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Abstract
Background: Behavioral and psychological symptoms of de-
mentia (BPSD) are difficult to manage and associated with 
poor outcome. Objectives: The aim of this study was to reach 
consensus on the use of antipsychotics in patients with BPSD 
in Spain. Methods: A qualitative, multicenter, two-round 
Delphi study was carried out, with the participation of spe-
cialists involved in the care of dementia patients throughout 
Spain. They completed a 76-item questionnaire related to 
the identification of BPSD, treatment with antipsychotics, 
follow-up of patients, barriers for the use of atypical antipsy-

chotics, and effects of antipsychotics on quality of life. Re-
sults: A total of 162 specialists in neurology, psychiatry, and 
geriatrics (61% men) with a mean (SD) age of 45.9 (10) years 
participated in the study. Almost all participants (96.9%) 
strongly agreed that atypical antipsychotics are safer and 
better tolerated than typical antipsychotics. There was 
agreement on the importance to review the indication and 
dose of the antipsychotic drug at least every 3 months. There 
was consistent high rate of agreement on the beneficial im-
pact of atypical antipsychotics on the quality of life of pa-
tients with dementia and their caregivers. A consensus was 
also reached on the need of detecting BPSD in patients with 
dementia as it decreases the quality of life of both patients 
and caregivers, and the need to routinely screen for demen-
tia in elderly patients with no previous psychiatric history in 
the presence of suggestive symptoms of BPSD. Finally, the 
participants in the study agreed that administrative barriers 
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for the prescription of atypical antipsychotics in Spain hinder 
the access to this drug group and favor the prescription of 
typical antipsychotics. Conclusions: The participants in the 
study agreed that atypical antipsychotics should be pre-
ferred to typical antipsychotics in the management of BPSD. 
Wide consensus was reached about the importance of early 
identification of BPSD in persons with cognitive impairment, 
the use and management of atypical antipsychotic drugs 
and their favorable impact on patients and caregiver’s qual-
ity of life. © 2020 The Author(s)

Published by S. Karger AG, Basel

Introduction

Behavioral and psychological symptoms of dementia 
(BPSD) are a group of noncognitive symptoms and po-
tentially disruptive behaviors in individuals with demen-
tia, associated with significant functional and clinical im-
pairment and a negative impact on the course of the ill-
ness, treatment, and carers [1]. BPSD represent a common 
and heterogeneous group of psychopathological features 
that may occur as isolated symptoms but more common-
ly appear simultaneously in the same patient. BPSD in-
clude aberrant motor behavior, agitation, delusions, hal-
lucinations, depression, anxiety, psychosis, irritability, 
apathy, disinhibition, and sleep or appetite changes [2–
4]. In a systematic review and meta-analysis of 48 cross-
sectional or longitudinal studies with the aim to investi-
gate the prevalence of neuropsychiatric symptoms in pa-
tients with Alzheimer’s dementia (AD), apathy was the 
most frequent symptom (49%) followed by depression, 
aggression, anxiety and sleep disorders, irritability, ap-
petite disorder, aberrant motor behavior, delusion, dis-
inhibition, and hallucination, while the least common 
neuropsychiatric symptom was euphoria [4]. Duration 
of illness, age, and years of education explained some of 
the variance in the prevalence estimates across studies 
[4]. It is estimated that BPSD affect up to 90% of all indi-
viduals with dementia over the course of their illness [5] 
and are an integral part of the dementia syndrome. They 
are independently associated with increased morbidity, 
impact on the cost of care, and poor outcomes, including 
cognitive and functional decline, deterioration of family 
and professional relationships, early institutionalization, 
caregiver burden, impairment of quality of life, and risk 
of death among people with AD [6].

