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When the second-generation antipsychotics were developed, 
researchers were fundamentally trying to mimic clozapine. 
Clozapine has remarkable impact on severe psychosis 
as well as on treatment-resistant mania (with or without 
psychotic features).3,4 One of the earliest second-generation 
antipsychotics, risperidone, has strong D2 activity, so its 
side effects at higher doses can mimic those seen with 
first-generation antipsychotics.5 Olanzapine was another 
early second-generation antipsychotic, with significantly 
less D2 activity but with troubling side effects including 
metabolic syndrome and weight gain. Its receptor profile 
is broad, like clozapine’s. Clozapine is also associated with 
significant weight gain for many individuals. Closely following 
olanzapine’s and risperidone’s approvals were quetiapine 
and aripiprazole and then various metabolites such as 
paliperidone and asenapine, an antipsychotic that is more like 
an antidepressant. Most recently, cariprazine was approved 
and is considered a first-line treatment for acute mania with or 
without mixed features.1 These newer second-generation (or 
sometimes referred to as third-generation) antipsychotics are 
notable for their mixed receptor activities at dopamine and 
serotonin sites. The newer drugs were, in many cases, crafted 
to specifically maintain psychiatric effectiveness, including 
both antimanic and antidepressant actions. 

The only antipsychotics that have approval as monotherapy 
for both poles of bipolar disorder are quetiapine and 
cariprazine. Lurasidone is approved for use in bipolar 
depression but has not been tested in mania and is not 
considered antimanic. Olanzapine is approved for treatment 
of acute mania and, in combination with an SSRI, for bipolar 
depression.

First-line, monotherapy, second-generation antipsychotics 
for acute mania include risperidone, quetiapine, aripiprazole, 
asenapine, paliperidone, and cariprazine.1 

In this case, Theresa was started on monotherapy with 
olanzapine, a sedating antipsychotic, which is a second-line 
choice due to side effects when used long-term but very 
effective in the short term as essentially a rescue medicine.6–8 
An alternative would have been quetiapine, but the dose 
during acute severe mania may be limited, whereas it is 
feasible to go higher with olanzapine if needed. In recent 
guidelines, olanzapine has been moved to second line 
status due to metabolic and other side effect concerns with 
prolonged use.1 However, it remains used in emergency and 
inpatient settings, particularly for the short term. Olanzapine 
was one of the first second-generation antipsychotics to 
amass a large degree of data in bipolar disorder.

It is important to consider how we will measure Theresa’s 
response to treatment and track side effects both during 
an inpatient stay (to assess treatment targets for the future) 

Recently, I was called to consult on an inpatient case: a young 
woman in her mid-20s whom we’ll call Theresa. This was 

her first hospitalization, and she was manic, with symptoms of 
agitation, and also psychotic, including being very paranoid. 
Her marked periodic dysphoria, vacillation of energy, thoughts 
of death, and guilt were consistent with mixed symptoms. 
Theresa had little to no insight during the acuity of her mania.

Optimally, as recommended in the recent CANMAT guidelines1 
(the most up-to-date and current comprehensive guidelines 
for bipolar disorder), one agent would be tried, and then at 
about 2 weeks, if needed, a switch to a second option would 
be tried or possibly an add-on agent would be tried. However, 
the guidelines note that common sense should dictate first-line 
treatments for someone hospitalized for acute psychotic mania, 
especially with mixed features.

One of the many reasons to move quickly to decrease the 
period of mania and psychosis is that neuroscience evidence 
indicates that staying in these altered states is bad for overall 
brain health.2 Psychotic features are present in about 50% of all 
episodes of acute mania.1

For Theresa’s current symptoms, we could start with 2 agents.1 
The overall goal would be to initiate treatment with first-line 
agents that have the most evidence of efficacy and the most 
tolerable side effect profile. Ideally, we would start with agents 
that we hope to continue into the maintenance phase. 

