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Nabilone for the Treatment
of Dementia-Associated Sexual Disinhibition

To the Editor: Behavioral and psychological symptoms
of dementia affect more than 90% of patients diagnosed with
dementia.! The symptoms create a significant barrier to caring
for patients with dementia and constitute the main reason for
institutionalization.? A variety of pharmacologic interventions have
been utilized to manage behavioral and psychological symptoms
of dementia, and while antipsychotics remain a preferred option,
they are associated with significant risks in patients with dementia.?
Agitation and sexual disinhibition remain particularly problematic
to treat.*

Case report. Mr A, a 71-year-old man with mixed vascular
and frontotemporal dementia, was first diagnosed with dementia-
related memory and behavioral changes (DSM-IV criteria) in
2005. Contributory comorbid medical diagnoses included a
stroke in 2005 and acute brain injury following a motor vehicle
accident in 2006. Mr A was a resident at a long-term care home,
as his wife was no longer able to care for him on her own. The
disease progressed with the development of significant behavioral
and psychological symptoms of dementia, particularly manifested
as sexual disinhibition including inappropriate sexual comments,
touching nursing staff, public masturbation, and seeking out
female residents. Attempts to curb his behaviors over the last 5
years included nonpharmacologic interventions as well as trials
of sertraline, divalproex, trazodone, risperidone, and aripiprazole.
Unfortunately, the behaviors continued, and Mr A was admitted to
the inpatient psychiatric ward in an attempt to manage his sexual
disinhibition.

At admission, all psychotropic medications were stopped,
and Mr A was prescribed 1 mg of lorazepam when necessary for
agitation. Behavior at admission included groping of the nursing
staff as well as inappropriate sexual remarks. No withdrawal
symptoms were observed.

Six days after admission, Mr A was started on nabilone 0.5
mg every 12 hours and risperidone 0.5 mg when necessary for
aggressive behavior. On day 8, the dose of nabilone was increased
to 1 mg every 12 hours, which resulted in a significant improvement
in behavioral symptoms. Reports from nursing staff, physicians,
and family validated a complete resolution of sexual disinhibition
symptoms. Progress notes illustrated that symptoms had, for the
most part, subsided. Unfortunately, on day 14, Mr A became
delirious and lethargic. This was attributed to a likely drug
interaction with the patient’s nonpsychotropic medications or less
likely an adverse reaction to the medication. The nabilone was held
for 48 hours. There was no evidence of symptom reemergence
during this 48-hour period most likely because Mr A’s acute illness
prevented proper expressiveness.

Once medically stable, nabilone was restarted on day 16 at 0.5
mg every 12 hours and subsequently increased to 0.5 mg every
8 hours the following day. Mr A was stable at this dose; the dose
provided good control of behavioral and psychological symptoms
of dementia and was well-tolerated. However, after being stable
on nabilone 0.5 mg every 8 hours for 10 days, Mr A again became
increasingly sedated and lethargic, which is a common side effect of
nabilone. The medication was held in an effort to curb the sedation
(day 28). Mr A returned to his long-term care home 30 days after
being admitted to the hospital. After returning to the long-term
care facility, the behaviors of sexual disinhibition recurred quickly.

Unfortunately, due to a transcribing error, following his
discharge to the long-term care facility, Mr A’s nabilone dose was
not restarted; this led to a resurgence of sexual disinhibition at the
nursing home. Nabilone was restarted at 0.5 mg every 12 hours after
a 5-day off period. The dose was subsequently increased to 0.5 mg
every 8 hours 6 days later. At 3-month follow-up, general behavioral
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and psychological symptoms of dementia and specifically sexual
disinhibition symptoms remain significantly improved on this dose
of 0.5 mg every 8 hours. It is unclear why the current dose regimen
of 0.5 mg every 8 hours is maintaining good symptom control
with no the lethargy and sedation as was seen on day 28. Clearly,
Mr A is now in a more mentally stimulating environment at his
long-term care facility. We can only speculate that this interactive
and encouraging environment may be helping to curb symptoms
of lethargy.

