Patient Perspectives on Once-Weekly Fluoxetine
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Background: Continuation therapy is recommended for 4 to 9 months following remission of
symptoms of major depressive disorder. Long-term maintenance therapy is recommended for patients
with severe, recurrent symptoms. However, most patients do not complete an adequate course of
therapy. We investigated patient perceptions of antidepressant dosing to determine whether weekly
dosing could provide an additional tool to help more patients remain compliant with antidepressant
treatment. Method: Physicians were asked to complete an anonymous patient profile for 7 patients
currently-receiving antidepressant treatment and to give those patients a questionnaire that the patients
could submit anonymously. In addition, clinically depressed patients in the United States and in
France weresurveyed by telephone. Results: Patients surveyed by questionnaire agreed most strongly
with statements‘indicating that they would like their doctor to involve them in the choice of antide-
pressant medication, that they did not want others to know they were taking antidepressant medica-
tion, and that they disliked the idea of taking daily medication. Patientsin the telephone survey agreed
most strongly with statements indicating that they considered once-weekly dosing more convenient
than daily dosing, that they believed taking 1 pill a week would make them feel less dependent on
pills, and that they perceived more advantages than disadvantages in taking 1 pill a week. Conclu-
sion: Weekly antidepressant treatment may provide an effective tool in helping patients with depres-
sion. Positive patient perceptions of weekly dosing suggest that some patients may remain on continu-

ation or maintenance therapy-longer when they have the option of weekly dosing.

C ontinuation therapy and maintenance therapy in-the
treatment of patients suffering from major depres-
sive disorder (MDD) are important for the prevention
of relapse and recurrence.*® Following remission of de-
pressive symptoms, al guidelines recommend a period
of continuation treatment to prevent relapse. Recom-
mended length of continuation therapy ranges from 4 to 9
months.*= In addition, most guidelines indicate that long-
term mai ntenance treatment to prevent or delay recurrence
of depressive illness may be appropriate for patients with
a high risk of recurrence and/or historical severity of de-
pressive symptoms.* The Agency for Health Care Policy
and Research (AHCPR) guidelines very strongly recom-
mend maintenance therapy for patients who have had 3 or
more episodes of MDD.! Maintenance therapy is also
strongly recommended for patients who have had 2 epi-
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sodes of MDD if the second episode occurred within 1 year
of ‘discontinuation of medication; if the first episode oc-
curred before the age of 20 years; if both episodes were
Severe,sudden, or life-threatening and occurred in the past
3years; or.if the patient hasaclear, first-degree family his-
tory of recurrent-major depression or bipolar disorder.

Studies have shown that the majority of patients do not
receive a sufficient course of continuation treatment with
antidepressant ‘medi cation, often because patients prema-
turely discontinue their antidepressant medication.*” Pre-
mature discontinuation is associated with increased rel apse
and increased recurrence.®

A new once-weekly antidepressant (enteric-coated
fluoxetine, 90 mg) has been developed-to provide physi-
cians and their patients with another choice for continua-
tion and maintenance treatment following“depression.
Studies have shown that, for patients who achieve remis-
sion of symptoms on fluoxetine, 20 mg given once daily,
continuation treatment with enteric-coated fluoxetine, 90
mg given once weekly, is effective in preventing relapse.®
In one clinical study, once-weekly fluoxetine was associ-
ated with greater patient compliance (86%) than was daily
fluoxetine (79%).%°

In clinical practice, the effectiveness of enteric-coated
fluoxetine, 90 mg, in increasing patient compliance and
satisfaction with continuation and maintenance treatment
of depressiveillnesswill depend to some extent on patient
perception of once-weekly dosing. This article presents
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the results from studies designed to assess patients’ reac-
tions to the idea of once-weekly antidepressant treatment.

METHOD

This article presents the results of 2 surveys, 1 using
patient questionnaires and the other conducted by tele-
phone.

