Response, Remission, and Recovery in Bipolar Disorders:

What Are the Realistic Treatment Goals?

Gary S. Sachs, M.D., Ph.D., and A. John Rush, M.D.

Bipolar disorder presents particular challenges with regard to assessing response to therapy. Crite-
riafor determining remission and recovery have been suggested for mood disorders, but the clinical
usefulness of these terms in bipolar disorder is elusive. Formal psychological rating scales may be
impractical in aroutine medical practice setting. As an alternative, clinicians might probe for informa-
tion about particular “signal events,” such as sleep disturbances, that may herald mood fluctuations.
The ultimate goal of bipolar management should be complete and sustained remission, whenever
possible, although most patients will not achieve this status for any significant length of time. Further-
more, overaggressive management might entail pushing medication doses to intolerable levels. Indi-
vidual treatment goals should always take into account patient acceptance of side effect burden,
allowing for trade-offs between treatment effect and quality of life. Noncompliance with therapy, no-
toriously common among patients suffering from bipolar disorder, can stem from drug side effects,
treatment ineffectiveness, or even treatment success if the patient misses the manic symptoms. De-
spite effective treatment, relapse is common. Realistic treatment goals should strive for sustained

symptom abatement while maximizing patient quality of life from visit to visit.

The complex nature of bipolar disorder is only par-
tially revealed by its multifaceted etiology and diffi-
cult diagnosis. In this chronic, cyclic disease, the clinician
is faced with the ongoing challenge of keeping the patient
symptom-free and preventing the affective pendulum from
swinging too far toward maniaor depression. Cureis unat-
tainable and recurrence practically inevitable. It is esti-
mated that more than 90% of individual s who experience a
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manic episode will have subsequent episodes. How ag-
gressively should the practitioner strive for a complete re-
mission of bipolar symptoms? What are the risks of at-
tempting to manage bipolar disorder aggressively? This
article will review the issues surrounding realistic expec-
tations for treatment response in bipolar disorder.

REMISSION AND RECOVERY
IN BIPOLAR DISORDER

Although there is no widely agreed upon definition of
remission in bipolar disorder, Diagnostic and Satistical
Manual of Mental Disorders (DSM) criteria for bipolar
episodes define partial remission as the persistence of
some signs or symptoms in a patient who previously ful-
filled all criteriafor bipolar disorder. Full remission is de-
fined as an absence of relevant signs and symptoms for at
least 6 months. Criteria have also been outlined for assess-
ing response, remission, and recovery for mood disorders
in general. Acute treatment response is generally defined
asaclinically significant reduction (e.g., > 50%) in symp-
tom severity, to the point at which the patient no longer
meets diagnostic criteria for the condition. Thereafter, the
primary goal of continued treatment should be to prevent
relapse; that is, to avert the return of symptoms severe
enough to meet the criteriafor the disorder. The secondary
goal isto expand the response into a complete remission,
defined as the disappearance of affective symptoms to the
degree expected in amentally healthy person. A sustained
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period of remission over at least 6 months would be con-
sidered arecovery.?

These definitions appear to be fairly straightforward,
but the evaluation of treatment response in bipolar disease
is often difficult. In fact, no consensus currently exists re-
garding response definitionsin this popul ation. Because of
the polar nature of the disease, a diminution of symptoms
on one end of the spectrum might be viewed as atrend to-
ward improvement or remission, while it may in fact her-
ald a shift in disease expression toward the opposite pole.
The frequent co-occurrence of substance abuse in patients
with bipolar disorder also complicates an accurate assess-
ment of symptomatic status.

Monitoring disease progression in psychiatric disorders
isfar more difficult than in many other chronic conditions.
No objective measures of disease severity, such as blood
pressure or glycosylated hemoglobin, are available. Nor
may the patients’ subjective assessment of their condition
provide uniformly reliable information. Numerous psy-
chological tests have, therefore, been developed to pro-
vide somelevel of objectivity and consistency in assessing
mental health status. Clinical studies of bipolar disorder
treatment regimens generally use 1 or more of these
scaled toals, such as the Young Mania Rating Scale or the
Montgomery-Asberg Depression Rating Scale. By track-
ing test scores over time, the investigator can recognize
trends in improvement or relapse.

However, in routine clinical practice it is often more
useful to monitor for the presence of particular “signal
events’ that the patient may associate with relapsing
bipolar symptoms. For example, events that might signal
the onset of a depressive interval include a decrease in
sleep or social behaviors, even simple activities such as
calling friends. Through ongoing routine inquiries about
lifestyle patterns and activities, the clinician should be
able to recognize trends in behavior that could signal
worsening mental state.

