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The authors describe a series of 22 patients with
dementia and behavioral disturbances, including
agitation, aggression, delusions, and hallucina-
tions, who were treated with risperidone. Risperi-
done, in low doses, was well tolerated; 50% of
patients experienced significant improvement,
although 50% experienced some extrapyramidal
symptoms.

(The Journal of Neuropsychiatry and Clinical
Neurosciences 1998; 10:220-223)

Behavioral disturbances associated with dementia
(BDD) are a common remediable cause of excess mor-
bidity. Behavior such as agitation, aggression, delusions,
hallucinations, anxiety, depression, shouting, and wan-
dering can lead to significant impairment in the quality
of life for both patients and their caregivers, as well as
an increased risk of institutionalization. A recent review
on the pharmacotherapy of BDD noted that, compared
with other agents, the neuroleptics have been best stud-
ied with relatively rigorous placebo-controlled trials.!
Efficacy is modest, but concerns regarding side effects,
especially extrapyramidal symptoms (EPS), have often
limited their use. As a result, treatment of BDD with
atypical neuroleptics such as clozapine or risperidone is
potentially advantageous in view of their tendency to
cause considerably fewer extrapyramidal effects. Unfor-
tunately, there are no placebo-controlled trials of atypi-
cal neuroleptics for the treatment of BDD and very little
anecdotal evidence for their use in this indication. To
provide some preliminary information on the safety and
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effectiveness of risperidone for BDD, we report on our
collective experience to date.

PATIENTS

All patients met DSM-IV criteria for dementia. Specific
etiological diagnoses were made clinically by academic
geropsychiatrists. Twenty-two patients were included in
this series, averaging 77.6 + 6.64 years of age (range 60—
88). Of these, 73% (16 of 22) were males. There were 14
patients with dementia of the Alzheimer’s type, 6 with
vascular dementia, and 2 with Lewy body dementia
(meeting consensus guidelines for the clinical diagnosis
of dementia with Lewy bodies?). The most common tar-
get symptoms included agitation, aggression, halluci-
nations, and delusions. All patients except 2 (#4 and #8)
had previous trials of psychotropics, including at least
one unsuccessful trial of a typical neuroleptic (ineffec-
tive or not tolerated). In fact, 16 of these patients had
experienced serious EPS when treated previously with
typical neuroleptics. This was the clinicians’ most com-
mon rationale for the institution of a trial of risperidone.
The patients, the treatment, and outcome are described
in Table 1.

RESULTS

The average therapeutic dose of risperidone used was
1.55+1.36 mg per day (range 0.5 mg qod to 3 mg bid).
Only 2 patients received low-dose anticholinergic med-
ication (e.g., procyclidine 2.5 mg bid). Length of trials
varied from 1 week to 10 months. Risperidone was dis-
continued in 5 patients (23%). In 3 patients risperidone
was discontinued within 1 to 2 weeks because of side
effects including lethargy, stooped posture, rigidity, and
falls. Risperidone was discontinued in another 2 pa-
tients because efficacy was lacking or insufficient after 2
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and 3 months, respectively. EPS were noted in 11 of 22
(50%), although symptoms were mild in 4 of these.
Other side effects noted in the group as a whole in-
cluded sedation and drooling. There were no reported
cases of orthostatic hypotension. On Clinical Global Im-
pression,® 6 patients (27%) were rated as very much im-
proved, 5 (23%) were rated as much improved, 6 (27%)
were rated as minimally improved, 2 (9%) were rated as
unchanged, 1 (5%) was rated as minimally worse, and
2 (9%) were rated as very much worse.

The following are several examples described in more
detail.

