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M r. S, age 77, is admitted to a long-
term care facility due to progres-
sive cognitive impairment and 

sexually inappropriate behavior. He has a 
history of sexual assault of medical staff. His 
medical history includes significant fronto-
temporal dementia (FTD) with behavioral 
disturbances, abnormal sexual behaviors, 
subclinical hypothyroidism, schizoid person-
ality disorder, Parkinson disease, posttrau-
matic stress disorder, and hyperammonemia.

Upon admission, Mr. S’s vital signs are 
within normal limits except for an elevated 
thyroid-stimulating hormone (4.54 mIU/L; 
reference range 0.40 to 4.50 mIU/L). Prior 
cognitive testing results and updated ammo-
nia levels are unavailable. Mr. S’s current 
medications include acetaminophen 650 mg 
 every 4 hours as needed for pain, calcium 
carbonate/vitamin D twice daily for bone 
health, carbidopa/levodopa 25/100 mg twice 
daily for Parkinson disease, melatonin 3 mg/d 
at bedtime for insomnia, quetiapine 25 mg 
twice daily for psychosis with disturbance 
of behavior and 12.5 mg every 4 hours as 
needed for agitation, and trazodone 50 mg/d  

at bedtime for insomnia. Before Mr. S was 
admitted, previous therapy with selective 
serotonin reuptake inhibitors (SSRIs) had 
been tapered and discontinued. Mr. S had 
also started antipsychotic therapy at another 
facility due to worsening behaviors.

In patients with dementia, the brain is expe-
riencing neurodegeneration. Progressively, 
neurons may stop functioning, lose connec-
tions with other neurons, and ultimately 
face cell death. The specific dementia  
diagnosis and its clinical features depend 
on the type of neurons and region of the 
brain affected.1,2

FTD occurs in response to damage to 
the frontal and temporal lobes. The fron-
tal lobe correlates to executive functioning, 
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Practice Points
•  Nonpharmacologic treatment options 

for frontotemporal dementia (FTD) 
include safe driving measures, exercise, 
speech therapy, redirection, offering 
simple choices when making decisions, 
and managing environmental cues for 
behaviors that should be encouraged or 
discouraged.

•  There are no FDA-approved medications 
to cure or slow the progression of 
FTD, but first-line treatments, such 
selective serotonin reuptake inhibitors 
and trazodone, may help alleviate 
neurobehavioral symptoms. 

•  Use of cholinesterase inhibitors or 
memantine in FTD is not recommended 
unless it is unclear if the patient has FTD or 
Alzheimer’s disease.
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For patients with 
FTD and behavioral 
symptoms, a 
multimodal,  
team-based  
approach is vital

Savvy Psychopharmacology  
is produced in partnership  
with the American  
Association 
of Psychiatric  
Pharmacists 
aapp.org  
mhc.aapp.org (journal)



41
Current Psychiatry

Vol. 22, No. 9

Savvy Psychopharmacology

while the temporal lobe plays a role in 
speech and comprehension. Damage to 
these areas may result in loss of move-
ment, trouble speaking, difficulty solving 
complex problems, and problems with 
social behavior. Specifically, damage to 
the orbital frontal cortex may cause disin-
hibition and abnormal behaviors, includ-
ing emotional lability, vulgarity, and 
indifference to social nuances.1 Within 
an FTD diagnosis, there are 3 disorders: 
behavioral-variant FTD (bvFTD), seman-
tic dementia, and progressive nonfluent 
aphasia.1 Specifically, bvFTD can result in 
abnormal sexual behaviors such as making 
sexually inappropriate statements, mas-
turbating in public, undressing in public, 
inappropriately or aggressively touching 
others, or confusing another individual as 
an intimate partner. In addition to cogni-
tive impairment, these neurobehavioral 
symptoms can significantly impact an 
individual’s quality of life while increasing 
caregiver burden.2

Occurring at a similar frequency to 
Alzheimer’s disease in patients age <65, 
FTD is one of the more common causes 
of early-onset dementia. The mean age of 
onset is 58 and onset after age 75 is par-
ticularly unusual. Memory may not be 
affected early in the course of the disease, 
but social changes are likely. As FTD pro-
gresses, symptoms will resemble those 
of Alzheimer’s disease and patients will 
require assistance with activities of daily 

living. In later stages of FTD, patients will 
exhibit language and behavior symptoms. 
Due to its unique progression, FTD can be 
commonly misdiagnosed as other mental 
illnesses or neurocognitive disorders.1

