
Talking to Individuals and Families About
Clozapine

Clozapine, an antipsychotic or neuroleptic medication, is the only FDA-approved 
medication for treatment-resistant schizophrenia.1,2 Clozapine is also used to treat 
recurrent suicidal behavior in schizophrenia or schizoaffective disorder.1 

Why Might 
Someone 

Need 
Clozapine?

Individuals who take clozapine report improvements in 
symptoms of psychosis, sleep, and anxiety. They also report 
increased functioning, a sense of recovery, and stabilization.3

These positive outcomes demonstrate that clozapine is a sound treatment 
option and may be considered prior to the onset of treatment resistance. 
In fact, clozapine has been around for many years and is an effective 
medication with low, manageable risk. It can improve the debilitating 
symptoms that individuals who have treatment-resistant schizophrenia 
experience.

In spite of this, it is still underutilized by clinicians.3 One of the primary 
reasons for this is that treatment with clozapine requires routine bloodwork. 
This can be time consuming, inconvenient, and increase health concerns for 
those who consider it. However, with current advances in Remote Patient 
Monitoring (RPM), white blood cell monitoring can be managed from home. 
This reduces the need for outpatient bloodwork visits. RPM programs can 
also monitor weight and blood pressure. This provides more convenience 
for patients and care providers.4-6  

Approximately 30% of patients 
with schizophrenia are 

considered treatment resistent.1

Schizophrenia is a serious 
condition and it requires fast 

action to address barriers and 
improve symptoms.
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Research shows that clozapine treatment is 
associated with:1,2,7-9

✔ Reduction in positive symptoms (e.g., 
delusions, hallucinations)

✔ Improved daily functioning
✔ A decrease in suicide attempts and completions
✔ A decrease in anxiety and sleep irregularities
✔ Fewer hospitalizations 

✔ Improved quality of life 
✔ Improved psychosocial functioning
✔ Fewer extrapyramidal symptoms or EPS10

Clozapine is also linked with reduced caregiver 
burden and reduced psychological impact on 
caretakers. This indicates that its positive effect 
on treatment-resistant mental illness may have 
beneficial effects on family members as well.7-11

As with any medication, patients may experience 
side effects. Some of these are rare yet require 
prompt attention if observed.  Potential side 
effects may include:

✔ Gastrointestinal symptoms like constipation, 
nausea, and vomiting

✔ Increased blood pressure and heart rate
✔ Changes in metabolism, possibly leading to 

weight gain
✔ Seizures
✔ Neurological symptoms like drowsiness and 

dizziness 

You should use caution when you combine 
clozapine with other neuroleptics like aripiprazole. 
This is due to potential elevation of creatine kinase 
and leukocytosis.12 Aripiprazole may be given in 
crisis situations during emergency department 

visits so it is important to be aware of this 
contraindication.  

Although extremely rare, prescribers should be 
alert for Neuroleptic Malignant Syndrome (NMS).12,13 
NMS occurs in less than 5% of patients. It presents 
with sudden symptoms of tachycardia, muscle 
rigidity, mental status change, fever, or elevated 
creatine kinase. Although NMS is unlikely to occur, 
it requires an established plan for patients and 
their families with information on how to access 
emergency services if symptoms arise.

Even more rarely, clozapine use is associated with 
severe neutropenia (also known as agranulocytosis), 
a dramatic drop in neutrophil count that results in 
an increased vulnerability to infection. Because 
neutropenia might be a heritable trait,14 it is essential 
to have a detailed patient history of other family 

Possible Positive Outcomes

Possible Side Effects

Does Taking 
Clozapine 
Have an 
Impact?

Many individuals who have schizophrenia find that clozapine makes 
a remarkable difference in their daily lives. This is something that can 
have a positive ripple effect.7,8 A successful response to this medication may 
decrease the burden on families and support systems, improve treatment 
adherence, and result in a decreased need for rehospitalization.7,9 Relief from 
the intractable symptoms of schizophrenia – whether before or after treatment 
resistance occurs – can significantly improve quality of life.

Clozapine may be a good choice for patients who are in search of an effective 
medication as part of their treatment plan.



