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Care of vulnerable patients with severe and persistent 
mental illness during the current severe acute 

respiratory syndrome coronavirus 2 (SARS-CoV-2) 
pandemic requires special considerations, particularly for 
those taking clozapine. Patients with schizophrenia tend 
to have poor cardiovascular health and difficulty engaging 
in care and are likely to be active cigarette smokers, which 
are linked to increased mortality risk from coronavirus 
disease 2019 (COVID-19).1,2 Patients taking clozapine 
also have increased incidence of pneumonia most likely 
due to sialorrhea, immunomodulation properties, and 
anticholinergic effects.3,4 Moreover, pneumonia appears to 
be more frequent and to carry higher mortality risk than 
agranulocytosis or myocarditis in these patients.4 To provide 
guidance in caring for patients taking clozapine during the  
COVID-19 pandemic, expert consensus recommendations5 
have been published and are summarized in Table 1. Here, 
we present the case of a patient taking clozapine who died 
of COVID-19 and discuss the role that psychiatric providers 
have in reducing mortality risk for these patients.

Case Report
The patient was a 50-year-old domiciled woman with 

schizophrenia stabilized on clozapine 300 mg and quetiapine 
100 mg daily who had a medical history significant 
for diabetes, obesity, and active cigarette use. She was 
hospitalized in April 2020 with 2 weeks of fever, cough, 
and worsening shortness of breath. Her last clozapine level 
was 296 ng/mL on October 2019 while taking 175 mg daily, 
and her monthly absolute neutrophil counts were within 
normal limits. In the emergency department, she was febrile 
to 101.3° F, in respiratory distress with oxygen saturation 
of 92%, and had a chest X-ray showing bilateral opacities. 
Laboratories at admission were notable for positive SARS-
CoV-2 polymerase chain reaction, C-reactive protein of 

330.4 mg/L, lymphopenia to 900/μL, and hemoglobin A1c 
of 8%. She was intubated for hypoxic respiratory failure and 
admitted to the intensive care unit. She developed worsening 
hypoxemia, vaginal bleeding, and hypotension. On hospital 
day 6, she had evidence of pulmonary embolus, was started 
on tissue plasminogen activator with no improvement, and 
died. Both clozapine and quetiapine were held during the 
hospitalization. 

Discussion
Our case highlights how psychiatric providers have a 

role in helping monitor patients for COVID-19 symptoms, 
taking action to engage patients in care when ill and 
adjusting clozapine prescribing to mitigate risks of COVID-
19. Many patients are unaware of the risks of pneumonia, 
fear isolation from family members or hospitalization after 
reporting symptoms of COVID-19, and may subsequently 
underreport symptoms. Importantly, studies6 have found 
that some medical interventions, when applied early in 
the course of the disease, could decrease mortality from 
COVID-19. Our patient developed COVID-19 symptoms 2 
weeks prior to admission and did not seek medical treatment 
during this period. We recommend that clinicians should 
proactively counsel their patients and caregivers to seek 
urgent psychiatric and medical evaluation in the presence 
of fever or flu-like symptoms to rule out clozapine toxicity 

Table 1. Summary of Expert Consensus Recommendations 
on the Management of Patients Taking Clozapine During the 
SARS-CoV-2 Pandemica

Condition Recommendation
(1) If ANC > 2,000/μLb stable for  

> 1 yearc and no safe or 
practical access to ANC testing

Prescribe up to 3-month supply of 
clozapine

Extension to ANC monitoring every 
3 months allowed

(2) If cough, fever, chills, sore 
throat, or any other flu-like 
symptoms

Seek immediate medical help
Obtain immediate CBC including ANC

(3) If fever or flu-like symptoms 
and signs of clozapine toxicity 
(eg, sedation, lethargy, 
confusion, tremors, myoclonus)

Consider reduction of dose of 
clozapine up to 50%

Once afebrile for 3 days, retitrate 
gradually

If possible, obtain clozapine level
aBased on Siskind et al.5
bFor patients with benign ethnic neutropenia, the requirement is ANC 

> 1,500/μL.
cDecisions for patients taking clozapine continuously for 6–12 months 

should be made on a case-by-case basis; for patients treated with 
clozapine < 6 months, follow country-specific guidance.

Abbreviations: ANC = absolute neutrophil count, CBC = complete blood 
count, SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.
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and to consider further medical interventions. Clinicians 
should have risk-benefit discussions with their patients 
taking clozapine, weighing increased risks of pneumonia 
with the medication’s many clinical benefits.7 Studies8 in 
schizophrenia show how such discussions can help prevent 
nonadherence to medications.

Finally, clinicians should be aware that clozapine toxicity 
may occur during infections due to inhibition of cytochrome 
P450 1A2 liver enzymes by cytokines.9 Although it is unclear 
whether toxicity contributed to our patient’s death since 
clozapine level was not obtained during her illness course, 
early medical and psychiatric assessment can help mitigate 
the dangerous combination of pneumonia and clozapine 
intoxication by adjusting clozapine dose if needed. Of note, 
the risk of pneumonia is much higher when clozapine 
is administered with some antipsychotics including 
quetiapine.3 Therefore, clinicians should also consider the 
preventive discontinuation of adjunctive antipsychotics. As 
the SARS-CoV-2 pandemic continues to evolve, clinicians 
caring for patients taking clozapine have an important role 
in helping reduce the risks of COVID-19.
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