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side effects such as cardiac symptoms, hypotension, constipation and weight gain.
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Aug 19 Jag Bahia | 26 New Appendix 2 - New guidance on management of patients who have constipation.

Aug19 Jag Bahia | 32 New appendix 5- clozapine booklet for patients

Aug 19 Jag Bahia | 42 New appendix 7 -community clozapine initiation protocol
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RiO to support medication reviews
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annually to allow the GP to also monitor these side-effects.

Sept 19 Jag Bahia | 17 Updated 16.13- Provide the GP with a copy of the common adverse effects

Sept 19 Jag Bahia | 19 New section 21 criteria to move patients from CPA pathway to the standard pathway

Sept 19 Jag Bahia | 31 Updated appendix 4 for GP to inform the Consultant Psychiatrist if there are changes to the
patient’s physical health

Sept 19 Jag Bahia | 65 Updated Appendix 15 to include guidance for when to do clozapine plasma levels in recurrent
chest infections and severe pneumonia

Sept 19 Jag Bahia | 74 Updated appendix 19- Provide a copy of the adverse effects of clozapine to the GP




Sept 19 Jag Bahia | Comments from professor Flanagan on the policy on 17" of Sept 2019. Making the guidance clearer with
regards to mandatory blood tests and plasma levels, how smoking habits change the dose requirements
of clozapine, review side-effects reported by GP, standardise mg/L for clozapine levels throughout the
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(Appendix 15 updated)
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Feb 22 Jag Bahia | 2 Updated 4.1.2 Inpatients and outpatients receiving clozapine must be reminded to contact the

treating physician immediately if any kind of infection begins to develop.

Feb 22 Jag Bahia | 2 Updated 4.1.2 Clarification regarding which senior clinicians should be reviewing patient on

clozapine every 6 months.

Feb 22 Jag Bahia | 4 Updated 5.4 pre-treatment screening should include lying and standing BP. Also advise to staff

on how to do lying and standing BP

Feb 22 Jag Bahia | 9 New 10.3. When staff should do an immediate referral to the prescriber

Feb 22 Jag Bahia | 10 Section 11 monitoring requirements for ECG updated. Annual ECG recommended If the

patient is prescribed other medications which are known to cause QTc prolongation and if
patient uses illicit substances or is prescribed methadone

Feb 22 Jag Bahia | 11 Section 13 updated to include any patient prescribed clozapine and discharged from a smoke-

free ward should have a care plan outlining the steps that will be taken to monitor any change
in smoking status and the implications this may have for the dose of clozapine that is
prescribed

Feb 22 Jag Bahia | 11 Updated 15.3. Patient who misses clozapine dose > 48 hours needs to be re-titrated and all

supplies of clozapine removed from the patient

Feb 22 Jag Bahia | 12 Updated 15.4. Patients who stop clozapine need to be closely monitored for rebound

psychosis

Feb 22 Jag Bahia | 13 Nurse associates can undertake administration of clozapine and work in the clozapine clinics

within the confines of their proficiency as outlined by the NMC under the overarching leadership
of a registered senior nurse.

Feb 22 Jag Bahia | 15 Updated 19.3.3 clozapine can now also be checked by nurse associate before delivered to the

patients

Feb 22 Jag Bahia | 50 & | Updated appendix 9 and 10 clozapine inpatient & outpatient titration chart to prompt staff to do
52 pre-treatment screening

Feb 22 Jag Bahia | 50 & | Updated appendix 9 and 10 clozapine inpatient and outpatient titration chart to ensure weekly
52 Glasgow Antipsychotic Side effect Scale (GASS) is done on day 7 and 14 and continued

weekly for the first month

August 22 | Jag Bahia | 11 Updated12.6. At each clozapine clinic there should be a system in place to ensure that plasma

level results are followed up within 2 weeks from when the sample was taken.

August 22 | Jag Bahia | 74 Updated 2.2 and 2.3. Need to inform liaison psychiatry team if WCC and NC fall in the amber or

red range

August 22 | Jag Bahia | 4 Updated 4.2.5. When there is a dose change GASS should be repeated at 1 to 4 weeks.

Feb 23 Jag Bahia | 22 Appendix 1. GASS score has been updated with the national scoring system.

Feb 23 Jag Bahia | 6 Updated 7.2- For wards where eMeds has been implemented clozapine is prescribed through

the titration section of eMeds.

February JagBahia | 7 Updated 7.5 If the prescription is completed in word then it should be converted to PDF and then

23 signed by the doctor using a handwritten signature or electronic signature which cannot be

edited.