OPTIMAL TREATMENT GOALS FOR
PATIENTS WITH BIPOLAR DISORDER

Treatment goals in bipolar disorder may range from
preventing symptom recurrence and suicide' to simply
decreasing the frequency, severity, and psychosocia con-
sequences of each episode and improving interepisode
functional status. Currently among most North American
specialty clinics, the goal in bipolar management is com-
plete and sustained remission whenever possible, similar
to the recent paradigm shift in depression treatment.?

In clinical practice, the criteria for what constitutes
“successful” management may depend on a particular
patient’s needs and willingness to accept certain trade-
offs. For example, if the only way to eliminate the last
20% of depressive symptomatology is to cause frequently
recurring manic episodes, a patient may need to accept liv-
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ing with residual depressive symptoms. In someinstances,
aggressive, remission-driven therapy may involve pushing
medication doses to levels that precipitate a huge side
effect burden, which may be unacceptable to the patient.
Quality of life need not be sacrificed in the name of com-
plete symptom resolution.

Although the continued, overriding goal of treatment
may be to achieve remission, it must be understood that
complete recovery is not likely and, in some cases, not
possible. The cyclic, dynamic nature of bipolar illness de-
mands ongoing assessment. The clinician needs to con-
tinually monitor the success of current treatment measures
and make additions or adjustments as necessary. Adopting
the short-term goal of symptom remission may be more
appropriate than striving for a long-term outcome. The
endpoint of remission is a feasible, abeit moving, target
from visit to visit. At each clinic visit, the clinician should
ask, “Could | offer anything €else to this patient right now
that could improve his/her current symptomatic status or
quality of life?’

BARRIERS TO LONG-TERM
TREATMENT SUCCESS

Even if the clinician approaches bipolar disease man-
agement with the goal of total remission, the patient’srole
in the treatment process often presents a major obstacle.
For example, a patient with bipolar disorder who has been
discharged from the hospital with a fair degree of symp-
tom control may require many more months to become
fully stabilized and approach a remission phase. Unfortu-
nately, it is quite difficult to maintain consistent contact
with these patients for the length of time necessary to
achieve full response.

Compliance is notoriously erratic in patients with
bipolar disorder for several possible reasons. First, these
patients, especially during manic phases, may be quick to
discontinue drug treatment when they experience undesir-
able medication side effects. For example, side effects of
lithium, such as weight gain, tremor, and lethargy, often
lead to noncompliance.* Extrapyramidal side effects (EPS)
are especially troublesome and can occur with typical anti-
psychotics such as haloperidol, fluphenazine, and thio-
thixene. Asaresult, clinicians areincreasingly prescribing
atypical antipsychotic agents such as clozapine, olanza-
pine, risperidone, and quetiapine. This group of drugs has
amuch lower risk of EPS and tardive dyskinesia, and evi-
dence of their benefits in bipolar disorder is accumulat-
ing.>® In a recent consensus survey of 58 experts in the
treatment of bipolar disorder, atypical antipsychotics other
than clozapine were rated as first-line agents for the ad-
junctive treatment of maniaand in the combined treatment
of psychotic depression.’

Differences may exist in side effect tolerance among
various ethnic groups. For example, the U.S. white popu-
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lation seems willing to pay a higher price in terms of side
effectsin order to obtain symptom relief. Conversely, His-
panic and African American populations are generally
more averse to the side effect burden, even against the
backdrop of substantial symptom relief. This issue is
undergoing further study. If these trends prove to be ro-
bust, this knowledge may help clinicians when making
decisions about how hard to push therapy in particular
patients.

As in many psychiatric conditions, identifying effec-
tive treatment often involves trial and error. If a good re-
sponse is not obtained with initial therapy, the patient must
persist through a series of dosage or medication changes.
Each drug and dosage switch presents risks for new or
worsened side effects or poor response. If a patient does
not respond quickly to a drug regimen or experiences
troublesome side effects, he or she may beinclined to give
up on the treatment and/or the physician. Alternatively,
some patients who start to respond well to therapy actually
miss their manic symptoms and discontinue therapy for
that reason. Even patients who are initially compliant and
achieve long-term symptom relief may become non-
compliant later on. For example, a patient who may have
been well controlled on lithium or valproate for years may
start to think that the illness is no longer active, dis-
continue the medication, and relapse into a manic state.
Patients need to understand that the single worst reason to
discontinue treatment is because it is working. Unfortu-
nately, in some instances a health professional allows
a patient to stop medication after a decade or two of being
symptom-free. In any event, most patients diagnosed with
bipolar disorder never get to the point of full response
because of treatment noncompliance or lack of physician
follow-up.

