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Coronavirus (COVID-19)

Request for extension of clozapine blood test validity

The spread of the coronavirus presents varied problems for healthcare systems. We anticipate that
normal monitoring of full blood counts for clozapine patients may be disrupted. Clinicians are invited
to request permission (using this form) to extend blood test validity for individual patients in
circumstances where clozapine might normally be withheld pending results of a full blood count. A
local panel of experts in clozapine use will review the request and respond with 48 hours.

The duration of validity of FBC results depends on the length of time a patient has been treated with
clozapine. The amount of clozapine dispensed reflects the validity of this blood test; usually this is 7
days for patients on weekly FBC monitoring, 14 days for patients on fortnightly monitoring, and 28
days for those on 4 weekly monitoring.

Ztas (the clozapine monitoring service for Zaponex) allow for extra supply beyond this blood test
validity — an extra 7 days for those on weekly and fortnightly monitoring, and 14 days for those on 4
weekly monitoring. See table below.

Duration of treatment Monitoring frequency Maximum Zaponex supply
1-18 weeks Weekly 14 days
19-52 weeks Fortnightly 21 days
> 52 weeks 4-Weekly 42 days

Centralised monitoring of leucocyte and neutrophil counts for patients taking clozapine is
mandatory. The frequency of blood testing, and therefore duration for which a blood test is
considered  ‘valid’, is based on the risk of clozapine-induced neutropenia and
agranulocytosis. Dispensing or administering clozapine outside these durations (i.e. without a valid
FBC) is unlicensed. The risk of clozapine-induced neutropenia or agranulocytosis is highest in the first
18 weeks of treatment and reduces significantly from then on. Agranulocytosis can lead to fatal
sepsis.

A decision to supply clozapine outside the licensed duration of a valid blood test may be taken to
meet the needs of a specific patient. The reasons for doing so should be fully explained to the patient
and documented in the patient notes.

Requests for extension of blood test validity should be sent to david.taylor@slam.nhs.uk using the
attached form.




Request for extension of clozapine blood test validity

Please complete as fully as possible

Patient name:

Date of birth:

NHS number:

Ethnicity:

Diagnosis:

Current medication (please list all, with doses, frequencies and formulation):

Medication Dose Frequency Formulation

Current clozapine treatment
Start date on clozapine:
Due date of next blood test:
Frequency of monitoring:

Expected treatment gap
Reason for expected treatment gap (i.e. explain why testing cannot be performed at the right time):

Anticipated duration of treatment gap (i.e. when can a blood test reasonably be expected to be
collected):

Expected clinical consequence of a treatment gap:

Prior clozapine treatment
Please provide details of abnormal FBC results for this patient in any prior episodes of clozapine
treatment

Comorbidities
Comorbid medical history:

Benign Ethnic Neutropenia Y/N




Professor David Taylor, Director of Pharmacy March 18™ 2020



Clozapine

Emergency protocol for:

Patients on monthly monitoring

If clozapine patients meet the following criteria:

e Have been on clozapine continuously for more than one year,
and

¢ have not had an ANC <2000/ul (or <1500/l if they have a
history of benign ethnic neutropenia), and

e there is no safe or practical access to neutrophil testing, and

e there is a high risk of deterioration if interruption of clozapine
therapy were to occur

then clozapine may be dispensed in the absence of a recent (within
42 days) neutrophil count.

In these patients, a neutrophil count should be done at least every 12 weeks.

Dispensing of greater than the 42-day maximum supply may be warranted if
there is a likelihood of there being difficulty in accessing a regular supply of
clozapine. The maximum dispensed should be 12 weeks.

In effect, the validity of the FBC is now extended to 12 weeks, allowing a
maximum supply of 12 weeks from the date of the last ‘green’ FBC result.

For people on clozapine with symptoms of infection, including fever, sore throat
and flu-like symptoms, an urgent neutrophil count is strongly recommended.

Please note, dispensing of clozapine in the absence of an FBC from the past 42
days is outside the limits of clozapine’s Product Licence. The manufacturer
accepts no responsibility for this out-of-licence use.

Professor David Taylor
Director of Pharmacy 234 March 2020
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Psychopharmacology for the Clinician

The information in this column is not intended as a definitive treatment strategy but as a suggested approach for clinicians treating patients
with similar histories. Individual cases may vary and should be evaluated carefully before treatment is provided.