There are a number of these agents to choose from, including 
lithium. During acute mania, a somewhat higher dose of lithium 
may be needed to reach therapeutic efficacy; it is common to 
adjust the dose downward as the patient stabilizes and still 
maintain adequate blood lithium levels. However, Theresa 
is in a mixed state, and although lithium may be a good 
maintenance medication, guidelines1 suggest that medications 
other than lithium be used for mixed features during mania. 
Importantly, it takes 2 to 3 weeks for lithium to be effective. 
Given the severity of Theresa’s symptoms and the difficulty in 
keeping patients hospitalized, often due to insurance limits, 
it would be beneficial to start with a faster-acting agent. A 
feasible agent to consider is valproate, but because Theresa is 
a young woman, valproate might fall to a second choice due to 
concerns about polycystic ovaries and reproduction issues.1

Thus, without using lithium or valproate, Theresa would be 
on monotherapy. The best first choice for Theresa would be a 
newer antipsychotic with generally good sedating properties 
and a fast therapeutic onset. Again, consideration would need 
to be made of short-term gain versus long-term expectations. 
The CANMAT recommendation1 is to provide maintenance 
treatment for virtually all individuals with bipolar disorder. One 
of the predisposing factors for recurrence of mood episodes is 
psychosis, which Theresa was experiencing.
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and over time.1 Long-term if not lifelong medication will be 
recommended. It is important to measure manic symptoms, 
but it is also important that we look beyond the acuity of 
Theresa’s stay. The vast majority of patients with bipolar 
disorder will also experience depression, and a significant 
number will have some degree of anxiety symptoms.9 Arenas 
such as concentration/distractibility and cognitive function 
can be impacted by the illness but often are amenable to 
treatment.1 A patient’s insight into bipolar disorder mania can 
be quite variable.10 Psychoeducation for the patient and the 
family should be added to any aftercare plan.

During the inpatient stay, the focus will be on acute manic 
symptoms and the possibility of emerging depression 
symptoms. Measurements to track these symptoms include 
the Young Mania Rating Scale, which was developed 
for inpatient use.11 There are simple scales for assessing 
depression that initially would be best administered by 
the patient’s clinician. Additionally, an overall scale, such as 
the Brief Psychiatric Rating Scale, captures overall wellness 
and the degree of improvement over time.12 The results of 
measurement-based care provide a template for outpatient 
and maintenance treatment. This approach, recommended 
by all guidelines globally, provides replicable benchmarks to 
assess either improvement or deterioration of the condition. 
Rather than simply saying the patient is worse, we have a 
clearer road map as to the direction of change and the specific 
symptoms that we are targeting with treatment.

In the example of Theresa, a sedating antipsychotic was 
chosen but not with the intent of continuing it into long-
term maintenance treatment. One of the limits of our current 
frequent segregation of inpatient from outpatient care is that 
a medication that is intended to help stabilize the patient 
initially may be continued for a number of weeks, if not 
months, in the outpatient setting. I have seen this happen with 
both olanzapine and quetiapine. Initial medication effects 
were very helpful to the patient, but within 3 to 4 months, 
sedation and weight gain became problems and targets of 
medication adjustment. Because of these concerns, it would 
be better, I believe, to limit the use of medications with 
very high possibility of detrimental health impacts, such as 
olanzapine, to the inpatient stay only, or with a planned taper 
and overlap with medication planned for long-term use once 
the patient is in the outpatient setting.

For example, an alternative would be to start a patient like 
Theresa with lithium plus a sedating antipsychotic, but before 
discharge switch (in an-overlap-and-taper manner) to an 
antipsychotic suitable for long-term use. Another option 
would be to add a medication to prevent future manic 
episodes.

The current criteria for discharge are far from resolution or 
return to usual functioning. Nationally, when patients are no 
longer a danger to themselves or others, they are discharged 
to either a partial hospitalization program or directly to home 
with planned follow-up. Because of this practice of discharge 
before full resolution of symptoms, it is important for the 

outpatient physician to have a clear idea of the patient’s 
condition at discharge in order to assess continued resolution 
of manic symptoms, improvement of concentration, and 
hopefully return to more usual function.1 One critical element 
of all clinical management of patients with bipolar disorder 
is to have clarity as to why a given medication is started or 
stopped. 

I’d like to close with a cautionary note regarding suicidal 
intention or attempts. The period after an inpatient stay and 
a gradual return to a non-manic state can be a common point 
of suicide attempts.1 The patient realizes that his or her life 
is unlikely to unfold as originally envisioned. Given that we 
discharge patients without full resolution of mania, and in a 
setting of mixed symptoms, it is very important to keep in 
mind the risk for despair and suicide during this period.
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