Another complicating factor relates to the well-
supported but still controversial theory that the recurrence
of bipolar disease is progressive; that is, the length of the
interval between episodes decreases over time.® This con-
cept of kindling suggests that vulnerability to bipolar epi-
sodes increases with each subsequent episode.’® Likelihood
of recovery may diminish over time in proportion to the
number and frequency of relapse episodes. This phenom-
enon calls for a particular urgency in achieving remission
during the first bipolar episode. Unfortunately, the natural
progression of bipolar expression and diagnosis often in-
cludes a period of years between the onset of symptoms
and an accurate diagnosis leading to effective treatment.™®
Therefore, by the time many patients are recognized as
having bipolar disorder and enter the care of a qualified
clinician, their disease may already be chronic in nature,
making them prone to more frequent relapse. As with
other aspects of bipolar disorder, the pattern of cycling is
difficult to interpret because of the complex nature of the
disease and the multiple factors likely responsible for pre-
cipitating symptoms. That is, it is unclear if multiple epi-
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Table 1. Outcome of Patients With Bipolar Disorder in the
Zurich Follow-Up Study*

Patients, %

Outcome Status (N =219)

Recovered (GAS score > 60; 16.0
Nno episodes over past 5 years)

Remitted (GAS score > 60) but still recurrent 255
(< 5years since last episode)

Incomplete remission (GAS score 1-60) 7.8
over morethan 5 years

Incomplete remission, course still recurrent 27.0

Chronic (last episode without remission, 159
minimum length 2 years)

Suicide 7.8

3Reprinted, with permission, from Angst and Sellaro. Median age at
follow-up or death = 68 years.
Abbreviation: GAS = Global Assessment Scale.

sodes make future treatment more difficult, or if certain
patients simply have more intractable, recurrent disease
regardless of how aggressively they are managed. Mag-
netic resonance imaging (MRI) studiesin bipolar disorder
have found that patients with subcortical white matter
lesions may have a poorer outcome than those without
these MRI findings, suggesting a possible biological pre-
disposition for poor treatment response.** In addition, pa-
tients who relapse repeatedly may destroy their social net-
work over time, making it difficult to sort out biological
factors from the stress of abandonment. Such patients may
never reach a point of recovery.

INCIDENCE OF
RELAPSE AND RECURRENCE

In the absence of effective intervention, relapse of
bipolar disease is expected in most patients. Based on a
2-year follow-up of patients with bipolar disorder receiv-
ing lithium or placebo, 75% of patients receiving placebo
were expected to relapse within the first year, compared
with 30% to 40% of those receiving lithium.** Similarly,
Tohen et a.** found arecurrence rate of 72% in a study of
the natural progression of patients over 4 years following
an initial episode of mania.

Despite treatment, relapse in bipolar disease is com-
mon. As stated by Angst and Sellaro, “Despite modern
treatments the outcome into old age is still poor, full
recovery without further episodes rare, recurrence of epi-
sodes with incomplete remission the rule, and the devel op-
ment of chronicity and suicide still frequent.”#**® Experi-
ence at one of the authors' (G.S.) clinics indicates that
slightly more than half of patients with bipolar disorder
fail to reach recovery status over the course of a year.
Angst and Sellaro reported the lifetime outcome of 219
bipolar patientsin their Zurich follow-up study (Table 1).
Despite modern treatments, only 16% of patients met the
criteria for recovery, while 52% continued to experience
recurrent episodes.®
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Table 2. Maintenance Treatment Recommendations for Bipolar Disorder®

Guideline First-Line Treatment Next Interventions Additional Comments
APAZ Lithium Lamotrigine Longevity of treatment based on “individual risks/benefits”’
Valproate Carbamazepine

Expert Consensus’  Lithium or divalproex sodium

Oxcarbazepine
Carbamazepine:
second-line treatment

Lifetime prophylaxis after 2 episodes of maniaor 1
episode of severe mania; bipolar |1 after 3 episodes of

