Key Treatment Studies of Lithium
in Manic-Depressive Illness:
Efficacy and Side Effects

Charles L. Bowden, M.D.

Lithium is the most extensively studied single psychopharmacologic agent. This review summa-
rizes efficacy results of key studies in manic-depressiveillness, theincreasingly practical findings re-
garding predictors of response, and the implications of the increasingly better understood adverse ef-
fect profile of lithium. A recent well-designed study confirms earlier studies regarding the marked
effectiveness of lithium in aleviation of acute mania. Early maintenance studies of marked superior-
ity of lithium over placebo have been countered by recent open reports of lesser effectiveness. A re-
cent randomized study provides support for the efficacy of lithium in maintenance therapy, but asatis-
factory assessment of the effectiveness of lithium for maintenance and its optimal role requires further
study. Many of the adverse effects of lithium can be addressed by dosage reduction, use of sustained-

release lithium, or combination therapy.

L ithium, the world’s first effective treatment for hi-

polar disorder, effectively revolutionized the ap-
proach to treatment, and indirectly improved the diagno-
sis of this mgjor, relatively common chronic disease. In
part because of the remarkably positive initial studies of
lithium both in acute mania and in the prevention of new
episodes of bipolar disorder, subsequent systematic stud-
ies were largely neglected for over 20 years. Several
naturalistic studies during the last decade have reported
less favorable results, as well as greater problems with
treatment adherence and adverse effects, than had earlier
been suggested. Two randomized, comparative trials of
lithium have recently been published; they deal with
acute mania and maintenance therapy, respectively. The
purpose of thisarticleisto review the fundamental design
features of both the early and recent studies and their re-
sults and to endeavor to place the results in the context of
modern diagnosis of bipolar disorder and the current un-
derstanding of the spectrum and course of this recurrent,
severe disorder.
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STUDIES IN ACUTE MANIA

Comparisons With Placebo or Valproate

Commencing with the study of Schou et a. in 1954,
four placebo-controlled studies of lithium were published
by 1971, leading to the approval by the FDA of lithium for
the treatment of acute mania in 1970.** Each of these
studies was of relatively small numbers of patients, who
were all treated in crossover designs, wherein patients at
some pointin treatment receive lithium and at some other
point receive placebo. Each of the studies as well as the
Bowden et al.®>study in 1994 reported marked superiority
for the response to lithium treatment to that on placebo
(Table 1). The percentage of patients with moderate or
greater improvement after 2 to 3 weeks of treatment
ranged from 40% to 80%.? The current DSM system was
not conceived at the time of these studies. Similarly, con-
cepts such as hipolar |1 disorder, secondary bipolar disor-
der, and rapid cycling were yet to be introduced. The con-
cept of mixed mania had been well developed by
Kraepelin, but its reintroduction into usual psychiatric
practice was not to occur until the current decade.® Al-
though these studies were uniformly positive, extrapola-
tion to the psychiatric practice of the current decade has
been increasingly difficult. Descriptions of patients in the
publications suggest that most of these patients would
meet criteria for bipolar | disorder in DSM-1V terms, and
that most had classical, or elated, forms of manic episodes.

The 1994 study of Bowden et a.® is the only placebo-
controlled, parallel-group study of lithium for patients
with acute mania and the largest placebo-controlled trial
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Table 1. Placebo-Controlled Studies of Lithium in Acute
Mania

Table 2. Randomized Studies of Lithium Vs. Carbamazepine
in Bipolar Disorder*

Study Year N Procedure Response
Schou et al* 1954 30 Variable 40% definite,
duration 50% probable, not
double-blind
Maggs® 1963 18 14-14-14d 9 of 28 dropped out on
lithium
Goodwineta® 1969 12 3wk 4 unequivocally,
complete