The neurobiology underlying the clinical manifesta-
tions of BPSD is still unclear. It has been shown that 
BPSD are not merely an epiphenomenon of cognitive 

impairment but could be attributed to specific brain dys-
functions with involvement of different brain regions, 
fronto-subcortical circuits, cortico-cortical networks, 
and alterations of neurotransmitter systems in the con-
text of a complex interplay of genetic, neuropathological, 
and neurochemical mechanisms [7–9]. However, the 
causes and risk factors for BPSD in an individual patient 
are multiple and include the combination of biological, 
psychological, and environmental variables, rather than 
any specific factor. Thus, treatment of BPSD is often 
challenging due to the multi-morbidity present in pa-
tients with dementia and the complex etiopathogenesis 
of highly variable symptoms with numerous precipitat-
ing, modulating, and vulnerability factors [10]. Individu-
alized treatment plans must include adequate manage-
ment of concomitant somatic diseases, effective pain re-
lief, non-pharmacological interventions, and pharma- 
cotherapy. Inadequately controlled BPSD may precipi-
tate inpatient admission and may hinder individuals 
from living at home with their relatives or in residential 
settings [11]. Furthermore, with the aging of the popula-
tion leading to an epidemic of AD, effective and safe 
treatments for BPSD are needed.

In relation to pharmacological management of BPSD, 
psychotropic medications especially antipsychotics are 
widely used to treat agitation and associated behavioral 
symptoms in patients with BPSD, but efficacy data are 
inconsistent [12]. Adverse effects are an important con-
sideration, given the age and comorbidity of patients 
with dementia [13], and there are concerns regarding an 
increased risk of mortality that has been associated with 
these medications [14, 15]. A recent network meta-anal-
ysis of 17 randomized clinical trials and 5,373 patients 
with AD, vascular, Lewy body, or mixed dementia as-
sessed the relative benefits and safety of atypical antipsy-
chotics in the treatment of BPSD [16]. Aripiprazole, 
quetiapine, and risperidone were associated with signif-
icantly better outcomes on various effectiveness mea-
sures associated with BPSD, while risperidone and olan-
zapine were associated with an increased risk of cardio-
vascular adverse events compared with placebo. 
However, there were no significant differences between 
atypical antipsychotics in effectiveness, risk of death, or 
cardiovascular adverse events [16]. In addition, a series 
of administrative factors often hinder the access of pa-
tients with BPSD to atypical antipsychotics, including 
the lack of an approved indication for the management 
of BPSD, regional regulatory and bureaucratic differ-
ences, or the type of facility the patient is attending or is 
living in.
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Therefore, it seemed necessary to provide guidelines at 
the national level in order to standardize and to improve 
the management of BPSD patients in clinical practice. 
The primary aim of the project was to develop a consen-
sus document on the use of antipsychotics in patients 
with BPSD. The secondary aim was to reach consensus on 
other aspects of clinical practice of BPSD based on the 
criteria of specialists involved in the care of patients with 
different types of dementia.

Materials and Methods

Study Design
This was a qualitative, multicenter, two-round Delphi study 

(the APADE study). APADE is the Spanish acronym for “Uso de 
Antipsicóticos en PAcientes con DEmencia” (Use of Antipsychot-
ics in Patients with Dementia). The study was conducted over a 
4-month period, from March to June 2019. According to regula-
tions of the Spanish Agency of Medicines and Medical Devices 
(AEMPS), procedures described in the order SAS/3470/2009 of 
December and in the royal decree 1090/2015 of December 4 re-
garding postauthorization studies and clinical trials with drugs, 
respectively, are not applicable. The study is therefore exempt 
from requiring approval by a Clinical Research Ethics Committee 
(CEIC) and by the AEMPS.

Participants and Procedures
A multidisciplinary panel of 9 clinically active specialists  

(4 neurologists, 4 psychiatrists, and 1 geriatrician) with a special 
interest and large experience in the management of BPSD were 
recruited to form the scientific committee of the study. They were 
responsible for the development of the questionnaire, supervision 
of the progression of the study, including the recruitment of par-
ticipants, and the analysis and interpretation of the data.

The final questionnaire was divided into 7 sections: sections 1 
and 2 included 13 items with questions related to general data of 
participants and their clinical practice; section 3 included 13 items 
that addressed the identification of BPSD in subjects with demen-
tia; section 4 had 28 items focusing on the indication, safety, and 
tolerability of antipsychotics, and their use in special cases (nurs-
ing home, inpatient, fragility, comorbidity); section 5 included 9 
items with questions related to the follow-up and management of 
patients with BPSD; section 6 had 6 items related to barriers to the 
use of atypical antipsychotics; and section 7 included 7 items that 
addressed the impact of atypical antipsychotics in the quality of 
life. The study questionnaire is included in the online suppl. mate-
rial (see www.karger.com/doi/10.1159/000510566 for all online 
suppl. material). Questions were formulated so that they could be 
answered using a 5-point Likert scale, from 1 = “strongly agree,”  
2 = “moderately agree,” 3 = “neither agree nor disagree,” 4 = “mod-
erately disagree,” and 5 = “strongly disagree” according to the par-
ticipant’s opinion with respect to what should be performed in 
clinical practice. The final document emerged from a two-round 
Delphi consensus process [17].

