/day. 
 

Sedative hypnotics 

There are no specific studies of pharmacological treatment of sleep disturbance in dementia 
patients and there is therefore little evidence to guide practice. 
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In general, agents with short-to-intermediate half-lives and few active metabolites are to be favored 
(e.g., zopiclone 3.75–7.5 mg, zolpidem 5–10 mg, lorazepam 0.5–1.0 mg, oxazepam 7.5–15 mg, 
temazepam 10 mg). Sedative hypnotics should only be used for the short-term management of 
sleep disturbance in BPSD. When long-term treatment is necessary, an alternative agent with 
sleep-enhancing properties such as trazodone (50–150 mg nocte) may be useful. 
 
 
n Where sleep disturbance is part of depression or psychotic behavior, an antidepressant or 

antipsychotic should be the drug of choice. 
 
 
 

Electroconvulsive therapy for depression in dementia 

 
In the management of depression in patients with dementia, electroconvulsive therapy (ECT) may be 
an option in the management of severe depression complicating dementia. There are three 
important issues to be addressed when considering whether ECT should be given: 
• making the diagnosis of depression in the face of dementia 
• excluding medical causes of depression (e.g., UTI) 
• the efficacy of ECT in depressed dementia patients 
• potential side effects of ECT in the depressed patient with pre-existing cognitive impairment. 
 
The obvious concern when using ECT with dementia patients is the risk of increased cognitive 
impairment after ECT. Increasing the time interval between treatments can reduce this risk. Less 
cognitive impairment would be expected if unilateral treatment were used, but balanced against this 
is the need for more sessions with unilateral treatment compared with bilateral. 
 
The issue of competency to give informed consent for ECT in a dementia patient is a difficult one. 
Even in patients with mild dementia it is advisable to obtain the consent of the next of kin. Patients 
should be taken off all psychotropics during the course of ECT to decrease the likelihood of post-
ECT confusion. After the course of ECT (usually 6–8 treatments), patients should receive 
prophylactic treatment with antidepressants for 6–9 months, and possibly longer if there is a history 
of previous episodes. 
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