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Results From an Online Survey of
Patient and Caregiver Perspectives on
Unmet Needs in the Treatment of Bipolar Disorder

Prakash S. Masand, MD, and Natasha Tracy, BSc

ABSTRACT

Objective: To look at the manner in which
patients and caregivers perceive the treatment
of bipolar disorder compared with the evidence
base for bipolar treatment.

Method: Between April 2013 and March 2014,
469 respondents took a 14-question online
survey on demographics, medications taken,

and perspectives on bipolar treatment and
medications. Participants were recruited through
social media outlets (Facebook and Twitter
accounts) of Global Medical Education (New York,
New York) and the blog Bipolar Burble, which has a
primary audience of people with bipolar disorder.
There were no exclusion criteria to participation,
and both patients and health care professionals
were encouraged to participate.

Results: Most respondents were taking >3
medications, and the greatest unmet need in
treatment was for bipolar depression. In general,
respondent perspectives on the effectiveness

of individual medication treatments did not
align with the available literature. Weight gain
was the greatest side effect concern for both
antipsychotics and mood stabilizers.

Conclusions: Our survey demonstrates that there
are still many unmet needs in the treatment

of bipolar disorder. There is also a mismatch
between the evidence base for treatments in
bipolar disorder and patient perception of the
relative efficacy of different medications. In order
to achieve better outcomes, there is a need to
provide patients and clinicians greater quality
education with regard to the best evidence-based
treatments for bipolar disorder.
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ipolar disorder is one of the most severe, chronic, and prevalent

mental illnesses and affects about 5.7 million adults in the United
States.! Worldwide, bipolar disorder is the sixth leading cause of disability
and can double a person’s risk of early death from a range of medical
conditions, including obesity, diabetes, and cardiovascular disease.!

Despite many available treatments, a substantial proportion of patients
with bipolar disorder experience partial remission of symptoms or
recurrence of symptoms. In a meta-analysis, Geddes et al® found that
lithium, while regarded as a quality, first-line treatment option, only protects
patients from a relapse in 60% of cases over 1 or 2 years (as compared to
40% of patients avoiding relapse on placebo). Moreover, while risk of mania
was minimized with lithium (14% risk as opposed to 24% for placebo), the
risk of a depression relapse was still significant (25% for lithium, 32% for
placebo).?

There are several additional treatments approved by the US Food and
Drug Administration (FDA) for bipolar mania and mixed episodes. As
Geoffroy et al® noted, there is no evidence of differences in efficacy, but there
are differences in tolerability. Extrapyramidal symptom rates, including
akathisia, are greater with risperidone, paliperidone, aripiprazole, and
ziprasidone, whereas weight gain and metabolic disturbances are greater
with olanzapine and quetiapine and less with ziprasidone, aripiprazole,
and lurasidone.

Patients typically need more than 1 drug to maintain euthymia, and the
practice of adding an atypical antipsychotic to a regimen of lithium, sodium
valproate, and/or an antidepressant is still the trend. The agents that target
the manic and mixed episodes of bipolar disorder have a stronger evidence
base than those for the treatment of depressive episodes, particularly long
term.

Bipolar depressive episodes are severely debilitating and disrupt the lives
of many patients, yet there are currently few treatment options that have
successfully demonstrated efficacy in clinical trials. There are only 3 FDA-
approved treatments for acute bipolar depression: quetiapine for bipolar
I and II depression as monotherapy, olanzapine-fluoxetine combination
for bipolar I depression as monotherapy, and lurasidone for bipolar I as
monotherapy and as an adjunct to lithium and valproate in nonresponders.
Data on lithium are from poorly designed studies with very small sample
sizes. There are negative trials of aripiprazole,* ziprasidone,® lamotrigine,’
and pramipexole’ in acute bipolar depression.

As stated by Kulkarni et al,® relapse and recurrence can occur with
depressive or manic symptoms, but symptomatic depressive relapse is
more prevalent than symptomatic manic relapse over the course of 2 years
at a ratio of approximately 2:1 in patients with bipolar I or schizoaffective
disorder. Remission from syndromal mania is more common (92%) than
remission from syndromal depression (76.5%).° These results align with
research by Judd et al,” who conducted a long-term study of patients with
bipolar I disorder and found that patients were symptomatically ill 47% of
the time, predominantly with depressive symptoms.
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= Survey results on patient and caregiver perception indicate
that there are still many unmet needs in the treatment of
bipolar disorder

® There is a mismatch between the evidence base for
treatments in bipolar disorder and patient perception of the
relative efficacy of different medications.

® The effects of direct-to-consumer advertising on patient
perception of treatments and their side effects should not be
underestimated.