Study participants were experienced, practicing specialists in 
neurology, psychiatry, or geriatrics attending a minimum of 10 
patients with BPSD every month in either public or private institu-

tions throughout Spain. Participation in the study was anony-
mous. The questionnaire was lodged in an Internet microsite that 
could be accessed via a weblink included in the e-mail. Only physi-
cians who provide written consent to participate in the study were 
provided with the microsite URL and the user’s password.

Statistical Analysis
For the purpose of the study, consensus was defined as general 

agreement of a substantial majority (greater than 75%) of Delphi 
panelists in favor or against the recommendation [18]; that is, 
when the sum of responses “strongly agree” (Likert score 1) and 
“moderately agree” (Likert score 2) or “strongly disagree” (Likert 
score 5) and “moderately disagree” (Likert score 5) was greater 
than 75% of the total responses obtained for that item, consensus 
in favor or against was established. When none of these previous 
assumptions were met, consensus neither for nor against the state-
ment was not reached. Descriptive statistics for categorical vari-
ables included frequencies and percentages, and mean and stan-
dard deviation for continuous data. The SAS version 9.1.3 was used 
for data analysis.

Results

Participants
Of a total of 170 specialists who were invited to take 

part in the study, 8 declined to participate due to lack of 
time. Therefore, the study population included 162 spe-
cialists (71 psychiatrists, 60 neurologists, 27 geriatricians, 
2 psychogeriatricians, and 2 internal medicine) who 
agreed to participate in the study. Other specialists were 
psychogeriatricians. The group included 99 male special-
ists and 63 female specialists, that had been practicing a 
mean of 16.3 (10.1) years. Most participants worked in 
public hospitals (72.2%), 52.1% of which were tertiary 
care hospitals. Only 13% of participants had participated 
in a training program on BPSD in the previous 12 months, 
and 7.4% had participated in a research project on BPSD. 
In addition, 42.2% of participants reported that 25–75% 
of patients they had seen in the previous week had de-
mentia. With regards to the incidence of BPSD in differ-
ent types of dementia, 23.6% of participants stated that 
they were present in 30–50% of patients with AD; 24.8% 
indicated that these symptoms were seen in 20–30% of 
patients with vascular dementia; 26.3% of participants 
stated that they were present in more than 50% of patients 
with Lewy body dementia, whilst 32.3 and 24.2% of par-
ticipants responded that BPSD were seen in less than 5% 
of patients with frontotemporal dementia and dementia 
due to Parkinson’s disease, respectively. All these answers 
referred to the last week. Results of those items in which 
agreement (or disagreement) was obtained are detailed in 
Tables 1–3.
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Detection of BPSD in a Patient with Dementia
As shown in Table 1, there was a high number of par-

ticipants who answered “strongly agree” or “moderately 
agree” to all the items included under the heading “Detec-
tion of BPSD in patients with dementia.” A 100% com-
bined agreement was reached in the items that highlight-
ed the importance of detecting BPSD in patients with de-
mentia as they negatively impact the quality of life of 
patients and caregivers. Participants also agreed on the 
need to routinely screen for dementia in elderly patients 
with no previous psychiatric history if they experience 
hallucinations, delusions, depression, apathy, irritability, 
or aberrant motor behavior. Only 18.5% of participants 
reported the use of a validated instrument in their prac-
tice for the detection of BPSD in patients with dementia, 
with the Neuropsychiatric Inventory (NPI) as the most 
commonly used questionnaire (96.7%). In the presence of 

visual hallucinations, 68% of participants identified Lewy 
body dementia as the type of dementia most commonly 
associated with this symptom.

