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What Constitutes Evidence-Based Pharmacotherapy for Bipolar Disorder?
Part 1: First-Line Treatments

Joseph F. Goldberg, M.D.

Ever since the termevidence-based affective features who has already not resuggest that only about 1 in 10 depressed
medicine(EBM) entered the medical lexi- sponded to olanzapine and divalproex. bipolar patients will respond acutely and
con in 1992 there has been much furor Distinguish comorbid disorders from long-term (up to 1 year) with adjunctive
among clinicians both in and out of acadifferential diagnoses. Truly comorbid antidepressanfsRisk for antidepressant-
demic circles about what practices do andonditions may require separate or sequeimduced mania or hypomania may be
do not fall within its domain. Randomizedtial treatments. For example, in pediatrichigher in certain at-risk subgroups, such as
controlled trials still provide the greatestbipolar disorder with comorbid attention-those with prior antidepressant-induced
level of rigor for determining whether or deficit/hyperactivity disorder (ADHD), mania, concurrent manic and depressive
not an intervention is efficacious. This israndomized trial data indicate that whersymptoms, recent mania, bipolar | sub-
largely because the process of randomizanood stabilizers such as divalproex fail taliagnoses, and comorbid substance abuse.
tion, if successful, accounts for confoundimprove ADHD symptoms during mania, Hence, the utility and safety of antidepres-
ing biases that might otherwise influenceadjunctive stimulants appear efficaciousants for bipolar depression appear best
treatment decisions, such as an unwittingnd safé. determined on a case-by-case basis, in-
tendency to favor (or avoid) certain treat- Avoid treatments that visibly worsen formed by patient-specific characteristics.
ments in patients with particular charactereither phase of the illnessThere are Know which medications have or have
istics. Active comparator studies also prono data to support the use of antidepresiot been studied in bipolar disorder.
vide useful information, after efficacy hassants during mania, yet many manic inpav¥whether or not one elects to use a pharma-
already been established, particularly ifients inexplicably receive antidepressantxotherapy “off label” from its U.S. Food
they have been adequately powered (e.giVhile depressive episodes often followand Drug Administration indication, a
for noninferiority, if not for superiority). acute manias, there is no evidence that reeparate matter lies in whether or not evi-
Open or nonrandomized studies carry riskiining (or starting) antidepressants duringlence exists for (or against) efficacy for a
for misattributing improvement (or wors- mania helps forestall subsequent depregarticular purpose. It would be disingen-
ening) to a treatment when, in reality, itsive episodes; neither do antidepressant®us to favor using anticonvulsants with
may be impossible to differentiate drug ef-selectively” treat depressive symptomsno data (or negative controlled data) over
fects from the natural course of illness. accompanying mania. those with demonstrated efficacy. Simi-

Yet, most controlled studies in bipolar Assure adequate medication trials larly, while the general utility of antide-
disorder exclude patients with unstabldave occurred before determining that a pressants in bipolar disorder remains a
medical illnesses, comorbid psychiatric otreatment lacks efficacyFailure to use matter of debate, it becomes risky to use
substance use disorders, atypical or cona medication (or electroconvulsive ther-antidepressants that have not been studied
plex forms of illness, or poor treatmentapy, ECT) at an adequate dose for aim a controlled fashion for bipolar depres-
adherence—that is, the vast majority oddequate duration represents a commaion (such as escitalopram, duloxetine, or
individuals treated for bipolar disordersource of purported lack of efficacy inmirtazapine) over ones that have. Bipolar
within community settings. Rather thanpatients thought to be “treatment resisdepression differs fundamentally from uni-
impose EBM findings literally and generi-tant.” “Nonresponse” to ECT is difficult to polar depression; one must therefore rec-
cally upon any and all patients, it is moreascertain if seizure threshold has not beesgnize the uncertainties of prescribing a
useful to consider general evidence-basegéached or duration is suboptimal. Whatmedication that has never been well-
principles that can inform individualized constitutes an adequate pharmacotherapgyudied for a specific disease state over
treatments. Some examples of these pritrial for mania? No empirically derived other medications that have (e.g., bupro-
ciples are highlighted in the following definition exists. In the 2004 Expert Con-pion or sertralinej. One also might be
paragraphs. sensus Guideline Series for the Treatmemtclined not to prescribe adjunctive an-

