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M rs. C, age 56, has a history of major 
depressive disorder (MDD). She 
has been stable for 5 years without 

medication. Six months ago, she presented 
to you, along with her son, seeking help. 
She reported that she had been experienc-
ing insomnia, fatigue, and was not engag-
ing in hobbies. Her son told you that his 
mother had lost weight and had been avoid-
ing family dinners. Mrs. C reported recurrent 
thoughts of dying and heard voices vividly 
telling her that she was a burden and that 
her family would be better off without her. 
However, there was no imminent danger of 
self-harm. At that appointment, you initiated 
sertraline, 50 mg/d titrated to 100 mg/d, and 
olanzapine, 5 mg/d. 

Since that time, Mrs. C has followed up 
with you monthly with good response to 
the medications. Currently, she states her 
depression is much improved, and she 
denies hearing voices for approximately  
5 months. 

Based on her presentation and response, 
what do the data suggest about her length 
of treatment, and when should you consider 
tapering the antipsychotic medication?

In DSM-5, MDD with psychotic features 
is a severe subtype of MDD that is defined 
as a major depressive episode character-
ized by delusions and/or hallucinations.1 
In the general population, the lifetime 
prevalence of this disorder varies from 
0.35% to 1%, and the rate is higher in older 
patients.2 Risk factors include female  
gender, family history, and concomitant 
bipolar disorder.2
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Practice Points 
• �In patients experiencing major depressive 

disorder (MDD) with psychotic features, 
consider electroconvulsive therapy or  
an antidepressant in combination with 
an antipsychotic. 

• �Any antipsychotic can be considered for the 
treatment of MDD with psychotic features 
because there are no head-to-head trials. 
However, because second-generation 
antipsychotics have a lower risk of 
adverse effects, they should be preferred 
to first-generation antipsychotics. 

• �When prescribing combination therapy, 
continue treatment for at least 9 months 
to reduce the risk of relapse, and consider 
reducing the dose of the antipsychotic 
medication after 1 year of treatment.

• �When stopping antipsychotic therapy, 
implement a slow and gradual taper 
to allow for assessment of symptom 
recurrence.
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Epidemiologic studies have shown that 
psychotic features can occur in 15% to 
20% of patients with MDD. The psychotic 
features that occur during these episodes 
are delusions and hallucinations.1 These 
features can be either mood-congruent 
(related to the depressive themes of worth-
lessness or guilt) or mood-incongruent (ie, 
unrelated to depressive themes).1

Treatment options:  
ECT or pharmacotherapy
Guidelines from the American Psychiatric 
Association3 and the National Institute for 
Clinical Excellence4 recommend treating 
depression with psychosis with electro-
convulsive therapy (ECT) or with com-
bined antidepressant and antipsychotic 
medications as first-line options. The Texas 
Medication Algorithm Project (TMAP) 
Algorithm for MDD,5 which closely 
focuses on treatment of MDD with psy-
chotic features, can be used for treatment 
decisions (see Related Resources, page 32).

Electroconvulsive therapy is known to be 
efficacious in treating patients with MDD 
with psychotic features and should be con-
sidered as a treatment option. However, 
medication therapy is often chosen as the 
initial treatment due to the limitations of 
ECT, including accessibility, cost, and patient 
preference. However, in certain cases, ECT 
is the preferred option because it can pro-
vide rapid and significant improvement in 
patients with severe psychosis, suicidality, 
or risk of imminent harm.

Pharmacotherapy for the treatment of 
MDD with psychotic features should consist 
of a combination of an antidepressant and 
antipsychotic medication. This combination 
has been shown to be more effective than 
either agent alone. Some combinations have 
been studied specifically for MDD with psy-
chosis. The Study of the Pharmacotherapy of 
Psychotic Depression (STOP-PD), a 12-week, 
double-blind, randomized controlled trial, 
found that the combination of sertraline and 
olanzapine was efficacious and superior to 
monotherapy with olanzapine in an acute 

