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The authors describe the use of gabapentin in the
treatment of 4 outpatients with dementia-associ-
ated agitation. On the basis of clinical case reports
and the Overt Agitation Severity Scale, all 4 pa-
tients had reduced agitation with gabapentin.
Three of 4 patients were successfully titrated to a
full dose of 2,400mg/day. These findings suggest
a possible role for gabapentin in the behavioral
management of patients with dementia.

(The Journal of Neuropsychiatry and Clinical
Neurosciences 2000; 12:40–43)

Patients with dementia experience progressive cog-
nitive decline and may manifest a variety of behav-

ioral symptoms. These symptoms, which include agi-
tation, psychosis, screaming, wandering, insomnia,
anxiety, and depression, are often extremely difficult for
caregivers to manage1 and are a common cause of place-
ment into nursing homes.2

Agitation in elderly persons has been defined as “in-
appropriate verbal, vocal, or motor activity that is not
explained by needs or confusion per se.”3 Agitation has
been reported to occur in outpatients with Alzheimer’s
disease at a frequency of 24% by Teri et al.4 and 48% by
Reisberg et al.5 The latter group found that violent agi-
tation occurred in 30% of patients.

The psychopharmacologic treatment of agitation in
dementia had previously centered on the use of anti-
psychotic medications such as haloperidol and thiorid-
azine. Schneider et al.6 performed a meta-analysis of
controlled studies of antipsychotics. Although the au-
thors found that dementia patients with agitation re-
sponded significantly better to medication than to pla-
cebo, they also found the benefits of medication to be
“modest.” Difficulties caused by the use of antipsychot-
ics include restlessness, which can worsen agitation,7

and tardive dyskinesia, which has a higher incidence in
elderly patients.7 In one study with risperidone, an atyp-
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ical antipsychotic, 50% of patients exhibited extrapyra-
midal side effects.8

As a result of the drawbacks of antipsychotic treat-
ment, other agents have been applied to the problem of
dementia-associated agitation. Two anticonvulsant
medications, carbamazepine and valproic acid, have
been studied in this regard. Controlled studies have doc-
umented a significant decrease in agitation in patients
receiving carbamazepine,9–10 and open-label studies
have shown efficacy for valproic acid.11–12 The use of
these anticonvulsants to treat agitation has been re-
viewed by Grossman.13

Gabapentin, an anticonvulsant that appears to have a
unique mechanism of antiseizure activity, is another
drug that has been considered for the treatment of agi-
tation in dementia. In one case study, a 68-year-old
woman with Alzheimer’s dementia, who had episodes
of agitation and violence toward nursing home staff
members, showed behavioral improvement when ga-
bapentin was added to haloperidol.14 A case series of
geriatric patients treated with gabapentin included 2 pa-
tients with dementia and agitation who responded fa-
vorably.15 Gabapentin appears to alter the activity of
several neurotransmitters likely to be relevant to behav-
ior disturbance in Alzheimer’s disease, including
gamma-aminobutyric acid (GABA), serotonin, and glu-
tamate.16 It does not decrease the release of acetylcho-
line,16 a neurotransmitter whose deficiency is linked
with cognitive impairment in Alzheimer’s disease. In
the elderly patient with dementia, who is likely to be on
multiple medications, gabapentin may be a safer medi-
cation than either carbamazepine or valproic acid in that
it is not metabolized by the liver and thus does not affect
the metabolism of other medications.17 To further ex-
amine the efficacy of this drug, we report 4 elderly out-
patients with dementia treated with gabapentin.

METHODS

All psychiatric medications, with the exception of do-
nepezil, were discontinued at least 7 days prior to the
initial evaluation. Patients then received gabapentin 300
mg/day, increased to 900 mg/day over 3 days. The dose
was further increased at regular intervals over approx-
imately 5 weeks. In order to maximize the chance of
obtaining therapeutic benefit, patients received up to
2,400 mg/day as tolerated. The titration was modified
for patients experiencing adverse effects. After at least
2 weeks at the maximum tolerated dose, a full medica-
tion taper was attempted over 14 days as feasible. Final
evaluations were completed 1 week after taper comple-
tion.