Formulate as clear an impression of Bipolar Disordef, nearly three quarters tidepressants that have failed to show su-
as possible about the disease phenomef respondents felt that no signs of reperiority to mood stabilizers alone, such
enology and clinical state for which sponse after 1 week warranted a change aé paroxetin@® Moreover, since prior
a treatment is being devisedreatment medications, but no consensus emergestudies demonstrate that noradrenergic
responses may well differ from those reabout reasonable timeframes for medicaagents (e.g., tricyclics) or mixed agonists
ported in controlled efficacy studies, basetion changes after partial responses. (i.e., venlafaxine) carry an elevated risk
on the presence or absence of features such Adjunctive  antidepressants  have for inducing mania or hypomaniapne
as bipolar | versus Il subtype, psychosisshown no greater efficacy than mood might exercise caution if using other
rapid cycling, degree of treatment resisstabilizers alone for bipolar depression. noradrenergic agents that lack data in
tance, past medication response, and mixd8the field has long been concerned thabipolar depression (e.g., duloxetine or
versus pure manifestations of mania or deantidepressants incur risks for mood deatomoxetine).
pression, as well as the presence of comastabilization in bipolar depression, taking Do not presume psychotropic “class
bid medical, psychiatric, or substance ustor granted their presumed efficacy byeffect” generalizations.Among anticon-
disorders. Candidacy for lithium, for ex-extrapolation from unipolar depression. Invulsants, only divalproex, carbamazepine,
ample, is much more compelling in an unfact, randomized trials reveal that overalland lamotrigine have demonstrated effi-
complicated first-episode euphoric mani@djunctive antidepressants neither hasteracy over placebo in large clinical trials for
patient than a multi-episode patient wittrecovery nor induce mania for most bi-any phase of bipolar illness, whereas nega-
untreated alcohol dependence and mixegblar patientsS:® Even nonrandomized datative placebo-controlled findings have been
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published in mania with oxcarbazepine, Certain psychotropic agents may exert The principles of evidence-based med-
topiramate, and gabapentthDespite the targeted benefits for specific symptoms oicine, far from stipulating dogma, involve
theoretical appeal of linking mood stabi-psychopathology dimensions, regardlesthe judicious application (rather than sheer
lization with anticonvulsant GABAergic of efficacy for affective syndromed.ith- recapitulation) of findings from the litera-
and antiglutamatergic drug mechanismsum, for example, may diminish the risk foture as a means to inform clinical decision-
clinical trials have not borne out suchsuicide attempts in mood disorder patientsaking—a skill that depends on the ability
broad generalizations. It would empiri-independent of its thymoleptic efficacyof individual practitioners to integrate
cally be a misnomer to construe all antiand, as such, deserves consideration in tkeowledge of empirical studies with their
convulsants as having mood-stabilizingegimen of mood disorder patients witlown observations and experiences. Logical
properties. Similarly, among atypical anti-high suicide risk independent of antimanipharmacotherapies result when clinicians
psychotics, some have demonstrated effor antidepressant efficaéy.Similarly, di- critically evaluate and weigh the strength
cacy for acute bipolar depression (e.gvalproex may hold value for alcohol abusef evidence for or against therapeutic
quetiapine or olanzapine-fluoxetine comsymptoms in dual-diagnosis bipolar paagents and devise interventions based on
bination), while others either have notients regardless of its efficacy for moodogent rationales and strategies.
demonstrated efficacy or have not beesymptoms?
studied for that purpose. Use antipsychotic medications at ap- Dr. Goldberg is with the Department of
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of antimanic efficacy in multiple placebo-site!? Therefore, it may be more pragmatic REFERENCES
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