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INTRODUCTION
Depression is incredibly common. According to a World Health 

Organization (WHO) Survey, major depression is prevalent in 
over 30% of the population in the United States, France, and the 
Netherlands, 36% in India, and 12% in China (Bromet, Andrade, 
Hwang et al., 2011). Moreover, approximately 30% of these cases 
were reported to have severe symptoms. Given its pervasiveness, a 
large body of research over the last several decades has been devoted 
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treatment options are also being developed. Perhaps among the 
PRVW� SURPLVLQJ� RI� WKHVH� DUH� WKH� HDUO\� ¿QGLQJV� RQ� XVLQJ� DW\SLFDO�
antipsychotic medications with patients whose unipolar depression 
has been unresponsive to other treatments (Chun-Yuan, Guochuan, 
Hon-Song et al., 2014). Thus, this article provides a discussion of 
the use of atypical antipsychotics for treating patients with unipolar 
depression. Side effects and monitoring recommendations will also 
be discussed. See Table 1 for a summary of side effects and FDA 
approvals. 

METHODS

Data Sources and Search Strategy
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Further, olanzapine is preferred in instances of refractory unipolar 
depression because of its antagonist actions at 5HT2C receptors, 
which is believed to also contribute to the positive effects the 
drug has on affective symptoms. This effect can be strengthened 
E\� FRPELQLQJ� RODQ]DSLQH� ZLWK� ÀXR[HWLQH�� ZKLFK� DOVR� EORFNV� WKH�
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among patients taking risperidone, which also appears to be linked 
to the dosage. 

Ziprasidone

Ziprasidone works by blocking dopamine 2 receptors, which 
both reduces the positive symptoms of psychosis and acts to 
stabilize affective symptoms. The drug also blocks serotonin 2A 
receptors, which has positive impacts on affective symptoms. 
Ziprasidone interacts with 5HT2C, 5HT1A, 5HT1D, as well as 
serotonin, norepinephrine, and dopamine transporters (particularly 
in high doses), which may also account for the positive effects noted 
in terms of affective symptoms. Findings from clinical research 
have supported the use of ziprasidone in the treatment of unipolar 
depression, particularly in instances where the patient has not 
responded to SSRIs alone (Sachs, Ice, Chappell et al., 2011). As 
an adjunctive therapy, ziprasidone has demonstrated usefulness in 
improving depressive symptoms. Ziprasidone is approved in Sweden 
for the treatment of schizophrenia, but has not been approved as of 
yet in the entire EU.

Common side effects of ziprasidone include dizziness, sedation, 
dystonia, nausea, dry mouth, asthenia, skin rash, and, in rare 
instances, tardive dyskinesia. In addition, patients taking ziprasidone 
are at increased risk for developing extrapyramidal symptoms 
depending on the patient’s dosage. 

Monitoring for Patients Being Prescribed Atypical 
Antipsychotics

While the effects of these drugs on symptoms of psychosis 
and mania can be experienced within a week, it generally can 
take between 4 and 6 weeks for the patient to experience any 
improvements in terms of their affective symptoms. In some 
cases, these positive effects aren’t noted for 16 to 20 weeks. When 
beginning a patient on an atypical antipsychotic, it is recommended 
that the prescribing physician monitor the patient’s BMI monthly 
IRU�WKH�¿UVW�WKUHH�PRQWKV�DQG�TXDUWHUO\�WKHUHDIWHU��)RU�SDWLHQWV�ZKR�
are at risk for metabolic complications, it is recommended that the 
prescribing physician monitor fasting triglycerides monthly for the 
¿UVW�VHYHUDO�PRQWKV��7KLV�VKRXOG�DOVR�EH�GRQH�LQ�SDWLHQWV�ZKR�DUH�MXVW�
starting a trial of antipsychotics or who are switching antipsychotics. 
It is recommended that prescribing physicians monitor blood 
pressure, fasting plasma glucose, and fasting lipids within three 