4 probably, complete

1 unequivocally, partial
3 worse

75% any improvement
7% no change

Stokesetal* 1971 38 10-14d

18% worse
Bowdeneta® 1994 36 21-d, 49% markedly
randomized improved

conducted. Patients were diagnosed according to the Re-
search Diagnostic Criteria by structured rating instru-
ments, and the efficacy assessment was the Mania Rating
Scale derived from the Schedule for Affective Disorders
and Schizophrenia. These explicit psychometric tools were
not available to the investigators who had conducted the
initial placebo-controlled studies of lithium. Patients with
substance abuse, drug-induced mania, and mania second-
ary to medical disorders were excluded. Otherwise, the pa-
tients were characteristic of the spectrum of patients
hospitalized for manic episodes by practicing psychiatrists
today. The results are therefore particularly important
in light of changes in the presentation of patients with bi-
polar disorder over the past several decades and as an up-
dated comparison with the results of studies a quarter
century ago.

Marked improvement, defined as 50% improvement in
the manic syndrome subscal e score, occurred in 49% of the
lithium-treated patients and 48% of the dival proex-treated
patients, compared with only 25% of the placebo-treated
patients. No significant differencesin overall response oc-
curred between lithium-treated and dival proex-treated pa-
tients. The effect size for the improvement in the lithium-
treated patients was 0.79,” essentially a large effect size,
which is defined by Cohen as 0.8 or greater.® The results
are particularly noteworthy in that the patients were se-
verely ill, over one third had psychotic symptoms, no
neuroleptics were allowed, and the only adjunctive medi-
cation was low-dose lorazepam or chloral hydrate during
the first 10 days of the 21-day study. The results provide
conclusive evidence of the marked efficacy of lithium in
acute mania.

One other randomized, blinded comparison of lithium
versus the valproic acid form of valproate has been pub-
lished.® Both drugs were effective, with the percentage of
patients at least moderately improved nonsignificantly
greater among the lithium-treated than the divalproex-
treated patients (92% vs. 63%). The large majority of pa-

14

Duration Response (%)
Study Year N (wk) Lithium Carbamazepine
Lerer et al’® 1987 28 4 61 24
Lusznat et al®* 1988 44 6 Not Not
calculable calculable
Okumaeta®® 1990 101 4 59 61
Small et al*® 1991 48 8 33 33

*All studies are parallel group vs. lithium.

Table 3. Randomized Studies of Lithium Vs. Neuroleptics in
Bipolar Disorder

Response (%)
Study Year Lithium Neuroleptic
Johnson et al*® 1971 78 36
Takahaski et al*’ 1975 32 12
Shopsin et al*® 1975 70 15
Spring and Frankel** 1981 88 50

tients were women, which yielded a somewhat atypical
sample.

Comparisons With Carbamazepine

Four randomized comparisons with carbamazepine
have been published; lithium was superior in one and equal
in two (Table 2).% In the larger study that reported
equivalent results,™ only 33% of patients were assessed as
improved with each treatment, suggestive of the atypical-
ity of the patients enrolled.

Lithium Versus Neuroleptics

Studies of lithium versus neurol eptics have consistently
reported lithium superior to the neuroleptic (Table 3).*+*
Some studies report neuroleptics equivalent or superior for
nonspecific components of manic syndromes, particularly
motor hyperactivity and-agitation.’® No systematic com-
parisons of lithium versus atypical neuroleptics have been
published. Clozapine, risperidone, and olanzapine have
been reported as effective in some acutely manic pa-
tients.®®? These studies are limited to-case reports and
small, open series, principally of schizoaffective patients.

The troublesome adverse effect profile for neuroleptic
medications, particularly in the dosages used for bipolar
disorder further limits their potential effectiveness in bi-
polar disorder.2?* Although lithium and val proate are not
broadly effective antipsychotic medications, patients with
psychotic symptoms do show some alleviation of the psy-
chotic symptoms with monotherapy with both lithium and
valproate.®

Lithium Versus Other Putative Antimanic Drugs
Verapamil has been reported as effective in control of

mania in a small number of patients in methodologically

compromised reports.>? Lithium was reported superior to
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Table 4. Placebo-Controlled Studies of the Prophylactic
Effectiveness of Lithium in Bipolar Disorder

Duration Relapse Rates (%)
Study Year (mo) Lithium Placebo
Baastrup® 1970 5 0 55
Melia® 1970 24 57 78
Cundall® 1972 12 33 83
Coppen* 1971 4-26 18 95
Stallone® 1973 8-22 44 93
Prien® 1973 24 43 80

verapamil in a recent randomized, but open trial.” A ran-
domized, double-blind parallel group comparison of vera-
pamil has recently been completed and showed negligible
evidence of superiority of verapamil over placebo.?

