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The use of lithium in mixed states
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Lithium is a unique drug. In more than 60 years of observation, it showed its multiple important clinical properties in treating mania,
stabilizing mood alterations, preventing suicide and protecting from neurodegeneration. It was also the most extensively studied drug
in psychiatry. Nevertheless, it is generally underprescribed. Specifically, lithium is virtually not considered in the treatment of patients
affected by mixed affective states. Lithium is not suggested for the acute treatment of mixed affective states and is considered to be less
effective than othermood stabilizers in the long-termmanagement of these patients. Themain reasonwhy lithiumhas no indication for
mixed states is the “lack of evidence.” Actually, there are several reasons to consider lithium as an effective treatment in patients with
mixed affective states.
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Lithium is the most effective drug for the treatment of
classic recurrent depressive and bipolar disorders.
Moreover, lithium is considered the first-line treatment
for acute mania or recurrent bipolar episodes.1

Surprisingly, lithium is not suggested for the acute
treatment of mixed affective states, and is considered
to be less effective than other mood stabilizers in the
long-term management of patients with mixed episodes.
The main reason why lithium has no indication for mixed
states is the “lack of evidence,” meaning lack of data
from randomized controlled trials (RCTs). However, as
we have learned from the long history of medicine and
psychiatry, scientific advances do not exclusively come
from randomized clinical trials. On a pros and cons basis,
there are several reasons to consider lithium as an effec-
tive treatment in mixed states.

(1) Mixed states have been differently conceptualized
during the last decades. Almost neglected in the first two
editions of DSM system, DSM-III defined mixed states as
episodes involving the “full symptomatic picture of both
manic and major depressive episodes, intermixed or rap-
idly alternating every few days,” DSM-IV required the
simultaneous presence of a full manic and a full depres-
sive episode, while DSM-5 requires a full mood episode
with at least three non-overlapping symptoms. The clini-
cal importance of specific symptoms over others has been

underlined by several authors.2–4 In any case, all defini-
tions recognize the highly unstable nature of mixed states
and the presence of excitatory symptoms as clinical key
features andmain targets for any treatment. There is con-
sensus over the common sense rule that the earlier the
intervention, the better the outcome. It is not clinically
meaningful to exclude lithium from first treatment
options of these patients from the very beginning of
the episodes. Precisely because they are very unstable,
mixed states deserve to be treated with the most stabiliz-
ing treatment available. Moreover, lithium has a little
risk to worsen the depressive component of a mixed epi-
sode compared to antipsychotics, and a little risk to exac-
erbate the excitatory one, compared to antidepressants.5

Someone could correctly point out that mixed states as
well as rapid cyclicity respond less to lithium compared
to classic bipolar patients. Promotion of alternatives to
lithium has also led, in some cases, to unjustified impli-
cations that lithium has inferior efficacy to other alter-
naecially in these diagnostic subgroups. The point is
that these patients are generally more resistant to all
treatments, not only to lithium.

(2) Mixed states, especially mixed depressions, are
associated with a dramatic risk of suicide attempts or
completed suicide.6 Notably, mixed depression can be
present not only in bipolar, but also in unipolar patients.
Independently from diagnosis, suicide, often impulsive,
is linked to the excitatory process that underlines mixed
depression, or to the great psychomotor agitation and
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dysphoria inherent in mixed mania. Lithium is the only
drug that showed a clear effect in preventing suicide inde-
pendently from diagnosis.7 Although its antisuicidal
mechanism is not well established, there is no rationale
nor clinical reason to avoid prescribing lithium as soon
as possible, since all other comparators are not as effica-
cious as lithium in preventing suicide. Nevertheless, in
the real world, lithium is still strongly underprescribed,
even in patients in whom it should be the first choice
treatment, such as suicidal patients with BD.8

(3) Patients with mixed states are more likely to be
younger at onset, to have more relapses, to spend longer
time periods in illness, and to show a poorer outcome.
Hence, clinicians should choose the best treatment
option from the outset. Lithium is the most extensively
studied medication in long-term follow-up studies over
more than 60 years. Beyond its clinical effectiveness,
studies showed that lithium’s common side effects are
less dangerous than the neurologic and metabolic ones
associated with the long-term use of antipsychotics or
other anticonvulsants, and that lithium does not increase
the risk of mood destabilization, as antidepressants often
do.9,10 Given its relative safety, lithium can be used in
special populations where mixed states are common,
such as pediatric and adolescent patients with bipolar
disorder, where it can be prescribed from the age of 12
years; women with perinatal and postnatal depression,
considering that the updated lithium-related teratogenic
risk is quite low11; and elderly patients, in which lithium
can be easily used along with other drugs.12

(4) People with mixed states are considered more
likely to develop neurodegenerative changes, especially
related to the increased number of episodes and to poor
response to treatment.12 Gross brain structure is rela-
tively preserved during the early phases of BD, but alter-
ations have been observed in chronic and more recurrent
forms of the illness and progressive graymatter reduction
has been associated with chronicity in people with BD-I.
Recent evidence has pointed out the existence of a neuro-
protective effect for lithium. The overall effect of lithium
appears to be an increase or a “normalization” of gray
matter volume, particularly in the hippocampus, the
amygdala, the anterior and subgenual cingulate corti-
ces.13 This effect is not shared with other mood stabiliz-
ers. Its putative neuroprotective properties render
lithium the best candidate for the treatment of these
patients.

(5) Often, RCTs are considered the “gold standard” of
scientific research, while naturalistic studies are linked
with lower levels of evidence. This is not always true.
Naturalistic studies (effectiveness studies) are carried
out under “real world” conditions, thus representing
current daily clinical practice.14 While RCT data on lith-
ium in mixed states are lacking, observational studies
suggest that lithium could be an effective treatment for

patients with mixed episodes (especially mixed
depression).15

In the light of the above-mentioned considerations,
we strongly believe that the role of lithium in the treat-
ment of patients with mixed episodes should be reconsid-
ered. According to the ancient aphorism “Primum, non
nocere” (First, do not harm), Stahl16 invites to answer the
question “Will lithium andmood stabilizers eventually be
proven to have efficacy?” We think that answering this
question is a priority need in the current clinical and
pharmacological research in psychiatry. Instead of super-
ficially considering that the available literature points to
the exclusion of lithium from therapeutic options, we
should rather call for more clinical research in this area.
Considering that nearly all recent studies were industry-
funded, and that there is currently no industrial interest
to promote the use of lithium, this may lead to an under-
estimation of classical mood stabilizers, such as lithium.
Hence, independent institutions, such as Public
Agencies, Universities/Medical Schools or National or
International Research Programs, should allocate funds
to make these studies possible, preferably by taking into
account patients’ and relatives’ perspectives.17,18
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