Indication of Antipsychotics
Consensus in favor of the statement was reached in 13 

of the 21 items regarding the indication of antipsychotics 
in the management of BPSD (Table 2). Likewise, consen-
sus against the statement was obtained in 3 of the items. 
Participants strongly (14.8%) or moderately (63.9%) dis-
agreed with the statement that hallucinations responded 
better to acetylcholinesterase inhibitors than to antipsy-
chotics; they strongly (49.4%) or moderately (38.3%) dis-
agreed with the statement that the use of atypical antipsy-
chotics for BPSD should be restricted to risperidone, as it 
is the only one with an approved indication in dementia; 
and strongly (18.1%) or moderately (61.9%) disagreed 

Table 1. Responses to questionnaire items related to the detection of BPSD in patients with dementia

Items of the questionnaire 5-point Likert scale

strongly 
agree (1)

moderately 
agree (2)

neither 
agree nor 
disagree (3)

moderately 
disagree (4)

strongly 
disagree (5)

#14. The detection of BPSD is very important in patients with dementia because they 
decrease significantly the quality of life of patients

144 (89.4) 17 (10.6) 0 0 0

#15. The detection of BPSD is very important in patients with dementia because they 
decrease significantly the quality of life of caregivers

149 (92.0) 13 (8.0) 0 0 0

#17. The presence of visual hallucinations in an elderly patient, with no previous 
psychiatric history, suggests applying screening tests for dementia

108 (66.7) 47 (29.0) 2 (1.2) 4 (2.5) 1 (0.6)

#19. The presence of delusional ideas in an elderly patient, with no previous psychiatric 
history, suggests applying screening tests for dementia

120 (74.1) 41 (25.3) 0 0 1 (0.6)

#20. The presence of depression in an elderly patient, with no previous psychiatric 
history, suggests applying screening tests for dementia

63 (38.9) 77 (47.5) 18 (11.1) 4 (2.5) 0

#21. The presence of apathy/indifference in an elderly patient, with no previous 
psychiatric history, suggests applying screening tests for dementia

63 (38.9) 82 (50.6) 14 (8.6) 3 (1.9) 0

#22. The presence of irritability/emotional lability in an elderly patient, with no 
previous psychiatric history, suggests applying screening tests for dementia

60 (37.0) 79 (48.8) 22 (13.6) 1 (0.6) 0

#23. The presence of aberrant motor behavior in an elderly patient, with no previous 
psychiatric history, suggests applying screening tests for dementia

62 (38.3) 71 (43.8) 20 (12.3) 9 (5.6) 0

#24. BPSD are more frequent in the different types of dementia as the disease progresses 78 (48.1) 63 (38.9) 12 (7.4) 9 (5.6) 0

#25. In elderly patients with chronic schizophrenia it can be very difficult to 
differentiate whether a change in psychotic symptoms is related to their primary deficit 
or is a developing dementia

82 (50.6) 61 (37.7) 12 (7.4) 7 (4.3) 0

#26. In the differentiation between genuine psychosis and psychotic symptoms in AD,  
it is useful to consider the existence of previous cognitive impairment in AD and the 
previous history of psychosis in genuine psychosis

99 (61.1) 63 (38.9) 0 0 0

Numbers of the items are those of the study questionnaire (online suppl. material). Percentages in parenthesis. BPSD, behavioral and psychological 
symptoms of dementia; AD, Alzheimer’s disease.
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with the assertion that 2 antipsychotics have a greater 
benefit than using high doses of any of them separately. 
No consensus was reached for the following 5 items: 
greater improvement of delusions with acetylcholinester-
ase inhibitors than with antipsychotics; atypical antipsy-
chotics have clinical benefits on apathy; antipsychotics 
are generally the drugs of choice versus antidepressants 
or hormonal agents for the control of sexual disinhibi-
tion; atypical antipsychotics are not useful for the treat-
ment of compulsive behavior; and aberrant motor behav-
ior does not respond to treatment with antipsychotics.