Predictors of Response to Lithium

Previous response to lithium.isa practical indicator of
likelihood of response in an acute manic episode. Patients
whose last episode was effectively treated with lithium
had very good responses when in a new manic episode,
whereas those patients who had failed to respond well pre-
viously had minimal improvement, despite comparable
dosing in a blinded, randomized study.®

The quality of responseto lithium may differ somewhat
from the pattern of quality present with divalproex and
other drugs. Inferential data in the recent lithium, dival-
proex, and placebo study of acutely manic patients indi-
cate that when lithium was beneficial, the magnitude of
improvement was generaly marked. Among those pa-
tients who did not respond, the effect of lithium was negli-
gible for many, or associated with some actual worsening
of symptomatology. This pattern stands in contrast to di-
valproex, which tended to achieve a spectrum of response,
ranging from mild to marked.® This observation from one
study warrants further investigation, since the difference
among bipolar disordered patients treated with lithium
may serve to characterize fundamentally different sub-
groups of the disorder.

One important source of estimating the overall effec-
tiveness of lithium is the reported previous response to
lithium in descriptions of samples enrolled in systematic
prospective studies. The reported response rate is remark-
ably consistent at 46% to 52%.2°% The effects of lithium
are amost certainly greater on manic episodes than on de-
pressive episodes. Randomized maintenance studies
whose results enable answers to this question reported a
greater degree of protection against new manic episodes
compared with that against new depressive episodes.®*
For example, Denicoff et a.* recently reported that pa-
tients spent significantly less time manic during a year’s
trial with lithium or carbamazepine compared with the
year prior to entry (9.6% vs. 18.1%), but actually tended to
spend more time in depression during the year of random-
ized treatment than the comparison year before entry
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(27.4% vs. 23.2%). A report of results for the lithium-
treated and carbamazepine-treated patients separately has
not been published.

EFFECTIVENESS IN MAINTENANCE THERAPY

Lithium Versus Placebo

Early randomized parallel-group studies consistently
showed lithium superior to placebo in various dimensions
of efficacy (Table 4).>>*" However, the design features of
these studies result in limited applicability to current prac-
tice decisions. Both bipolar and recurrent unipolar de-
pressed patients were included in most studies. As with
studies in acute mania, diagnostic criteria were generally
unspecified, and patients with schizoaffective features
were often included. A particular difficulty is that patients
stabilized on lithium treatment had their lithium dosage
abruptly discontinued if they were randomly assigned to
placebo. Thisincreased the short-term relapse rate into ma-
nia, thus artifactually widening the apparent advantage of
lithium over placebo. In fact, these early trials constitute a
major component of the evidence that abrupt discontinua-
tion of lithium is undesirable.®®*3*° Additionally, these early
studies generally reported patients who completed the tri-
als, without reporting results for patients who dropped out
prematurely for reasons of intolerance, treatment failure, or
other factors.®® Also, these early maintenance trials were
relatively short, and extensive use of adjunctive treatments
was allowed. For example, Coppen et al.** allowed unre-
stricted. use of neuroleptics, antidepressants, and electro-
convulsive therapy (ECT).