CASE REPORTS

Patient 8. This 79-year-old woman was a resident in a
long-term care facility. She was diagnosed as having demen-
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tia of the Alzheimer’s type, Global Deterioration Scale
(GDS)* stage 6-7. Other than a history of syncope and a frac-
tured ankle, she was medically well. She was extremely re-
sistant to care and physically aggressive toward staff and co-
residents. She would wander and make numerous attempts
to leave the facility, often pulling other residents with her.
Even though she had not been treated previously with a
neuroleptic, her family chose treatment with risperidone as a
first-line agent because of their concerns about side effects of
neuroleptics. She was started on risperidone 0.25 mg bid and
slowly increased to 1.5 mg bid. Behavior improved signifi-
cantly. She was no longer aggressive, and staff were able to
bathe and shower her with much less agitation. Over a pe-
riod of 1 month on 1.5 mg bid, however, she became lethar-
gic and would drool. Risperidone was reduced to 0.5 mg
bid, with resolution of these side effects. Overall outcome
was assessed as very much improved over 10 months of on-
going therapy.

Patient 20. This 83-year-old man was a resident in a long-
term care facility. He was diagnosed as having vascular de-

TABLE 1. Risperidone for behavioral disturbances in dementia
Target Therapeutic
Pt Age Sex D2 Symptom" Dose (mg) CGI¢ Side Effects Comments
1 71 M  DAT 2,3 05+1.0 2
2 80 M DAT 1, anxiety 0.5 bid 1
3 82 M DAT 2,34 0.75 bid 2 Occasional aggression; no delusions
or hallucinations following
treatment
4 76 F  DAT 3 0.5 1 Previous history of bipolar disorder;
concurrently on lithium 150 mg bid
and lorazepam 0.5 mg bid
5 70 M  DAT 124 0.5 2 Mild sedation
6 60 M DAT 1 0.5 bid 5 Pisa syndrome, falls Discontinued; side effects after 2
weeks
7 8 M DAT 2, screaming 0.25 bid 1 Concurrently on trazodone 100 mg
ghs
8 79 F  DAT 2 0.5 bid 1  Developed drooling, lethargy on 1.5
bid
9 81 M  DAT 1,23 1.0 bid 2 Mild cogwheeling Persistent delusions and
hallucinations
10 78 M DAT 1,2, sexual 1.0 bid 2 Persistent sexual disinhibition
disinhibition
11 88 M  DAT 1,2 0.5 bid 3
12 84 F  DAT 1,34 1.0 bid 4 Gait instability on 1.5 bid Persistent delusions and
hallucinations
13 76 M DAT 1,234 0.5 7 Stooped posture, falls, rigidity Discontinued after 1 week
14 80 M DAT 1,2 0.5 7 Lethargy, falls, stooped posture Discontinued after 1 week
15 8 M VD 1,2 0.5+1.0 1 Mild cogwheeling and shuffling gait
16 73 F VD 1234 0.5 bid 3 Akathisia and gait instability on 1.5 Persistent delusions and
bid hallucinations
17 74 M VD 1,2, shouting 1.5 bid 3 Mild cogwheeling
18 81 F VD 1,3 2.0 bid 3 Persistent delusions
19 79 M VD 1,23 1.5 bid 4 Mild cogwheeling Discontinued after 2 months; lack of
efficacy
20 83 M VD 1,3 0.5 bid 1
21 74 F LBD 134 0.5 qod 3 Moderate rigidity and bradykinesia; ~ Discontinued after 3 months;
severe EPS on 0.5 bid insufficient efficacy
22 8 M LBD 134 3.0 bid 3 Unsteady gait, tremor, cogwheeling

“D, =diagnosis; DAT =dementia of the Alzheimer’s type; VD = vascular dementia; LBD =Lewy body dementia.

b1 =agitation; 2 =aggression; 3 = delusions; 4 = hallucinations.

