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Enhancing Patient Outcomes: Treatment Adherence

dherence to antidepressant treatment is necessary
for positive patient outcome; it is critical both to

antidepressant treatment is effective in the individual pa-
tient. The importance of adherence to therapy in preven-
tion of depression recurrence has been demonstrated in the
3-year outcomes in the Pittsburgh Study of Maintenance
Therapies in Recurrent Depression.1 In this study, patients
who received active pharmacologic therapy (imipramine)
were much more likely to remain recurrence-free after 3
years (Figure 1). Analysis of factors associated with recur-
rence among the patients receiving pharmacotherapy
showed that noncompliance with the regimen was the sole
factor significantly predictive of recurrence.2

In our experience, lack of knowledge regarding the na-
ture of both depression and its treatment is a major con-
tributor to noncompliance with treatment regimens. A
fuller understanding of the nature of the illness on the part
of the patient, the patient’s family members or other social
support system, and the physician serves to clarify the ra-
tionale for prescribed regimens and establish the basis of a
support system in encouraging compliance.3 Part of this
education must concern the nature of treatments, whether
pharmacologic or psychotherapeutic or both, and how the
treatments can be expected to work. Currently, deriving
optimal results from existing educational programs is
hampered by the absence of information about the com-
parative efficacies of pretreatment education modules.

Lack of knowledge regarding the nature of depression
and its treatment can contribute to poor compliance in its
own right, i.e., for patients and physicians who lack the
education or skills required for appropriate management
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Barriers to patient adherence to antidepressant therapy include lack of knowledge in several im-
portant areas, including the nature of depression, the nature of treatments and how they can be ex-
pected to work, and the efficacy of pretreatment education. Other obstacles include unpleasant side
effects of medications and negative attitudes and beliefs about medication on the part of patients and
their families and treating physicians. Such barriers can be surmounted by approaches based on prin-
ciples of good medical management, including: use of a multidisciplinary treatment team; education
of patients and their families regarding the nature of depression and its treatments; the formation of an
alliance among clinicians, patients, and family members; and the establishing of a clinic atmosphere
that fosters such an alliance. Strategies to promote adherence should also address issues in practitioner
disposition and training and barriers that arise as a result of the direct effects of depressive illness on
the patient. In addition, such strategies must include measures appropriate to the different stages of
depression treatment, including increased frequency of contact and intensity of support during acute
treatment, regular monitoring during ongoing treatment, and the establishment of long-term relation-
ships with those patients who have a history suggesting vulnerability to relapse.
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A
identifying an effective treatment and to maintaining the
effect of the treatment. Numerous barriers to treatment ad-
herence exist, with most being related to deficits in knowl-
edge on the part of both clinicians and patients regarding
the nature of depression and its treatment. Treatment ad-
herence and overall clinical outcome can be improved by
creation of an alliance among health care workers, pa-
tients, and patients’ families and by implementation of
programs designed to overcome barriers specific to differ-
ent stages of therapy.

BARRIERS TO TREATMENT ADHERENCE

The importance of treatment adherence in acute treat-
ment for depression is fairly obvious; without compliance,
it is difficult, if not impossible, to determine whether the
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of this disease. However, we would argue that attitudes to-
ward medicating on the part of patients, families, and phy-
sicians also contribute to reduced compliance. To a large
degree, well-designed educational programs will address
attitudinal barriers to taking and adhering to medication
regimens by providing information concerning the nature
of disease and its treatment.

Finally, the side effects of medication are clearly a bar-
rier to adherence.4 Side effects in this regard, however, can
be dramatically minimized through both patient and physi-
cian education. On one hand, management of actual side
effects often is suboptimal, with few clear standards of
practice at present. In addition, not enough is done in the
way of educating patients with regard to the distinction
between “nuisance” side effects (e.g., dry mouth, mild
nausea) and potentially dangerous toxic reactions (e.g.,
heart block, serotonin syndrome) or in establishing a co-
operative approach to managing adverse effects when they
do occur.