METHOD

A survey designed to elicit patient, caregiver, and clinician
perception of available treatments and of the unmet needs in
bipolar illness was administered anonymously using Survey
Monkey (www.surveymonkey.com). The survey population
was drawn from those with access to the Internet between
April 2013 and March 2014. Specifically, participants were
recruited through the social media accounts (Facebook and
Twitter) of Global Medical Education (New York, New York)
and the blog Bipolar Burble (http://natashatracy.com), which
has a primary audience of people with bipolar disorder. There
were no exclusion criteria to participation, and both patients
and health care professionals were encouraged to participate.
The number of health care professionals (physicians, nurses,
nurse practitioners, social workers, and physician assistants)
answering the survey was too small (n=36) to conduct a
meaningful subanalysis. In this article, we only assessed the
subsample of respondents (N =433) who did not identify
themselves as health care professionals.

RESULTS

Number of Medications Used by
Patients With Bipolar Disorder

Patients in this survey were predominantly taking 2 or
3 medications for bipolar disorder, with more than half
taking >3 medications and 13.3% taking >5 medications.
Only 14.8% of people were taking 1 medication. This result
confirms the fact that polypharmacy is the norm, rather than
the exception, in the treatment of bipolar disorder.

Unmet Needs in the Treatment of Bipolar Disorder

Even though these patients were receiving extensive
treatment, it was clear that there were many additional
unmet needs. When asked what is the greatest unmet need
in the treatment of bipolar disorder, 33.3% responded
“treatment of depression,” while 19.5% responded “treatment
access,” 20.3% “treatment affordability,” 19.3% “relapse
prevention,” 4.5% “treatment of mania,” and 3.2% “treatment
of hypomania”

Medication Effectiveness

When it came to assessing the overall effectiveness of
traditional mood stabilizers, lithium, and anticonvulsants,
respondents were split on what they considered to be most
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effective. In fact, 97 respondents chose “I don’t know” in
terms of the most effective mood-stabilizing treatment,
which was more than the best-ranked treatment—lithium—
with 73 respondents judging it most effective.

When all votes, from most effective to least effective,
were taken into consideration, lamotrigine, carbamazepine,
and lithium were ranked similarly and were reported as
considerably more effective than topiramate or valproate.

When it came to ranking antipsychotics on their
effectiveness in treating bipolar depression, however, the
results were much clearer. While 143 respondents did not
have an opinion, the 303 who did respond overwhelmingly
chose aripiprazole as the most effective treatment for bipolar
depression, followed by, in order, asenapine, lurasidone,
olanzapine, quetiapine, risperidone, and ziprasidone.

The perception of bipolar mania treatment effectiveness
was also quite clear. In this case, 133 respondents did not
have an opinion, while most respondents chose aripiprazole
as the most effective bipolar mania treatment. The next
treatment rated most effective was asenapine, followed by,
in order, lurasidone, olanzapine, quetiapine, risperidone, and
ziprasidone.

Medication Nonadherence and Relapse

The fact that no single drug is considered most effective
may partially explain why medication nonadherence is
so prevalent. In our survey, 18.8% of participants felt that
medication nonadherence occurred in 30% to 70% of
patients with bipolar disorder, and 15.9% felt it happened in
more than 70% of cases.

Patient relapse was ascribed to medication nonadherence
due to intolerable side effects by 23.3% of respondents. More
respondents (43.2%), however, identified life stressors as the
most common cause for bipolar relapse. Lack of medication
effectiveness was identified by 22.9% of respondents, lack
of access to psychotherapies by 9.6%, and substance abuse
by 3%.

Medication Side Effect Concerns

Another factor that may explain the high levels of
medication nonadherence is the concern over side effects.
When asked their concerns over traditional mood stabilizer
side effects, the most common response, by far, was weight gain
at 46.4%, followed by concerns over effects the medications
have on the liver or kidneys at 36.1%. Gastrointestinal side
effects, effects on the unborn child, sexual side effects, and
rash or other dermatologic effects were also noted but at
much lower levels (6.5%, 6.2%, 3.4%, 1.4%, respectively).

Several side effects of antipsychotic treatment were
considered most concerning, with weight gain selected by
33.3% of respondents. Other side effects selected by more
than 9% of respondents were metabolic side effects (like
diabetes) at 19%, parkinsonian symptoms at 17%, sedation at
14%, and akathisia or restlessness at 9.7%. Other side effects
that a much smaller number of respondents were concerned
about included effects on the unborn child and sexual side
effects (4% and 3%, respectively).
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Figure 1. Survey Ratings of Medication Effectiveness in Bipolar Depression and
Number Needed to Treat?
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Demographics

Respondents who took the survey were predominantly
female (80%) and between the ages of 30 and 59 years. More
than half were married or in a long-term partnership, and
82.4% were patients, while the remaining respondents were
caregivers.