Safety and Tolerability of Antipsychotics
Almost all participants (96.9%) strongly or moderate-

ly agreed that atypical antipsychotics are safer and better 
tolerated than typical antipsychotics. No consensus was 
reached, neither in favor nor against, for haloperidol as 

the least safe antipsychotic in relation to the risk of mor-
tality, or the fact that the risk of mortality is different for 
each atypical antipsychotic drug. There was consensus in 
favor of using quetiapine, aripiprazole, and clozapine in 
Lewy body dementia and dementias with parkinsonism 
because of a lower incidence of extrapyramidal side ef-
fects (96.3%) and that poor tolerability and paradoxical 
effects of antipsychotics were more frequent in fragile and 
polymedicated patients (91.3%). Most participants (89%) 
disagreed with the statement that safety and tolerability 
of antipsychotics is similar in all types of dementia.

Follow-Up and Control of Patients with BPSD
In this section of the questionnaire (Table 3), consen-

sus was reached in favor of performing laboratory tests 
and an electrocardiogram before prescribing antipsy-
chotics, but there was disagreement on the requirement 

Table 2. Answers to questionnaire items for which consensus was reached on “Indication of antipsychotics in dementia”

Item of the questionnaire 5-point Likert scale

strongly 
agree (1)

moderately 
agree (2)

neither  
agree nor 
disagree (3)

moderately 
disagree (4)

strongly 
disagree 
(5)

#27. In patients with BPSD is good practice to initiate treatment with anticholinesterase 
inhibitors/memantine before starting treatment with antipsychotics*

47 (30.3) 93 (60.0) 10 (6.5) 5 (3.2) 0

#28. In daily practice, use of antipsychotics is only recommended in severe and persistent  
or recurrent BPSD*

50 (32.3) 83 (53.5) 7 (4.5) 15 (9.7) 0

#29. Use of atypical antipsychotics versus conventional or typical antipsychotics provides 
more benefits both through oral and parenteral administration

92 (56.8) 55 (34.0) 9 (5.6) 4 (2.5) 2 (1.2)

#30. Use of haloperidol should be restricted to acute treatment of agitation or psychosis  
with inability to use the oral route, need for intravenous route, or inability to administer 
parenteral atypical antipsychotics

74 (45.7) 71 (43.8) 6 (3.7) 9 (5.6) 2 (1.2)

#31. Aggressiveness and severe agitation benefit from treatment with antipsychotics 107 (66.5) 50 (31.1) 4 (2.5) 0 0

#32. Psychotic symptoms generally improve with antipsychotic treatment 68 (42.2) 92 (57.1) 1 (0.6) 0 0

#35. Quetiapine and aripiprazole can be useful in patients with nonpsychotic depression 
associated with dementia*

28 (18.1) 91 (58.7) 13 (8.4) 19 (12.3) 4 (2.6)

#36. Antipsychotics are useful in the treatment of anxiety in patients with dementia* 17 (11.0) 111 (71.6) 11 (7.1) 12 (7.7) 4 (2.6)

#37. Antipsychotics are useful in the treatment of euphoria in patients with dementia* 37 (23.9) 96 (61.9) 15 (9.7) 6 (3.9) 1 (0.6)

#41. In situations of euphoria with disinhibition, antipsychotics can be especially useful 51 (31.5) 91 (56.2) 13 (8.0) 5 (3.1) 2 (1.2)

#42. Antipsychotics are useful in the treatment of irritability 37 (22.8) 89 (54.9) 19 (11.7) 16 (9.9) 1 (0.6)

#44. Atypical antipsychotics with a more sedative profile (quetiapine and olanzapine) are 
useful for the treatment of insomnia in patients with dementia*

67 (41.4) 81 (50.0) 5 (3.1) 7 (4.3) 2 (1.2)

#47. The use of long-acting atypical antipsychotics may be useful in some cases of dementia 
with difficulties in adherence to treatment*

37 (23.9) 92 (59.4) 7 (4.5) 14 (9.0) 5 (3.2)

Numbers of the items are those of the study questionnaire (online suppl. material). Percentages in parenthesis. BPSD, behavioral and psychological 
symptoms of dementia. * Agreement/disagreement achieved on the second round.
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to conduct a neuroimaging study prior to prescribing an-
tipsychotics as an aid to assess the cerebrovascular risk. 
Participants agreed that in patients on long-term treat-
ment with antipsychotics (>12 weeks), vital signs and the 
emergence of extrapyramidal effects should be moni-
tored at least every 3 months. Moreover, there was con-
sensus regarding the need to do blood tests with a hema-
tology profile and blood biochemistry (hepatic, lipid, and 
renal profiles) at least every 9–12 months in these pa-
tients. Participants disagreed on the need of assessing 
plasma prolactin levels at least every 6–9 months. There 
was agreement on the importance to review the indica-
tion and dose of the antipsychotic drug at least every 3 
months.