TMAP? No specific
agent(s) preferred
CANMAT* Once asymptomatic,

maintain mood stabilizer at
optimal serum levels, taper off
benzodiazepine + antipsychotics
over 2—-3 weeks; taper
antidepressants over 6-12 weeks

hypomania or antidepressant-induced mania
Prophylaxis after 2 episodes of mania or 1 episode
of maniawith positive family history; use lowest
dose to achieve therapeutic blood levels, taper
adjunctive medications
Indefinite prophylaxisif history of recurrent
episodes, severe illness, or with strong family
history of bipolar disorder; after asingle
episode of low severity, or with no family history
may taper off pharmacotherapy after 6-12 months
over a 1- to 3-month period and monitor annually

3Adapted, with permission, from Goldberg.?°

Abbreviations: APA = American Psychiatric Association Practice Guideline for the Treatment of Patients With Bipolar Disorder,
CANMAT = Canadian Network for Mood and Anxiety Treatments, TMAP = Texas Medication Algorithm Project.

SUMMARY OF REALISTIC TREATMENT GOALS

As mentioned previously, realistic management goals
may be limited to ongoing, short-term endpoints of obtain-
ing and maintaining acute symptom control and suicide
prevention. In most instances, this approach will necessi-
tate some degree of maintenance drug therapy. Table 2 pro-
vides a summary of practice guidelines for maintenance
treatment of bipolar disorder. The American Psychiatric
Association simply asserts that the length of maintenance
treatment should be decided on the basis of a case-by-case
risk/benefit analysis. Other guidelines consistently recom-
mend ongoing prophylaxis after a second manic episode.
Prophylaxisisalso recommended after an initial manic epi-
sodeif themaniaisparticularly severeor if thereisastrong
family history of bipolar disorder. The natural course of the
illness suggests that once a patient becomes stabilized on a
particular mood-stabilizing regimen, therapy should never
be discontinued for the sole reason that symptoms have ap-
parently disappeared. In fact, some data suggest that dis-
continuation of lithium may actually increase the risk of bi-
polar symptoms, especially of mania.**

In the absence of toxicity, long-term lithium admini-
stration is appropriate in patients who achieve a good re-
sponse. Although published case reports have described
discontinuation-induced refractoriness or a gradual loss
of response to lithium,***> most studies have failed to ob-
serve a decline in efficacy.’® Berghtfer and Mdller-
Oerlinghausen assessed bipolar morbidity in 22 patients
treated with lithium for 20 years. Cumulative affective
morbidity during the second 10 years was not statistically
different from that observed during the first 10 years."” In-
terruption of lithium therapy has been associated with an
increased risk for suicide,® leading some to suggest that
continued lithium administration may be warranted for this
reason alone, even if subjective symptom relief is poor.*®
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Continued antidepressant administration is not gener-
ally recommended in patients with bipolar disorder be-
cause of the risk of precipitating mania or rapid cy-
cling.’*?® Most guidelines suggest discontinuing the use
of antidepressants within 3 to 6 months after depressive
symptoms are in remission. However, at least 1 retrospec-
tive chart review study found that antidepressant discon-
tinuation increased the risk of depressive relapse approxi-
mately 3-fold with no increased risk of mania in patients
with bipolar disorder.?® This issue will no doubt be the
subject of further research, hopefully providing further in-
sight into long-term antidepressant use.

Despite effective maintenance treatment, patients may
still experience periodic depression or hypomania requir-
ing short-term intervention with appropriate medication.
Before assuming treatment refractoriness, it is prudent
to rule out secondary causes of re-emergent symptoms,
including substance abuse, medication noncompliance, or
drug-drug interactions among medications. Patients on
long-term lithium treatment who exhibit depressive symp-
toms should be evaluated for lithium-induced hypothy-
roidism.

As discussed, individual patients may have specific
opinions regarding the acceptability of side effects in the
pursuit of mental wellness. It is essential for the clinician
to thoroughly explain the expected and potential risks of
drug therapy and probe for patient feedback on how ag-
gressively to approach treatment. Patient confidence and
trust in the treating physician are critical to foster consis-
tent long-term follow-up. Suicide prevention remains a
treatment priority, along with aggressive symptom relief
balanced with patient quality of life.

Drug names: carbamazepine (Carbatrol, Tegretol, and others), cloza-
pine (Clozaril and others), divalproex sodium (Depakote), fluphena-
zine (Prolixin, Permitil, and others) haloperidol (Haldol and others),
lamotrigine (Lamictal), olanzapine (Zyprexa), oxcarbazepine
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(Trileptal), quetiapine (Seroquel), risperidone (Risperdal), thiothixene
(Narvane and others).
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