Approaches to treatment:  
What to consider
Both nonpharmacologic and pharmaco-
logic interventions are appropriate for 
addressing FTD. Because nonpharmaco-
logic options improve patient safety and 
overall physical health, they should be 
used whenever practical. These interven-
tions include safe driving measures, exer-
cise, speech therapy, redirection, offering 
simple choices when making decisions, 
and managing environmental cues for 
behaviors that should be encouraged or 
discouraged.3

There are no FDA-approved medications 
to cure or slow the progression of FTD. 
Therefore, treatment is focused on alleviat-
ing neurobehavioral symptoms. The symp-
toms depend on the type of FTD the patient 
has; they include cognitive impairment, 
anxiety, insomnia or sleep disturbances, 
compulsive behaviors, speech and lan-
guage problems, and agitation. While many 
medications have been commonly used for 
symptomatic relief, evidence for the effi-
cacy of these treatments in FTD is limited.2

A review of the literature on potential 
treatments for cognitive impairment and 
behavioral symptoms of FTD identified 2 

Clinical Point

A patient’s specific 
dementia diagnosis 
and its clinical 
features depend on 
the type of neurons 
and region of the 
brain affected
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Table 1

Treating cognitive impairment in frontotemporal dementia
Study Design N Results

Moretti et al4 12-month, open-label trial of 
rivastigmine 3 to 9 mg/d

20 Some improvement in behavioral/
depressive symptoms via NPI 
score; no improvement in MMSE 
score 

Diehl-Schmid et al5 Single-center, 6-month, open label 
trial of memantine 20 mg/d

16 No statistically significant 
differences in behavior after 
treatment

Swanberg6 Case series of patients receiving 
memantine

3 Suggested improvements in 
behavior via NPI score

MMSE: Mini-Mental State Examination; NPI: Neuropsychiatric Inventory
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trials and 1 case series (Table 1,4-6 page 41) 
in addition to a 2014 review article7 of cur-
rent pharmacologic treatments. These tri-
als evaluated cognitive improvement with 
rivastigmine, memantine, galantamine, and 
donepezil. None of the trials found a signif-
icant benefit from any of these medications 
for cognitive improvement in FTD. Data 
were conflicting on whether these medica-
tions improved or worsened behavioral 
symptoms. For example, the case series of 3 
patients by Swanberg6 suggested improve-
ment in behavior with memantine, while an 
open-label study analyzed in a 2014 review 
article7 found that donepezil may have 
worsened behaviors. Use of cholinester-
ase inhibitors or memantine in FTD is not 
recommended unless it is not certain if the 
patient has FTD or Alzheimer’s disease.7

Addressing sexual behaviors. Creating 
a treatment regimen for FTD behavioral 
symptoms—specifically for abnormal sex-
ual behaviors—can be challenging. Before 
starting pharmacotherapy directed at 
behavioral symptoms secondary to FTD, 
other causes of symptoms such as delirium, 
pain, or discomfort should be excluded. 

Nonpharmacologic approaches should be 
aimed at the type of sexual behavior and 
likely underlying environmental cause. 
For example, patients may inappropri-
ately disrobe themselves. To address 
this behavior, hospital staff or caregiv-
ers should first eliminate environmental 
causes by ensuring the room is at a com-
fortable temperature, dressing the patient 
in light, breathable clothing, or checking if 
the patient needs to use the bathroom. If 
no environmental causes are found, a one-
piece jumpsuit with closures on the back of 
the garment could be utilized to increase 
the difficulty of undressing.

Other nonpharmacologic methods 
include providing private areas for 
patients who are behaving inappropri-
ately or removing potentially stimulating 
television or media from the environment. 
Another option is to increase the use of 
positive, pleasant stimuli. One approach 
that has shown benefit is music therapy, 
utilizing popular music genres from the 
patient’s youth.3

Evidence for pharmacotherapy is lim-
ited and largely from case reports and case 

Clinical Point

As FTD progresses, 
symptoms will 
resemble Alzheimer’s 
disease and patients 
will require help with 
activities of daily 
living

Table 2

Pharmacotherapy for behavioral-variant frontotemporal dementia:  
6 studies
Study Design N Results

Deakin et al9 Randomized 
controlled trial

10 Patients who received paroxetine 20 to 40 mg/d showed 
no significant difference in NPI or CBI scores vs placebo 
over 9 weeks