DISCUSSION

As noted in the editorial by Chengappa and Goodwin,?
there are significant unmet needs in the treatment of bipolar
disorder that result in an increased burden of disease.
Available data suggest that caregiver burden is high and
largely neglected in bipolar disorder.” In this study, we aimed
to highlight some of these needs as perceived by patients
and caregivers.

Our survey shows that most patients with bipolar
disorder are taking >3 medications, but that it is common
(13.3%) for a patient with bipolar disorder to be taking >5
medications. Our results are similar to those of Levine et al,'’
who found that nearly 50% of study participants received >3
psychotropic agents, and no associations were noted between
demographic parameters including age, gender, marital
or educational status, and psychotropic prescriptions. As
suspected, despite that level of treatment, the greatest unmet
need was in the area of the treatment of bipolar depression
(identified by 33.3%), with treatment access, treatment
affordability, and relapse prevention being identified
by about 1 in 5 respondents. In a survey of psychiatrists,
Chengappa and Williams!! also found effective treatment
options to be a major barrier to the effective management
of bipolar disorder. Clinically effective treatments are also
thought to lower the burden on caregivers of those with
bipolar disorder.'?

It was clear from the survey data that respondents had
different views on treatment efficacy than is supported in
the evidence-based literature. In our survey, lamotrigine,
carbamazepine, and lithium were ranked more effective than
topiramate and valproate. However, this result may be due to
the number of people with experience with those medications
rating the more popular medications highly. Similar findings
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are seen in the crowdsourcing site PatientsLikeMe (http://
www.patientslikeme.com). On PatientsLikeMe, patients
rated lithium and lamotrigine more efficacious in bipolar
treatment (rated major-moderately effective for 64% and
71% of patients, respectively) than carbamazepine (58%) and
topiramate (54%), but this result aligns with the number of
people who completed ratings.!® Lithium had 165 evaluations
and lamotrigine had 262 evaluations, while carbamazepine
had only 17 and topiramate had only 11. (Valproate was
ranked almost as effective [62%] as lamotrigine but had only
19 evaluations.)!3

When survey participants were asked about the effectiveness
of treating bipolar depression, aripiprazole was thought to be
the most effective treatment, although there are 2 negative
double-blind, placebo-controlled trials of aripiprazole in
bipolar depression,* and it is not FDA approved for that use
(Figure 1). It is also notable that asenapine was selected as
the second most effective treatment, as it is also not FDA
approved for the treatment of bipolar depression. This finding
may suggest a need for double-blind, placebo-controlled trials
to demonstrate its efficacy in bipolar depression.

Lurasidone, which is FDA approved for both monotherapy'*
and adjunctive therapy'® with lithium and valproate for the
treatment of bipolar depression and has the best risk-benefit
ratio of all approved treatments, was rated as the third most
effective treatment.'®

Aripiprazole was also considered to be the most effective
in treating bipolar mania even though there are very few
differences in the effect sizes of risperidone, olanzapine, and
quetiapine compared to aripiprazole. Interestingly, lurasidone
was considered to be the third most effective treatment even
though the drug is not FDA approved for that use since it has
not been studied in large double-blind, placebo-controlled
studies (Figure 2). Lurasidone has demonstrated efficacy
for subsyndromal manic symptoms in patients with bipolar
depression. Moreover, all of the other antipsychotics approved
for schizophrenia that have been studied for acute mania have
demonstrated efficacy.

There clearly is a mismatch between the evidence base for
treating bipolar illness and patient and caregiver perception

PRIMARYCARECOMPANION.COM [E €3



Masand and Tracy

Figure 2. Survey Ratings of Medication Effectiveness in Bipolar Mania and Number

Needed to Treat?®
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of efficacy arguing for more education about this issue. The
mismatch may also be due to a selection bias since clinicians
may be choosing olanzapine and risperidone for the more
severely ill patients given tolerability and safety concerns,
leading to a diminished perception of efficacy relative to
aripirazole, which may be chosen for mildly ill patients.

By far, the most concerning side effect for respondents
was weight gain from both antipsychotics (33.3%) and
mood stabilizers (46.4%). It is interesting to note that
more respondents were concerned about weight gain
on mood stabilizers than weight gain on antipsychotics,
when, indeed, weight gain with many second-generation
antipsychotics such as olanzapine, quetiapine, and
clozapine is as problematic as with the traditional mood
stabilizers according to Hasnain and Vieweg.!® Since the
antipsychotics are more heavily advertised than the generic
mood stabilizers, perception of the risk-benefit ratio may
be skewed.

Parkinsonian symptoms were a primary concern to 17%
of the respondents regarding antipsychotic treatment, which,
though not surprising given that the second-generation
antipsychotics, by definition, cause less extrapyramidal
symptoms, is still a significant number. Clinicians need to
be less complacent about extrapyramidal symptoms with
the newer antipsychotics since they can be a source of great
morbidity and even suicidality.