1 =very much improved; 2 =much improved; 3=minimally improved; 4 =unchanged; 5 =minimally worse; 6 = much worse; 7 =very much

worse; CGI=Clinical Global Impression.
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mentia and scored 15/30 on the Mini-Mental State Examina-
tion.? His medical history included carcinoma of the lung,
coronary artery disease, and atrial fibrillation. His only con-
current medication was digoxin. He had marked persecutory
delusions of people trying to steal his belongings and at-
tempting to harm him. These resulted in ongoing agitation
manifested by repeated perseverative complaints, calling out
for help, restlessness, and anxiety, which made it difficult for
staff to give him care. He was previously treated with halo-
peridol, methotrimeprazine, and lorazepam, all of which
were ineffective. He was treated with risperidone 0.5 mg bid
and showed a marked decrease in delusions, agitation, call-
ing out, restlessness, and anxiety, allowing staff to manage
him quite easily. No EPS were noted, and he was assessed as
being very much improved over the course of his 6-month
trial.

Patient 22. This 83-year-old man was admitted to an acute
psychogeriatric unit for marked delusions, hallucinations,
and agitation. He was diagnosed as having dementia and
fulfilled consensus guidelines for the clinical diagnosis of de-
mentia with Lewy bodies.” He was terrified that the Mafia
was trying to kill him, and he was constantly responding to
auditory hallucinations of voices telling him they were
“coming to get him.” He would barricade his room at night
and would not sleep for fear of being killed. Because of his
distress, he was treated with loxapine in increasing doses of
up to 20 mg per day. His delusions and hallucinations
slowly decreased, but he experienced severe tremor, akine-
sia, and several falls. A brief trial of clozapine 6.25 mg was
discontinued because of excessive sedation. He was started
on risperidone 0.5 mg. On low doses of risperidone he had
no EPS, and there was a diminution of his agitation, as evi-
denced by a decrease in restlessness and calling out and
fewer attempts to leave the unit. His delusions and halluci-
nations, however, persisted. As a result, risperidone was in-
creased slowly to a maximum of 3 mg po bid. At this dosage
there was no further improvement in the psychosis, but
there was an increase in EPS, including tremor, rabbit syn-
drome, and bradykinesia. The risperidone was discontinued
after a 3-month trial as a result of lack of sufficient efficacy
rather than side effects. He was assessed as being minimally
improved in view of the decrease in his agitation.

Patient 14. This 80-year-old man was a resident in a long-
term care facility. He was diagnosed as having dementia of
the Alzheimer’s type, GDS stage 6. He had a history of hy-
pertension and B, deficiency but was on no medications
other than monthly B,, injections. He was very aggressive
with staff and had injured several nurses by punching and
kicking them during care. Agitation was manifested by con-
stant pacing, restlessness, and negativism. He had several
unsuccessful trials of medications, including lorazepam 0.5
mg prn (ineffective), trazodone 50 mg po ghs (excessive day-
time sedation), chlorpromazine 10 mg bid (excessive seda-
tion), and loxapine 5 mg (marked rigidity and bradykinesia).
He was started on risperidone 0.5 mg, and within several
days he was overly sedated, was no longer able to feed him-
self, and could no longer walk because of gait instability and
markedly stooped posture. The risperidone was discontin-
ued, and he improved to baseline within 3 days.
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DISCUSSION

Conclusions based on the results of a case series must
be modest in view of their inherent biases and lack of
controls. This caution is especially important with stud-
ies on the pharmacotherapy of BDD, in which placebo-
response rates can be as high as 40%.° With this caveat
in mind, the results of the series suggest that risperidone
in low doses was fairly well tolerated, with 50% expe-
riencing significant improvement and 77% experiencing
at least minimal improvement. Risperidone was discon-
tinued in only 3 patients because of side effects, and
although 50% experienced at least some EPS, these were
often mild in nature. The latter is particularly important
in view of this group’s previous experience with signifi-
cant EPS when treated with typical neuroleptics. EPS
occurred in both patients with Lewy body dementia
(#21, #22), patients with preexisting parkinsonism (#13,
#17), and patients who had previously experienced se-
vere EPS when treated with typical neuroleptics (#6, #9,
#12, #14, #15). These symptoms were often dose-related,
and they diminished with dose reduction in 3 patients
(#5, #12, #21). EPS occurred within the first week of treat-
ment in 3 patients (#9, #13, #14), and within 1 week of
dosage escalation in 3 others (#12, #16, #21). In the re-
maining 5 patients who also developed EPS, these oc-
curred within 1 month of treatment initiation. There
were no cases of reported orthostatic hypotension, a po-
tential problem noted previously with risperidone.” Be-
cause of the retrospective nature of this report, it is un-
clear whether orthostatic hypotension did not occur or
simply was not assessed in this series.