Patients received a screening evaluation at the begin-
ning of the study and were reassessed weekly. Psycho-
metric evaluations occurred within 10 hours after the
first daily dose. Baseline and follow-up measures in-
cluded the Mini-Mental State Examination (MMSE)18

and the Overt Agitation Severity Scale (OASS).19 The
OASS measures specific observable forms of agitation
such as screaming, threatening, banging, hitting, and
wandering, and considers both the intensity and fre-
quency of symptoms. The mean score for psychiatric in-
patients with agitation in one study19 was shown to be
about 50 (maximum score on the OASS is 150).

All patients enrolled in the study met criterion A for
the DSM-IV diagnosis of dementia, which requires an
impairment in memory plus one other area of cognitive
impairment. Four patients completed the study, and the
data are reported below. An additional patient was en-
rolled but was discontinued from the study because of
family concerns that were judged to be unrelated to
study medication.

CASE STUDIES

Case 1. A 73-year-old married man developed ataxia, hal-
lucinations, memory loss, and hostile behavior about 1 year
prior to participation in the study. According to his wife, the
patient had a previous history of “mini-strokes.” On evalua-
tion, he showed moderate agitation and voiced suspicion of
his wife’s infidelity. He had a 20-year history of alcohol
abuse, but reportedly had not been drinking alcohol for 3
years prior to the study. He had no previous exposure to
psychiatric medication. His baseline MMSE and OASS scores
were 26 and 21, respectively. An MRI showed lacunar in-
farcts and patchy areas of hyperintensity in the periventricu-
lar white matter bilaterally. The patient was diagnosed with
mixed dementia. He was started on 300 mg/day of gabapen-
tin, which was titrated to 2,400 mg/day over 35 days. He
complained of headaches and dizziness, which eventually re-
mitted. He became calmer and more alert. The OASS score
declined to 16, and the MMSE score remained at 26. When
gabapentin was tapered to a daily dose of 1,800 mg, the pa-
tient’s agitation increased and his OASS score increased to
22. Gabapentin was increased to 2,400 mg/day. The patient
and his family were pleased with the effect of the medication
and chose to continue at this dose following completion of
the study.

Case 2. An 80-year-old married woman with a history of
cognitive decline presented with difficulty performing sim-
ple tasks, episodes of nighttime agitation, and visual halluci-
nations. She had previously been treated with methylpheni-
date 5 mg/day for depression; this was discontinued prior
to evaluation for study entrance. At the time of enrollment,
she had been receiving donepezil 10 mg daily for Alzhei-
mer’s dementia for more than 6 months. On evaluation, the
patient had impaired gait and severe memory impairment.
Her MMSE score was 15 and her OASS score was 9. A CT
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FIGURE 1. Overt Agitation Severity Scale scores of patients with
dementia treated with gabapentin at baseline, peak
dose, and after attempted medication taper. Actual
dose of gabapentin at time of rating is indicated. The
mean score for post-taper was omitted because not all
patients could be discontinued from medication.
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scan revealed moderate cortical atrophy. The patient was
started on 300 mg/day of gabapentin titrated to 900 mg over
3 days. Episodes of agitation decreased in frequency, and her
OASS score fell to 6. However, she developed apparent side
effects including sedation, fatigue, apathy, and decreased ap-
petite, and her MMSE score dropped to 11. After 2 weeks on
900 mg/day, the dosage of gabapentin was reduced gradu-
ally to 100 mg tid. At this dose, the patient was brighter and
more alert and regained her appetite. Her OASS score was 3
and her MMSE score was 17. Only one further episode of ag-
itation was reported. After gabapentin was discontinued, the
caregiver reported that the patient had continued improve-
ment in behavior, and her OASS score fell to 0.