These problems, largely unrecognized until recently,
have contributed to an unduly pessimistic interpretation
of several more recent naturalistic reports of lithium's
effectiveness”in maintenance treatment. Aagaard and
Vestergaard® reported that only 40% of patients did well,
i.e., had no, or only one hospital admission during a 2-year
follow-up period. Tohen et al.* reported that 4 years fol-
lowing a first manic episode, only.40% of patients were
stable. Harrow et al.* reported that 40% of patients had
manic recurrences over a 1.7 year follow-up period; there
were no significant differences between patients taking
lithium and those not taking lithium. No placebo-controlled
maintenance studies of lithium have been published since
1973. A recently completed study that includes a dival-
proex comparison should soon be available.®®

Lithium Versus Other Putative Mood Stabilizers
Neuroleptics have been little studied in maintenance
phase treatment. Unlike the case with valproate and carba-
mazepine, there are few case reports of patients that show
long-term benefit when neuroleptics are used as primary
mood stabilizers.*® Neuroleptics have been compared with
lithium in two reports; both indicate that lithium is superior
on some measures and the neurol eptic superior on none.*’*
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Carbamazepine was comparable with lithium in two small
maintenance studies, neither of which utilized a placebo
group.®* The one maintenance study of carbamazepine
versus placebo did not find superiority of carbamazepine
over placebo.” Additionally, the advantage of lithium over
carbamazepine in reducing suicidal behavior (see below)
further argues against routine employment of carbamaze-
pine for maintenance therapy.*

A large randomized, open, parallel-group comparison
of lithium with the valpromide form of valproate was
published in 1992, although the results of the study,> pub-
lished in French, have not been widely available in the
U.S. Both drugs were generally effective over the 18-
month trial. A slight superiority in terms of new episodes
occurring over the course of the trial favored valpromide
(0.51 vs. 0.61 episodes per patient). A greater number of
patients were changed from lithium to valpromide for rea-
sons of intolerability or poor clinical improvement than
were changed from valpromide to lithium. Fewer than 5%
of patients had moderate or worse adverse effects with ei-
ther treatment, and there were somewhat fewer side effects
in the valpromide group.

An additional source of evidence for the prophylactic
efficacy of lithium is evidence that lithium-reduces the
likelihood of suicidal behavior.* These data were recently
strengthened by evidence that suicidal behavior was |ower
in patients randomly assigned to lithium in a blinded, 2.5-
year prospective tria than in patients randomly assigned
to carbamazepine.®

Lithium Combined With Other Mood Stabilizers
Controlled psychopharmacologic studies have, with
few exceptions, been of single drug therapy. The rationale
for thisis generally sound, but has proved to be alimiting
factor in analyzing the relative efficacy of different treat-
ment strategies. Several studies indicate that from one
third to over half of patients with bipolar disorder are
treated with more than one drug.*®? Two treatment needs
drive such practices. A medication may benefit one or
more aspect of bipolar disorder, but not adequately allevi-
ate an additional dimension, i.e., depression continuing in
the context of optimal lithium therapy. A second circum-
stanceis partial response to a mood stabilizer; a second, or
in some instances a third medication is added in an effort
to further improve the quality of the response. Lithium has
been reported successfully combined with valproate, car-
bamazepine, and neuroleptics.>*> None of these publica-
tions presents controlled data; therefore, both the indica-
tions for such combined drug therapy and the efficacy and
safety remain open but important questions. Although
combined drug therapy with lithium and carbamazepine,
neuroleptics, and valproate is apparently well tolerated
and has been reported, lithium-valproate combinations
have some inherent advantages. No drug interactions
occur between the two, since metabolism is not overlap-
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Table 5. Factors Associated With Beneficial Lithium Response

Elated mania

Previous response to lithium

No neurologic impairment

No psychotic symptoms

No substance abuse

Relatively few episodes of illness

ping, and neither thyroid nor renal function is affected by
valproate. The two are the only approved antimanic
drugs for bipolar disorder. Carbamazepine may have ad-
ditional effects on thyroid function when combined with
lithium.>® Several recently presented reports indicate ad-
ditional benefit when valproate is added to lithium that
had been ineffective or partially effective when taken
alone.® The recent expert consensus derived guidelines
for treatments of bipolar disorder are supportive of such
strategies.””