Published online on April 3, 2020; subject to revision

Consensus statement on the
use of clozapine during the
COVID-19 pandemic

Dan Siskind, MBBS, PhD; William G.
Honer, MD; Scott Clark, MBBS, PhD;
Christoph U. Correll, MD; Alkomiet Hasan,
MD; Oliver Howes, MD, PhD; John M.
Kane, MD; Deanna L. Kelly, PharmD;
Robert Laitman, MD; Jimmy Lee, MBBS,
MMed; James H. MacCabe, MD, PhD; Nick
Myles, MD; Jimmi Nielsen, MD, PhD; Peter
F. Schulte, MD, PhD; David Taylor, PhD;
Helene Verdoux, MD, PhD; Amanda
Wheeler, PhD; Oliver Freudenreich, MD

With the ongoing coronavirus disease
2019 (COVID-19) pandemic, psych-
iatrists find themselves in the clinical
situation of being asked by patients,
family members and patient advocacy
societies to help ensure access to clo-
zapine as a medication critical for on-
going patient care. To provide clozap-
ine prescribing guidance and facilitate
regulatory agencies modifying labora-
tory monitoring and/or dispensing
requirements, an expert advisory sub-
group of the Treatment Response and
Resistance in Psychosis working group
developed the following background,
recommendations and rationale as a
consensus statement.

Clozapine is the most effective anti-
psychotic for reducing positive symp-
toms, hospital admissions and all-cause
mortality in patients with treatment-
refractory schizophrenia.'* Owing to
the risk of clozapine-associated severe
neutropenia, absolute neutrophil count
(ANC) monitoring programs are a pre-
requisite for clozapine dispensation in
most jurisdictions globally.*® Region-
specific limits on outings and clinical
resource constraints during the
COVID-19 pandemic may create chal-
lenges for patients to access routine
clozapine-associated care, including
ANC testing required for dispensing.
Discontinuing clozapine, especially
abruptly, creates significant risk of
relapse or exacerbation of severity of
illness and needs to be avoided. Given

© 2020 Joule Inc. or its licensors

the importance of continued access to
clozapine, for the duration of the public
health emergency we recommend the
following.

Recommendation 1
The frequency of ANC may be reduced
to every 3 months, with dispensation of
up to a 90-day supply (if it can be safely
stored) for people fulfilling all of the
following criteria:
e continuous clozapine treatment for
> 1 year
¢ have never had an ANC < 2000/uL
(or < 1500/uL if history of benign
ethnic neutropenia)
® no safe or practical access to ANC
testing
Decisions about ANC monitoring for
patients on continuous clozapine treat-
ment for 6-12 months may be made on
a case-by-case basis. Irrespective of
ANC monitoring, patients on clozap-
ine should continue to receive regular
clinical assessments of mental state and
review of potential adverse drug reac-
tions, either face-to-face or through
telehealth consultations. For patients
being initiated on clozapine, adherence
to current country-specific protocols
for ANC monitoring is suggested for
the first 6 months of treatment.
Rationale: Maintaining access to
routine ANC monitoring for all
patients prescribed clozapine is pre-
ferred. However, severe neutropenia
(ANC < 500/pL) is rare (9/1000 people
started on clozapine), with a case fatal-
ity rate of 2.1%.* Importantly, severe
neutropenia has its peak incidence in
the first months after clozapine com-
mencement and declines to negligible
levels after 1 year.*

Recommendation 2

For patients on clozapine with any
symptoms of infection (including
those reported for severe acute respi-
ratory syndrome coronavirus 2 [SARS-
CoV-2], such as cough, fever and
chills, sore throat or other flu-like

symptoms), an urgent physician as-
sessment including a complete blood
count (with ANC) should be obtained.
The clinical assessment could take
place either in person or by telehealth
based on local protocols.

Rationale: Clozapine may be associ-
ated with a higher risk of pneumonia,
likely due to sialorrhea and aspiration
rather than neutropenia.® Clozapine-
associated neutropenia is thought to
occur as a result of selective neutrophil
toxicity mediated by clozapine N-oxide
metabolites,” or an immune response
mediated by a hapten-based mechan-
ism,® both of which occur early in
exposure. There is limited information
on the impact of coronaviruses on
neutrophils among people taking clo-
zapine; however, viral illnesses are gen-
erally associated with neutropenia,’
and as such severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2)
infection in some patients may be a
cause of neutropenia not etiologically
related to clozapine exposure.

Recommendation 3

If patients on clozapine become symp-
tomatic with fever and flu-like symp-
toms, the emergence of signs and
symptoms of clozapine toxicity may
require clinicians to reduce the dose of
clozapine by as much as a half. Con-
tinue the lower dose until 3 days after
the fever has subsided, then increase
clozapine in a stepwise manner to the
pre-fever dose. Where available, clo-
zapine levels help facilitate clinical
decision-making, particularly after
substantial dosage change, inadequate
response or unexpected adverse
effects.

Rationale: Clozapine levels can in-
crease with acute systemic infection,'
leading to symptoms of acute clozap-
ine toxicity, including sedation, myo-
clonus and seizures. Patients with
respiratory infections in or out of hos-
pital may reduce or cease smoking,
also leading to raised clozapine levels."

J Psychiatry Neurosci
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Any decisions about changes to clozapine dose and moni-
toring should be made as part of a well-documented, in-
formed consultation with patients and family/caregivers.
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