Face-to-face interviews were conducted with 313 phy-
sicians, including 87 psychiatrists, who were currently
treating patients with antidepressant medication. Inter-
views were conducted throughout the United States in
May, June, and July-of 2000. Physicians were also asked
to complete an anonymaus patient profile for 7 of their pa-
tients who were currently-receiving antidepressant treat-
ment. In addition, physicians were asked to give those pa-
tients a questionnaire that._the patients could submit
anonymously. Serial numberson‘the surveys allowed pa-
tient questionnaires to be linked to_patient profiles and
physician questionnaires.

In addition, atelephone survey of patientsin the United
States and France was conducted during June and July of
1998. This survey included patients who)had been diag-
nosed as clinically depressed, were currently-taking their
antidepressant medication as instructed, were taking only
1 antidepressant medication, and were between 18 and70
years of age.

RESULTS

Patient Questionnaire

Of the 2191 patient questionnaires distributed to physi-
cians, 1107 were returned. Patients were primarily female
(74.4%) and white (83.7%) with a mean age of 47.7 years.
Primary diagnoses included major depressive disorder
(38.7%), mixed anxiety and depression (36.6%), dysthymia
(12.9%), generalized anxiety disorder (4.3%), panic disor-
der (2.9%), and obsessive-compulsive disorder (1.5%).
Thirty-four patients (3.1%) had aprimary diagnosisthat did
not fall into any of these categories. Less than half of the
patients (46%) were considered by their physicians to be
symptomatic at the time they were given the survey.

The most commonly prescribed antidepressant medica-
tionsfor patients surveyed were fluoxetine (32.7%), cital o-
pram (25.5%), sertraline (24.8%), and paroxetine (23.0%).
Other antidepressant medications were taken by 7.8% of
patients. Some patients took a combination of antidepres-
sant medications.

Patients were asked to rate a series of statements about
fluoxetine once-weekly from 1 (strongly disagree) to 5
(strongly agree). Figure 1 shows the percentage of all pa-
tients who agreed or strongly agreed with each of these
statements.

A large majority of patients (71%) agreed or strongly
agreed with the statement “| want my doctor to involve me
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Figure 1. Percentage of Patients Returning the Patient
Questionnaire Who Indicated That They Agreed or Strongly
Agreed With the Listed Statements

| want my doctor to involve me in
the choice of my antidepressant

| don’t want others to know that
| am taking antidepressant medication

| dislike the idea of taking daily medication

Every day when | take my antidepressant,
it reminds me that | am not well

Being treated with an antidepressant
makes me feel like a weak person

| will feel more healthy if | only have to take
my antidepressant once a week

| am afraid | will become addicted to my antidepressant

It is inconvenient to take my pills every day

| will probably stop taking my antidepressant
as soon as | feel better

It is hard for me to remember taking medication every day
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in the choice of my antidepressant.” Many patients ex-
pressed agreement with the statements “1 don’t want oth-
ers to know. that-l..am taking antidepressant medication”
(44%) and “Being treated with an antidepressant makes
me feel like aweak person” (27%), suggesting these pa-
tients perceive an internal“or.external social stigma about
antidepressant use. More than_a.quarter of patients saw
a psychological benefit to weekly antidepressant treat-
ment (“1 will feel more healthy if/.only have to take my
antidepressant once a week,” 26%)'and,a corresponding
psychological disadvantage in daily antidepressant treat-
ment (“Every day when | take my antidepréessant, it re-
minds me that | am not well,” 27%). Approximately a
quarter of patients also agreed with statements-that may
indicate a need for better patient education: “I am afraid
I will become addicted to my antidepressant” (26%) and
“1 will probably stop taking my antidepressant as soon as
| feel better” (23%). Patient agreement with statements
about daily medication itself was quite variable. Only
16% of patients agreed it was hard for them to remember
to take their daily medication. Almost a quarter (23%)
of patients agreed that taking pills every day is inconve-
nient, and 39% of patients disliked theidea of taking daily
medication.
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Figure 2. Percentage of Clinically Depressed U.S. and French
Patients Who Indicated That They Agreed or Strongly Agreed
With the Listed Statements During a Telephone Interview