Synthetic oral cannabinoids are being used to treat pain,
chemotherapy-associated nausea/vomiting, anorexia due to human
immunodeficiency virus/acquired immunodeficiency syndrome
and chemotherapy treatments, symptoms of multiple sclerosis, and
anxiety.>® There is growing evidence that synthetic cannabinoids
are effective treatment options for behavioral and psychological
symptoms of dementia. The cannabinoid receptor agonist
dronabinol was found to improve anorexia and agitation” as well
as nocturnal agitation®® in Alzheimer’s disease patients. Moreover,
the cannabinoid receptor agonist nabilone has been shown to
reduce the severity of dementia-related agitation in Alzheimer’s
dementia!®!! and frontotemporal dementia patients.'°

The mechanism by which synthetic cannabinoids exert their
effects remains unknown. The link between the cannabinoid
pathway and dementia has been evidenced by disease-modifying
properties of cannabinoid agonists in Alzheimer’s type dementia.
These interesting properties include antiglutaminergic effects,
anticholinesterase inhibition, antioxidant and anti-inflammatory
properties, reduced B-amyloid deposition, stimulation of 3-amyloid
phagocytosis, and reduced neuronal exitotoxicity.'>!* Moreover,
brains from patients with dementia have significant alterations in
components of the cannabinoid system.'?!3 Manipulation of the
cannabinoid system may provide beneficial neuroprotective results
in the treatment of Alzheimer’s disease.

In this report, nabilone at 0.5 mg every 8 hours was shown
to improve sexual disinhibition associated with dementia in a
patient who was refractory to other treatment modalities. While,
synthetic cannabinoids have been effective in the treatment of
dementia-associated aggression and agitation, this is the first report
establishing the effects on sexual disinhibition specifically. In this
case, the beneficial effects of nabilone were detectable in as little as
48 hours. This prompt and dramatic response to nabilone has been
shown before in the treatment of dementia-associated aggression
and resistance to care.!! Absorption of nabilone peaks 2 hours
after administration and has a half-life of 2 hours. It is metabolized
by P450 isoenzymes, and has been shown to be a weak inhibitor
of CYP2E1 and CYP3A4 and a moderate inhibitor of CYP2C8
and CYP2C9.' The manufacturers propose that the low plasma
concentrations observed in clinical use are unlikely to interfere with
the metabolism of coadministered medications also metabolized
by P450 enzyme isoforms. But, nabilone is highly bound to plasma
proteins, which may displace other protein-bound drugs and affect
their efficacy.!®

Current standards of care in the pharmacologic treatment
of behavioral and psychological symptoms of dementia include
2 broad classes: antipsychotics and nonantipsychotics, such as
memantine, cholinesterase inhibitors, and antidepressants. Health
care providers often hesitate to use antipsychotics due to their
adverse side effect profile.> The use of the nonantipsychotics, while
effective and with fewer adverse effects, often involve gradual dose
titration, resulting in a delayed onset of clinical response.

Mr A did experience sedation and lethargy while titrating
the dose of nabilone, which is a common side effect of synthetic
cannabinoids. This finding reinforces the importance of slowly
titrating cannabinoids until clinically relevant improvements are
observed. The most efficient dose for Mr A was 0.5 mg every 8 hours.
Similar dosing was effective for aggressive behavior in a patient
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with frontotemporal dementia.'® The brief period of delirium and
lethargy experienced by our patient on day 8 of treatment may
have been the result of an adverse effect to nabilone, but a more
likely explanation is that the highly protein-bound properties of
nabilone!® resulted in a drug interaction with the patient’s other
medications. This drug interaction was precipitated by an elevated
dose of nabilone at 1 mg every 12 hours.

This case provided a unique and inadvertent opportunity to
study the discontinuation and reintroduction of nabilone. While
discontinuations of nabilone were either necessary due to medical
instability or accidental, we were able to demonstrate the prompt
return of undesirable symptoms (less than 48 hours) following
discontinuation and the rapid onset of action when reintroduced,
resulting in symptom resolution in as little as 48 hours.

Our report demonstrates the efficacy of nabilone in the
treatment of sexual disinhibition in a patient with mixed-type
dementia. This report further suggests that there may be a role for
the use of synthetic cannabinoids in the treatment of behavioral
and psychological symptoms of dementia. Large-scale clinical trials
are necessary to determine clinical efficacy.
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