Discussing 
Clozapine With 
Your Patients 

and Their 
Families

Clozapine Risk Evaluation and Mitigation Strategy

It is important to communicate and facilitate discussions with 
individuals, their family members, and support systems. When 
you share information on treatment goals, benefits, side effects, and more, 
it can help improve treatment adherence and alleviate concerns.7,9 It also 
improves patient and family engagement in treatment and may lead to better 
outcomes.

When you develop a plan to prescribe 
clozapine, you can access important resources 
to complete the mandated Clozapine REMS 
certification. Patients must also meet the following 
requirements to start on this medication:

• Enrollment in the Clozapine REMS Program
• An Absolute Neutrophil Count (ANC) lab on file 

with the Clozapine REMS Program
• ANC lab must be within the acceptable range 

or a treatment rationale must be submitted 
that details how the benefits of treatment 
outweigh the risks

• An ANC ≥1000/microL should be indicated 
(≥500/microL for benign ethnic neutropenia)

• Lower ANC levels require more frequent 
monitoring and possible interruption of 
clozapine and/or reevaluation of its use

RECOGNIZE goals

EXPLAIN how clozapine supports goals

ACKNOWLEDGE patient concerns

PROVIDE accurate information to patients 
and their support system so they can make 
informed decisions

Apply the REAP model to aid in the decision-
making process:

You can access program 
updates and changes from the 
Food and Drug Administration 
(FDA) on the Clozapine REMS 
homepage. The Clozapine 
REMS program replaced the 
individual patient registries and 
the National Non-Rechallenge 
Master File (NNRMF).

members who have neutropenia. Current data show 
that less than 1% of patients on clozapine develop 
severe neutropenia.15 To help prevent this serious 
side effect, guidelines require prescribers to order 

full blood counts weekly for the first six months of 
treatment. Almost all cases of severe neutropenia 
present in this time frame.  

https://www.clozapinerems.com/CpmgClozapineUI/home.u
https://www.clozapinerems.com/CpmgClozapineUI/rems/pdf/resources/Clozapine_REMS_A_Guide_for_Healthcare_Providers.pdf
https://www.thenationalcouncil.org/wp-content/uploads/2019/02/Clozapine-Changing-the-Conversation-Tip-Sheet.pdf?daf=375ateTbd56
https://www.clozapinerems.com/CpmgClozapineUI/home.u
https://www.clozapinerems.com/CpmgClozapineUI/home.u


1. Meltzer H. Y. (1997). Treatment-resistant schizophrenia–the role of clozapine. Curr Med Res Opin. 
14, 1–20. 10.1185/03007999709113338

2. Siskind D, McCartney L, Goldschlager R, Kisely S. Clozapine v. first- and second-generation 
antipsychotics in treatment-refractory schizophrenia: systematic review and meta-analysis. Br 
J Psychiatry. 2016 Nov;209(5):385-392. doi: 10.1192/bjp.bp.115.177261. Epub 2016 Jul 7. PMID: 
27388573.

3. Curry B, Palmer E, Mounce C, Smith G, Shah V. Assessing prescribing practices of clozapine 
before and after the implementation of an updated risk evaluation and mitigation strategy. Ment 
Health Clin. 2018 Mar 26;8(2):63-67. doi: 10.9740/mhc.2018.03.063. PMID: 29955547; PMCID: 
PMC6007735.

4. Dale DC, Kelley ML, La Vega MND, Parthasarathy D, Bodapati D, Virey L, Moffat S, Tandon T. A 
novel device suitable for home monitoring of White Blood Cell and neutrophil counts. Blood. 
2018;132(S1): 1103. https://doi.org/10.1182/blood-2018-99-112647.

5. FDA.510(k) Substantial Equivalence Determination Decision Memorandum. https://www.
accessdata.fda.gov/cdrh_docs/reviews/K181288.pdf. November 5, 2018.  Accessed July 28, 2021.