While a significant number of respondents did not know
about the prevalence of medication nonadherence, the
second most common answer with regard to nonadherence
was a rate of 30%-70%, perhaps indicating that many of the
respondents themselves had been medication nonadherent
at 1 or more times. This finding is within the documented
range of 36%-80% nonadherence according to Sylvia et al.!”
Only 7.5% of people thought that medication nonadherence
occurred in less than 20% of patients.

Life stressors were stated to be the most common
cause of relapse by 43.2% of the respondents. There is
extensive literature to support this perception. In fact,
psychoeducation and therapies like cognitive-behavioral
therapy and interpersonal therapy have been shown to
significantly decrease relapse and recurrence rates when
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added to medication in patients with bipolar illness.!
Unfortunately, they are underutilized because of the paucity
of trained therapists, cost, and reimbursement issues.

Our survey shows that perceptions about medication
treatment efficacy and tolerability are often at odds with
the evidence base in the literature. Is this a function of
direct-to-consumer or other forms of marketing? Or is it
a function of inadequate education of physicians around
efficacy data? The answer is probably both. Aripiprazole is
heavily advertised for major depression as an adjunct (for
which it is FDA approved), which may lead to a halo effect
for its perceived efficacy in bipolar depression.

The effects of direct-to-consumer marketing should not
be underestimated, as this controversial form of advertising
has been shown to influence illness conversation, side effect
perception, and prescription requests. Proponents of direct-
to-consumer advertising state that consumers can make
more informed choices about the products advertised with
the additional information, while critics say that direct-to-
consumer ads lead to overprescribing of more expensive
medications and possibly even overdiagnosis. And, because
individuals with bipolar disorder are more likely to visit
health- and support-related websites, they are more likely
than the average consumer to see these direct-to-consumer
ads.

Dieringer et al'” reported on responsiveness to direct-
to-consumer advertising, and a correlation was made to the
number of prescription medications a patient was taking.
In their study, 25% of the study’s general population was
responsive to direct-to-consumer marketing, but of those
taking >5 prescription medications, 45% were found
responsive to direct-to-consumer marketing. As shown in
our study, patients with bipolar disorder tend to be taking
multiple medications, with 13.3% taking >5 medications.

Similarly, Bell et al* found that online depression support
group members were shown to be responsive to online
marketing, with 52.4% visiting the official drug websites
after seeing a direct-to-consumer ad. More telling, though, is
that 39.9% of people talked to their doctor and 20.3% made
an advertising-induced prescription request after seeing
such advertising. This patient behavior also affects doctors’
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behaviors, as Kravitz et al?! showed that when patients
request medication, whether specifically or generally,
doctors are between 20% and 45% more likely to prescribe
antidepressants in cases of depression than when no request
is made. Consumers may be underestimating the risks of
these medications. This underestimation could partially be
because many pharmaceutical websites do not list even the
top 3 side effects, as noted by Davis et al.?> Another study by
Davis? also found that the less complete the risk statement,
the more positively consumers rated the drugs. Thus, in the
absence of information from their doctor, decisions may be
made from advertising material alone.

The limitations of our survey include the following:
the respondents were self-identified bipolar patients, and
diagnosis and medical details were self-reported and were
not verified; the assumption that the respondents had
personal experience with the medications surveyed versus
perceptions based on advertisements and discussion with
fellow patients and colleagues; the possibility of gender bias
influencing results since the majority of our respondents
were female, whereas bipolar disorder is equally distributed
between the genders; and use of a selected sample of Facebook
and Twitter followers and blog readers of the authors versus
a broader sample.

CONCLUSIONS

Clinicians often believe that bipolar disorder has a better
prognosis compared to other chronic psychiatric illnesses.
Our survey demonstrates that there are still many unmet
needs in the treatment of bipolar disorder. There is also a
mismatch between the evidence base for treatments in bipolar
disorder and patient perception of the relative efficacy of
different medications. In order to achieve better outcomes,
there is a need to provide patients and clinicians with greater
quality education with regard to the best evidence-based
treatments for bipolar disorder.

Drug names: aripiprazole (Abilify), asenapine (Saphris), carbamazepine
(Tegretol, Epitol, and others), clozapine (Clozaril, FazaClo, and others),
fluoxetine (Prozac and others), lamotrigine (Lamictal and others), lithium
(Lithobid, Eskalith, and others), lurasidone (Latuda), olanzapine (Zyprexa
and others), paliperidone (Invega), pramipexole (Mirapex and others),
quetiapine (Seroquel and others), risperidone (Risperdal and others),
topiramate (Topamax and others), ziprasidone (Geodon and others).
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