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ABSTRACT 
Alzheimer’s disease (AD) is a progressive and fatal dementia of unknown cause characterized by loss of cognitive 
and physical functioning, commonly with behavior or noncognitive symptoms. Noncognitive symptoms associated 
with Alzheimer's disease and related dementias consist of mood sisterbances, psychosis, altered sexual behavior,  
personality changes, agitation, aggression, pacing, wandering, , changed sleep patterns, and appetite disturbances. 
These noncognitive symptoms of dementia are common, disabling to both the patient and the carer. physicians will 
often play a major role in diagnosing and treating dementia and related disorders in the community. Accurate 
treatment of noncognitive symptoms is important. Accordingly, we reviewed the available pharmacotherapy in the 
clinical management of noncognitive symptoms of dementia. 

INTRODUCTION 
Non-cognitive symptoms are described as 
neuropsychiatric symptoms or ‘behavioural and 
psychological symptoms of dementia’ (BPSD), terms 
that include delusions, hallucinations, depression, 
anxiety, apathy and a range of behaviours, such as 
aggression, wandering, disinhibition and agitation. It 
is suggested that these behaviours may occur in up to 
90% of people with AD.(1-3) The noncognitive 
symptoms of dementia are not only distressing and, 
at times, dangerous for the patient with dementia, 
but also confer a high degree of burden to those 
charged with caregiving. Furthermore, psychiatric 
symptoms of dementia have been found to increase 
rates of institutionalization and overall financial 
costs. Successful intervention with behavioral and 
pharmacologic therapies may help to delay nursing 
home placement and improve the quality of life for 
the individual with dementia and their caregivers.(4-7) 

Pharmacotherapy of noncognitive symptoms 
Pharmacotherapy for noncognitive symptoms targets 
psychotic symptoms, inappropriate or disruptive 
behavior, and depression. Medications and 
recommended doses are shown in Table 1 and 

medication to tragets the symptoms are shown in 
Table 2. 
General guidelines include the (1) Use environmental 
interventions first and pharmacotherapy only when 
necessary; (2) identify and correct underlying causes 
of disruptive behaviors when possible; (3) start with 
reduced doses and titrate slowly; (4) monitor closely; 
(5) periodically attempt to taper and discontinue 
medication; and (6) document carefully. Avoid 
anticholinergic psychotropic medications as they 
may worsen cognition.(8-10) 

Cholinesterase inhibitors and memantine have 
shown modest improvement of behavioral symptoms 
over time but may not significantly reduce acute 
agitation. (11,12) 

Antipsychotics 
Antipsychotic medications have traditionally been 
used for disruptive behaviors and neuropsychiatric 
symptoms, but the risks and benefits must be 
carefully weighed. A meta-analysis found that only 
17% to 18% of dementia patients showed a modest 
treatment response with atypical antipsychotics. 
Adverse events (eg, somnolence, extrapyramidal 
symptoms, abnormal gait, worsening cognition, 
cerebrovascular events, and increased risk of death) 
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offset advantages. Another systematic review and 
meta-analysis found small but significant 
improvement in behavioral symptom scores in 
patients treated with aripiprazole, olanzapine, and 
risperidone.  Typical antipsychotics may also produce 
a small increased risk of death, and more severe 
extrapyramidal effects and hypotension than the 
atypicals. Antipsychotic treatment in AD patients 
should rarely be continued beyond 12 weeks. (13-15) 

 
Table 1: Medications Used for Noncognitive 
Symptoms of Dementia 
 

Drugs 
 

Starting dose 
Maintenance 

Dose in 
Dementia 
(mg/day) 

Antipsychotics 
Aripiprazole 10–15 30 (maximum) 
Olanzapine 2.5 5–10 
Quetiapine 25 100–400 
Risperidone 0.25 0.5–2 

Antidepressants 
Citalopram 10 10–20 
Escitalopram 5 10 (maximum) 
Fluoxetine 10 10–20 
Paroxetine 10 10–40 
Sertraline 12.5 150 (maximum) 
Mirtazapine 15 15–30 
Trazodone 25 75–150 

Anticonvulsants 
Carbamazepine 100 300–600 
Valproic acid 125 500–1,500 
 
Antidepressants 
Depression and dementia share many symptoms, and 
the diagnosis of depression can be difficult, especially 
later in the course of AD. A selective serotonin 
reuptake inhibitor (SSRI) is usually given to 
depressed patients with AD, and the best evidence is 
for sertraline and citalopram. Tricyclic 
antidepressants are usually avoided. (16-19) 

Miscellaneous Therapies 
Use of benzodiazepines is not advised except on an 
“as needed” basis for infrequent episodes of agitation. 
Carbamazepine, valproic acid, and gabapentin may be 
alternatives, but evidence is conflicting.(15, 20) 

 
Table 2: Medications Used for Noncognitive 
Symptoms of Dementia 

Drugs Target Symptoms 
Antipsychotics 

Aripiprazole Psychosis: hallucinations, 
delusions, suspiciousness 
Disruptive behaviors: agitation, 
aggression 

Olanzapine 
Quetiapine 
Risperidone 

Antidepressants 
Citalopram  

Depression: poor appetite, 
insomnia, hopelessness, 
anhedonia, withdrawal, 
suicidal thoughts, agitation, 
anxiety 

Escitalopram 
Fluoxetine 
Paroxetine 
Sertraline 
Mirtazapine 
Trazodone 

Anticonvulsants 
Carbamazepine Agitation or aggression 
Valproic acid 
 
Evaluation of therapeutic outcomes 
At baseline interview both patient and caregiver, 
identify target symptoms; define therapeutic goals; 
and document cognitive status, physical status, 
functional performance, mood, thought processes, 
and behavior. The Mini Mental State Examination for 
cognition, Physical Self-Maintenance Scale for 
activities of daily living and Neuropsychiatric 
Inventory Questionnaire for assessment of 
behavioral disturbances should be used to quantify 
changes in symptoms and functioning. Observe the 
patient carefully for potential side effects. The 
specific side effects to be monitored and the method 
and frequency of monitoring should be documented. 
Assess for drug effectiveness, side effects, adherence 
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to regimen, and need for dosage adjustment or 
change in treatment at least monthly. Several months 
to 1 year of treatment may be required to determine 
whether therapy is beneficial. (21-23) 
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