OVERCOMING BARRIERS
TO TREATMENT ADHERENCE

General Principles of Good Medication Management
Problems with adherence to treatment can be addressed

by attention to the general principles of good medication
management.5 For purposes of treating depression, we be-
lieve that these principles should include: (1) use of
multidisciplinary treatment teams; (2) education of patient
and family members about the depressive disorder and its
treatments; (3) a philosophy of alliance rather than com-
pliance among health care workers, patients, and patients’
families; and (4) presentation and maintenance of an of-

fice or clinic atmosphere that reflects and supports the
spirit of alliance.

Use of a multidisciplinary team approach allows for a
more effective division of labor and increases the accessi-
bility of the health care provider to the patient. It must be
taken into account in formulating such an approach that
nonphysicians in the clinical setting have a variety of
skills that can be applied to managing depressed patients.
In particular, the roles that are increasingly being per-
formed by nonphysician team members include monitor-
ing of psychiatric symptoms, monitoring of psychosocial
functioning, monitoring of medication therapeutic effects
and adverse effects, and providing information both to the
physician and to patients and their families. In the multi-
disciplinary approach, physicians continue to review
physical and psychiatric symptoms and changes in symp-
toms and to titrate medication and make other modifica-
tions of the medication regimen.

Patient education should include education of patients’
families and/or friends. Critical aspects of such education
include what to expect from treatment and when to expect
it, as well as what not to expect from treatment. Patients
and their relatives or friends should be given accurate in-
formation regarding likelihood and nature of treatment re-
sponse and time required for treatment response.

The education process must be ongoing; it cannot be
accomplished in a single presentation or with a single
handout or discussion. The best programs currently avail-
able for patient education cover issues in a sequential
manner appropriate to the patient’s stage of treatment and
clinical status. Programs can use a variety of media, in-
cluding workshops or other kinds of verbal formats,
printed materials, audiotapes, and videotapes.

A number of programs that provide information and
support to patients and their families throughout the
course of illness and treatment have resulted from interac-
tion or collaboration of mental health specialists with the
pharmaceutical industry and other organizations. One of
these programs is “Rhythms: A Timed Approach to Pa-
tient Care,” sponsored by Pfizer, Inc. The program in-
cludes a physician’s source book and patient videotapes,
written materials, and other educational components in a
kit format. Another such program is “Propartners: Work-
ing Together to Treat Depression,” sponsored by Eli Lilly
and Company, which also includes videotape and text re-
sources. In addition to the organized programs currently
available, a number of support organizations have pub-
lished quality written material that can be used in an edu-
cational program; a notable example is the series of book-
lets on major depression published by the National
Alliance for the Mentally Ill (NAMI).

Changes in the clinic environment and the forging of
an alliance among patients, patients’ families, and health
care workers go hand in hand. Indeed, many clinics today
are enriched environments where there are videotapes and

Figure 1. Three-Year Outcomes for Maintenance Therapies in
Recurrent Depression*

*Reprinted from reference 1, with permission. Patients responding to
initial antidepressant treatment were assigned to one of five treatment
groups for maintenance therapy: medication clinic plus imipramine;
interpersonal psychotherapy–maintenance form (IPT-M) plus imipra-
mine; IPT-M alone; IPT-M plus placebo; and medication clinic plus
placebo. The figure shows cumulative proportion of patients with no
recurrence of depression over 3 years of maintenance treatment.
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written material available and questionnaires to be com-
pleted and where there is an opportunity to interact with
and talk to staff before the face-to-face encounter with the
physician. Such environments foster a sense of partner-
ship. This type of alliance, we believe, is an integral com-
ponent of the successful treatment of depression and
should reflect efforts to bring the patients’ family and/or
friends into the treatment process; we have found, in par-
ticular, that this sense of alliance serves to promote adher-
ence to the prolonged treatment regimens common in
therapy for depression.6