setting.6 In another study, the combination 
of olanzapine and fluoxetine was also found 
to be superior to olanzapine monotherapy 
in reducing Hamilton Depression Rating 
Scale (HAM-D) scores.7 Quetiapine, when 
used in combination with venlafaxine, was 
found to be superior to venlafaxine mono-
therapy in response.8 Lastly, amitriptyline in 
combination with either haloperidol or per-
phenazine has been shown to be superior to 
monotherapy.9,10 However, no medications 
are specifically FDA-approved for the indi-
cation of depression with psychotic features. 
Because none of these agents have been 
compared in head-to-head trials, any com-
bination of antidepressant and antipsychotic 
medication can be used. Due to the greater 
risk of adverse effects with first-generation 
antipsychotics (FGAs), such as extrapyra-
midal symptoms (EPS), second-generation 
antipsychotics (SGAs) should be trialed first.

How long should treatment last?
The optimal timeline for treating patients 
with MDD with psychotic features is 
unknown. According to the TMAP algo-
rithm and expert opinion, the continuation 
phase of pharmacotherapy should include 
treatment for at least 4 months with an anti-
psychotic medication and at least 2 years to 
lifetime treatment with an antidepressant.5 
The STOP-PD II study, which was a con-
tinuation of the 12-week STOP-PD study, 
examined antipsychotic duration to deter-
mine the effects of continuing olanzapine 
once an episode of psychotic depression 
had responded to olanzapine and sertra-
line.11 Patients who had achieved remission 
after receiving olanzapine and sertraline 
were randomized to continue to receive this 
combination or to receive sertraline plus 
placebo for 36 weeks. The primary outcome 
was relapse, which was broadly defined as 
1 of the following11: 

•	a Structured Clinical Interview for 
the DSM (SCID)-rated assessment that 
revealed the patient had enough symp-
toms to meet criteria for a DSM-IV major 
depressive episode
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•	a 17-item HAM-D scoren of ≥18 
•	SCID-rated psychosis
•	other significant clinical worsening, 

defined as having a suicide plan or attempt-
ing suicide, developing SCID-rated symp-
toms of mania or hypomania, or being 
hospitalized in a psychiatric unit. 

Compared with sertraline plus placebo, 
continuing sertraline plus olanzapine 
reduced the risk of relapse over 36 weeks 
(hazard ratio, 0.25; 95% confidence inter-
val, 0.13 to 0.48; P < .001).11 However, as 
expected, the incidence of adverse effects 
such as weight gain and parkinsonism was 
higher in the olanzapine group. Therefore, 
it is important to consider the potential 
long-term adverse effects of continuing 
antipsychotic medications.  The STOP-PD 
II trial showed benefit in continuing anti-
psychotic therapy over 36 weeks, but did 
not answer the question of how long to 
continue antipsychotic therapy.

Weighing the evidence
Electroconvulsive therapy is considered a 
first-line treatment option for MDD with 
psychotic features; however, because of 
limitations associated with this approach, 

antidepressants plus antipsychotics are 
often utilized as an initial treatment. 
Essentially, any antipsychotic agent can 
be prescribed in conjunction with an anti-
depressant, but due to the greater risk of 
adverse effects associated with FGAs, 
SGAs should be trialed first. The results 
of the STOP-PD6 and STOP-PD II11 studies 
have shown that once a patient responds 
to an antidepressant and antipsychotic, 
combination therapy needs to continue 
for at least 9 months to reduce the risk of 
relapse. Thereafter, reducing the dose of 
the antipsychotic can be considered after 1 
year of treatment; however, no data exist 
about which agent and tapering schedule 
to consider. Because no optimal duration 
has been fully established, consider a slow 
and gradual taper when stopping antipsy-
chotic therapy to allow for assessment of 
recurring symptoms.

 CASE CONTINUED 

Based on the results of the STOP-PD and 
STOP-PD II trials, Mrs. C should be contin-
ued on sertraline plus olanzapine for at least 
another 3 to 6 months before an olanzapine 
taper should be considered. At that time, 
the risks and benefits of a taper vs continu-
ing therapy should be considered. Given her 
history of MDD and the severity of this most 
recent episode, sertraline therapy should be 
continued for at least 2 years, and possibly 
indefinitely.
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Drug Brand Names
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Haloperidol • Haldol
Olanzapine • Zyprexa

Quetiapine • Seroquel
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Venlafaxine • Effexor
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