Overall, | feel that the once-a-week
dose would be more convenient
for me than a daily dose

|

| would feel less dependent
on pills if | could switch to
taking only one pill a week

|

A once-a-week pill would have
more advantages than
disadvantages to me

|

| would be concerned about what to do if
| missed taking my once-a-week dose
on the day | was supposed to

H

| wouldworry that taking an antidepressant
once a‘week would not keep
my condition stabilized
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| would worry that taking an antidepressant
once a week would have more side effects
than a daily dose

|
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people won't see them
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I don’t want family or friends to find out
I’'m on antidepressants
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Telephone Survey of Patients in
the United States and France

A separate survey was conducted involving telephone
interviews with 240 patientsin the United States (N = 143)
and France (N = 97). All patients had been diagnosed as
clinically depressed. One hundred one of these patients (43
in the United States and 58 in France) were taking anti-
depressant medication for thefirst time. The remaining 139
patients had taken antidepressants in the past.

Nineteen percent of U.S. patients and 26% of French
patients were currently taking paroxetine. Twenty-two
percent of U.S. patients and 11% of French patients were
currently taking sertraline. Twenty percent of U.S. patients
and 32% of French patients were currently taking fluoxe-
tine. Each patient was taking only 1 antidepressant medi-
cation.

Antidepressant medication was taken once daily by
73% of U.S. patients and 91% of French patients. Anti-
depressant medication was taken more than once daily by
27% of U.S. patients and 5% of French patients. Four per-
cent of French patients took antidepressant medication
less often than once a day; none of the U.S. patients did.

Forty-three percent of patients in France and 62% of
patientsin the United States answered “yes’ when asked if
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they had ever forgotten to take their antidepressant medi-
cation. Of those French patients who had ever forgotten to
take their medication, 52% reported that they forgot their
medication less than 1 day a month, 41% said they forgot
their medication 1 to 3 daysamonth, and 7% said they for-
got 4 to 7 days a month. Of the patients in the United
States who had ever forgotten their medication, 25% said
they forgot it less than once amonth, 57% reported forget-
ting their medication 1 to 3 days a month, 12% forgot it 4
to 7 days a month, and 2% forgot it more than 7 days a
month.

Patients were asked to rate a series of statements from 1
(disagree completely) to 5 (agree completely). Figure 2
shows the percentage of patients who agreed somewhat or
agreed completely with these statements. The magjority of
patients (58%—69%) in both countries expressed agreement
with 3 statements about the positive aspects of once-weekly
dosing: convenience, a perception of reduced dependency
on medication, and a perception that once-weekly dosing
has more advantages than disadvantages. French patients
were less likely than U.S. patients to express agreement
with statements indicating concern about once-weekly
dosing. Fifty-four percent of U.S. patients and 41% of
French patients agreed that they were concerned about what
todoif they missed aonce-weekly dose. A third or more of
U.S. patients agreed with worries about whether a once-
weekly dose would keep their condition stabilized (42%)
and whether a once-weekly dose would have more side
effects. (33%). Only about a quarter of French patients
agreed with these same concerns (27% and 23%, respec-
tively.)

The fewest patients agreed with statements indicating a
perception of social stigma surrounding depression. About
a quarter-of French)(27%) and U.S. (25%) patients agreed
that they keep-their pills where other people will not see
them. Twenty-one percent of French patients and 12% of
U.S. patients did not want their family or friends to find
out that they take antidepressant'medication.

Patients were al so asked whether a once-weekly dosing
regimen would be more convenient; just as convenient, or
less convenient than their current dosage. Approximately
two thirds of patients (69% in the United States, 66% in
France) indicated that a once-weekly dosing regimen
would be more convenient than their current’dosage. A
majority of patients (83% in the United States, 67% in
France) felt that they would be very satisfied or somewhat
satisfied with a once-weekly dosing regimen. Fewer pa-
tients (51% in the United States, 62% in France) indicated
they definitely or probably would ask their doctor to change
the brand of prescribed antidepressant medication in order
to receive a once-weekly dosage form. Approximately
two thirds (63% in the United States, 68% in France) indi-
cated they definitely or probably would ask their doctors
to prescribe a once-weekly dosage form of their current
antidepressant medication, if one was available.
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DISCUSSION