Treatment Phase-Specific Measures
for Promoting Adherence

We find that specific problems with treatment adher-
ence arise at particular stages of antidepressant treatment;
these problems can be anticipated and measures taken to
prevent or address them. During the critical first weeks of
therapy, the patient requires more intensive contact with
the physician or staff than after response to treatment has
been noted. Patients require particularly strong support
during this period in a number of respects, including be-
ing reminded that their feelings of hopelessness are an in-
tegral part of their depressive illness, that they need to
continue to take the prescribed medication despite the ab-
sence of immediate noticeable effect, and that chances
are very good that they will be feeling better soon. Acute
onset of side effects is a major obstacle to adherence, par-
ticularly if no benefit has yet been felt by the patient;
thus, proactive strategies for managing side effects
should be in place and should be readily triggered when
the patient communicates bothersome effects. It is also
important that the patient takes some responsibility for
treatment, e.g., in the sense that the patient has a role to
perform in administering the medication and in taking
care of himself or herself throughout the course of the
medical illness.

During the middle phase of treatment, after an initial
response has been achieved, patients need continued sup-
port in assiduously adhering to a regimen that may no
longer seem necessary because they are feeling better. Pa-
tients who have a relapse while taking treatment need ad-
ditional support throughout the subsequent dosage modi-
fication or treatment alteration. Other issues that arise
during this phase of treatment include use of other pre-
scribed or over-the-counter medications, as well as alco-
hol and nicotine use. Early in treatment, when antidepres-
sant medication is new to the patient, he or she typically
remembers not to take other medications without check-
ing with the physician and is usually willing to abstain
from alcohol. As the depression remits and patients feel
more normal and their antidepressant treatment becomes
a habit, they may forget their doctor’s early warnings,
which can lead to uncomfortable and sometimes danger-
ous drug-drug interactions.

Some patients are candidates for long-term mainte-
nance therapy, which is beset with its own problems in
terms of adherence to treatment regimens. Education of
patients with early-onset depression, a family history of
depression, or recurrent depressive disorder regarding the
likelihood that they will require long-term maintenance
should be begun early in the treatment process. Such pa-
tients should be made to feel confident that they will be
able to maintain a long-term relationship with the physi-
cian and staff and should receive appropriate support
throughout the course of treatment.

OTHER ISSUES IN
PROMOTING ADHERENCE

Other barriers to treatment adherence derive from is-
sues that must be confronted by physicians regarding their
own training or disposition. One example is that of confi-
dentiality versus sharing of information with the patient’s
family. It has become clear that involvement of the
patient’s social support system in treatment and manage-
ment enhances adherence to treatment.3 Physicians also
must confront the issue of “resistances” in treatment. We
often rationalize our failure to engage patients on the basis
of such resistances. Instead, we should be exploring the
basis of the resistance and attempting to find ways to break
down the resistance. For example, a history of extreme
“sensitivity” or frequent “allergy” to medications may rep-
resent a subtle expression of a panic disorder diathesis.7

Other barriers to adherence on the patient side have to
do with the nature of the disease itself. Problems with
memory and concentration, hopelessness, and focus on so-
matic symptoms interfere with the patient’s involvement
in therapy; the potential for such interference should be
anticipated and addressed before adherence becomes a
problem. It should also be noted that there are particular
challenges to treatment in clinic populations comprising
patients of lower socioeconomic status and that different
ethnic groups have different attitudes toward both depres-
sion and its treatment that need to be considered in efforts
to maximize treatment adherence.

CONCLUSION

The successful treatment of depressive disorders with
pharmacotherapy requires considerable thought and effort
on the part of the clinician or treatment team. Most of this
effort consists of maneuvers that in one way or another en-
hance the patient’s adherence to the prescribed treatment
regimen: building an alliance with the patient, involving
the patient’s family, educating the patient and family re-
garding depression and its treatment, and actively manag-
ing uncomfortable side effects. Once adherence is en-
sured, the clinician can make an accurate assessment of
the efficacy of the treatment regimen and has a firm basis
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upon which to make adjustments in that regimen when in-
dicated.

Drug name: imipramine (Tofranil and others).
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