In relation to the recommendation for using individ-
ual antipsychotics for BPSD in different patient profiles 
based on their comorbidities, clozapine (88.4%), quetiap-
ine (87.6%), and aripiprazole (76.8%) were considered as 
the preferred atypical antipsychotics of choice for pa-
tients with dementia and movement disorders. For pa-
tients with dementia and renal failure, quetiapine (90.9%) 
and aripiprazole (85.8%) were the drugs of choice, where-

as for patients with concomitant liver dysfunction, there 
was agreement for the preferred use of aripiprazole 
(85.1%). Finally, in patients with dementia and arrhyth-
mia, consensus was reached for the use of aripiprazole 
(86.5%) and quetiapine (76.8%).

Barriers for the Correct Use of Atypical Antipsychotics
Specific administrative barriers in Spain for the pre-

scription of atypical antipsychotics were identified as a 
difficulty for the access of patients to these medications 
(83.2% of respondents) and a factor that had led to the 
increased use of typical antipsychotics (77%). Partici-
pants considered that the use of atypical antipsychotics in 
patients with BPSD should be protocolized (98.8%). Also, 
80.8% of participants agreed with the statement that al-
though informed consent is required for the use of atypi-
cal antipsychotics, in many cases informed consent is not 
requested, a situation that generates a legal uncertainty. 
However, 49.2% of participants stated that medication 
was available through compassionate use in their region-
al hospital settings.

Table 3. Answers to the questionnaire items regarding follow-up and control of patients with BPSD

Items of the questionnaire 5-point Likert scale

strongly 
agree (1)

moderately 
agree (2)

neither  
agree nor 
disagree (3)

moderately 
disagree (4)

strongly 
disagree 
(5)

#55. Before prescribing an antipsychotic to a patient with dementia, it is necessary to order 
blood tests that include a hematology profile and blood biochemistry (hepatic, lipid, and 
renal profile)

64 (39.8) 60 (37.3) 19 (11.8) 17 (10.6) 1 (0.6)

#56. Before prescribing an antipsychotic to a patient with dementia, an electrocardiogram  
is required*

31 (20.0) 88 (56.8) 17 (11.0) 15 (9.7) 4 (2.6)

#57. Before prescribing an antipsychotic to a patient with dementia, a neuroimaging study  
is necessary as an aid to assess the cerebrovascular risk*

4 (2.6) 24 (15.5) 22 (14.2) 83 (53.5) 22 (14.2)

#58. In patients with dementia on long-term treatment with an antipsychotic (>12 weeks), 
vital signs (weight, BMI, abdominal circumference, blood pressure, and heart rate) should 
be controlled at least every 3 month

61 (38.1) 74 (46.3) 17 (10.6) 8 (5.0) 0

#59. In patients with dementia on long-term treatment with an antipsychotic (>12 weeks), 
the presence of extrapyramidal signs should be monitored at least every 3 months

74 (46.0) 69 (42.9) 7 (4.3) 11 (6.8) 0

#60. In patients with dementia on long-term treatment with an antipsychotic (>12 weeks), 
blood tests that include a hematology profile and blood biochemistry (hepatic, lipid, and 
renal profiles) should be conducted every 9–12 months

95 (59.0) 54 (33.5) 6 (3.7) 5 (3.1) 1 (0.6)

#61. In patients with dementia on long-term treatment with an antipsychotic (>12 weeks),  
it is necessary to monitor prolactin levels at least every 6–9 months*

11 (7.1) 52 (33.5) 47 (30.3) 34 (21.9) 11 (7.1)

#62. In patients with dementia on long-term treatment with an antipsychotic (>12 weeks), 
the indication and doses of the drug should be revised at least every 3 months

85 (52.8) 58 (36.0) 7 (4.3) 11 (6.8) 0

Numbers of the items are those of the study questionnaire (online suppl. material). Percentages in parenthesis. BPSD, behavioral and psychological 
symptoms of dementia. * Agreement/disagreement achieved on the second round.
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Quality of Life
There was consistent high degree of agreement among 

participants on the beneficial impact of atypical antipsy-
chotics for BPSD on all aspects of the quality of life of pa-
tients with dementia and their caregivers (Fig. 1).