These data suggest that patients generally favor the
idea of weekly antidepressant treatment, seeing it as con-
venient and as an indication of improved health. Weekly
fluoxetine is recommended only for continuation treat-
ment following remission from depression. However, phy-
sicians can introduce daily therapy with the promise of the
option to advance to weekly fluoxetine following remis-
sion. The perception of having choices in their treatment
may improve patient attitude. Once the patient is stabi-
lized on daily antidepressant treatment, a patient may
agree not to make changes in a treatment regimen that is
working. But somepatients will want to change their treat-
ment regimen due to perceptions of added convenience
and other benefits of weekly‘dosing.

Patients had some concerns:about side effects and effi-
cacy of a once-weekly dose of -antidepressant treatment
and about what to do if they missed a weekly dose. Since
the majority of patients agreed that they wanted their doc-
tor to involve them in the choice of antidepressant, these
concerns can be addressed by the physician during a dis-
cussion about treatment options. In controlled'clinical tri-
als, fluoxetine, 90 mg weekly, was comparable to fluoxe-
tine, 20 mg daily, for prevention of relapse, and diarrhea
was the only adverse event spontaneously reported more
frequently by patients treated with enteric-coated fluoxe:
tine, 90 mg, than by patients treated with placebo.® When
adverse events were solicited, however, the frequency of
diarrhea reported by patients treated with 90-mg weekly
fluoxetine was not significantly different from patients re-
ceiving placebo or fluoxeting, 20 mg daily.® Similarly,
there was no difference in the rates of solicited reports of
gastric discomfort between the treatment groups.®

Four in 10 patients disliked the idea of taking daily
medication, and many patients appeared to feel that daily
medication was inconvenient and a daily reminder that
they were ill. Some patients also reported that it was hard
for them to remember to take daily medication.

Once-weekly dosing is not common. However, in stud-
ies of malaria prophylaxis™*? and iron supplementation,®
patients receiving once-weekly treatment had significantly
better compliance than patients receiving once-daily treat-
ment. In a study comparing weekly and daily dosing of
alendronate for treatment of osteoporosis, compliance was
quite high (97%) for both daily and weekly dosing arms.**
Claxton and colleagues™ have reported that compliance
to once-weekly fluoxetine treatment is higher than com-
pliance to once-daily fluoxetine treatment. Thus, patients
who have difficulty with daily antidepressant regimens
may find a weekly dose easier to remember or more con-
venient to take.

Despite public health education efforts, many patients
still harbored misconceptions about antidepressants and
treatment recommendation, such as thinking that antide-
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pressants were addicting and that treatment with antide-
pressants could be stopped as soon as they “feel better.”
This suggests that continual patient education is necessary
to ensure that patients understand the nature of antidepres-
sants and the recommended treatment guidelines. Physi-
cians may find that being able to add a“step” to treatment
(advancing to weekly dosing once the patient is feeling
better) will improve long-term compliance, asit will allow
patients to remain on antidepressant medication and till
feel they are making progress.

It is clear that some patients feel there is still a social
stigma attached to depression. These patients did not want
other people to see their pills or to know that they are tak-
ing antidepressant medication. Although patients were not
asked directly, it is possible that some patients' perception
of the benefits of weekly dosing include a belief that tak-
ing a pill once aweek will be easier to hide than taking a
pill once or more a day.

In summary, the weekly treatment option available
with enteric-coated fluoxetine, 90 mg, may provide an ef-
fective tool in helping patients with depression. Many pa-
tients perceive weekly dosing to be a more convenient
treatment option than daily dosing. Many patients also
feel a change to weekly dosing would have psychological
benefits in allowing them to feel that they are healthier. It
is possible that these advantages of weekly dosing may
hel p some patients remain on continuation or maintenance
therapy for a longer period than they would with daily
dosing.aone.

Drug names: alendronate (Fosamax), citalopram (Celexa), fluoxetine
(Prozac), paroxetine (Paxil), sertraline (Zoloft).
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