Agitation manifested by restlessness, negativism, pac-
ing, attempts to leave, and aggression seemed most re-
sponsive to risperidone. Delusions and hallucinations
improved in some patients and persisted in others.

Only a small amount of anecdotal literature has been
published on the use of risperidone for the treatment of
BDD. In a small series of 11 geriatric inpatients, only 3
of whom had BDD, marked improvement was noted
with doses of 1.5-6 mg per day (bid dosages).” These 3
patients experienced side effects, including orthostatic
hypotension, dizziness, somnolence, and nonpostural
hypotension. In an unpublished preliminary report of 9
elderly patients with BDD treated prospectively with
open-label risperidone, 7 showed significant decreases
in scores on a behavioral rating scale, with average daily
doses of 2.5 mg. Two patients dropped out because the
drug was not efficacious.® Risperidone has also been rec-
ommended as a treatment for behavioral disturbances
in Lewy body dementia in view of these patients’ sen-
sitivity to neuroleptic-induced EPS. Lee et al.” noted im-
provement in psychosis and agitation in a case report of
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a 74-year-old patient with Lewy body dementia treated
with 2 mg per day of risperidone. Allen et al.® described
3 patients with Lewy body dementia who were treated
with risperidone 0.5 mg once or twice daily. All 3 pa-
tients experienced significant reductions in psychosis
and agitation. Risperidone was well tolerated, with no
decline in cognitive function noted. There have been two
conflicting reports on the use of risperidone for the treat-
ment of behavioral disturbances associated with Parkin-
son’s disease. Rich et al."! noted improvement in only 1
patient and “intolerable” exacerbations of parkinsonism
in 5 of 6 patients treated with risperidone. Patients re-
ceived 2-4 mg per day (average 2.2 mg) of risperidone
in this series. In contrast, Meco et al.'?> noted significant
improvement in hallucinations and Brief Psychiatric
Rating Scale scores in a group of 6 Parkinson’s disease
patients when they were treated with 0.25-1.25 mg per
day. In this study there was no reported worsening of
motor symptoms or cognition when patients were
treated with these low dosages.

In summary, although there is little anecdotal evi-
dence for the use of risperidone in the treatment of be-
havioral disturbances in dementia, the current series
suggests that risperidone can be used safely with poten-
tially good effectiveness. Previous clinical recommen-
dations for the use of risperidone in elderly schizo-
phrenic patients have included a maximum daily dose
of 2 mg per day."” Based on the current study and pre-
vious reports, recommendations for the use of risperi-
done in elderly demented patients with behavioral dis-
turbances would include starting at the lowest possible
dose available (0.25-0.5 mg) with slow titration upward
to a maximum dose of 1.0 mg bid. In patients with pre-
existing parkinsonism, Lewy body dementia, or known
EPS sensitivity to typical neuroleptics, maximum dos-
ages might be even lower (0.5-1 mg per day). Side ef-
fects including lethargy, gait instability, orthostatic hy-
potension, and EPS should be monitored on an ongoing
basis.

Besides the benefits of lower potential to cause EPS,
shared by other atypical neuroleptics, risperidone may
theoretically be advantageous for use in BDD consid-
ering this population’s susceptibility to anticholinergic
side effects.'* Risperidone has negligible effects on mus-
carinic receptors, whereas both olanzapine and cloza-
pine have a high affinity for the m; muscarinic recep-
tor."> Placebo-controlled trials of risperidone for the
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management of behavioral disturbance in dementia are
urgently needed.
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