Discussion

The present study aimed to achieve a consensus on the 
assessment and management of patients with BPSD. The 
questionnaire designed for the project covered 3 main as-
pects of BPSD, namely the detection of BPSD in patients 
with dementia, the follow-up and control of patients with 
BPSD, and more specifically, the indication of antipsy-
chotics in different patient profiles with dementia. BPSD, 
an array of psychopathological features that commonly 
occur at the same time in a given patient, are associated 
with significant functional and clinical impairment and 
represent an important burden for both patients and their 
caregivers [1, 19–22]. In accordance with the literature [4, 
19], all the participants (100%) in the present study agreed 
on these statements and recognized the relevance of 

BPSD and their negative impact on the quality of life for 
both patients and carers.

Participants agreed that in people aged 65 and over 
without a personal history of psychiatric disorders, the 
emergence of BPSD including hallucinations, delusional 
ideas, depression, apathy or indifference, irritability, 
emotional lability, or aberrant motor behavior is an indi-
cation to routinely screen for dementia. Panel members 
agreed with previous reports [23, 24] on the role of these 
symptoms in the prediction of cognitive decline. Screen-
ing identifies the existence and extent of cognitive im-
pairment and provides a baseline to assess any decline or 
fluctuation in cognition that may be attributed to treat-
able causes. Participants considered that dementia with 
Lewy bodies was the most frequent type of dementia as-
sociated with visual hallucination. Similarly, in a system-
atic review and random-effects meta-analyses of studies 
reporting auditory and visual hallucinations associated 
with Parkinson´s disease or dementia with Lewy bodies, 
the estimated pooled prevalence of auditory hallucina-
tions was 8.9% in Parkinson’s disease and 30.8% in de-
mentia with Lewy bodies, while visual hallucinations 
were more common, with an estimated pooled preva-

Improves patients’
quality of life

The use of atypical antipsychotics: 37.3% 52.8% 5% 4.9%

■ Strongly agree   ■ Somewhat agree   ■ Indifferent   ■ Somewhat disagree   ■ Strongly disagree

Improves caregivers’ quality of life
by reducing their stress

47.2% 50.9% 1.9%

Improves caregivers’ quality of life
by reducing number of hours of care

30.4% 47.2% 13% 6.2% 3.1%

Improves quality of life of patient-
caregiver by improving sleep quality

47.2% 47.8% 3.7%1.2%

Reduces economic burden of caregivers
and patients allowing living together in

the family environment

36% 48.4% 12.4% 3.1%

Reduces economic burden of caregivers and
patients by preventing institutionalization

33.5% 44.1% 19.3% 3.1%

Reduces the economic burden of caregivers
by reducing the number of patient care hours

30.3% 63.2% 3.2% 3.2%

0% 20% 40% 60% 80% 100%

Fig. 1. Impact of atypical antipsychotics in the patients and caregivers quality of life.
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lence of 28.2% in Parkinson’s disease and 61.8% in de-
mentia with Lewy bodies [25].