6. Kelly DL, Ponomareva Q, Mackowick M, Glassman M, Park, Navarro-De Vega, M, Wehring H, Vyas 
G. Feasibility and patient-reported satisfaction using a novel point-of-care fingerstick method 
for monitoring absolute neutrophil count for clozapine. Ann Clin Psych, 2021, 33)2):116-123. 
doi:10.12788/acp.0029

7. Angermeyer MC, Löffler W, Müller P, Schulze B, Priebe S. Patients' and relatives' assessment of 
clozapine treatment. Psychol Med. 2001 Apr;31(3):509-17. doi: 10.1017/s0033291701003749. PMID: 
11305859.

8. Dickson RA, Williams R, Dalby JT. The clozapine experience from a family perspective. Can J 
Psychiatry. 1995 Dec;40(10):627-9. doi: 10.1177/070674379504001010. PMID: 8681261.

9. Green AI, Schildkraut JJ. Should clozapine be a first-line treatment for schizophrenia? The 
rationale for a double-blind clinical trial in first-episode patients. Harv Rev Psychiatry. 1995 May-
Jun;3(1):1-9. doi: 10.3109/10673229509017159. PMID: 9384923.

10. Campbell M, Young PI, Bateman DN, Smith JM, Thomas SH. The use of atypical antipsychotics in 
the management of schizophrenia. Br J Clin Pharmacol. 1999 Jan;47(1):13-22. doi: 10.1046/j.1365-
2125.1999.00849.x. PMID: 10073734; PMCID: PMC2014208.

11. Verma M, Grover S, Chakrabarti S. Effect of clozapine on psychological outcomes of caregivers of 
patients with treatment resistant schizophrenia. Nordic J of Psych. 2021;75(2):118-123. doi:10.1080/
08039488.2020.1804617

12. Tseng PT, Chang YC, Chang CH, Wang HY, Cheng YS, Wu CK, Chen YW, Chung W. Atypical 
neuroleptic malignant syndrome in patients treated with aripiprazole and clozapine: a case-series 
study and short review. Int J Psychiatry Med. 2015;49(1):35-43. doi: 10.2190/PM.49.1.c. PMID: 
25838319.

13. Karagianis JL, Phillips LC, Hogan KP, LeDrew KK. Clozapine-associated neuroleptic malignant 
syndrome: two new cases and a review of the literature. Ann Pharmacother. 1999 May;33(5):623-
30. doi: 10.1345/aph.18286. PMID: 10369628

14. de With SAJ, Pulit SL, Staal WG, Kahn RS, Ophoff RA. More than 25 years of genetic studies of 
clozapine-induced agranulocytosis. Pharmacogenomics J. 2017 Jul;17(4):304-311. doi: 10.1038/
tpj.2017.6. Epub 2017 Apr 18. PMID: 28418011.

15. Mijovic A, MacCabe JH. Clozapine-induced agranulocytosis. Ann Hematol. 2020;99(11):2477-
2482. doi:10.1007/s00277-020-04215-y

GRANT STATEMENT:
Funding for SMI Adviser was made possible by Grant No. SM080818 from SAMHSA of the U.S. Department of Health and Human Services (HHS). The contents are those of the author(s) and do not necessari-
ly represent the official views of, nor an endorsement, by SAMHSA/HHS, or the U.S. Government.

© 2021 American Psychiatric Association, All rights reserved.

References

Additional 
Resources

SMI Adviser 
Clozapine Center of Excellence
Knowledge Base for Individuals and Families
Support Groups
NAMI: Information on Clozapine 

https://ashpublications.org/blood/article/132/Supplement%201/1103/262667/A-Novel-Device-Suitable-for-Home-Monitoring-of
https://www.accessdata.fda.gov/cdrh_docs/reviews/K181288.pdf
https://www.accessdata.fda.gov/cdrh_docs/reviews/K181288.pdf
https://smiadviser.org/knowledge-base
https://smiadviser.org/about/clozapine
https://smiadviser.org/knowledge-base-fp
https://www.mhanational.org/find-support-groups
https://www.nami.org/About-Mental-Illness/Treatments/Mental-Health-Medications/Types-of-Medication/Clozapine-(Clozaril-and-FazaClo)