Case 3. An 80-year-old married woman with a history of
memory loss and paranoia, diagnosed with Alzheimer’s de-
mentia, presented with episodes of agitation and depressed
mood. She had been receiving donepezil 5 mg/day for 7
weeks. She accused family members of “freeloading.” A pre-
vious MRI had revealed mild atrophy and minimal bilateral
periventricular white matter ischemic changes. The patient
had no history of receiving psychiatric medications. Her
baseline MMSE and OASS scores were 23 and 11, respec-
tively. The patient was started on 300 mg/day of gabapen-
tin, increased to a peak dose of 2,400 mg/day over 36 days.
She developed daytime drowsiness and nighttime insomnia,
but her agitation fully remitted. Her MMSE score was 21 and
her OASS score was 0. When the medication was discontin-
ued, depression, perseverative behaviors, and agitation re-
turned. Her appetite and attention span decreased. Her final
MMSE and OASS scores were 27 and 18, respectively. Gaba-
pentin was restarted at 1,800 mg/day and the patient
showed immediate improvement. Daytime sedation did not
recur.

Case 4. An 87-year-old woman presented with memory im-
pairment, depression, and agitation associated with probable
Alzheimer’s-type dementia. She had previous medication tri-
als with valproic acid and paroxetine. During the week prior
to enrollment she was tapered off of lithium 150 mg bid, tra-
zodone 50 mg hs, and nortryptiline 50 mg hs. These medica-
tions had been ineffective. At the time of enrollment, she had
been receiving donepezil 5 mg/day for more than 6 months.
The patient was argumentative and combative toward her
daughter and home attendants. A CT scan revealed moder-
ate cerebral and cerebellar atrophy. Her baseline MMSE
score was 24 and baseline OASS score was 36. The patient
was started on 300 mg tid of gabapentin, increased to 2,400
mg/day over 33 days. Her MMSE and OASS scores at this
dose were 26 and 17, respectively, indicating an improve-
ment in agitation. The medication did not produce adverse
effects. When the dose was lowered to 1,800 mg/day, the
caregiver reported that the patient became more irritable,
and her OASS score rose to 39. The gabapentin taper was
halted. At a follow-up visit 6 months later, the patient was
receiving 2,100 mg/day of gabapentin and had an OASS
score of 11.

DISCUSSION

Figure 1 shows the OASS scores and dosage of gaba-
pentin for each patient. Three patients were successfully

titrated to the full peak dose of 2,400 mg/day. One pa-
tient (Case 2) experienced sedation and disorientation,
with a reduction in her MMSE score from 15 to 11, while
receiving 900 mg/day. Her dose was reduced to 300
mg/day. Other side effects of gabapentin that were ob-
served in these patients included headaches, dizziness,
and reduced ambulation. In most instances, side effects
were either tolerable or transient and did not prevent
full titration in 3 of 4 cases.

As shown in Figure 1, the mean OASS score declined
almost 50%, from 19.25 to 9.75, during treatment with
gabapentin. Clinical improvement occurred in the fol-
lowing symptoms: vocal perseverating, cursing, threat-
ening, moaning, crying, task perseverating, and hitting.
Three of 4 patients continued on gabapentin after the
study was completed. In Case 2, agitation did not recur
during the tapering phase, so there was no indication
for further treatment with gabapentin. Using plus or mi-
nus 2 points as the threshold for clinically significant
change, we found that MMSE scores were not affected
by gabapentin.

Limitations of the study include its small sample size,
the use of open-label treatment, and the heterogeneity
of the sample with regard to the etiology of dementia
and the presence of comorbid depression and psychosis.
Although agitation tends to be more persistent than
other behavioral symptoms of dementia,20 spontaneous
improvement may occur—as evidenced in Case 2,
where agitation continued to decline after medication
withdrawal. Further, because of the use of high doses of
gabapentin, some of the improvement in agitation may
have resulted from the sedating effects of the medica-
tion. In spite of these shortcomings, this preliminary
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study, applying objective measures of agitation, sug-
gests a potential role for gabapentin in the treatment of
agitation associated with dementia. Further research in
this area, with an emphasis on determining the optimal
dose of gabapentin, is warranted.
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