Reports of efficacious combination therapy have gen-
erally been of patients who have been ill for some time,
rather than of those treated during an acute manic epi-
sode. Nevertheless, the rationale for combination therapy
seems sound and may apply to some patients who are
acutely manic. For acute mania, the combination strategy
should generally be limited to patients who have been tol-
erating lithium, who have shown a partial response, and
in whom the upper range of the tolerated dose has been
tested. Combinations of lithium and carbamazepine may
be more problematic due to concurrent thyroid function
impairing effects of both drugs.

Efficacy in Subtypes of Bipolar Disorder

There isincreasing emphasis on identification of pre-
treatment variables that can be used clinically to aid in
prediction of response, or nonresponse to a specific treat-
ment. Most of the reparted findings for lithium are based
on open, uncontrolled data obtained in post-hoc analyses
that have substantial risk for capturing unintentional bias.
Nevertheless, several factors, reviewed extensively else-
where,%®% are reasonably well established. Relatively
good antimanic response to lithium is associated with
each of the illness course or symptomatic characteristics
listed in Table 5. The data are firmly ‘established for
elated, or euphoric, mania, also called pure or classical
mania.®**? Only for elated mania and mixed mania does
the evidence come from a randomized, double-blind
placebo-controlled study that effectively rules out alter-
native explanations.® However, there is not substantial
evidence in either direction in regard to the effectiveness
of lithium in the prophylaxis of elated manic episodes.

Patients with fewer lifetime episodes respond better to
lithium than patients with more lifetime episodes.®® It is
plausible, but untested, that strategies that achieve earlier
illness identification and treatment could yield better
long-term outcomes.
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Probably linked to lifetime number of episodesis rapid
cycling. Rapid-cycling patients appear to constitute the
most difficult-to-treat cohort of bipolar disorder patients.®*
Rapid-cycling patients have been established as less re-
sponsive to lithium in both acute manic episodes and
maintenance treatment.®% It is possible that some rapid
cycling is contributed to by lithium-induced hypothyroid-
ism. It is therefore important to regularly assess thyroid
function and add thyroid hormone if the thyroid levels are
suboptimal.

Patients with substance abuse, late-onset mania, and
secondary mania appear to have relatively poor response
to lithium, but complex factors make it difficult to deter-
mine whether secondary factors or the subtype per se is
associated with poor response. For example, mixed mania
and rapid cycling are relatively common in these subtypes.
It istherefore possiblethat patients with, for example, sub-
stance abuse who do not have mixed mania have more fa-
vorable outcomes to lithium.

Psychiatrists have tended to dichotomize certain of the
good prognosis—bad prognosis dimensions. Mixed mania
is often presented as the opposite of elated mania. How-
ever, experts do not agree fully on the criteria for either
variant of the disorder, and the currently-applied criteria
for one are not the obverse of the other.

Adverse Effects and Their Management

The first investigators of lithium's effectiveness in-bi-
polar disorder recognized the importance of its adverse ef-
fects. Lithium is distributed throughout the body; there-
fore, a large number of organ systems—including skin,
thyroid, kidneys, heart, gastrointestinal tract, and central
nervous system—may be adversely affected. Cognitive
impairment, expressed largely as impaired information
processing and short-term memory deficits, contributes
most to patients’ discontinuing lithium or taking less than
the prescribed dose. Only weight gain is a major noncog-
nitive factor in poor compliance.®” Authorities once tended
to view noncompliance as largely driven by apatient’sim-
paired insight and awish to regain some of the pleasurable
aspects of manic states. Indeed, these factors are operative
and need to be addressed when present. However, many of
the compliance difficulties with lithium reflect a partially
realistic effort by patients to reduce the subjective adverse
effect burden. Additionally, the availability of alternatives
to lithium, such as divalproex, has heightened interest in
strategies to reduce side effect burden when it is present.
Three strategies have general utility, and may sometimes
be fruitfully combined. For almost all adverse effects,
lowered doses can be advantageous, particularly during
maintenance therapy, on the basis of evidence that ad-
equate maintenance serum lithium levels are generally
lower than serum levels needed for acute episode treat-
ment, and that serum levels rise after recovery from an
acute episode unless dosage is reduced by approximately
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one third.® Studies of serum level relationships to mainte-
nance therapy effectiveness are somewhat in conflict.®>%
However, evidence that some patients do well at serum
levelsin the 0.4 to 0.8 mEQ/L range has encouraged psy-
chiatrists to adopt this strategy as an important component
of optimizing lithium tolerability.