Herrmann et al10 Open-label 15 Patients who received citalopram 40 mg/d showed 
significant improvement in NPI and FBI scores over 6 
weeks

Ikeda et al11 Open-label 16 Patients who received fluvoxamine 50 to 150 mg/d 
showed significant improvement in NPI and SRI scores 
over 12 weeks

Lebert et al12 Randomized 
controlled trial

26 Patients who received trazodone showed significant 
improvement in NPI vs placebo over 12 weeks 

Lebert13 Open-label 16 Patients who received trazodone 300 mg/d showed 
significant improvement in NPI score over 3 years

Moretti et al14 Randomized 
controlled trial

16 Patients who received paroxetine showed significant 
improvement in NPI, BEHAVE-AD, and CSDD scores vs 
piracetam over 14 months

BEHAVE-AD: Behavioral Pathology in Alzheimer’s Disease rating scale; CBI: Cambridge Behavioral Inventory; CSDD: Cornell 
Scale for Depression in Dementia; FBI: Frontal Behavioral Inventory; NPI: Neuropsychiatric Inventory; SRI: Stereotypy Rating 
Inventory
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Before starting 
pharmacotherapy 
to treat behavioral 
symptoms secondary 
to FTD, exclude other 
causes of symptoms, 
such as delirium

series. A 2020 meta-analysis by Trieu et al8 
reviewed 23 studies to expand on current 
clinical guidance for patients with bvFTD. 
These studies showed improvements in 
behavioral symptoms and reductions in 
caregiver fatigue with citalopram, trazo-
done, paroxetine, and fluvoxamine. Six 
of the trials included in this meta-analysis 
that evaluated these 4 medications are 
summarized in Table 29-14 (page 42).

Due to the lower risk of adverse effects 
and favorable safety profiles, SSRIs and tra-
zodone are considered first-line treatment 
options. Benefit from these medications is 
theorized to be a result of their serotoner-
gic effects, because serotonin abnormali-
ties and dysfunction have been linked to 
FTD symptoms. For example, in a patient 
experiencing hypersexuality, the common 
adverse effect of low libido associated with 
SSRIs can be particularly beneficial.8

 Other medication classes studied in 
patients with FTD include antipsychot-
ics, stimulants, anticonvulsants, benzo-
diazepines, and hormonal therapies. 
In addition to a black box warning for 
increased mortality in older patients with 
dementia-related psychosis, antipsychotics 
are associated with other serious adverse 
effects and should be used with caution.7

FTD is a debilitating disease that has a 
major impact on quality of life, particularly 
when behavioral symptoms accompany 
cognitive decline. Though some therapies 
may possibly improve behavioral symp-
toms, their routine use remains contro-
versial due to a lack of clear evidence of 
benefit. In caring for patients with FTD 
and behavioral symptoms, a multimodal, 
team-based approach is vital.1

 CASE CONTINUED 

The treatment team starts Mr. S on several of 
the modalities discussed in this article over 
the span of 2 years, with limited efficacy. 
Nonpharmacologic methods do not provide 
much benefit because Mr. S is extremely diffi-
cult to redirect. Given Mr. S’s past trials of SSRIs 
prior to admission, sertraline was retrialed and 
titrated over 2 years. The highest dose utilized 

during his admission was 200 mg/d. The team 
starts estrogen therapy but tapers and discon-
tinues it due to ineffectiveness. Mr. S’s use of 
carbidopa/levodopa is thought to be contribut-
ing to his behavioral abnormalities, so the team 
tapers it to discontinuation; however, Mr. S’s 
sexually inappropriate behaviors and agitation 
continue. The team initiates a plan to reduce 
the dose of quetiapine and switch to gabapen-
tin, but Mr. S fails gradual dose reduction due 
to his worsening behaviors. He starts gabapentin. 
The team gradually increases the dose of gaba-
pentin to decrease libido and agitation, respec-
tively. The increase in sertraline dose and use of 
nonpharmacologic modalities causes Mr. S’s use 
of as-needed antipsychotics to decrease.
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Drug Brand Names

Carbidopa/levodopa •  
   Sinemet 
Citalopram • Celexa
Donepezil • Aricept
Fluvoxamine • Luvox
Gabapentin • Neurontin 
Galantamine • Razadyne

Memantine • Namenda
Paroxetine • Paxil 
Quetiapine • Seroquel
Rivastigmine • Exelon
Sertraline • Zoloft
Trazodone • Desyrel
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