In relation to results regarding treatment of BPSD, 
more than 90% of study participants agreed that prescrib-
ing anticholinesterase inhibitors/memantine before start-
ing treatment with antipsychotics is a good clinical prac-
tice. However, a recent meta-analysis of the effects of 
these drugs on scores of the Mini-Mental State Examina-
tion (MMSE) as a common tool to monitor dementia in 
clinical practice showed only a modest effect [26]. An in-
ternational Delphi consensus agreed on a clear preference 
for an escalating approach to the management of BPSD 
in AD commencing with the identification of underlying 
causes [27]. In addition, 85.8% of participants agreed re-
garding the statement that antipsychotic medications are 
only recommended in cases of severe and persistent or 
recurrent BPSD. For the remaining 14.2% of participants 
who neither agreed nor disagreed (4.5%) or moderately 
disagreed (9.7%), the questionnaire did not ask about the 
reasons for not recommending antipsychotics in such 
cases. Expert consensus suggesting use of antipsychotic 
drugs in individuals with dementia can be appropriate in 
cases with dangerous agitation or psychosis, and can be 
useful in minimizing the risk of violence, reducing patient 
distress, improving patient’s quality of life, and reducing 
caregiver burden [28]. With respect to the benefits of 
atypical antipsychotics over conventional or typical ones, 
the participants expressed a high degree of agreement on 
the fact that atypical antipsychotics provide more benefits 
to patients, which agrees with data of a recent review of 
antipsychotic drugs for the treatment of BPSD in patients 
with dementia [29]. Indeed, atypical antipsychotics are 
generally preferred over conventional agents in treating 
BPSD because they have substantially lower risks of ex-
trapyramidal neurological effects, such as parkinsonism 
or tardive dyskinesia [30]. However, a network meta-
analysis found that no single atypical antipsychotic was 
consistently associated with better results than the others 
in the treatment of BPSD across all effectiveness and safe-
ty outcomes [16].

In patients with dementia with Lewy bodies and de-
mentias with parkinsonism, panel participants recom-
mended the atypical antipsychotics quetiapine, aripip-
razole, and clozapine as the preferred options based on 
the lower rate of extrapyramidal side effects associated 
with these drugs. With regard to the selection of spe-
cific atypical antipsychotics for the management of dif-
ferent profiles of patients with BPSD, including move-
ment disorders, renal failure, liver dysfunction, and car-
diac arrhythmias, quetiapine was selected as the first 

option for treatment of patients with movement disor-
ders or renal failure, in second place for cardiac arrhyth-
mias. Aripiprazole was recommended in all these clini-
cal scenarios, and clozapine in cases of movement disor-
ders. However, comparative efficacy of atypical 
antipsychotics for BPSD in these subgroups of dementia 
patients is lacking. While antipsychotics are often used 
to treat BPSD, common use of these medications re-
mains controversial due to relatively low effect sizes and 
the high risk of occurrence of adverse effects [31]. Spe-
cifically, the evidence on the benefits of particular anti-
psychotics in dementia with Lewy bodies or other de-
mentias with parkinsonism is very limited; although due 
to its minor potential to induce extrapyramidal effects, 
quetiapine has been suggested to be appropriate for the 
treatment of BPSD in these types of dementia [32]. “Real 
world” consensus like the present study is pleaded for a 
rationale use of these drugs.

In the current context of the Spanish public health care 
system, participants almost unanimously recognized that 
administrative barriers to the prescription of atypical an-
tipsychotics increase the use of first-generation antipsy-
chotics, with a less favorable profile of motor side effects 
and no advantages at cerebrovascular level, and this may 
also be the case in other countries. However, the impor-
tance of specific administrative barriers for prescription 
of atypical antipsychotics cannot be generalized to other 
health care systems with characteristics and organiza-
tions different from the framework of the present study. 
Therefore, the external validity of this finding is limited. 
In accordance with previous reports [26, 33], there was 
also consensus in our study regarding the need to have 
protocols for the use of atypical antipsychotics for BPSD 
in order to help physicians in clinical practice and in ben-
efit of patients and their families, a finding that could in-
dicate an insufficient knowledge or application of guide-
lines in practice [34–36].

The present findings should be interpreted taking into 
account some limitations particularly that the survey re-
flects opinions not facts, and that information regarding 
specialists who did not participate was not recorded. 
Also, although it would have been interesting to discuss 
the use of antipsychotics for the management of the dif-
ferent symptoms which are under the umbrella of BPSD, 
detailed information of antipsychotic agents by symptom 
is beyond the scope of the present discussion.

In summary, the present study reports useful informa-
tion provided by specialists on various relevant aspects 
related to the management of patients with BPSD in 
Spain. The study highlights the importance the specialist 
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participants in the study give to early identification of the 
spectrum of symptoms of BPSD in individuals with de-
mentia, considering the significance that they have on the 
quality of life of patients and caregivers. Consequently, in 
an elderly patient who develops BPSD without a history 
of psychiatric problems, screening for dementia becomes 
mandatory. Participants considered that use of antipsy-
chotics for managing BPSD is associated with important 
benefits in the overall quality of life of patients and the 
carers.
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