A second strategy is use of sustained-release lithium
preparations rather than immediate-release lithium. The
prevalence and severity of some lithium-related adverse
effectsisafunction of therate of increase of serum lithium
levels.®™ Since this increase is much diminished with
sustained-release preparations, an advantage is gained in
regard to side effects such as tremor. L ess trough-to-peak-
level lithium level variation can also make once daily dos-
ing regimens more feasible. Lithium administered once
daily has the advantages that accrue generally with once
daily dosage regimens. Compliance rates are better and
many side effects become relatively innocuous when they
occur only or largely during sleep. Use of the Lithobid
sustained-release preparation was associated with better
retained urinary concentrating ability than was use of
immediate-release lithium.”™ Furthermore, only in patients
dosed with immediate-release lithium was there evidence
of a positive correlation between serum lithium level and
impairment of maximum urinary concentrating ability.
These advantages have resulted in near uniform use of
sustained-release lithium preparations in Europe, but, per-
haps as a function of minimal publicity about these advan-
tages, relatively lower use of sustained-release lithium has
occurred in the United States. The range of adverse effects
that may be expected to benefit from this strategy includes
tremor, upper gastrointestinad cramping and nausea,
rashes; cognitive dulling, urinary frequency, and neuro-
muscular slowing. The only adverse effect that is some-
times worse with sustained-release lithium preparationsis
lower gastrointestinal effects, such as diarrhea.

The strategy of combining lithium with other mood sta-
bilizers or neuroleptics may-also'have advantagesin terms
of adverse effects. Dosage of lithium, and thus serum lith-
ium levels, can often be lower when the drug is utilized as
a component of combined drug therapy.

One complication of lithium therapy that has received
attention for years is the consequence of ‘discontinuation
of lithium. Abrupt discontinuation of lithiumiis associated
with a short-term increase in the number of manic epi-
sodes. By contrast, abrupt discontinuation is not associ-
ated with a rebound increase in depression.*® Therefore,
patients should be educated on the importance of not sim-
ply stopping lithium, even for inadvertent reasons such as
running out of a prescription. An additional undesirable
consequence of stopping lithium is treatment refractori-
ness induced by lithium withdrawal. A small number of
patients have been observed to have loss of control of
symptoms after discontinuation of lithium that had effec-
tively controlled the illness, but subsequent restarting of
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lithium did not yield control of the episode. Recent larger
scale studies have not found evidence of this refractori-
ness.’"2" Therefore, although some small percentage of
patients may be at risk for this phenomenon, at most it rep-
resents a rare occurrence.

CONCLUSION

Lithium has a somewhat different role in the manage-
ment of bipolar disorder currently than it did 10 to 20
years ago. When few alternative treatments were available
or had been systematically assessed, lithium was used not
only asthe best but the only treatment option for the many
components of illnessexpression in this complex disorder.
Present data provide useful guidelines in regard to which
patients are most likely to be effectively treated with lithi-
um, thereby increasing likelihood of treatment successand
minimizing exposure to adverse effects from the drug in
patients with substantially lower likelihoods of efficacious
response. For some components of bipolar.episodes, lithi-
um either alone or in combination therapy provides greater
efficacy than other available therapies. Finally, strategies
that improve the therapeutic index of lithium further ex-
pand the range of patients who may achieve its benefits
without experiencing troublesome side effects.

Drug names: carbamazepine (Tegretol and others), clozapine (Clozaril),
divalproex (Depakote), olanzapine (Zyprexa), risperidone (Risperdal),
verapamil (Calan and others).
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