July 23 Jag Bahia | 36 Updated CMHT team details. Britton house will run the clozapine clinic over 3 days

July 23 Jag Bahia | 60 Updated appendix 14. For seizures the psychiatry team should consider prophylactic valproate

(not in women of child bearing age) or lamotrigine on high dose or with high plasma level (>
0.6mg/L).

July 23 Jag Bahia | 6 New point 7.2 The Consultant Psychiatrist must ensure that the patient is registered with the

clozapine monitoring service before clozapine is prescribed.




July 23 Jag Bahia | 6 Updated point 7.3 For all inpatient wards clozapine is prescribed through the titration section of
eMeds.

July 2023 Jag Bahia | 72 Updated appendix 20- Emergency supply clozapine form

July 2023 Jag Bahia | All Updated with new Lloyds Pharmacy address details: HCS LIMITED, Maidstone and Tunbridge

docu Wells Hospital, Hermitage Lane, Maidstone, ME16 9QQ
ment

October Jag Bahia | 9.5 Comments from Edward Kanu (head of nursing and quality) incorporated. Point 9.5 updated

2023 &16.9 | including designated nurse rather than district nurse. 16.9 updated with clinics are now led my
registered Nurses in line with the IM policy.

April 2024 | Jag Bahia | 3 Wording made clearer regarding what to do if a patient has a red result- Arrange to take two
follow-up blood samples on two consecutive days following the date of the red alert sample. If
either of these follow-up blood counts is in the red alert range then the red alert is confirmed and
the patient must not restart clozapine and all supplies of clozapine removed from the patient.

April 2024 | Jag Bahia | 2 Updated 4.1.6- Non-Medical Prescribers (NMPs) or Advanced Clinical Practitioners (ACPs), can
assist with the reviews as part of a Consultant-led team, provided it falls within their scope of
practice. The Consultant should be available to support the NMP and ACP if any problems arise
with the review.

April 2024 | JagBahia | 4, 8 Clozapine can cause potentially fatal myocarditis. The risk is greatest in the first 4 weeks of
clozapine initiation. Therefore, baseline tests for monitoring of troponin and C-reactive protein
have been recommend as effective strategy for early detection of patients at risk of developing
myocarditis

April 2024 | JagBahia | 7 New 8.4 point to highlight the importance to do hourly monitoring for the first six hours following
the initial dose, then twice daily thereafter. For inpatients, it is recommended that the first dose
be administered in the evening to avoid disrupting the patient's sleep for monitoring at night.

April 2024 | Jag Bahia | 28 Appendix 3 pre-clozapine initiation checklist updated to include CRP and Troponin

April Von-de 56 Appendix 11 — clozapine outpatient prescription updated

Netty

April 2024 | Jag Bahia | 60 Appendix 15 updated to confirm lamotrigine should be 15t line treatment and valproate 2" line
for seizure prophylaxis.

April 2024 | Jag Bahia | 61 Appendix 16 updated- Valproate must not be started in new patients (male or female) younger
than 55 years, unless two specialists independently consider and document in the patient’s RiO
progress notes and complete a risk acknowledgement form that there is no other effective or
tolerated treatment or there are compelling reason that the reproductive risk does not apply. See
Trust valproate protocol on the pharmacy guideline page.

June 2024 | Jag Bahia | 2 Feedback from D & T group in April meeting- point 4.1.6 updated to make sure only level 3 Non-
Medical Prescribers (NMPs) or Advanced Clinical Practitioners (ACPs), can assist with the
reviews

June 2024 | JagBahia | 13 Section 15: Updated guidance on re-starting clozapine after a treatment break. .
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1
1.1

2.2

2.3

3.2

3.3

3.4

3.5

3.6

3.7

INTRODUCTION

Clozapine is an atypical antipsychotic licensed for treatment-resistant schizophrenia in
patients who are unresponsive to or intolerant of other antipsychotics. It is also licensed in
psychotic disorders occurring during the course of Parkinson's disease, in cases where
standard treatment has failed.

PURPOSE

These guidelines contain information on the monitoring requirements for clozapine, its
side-effects and their treatment, its initiation in both the inpatient and outpatient settings,
emergency supply and supply via near patient testing clinics. Standard dose titration charts
for inpatient and outpatient initiation, incorporating the minimum physical monitoring
required, are also included.

It ensures that all relevant members of staff understand how to prescribe, administer and
supply clozapine

It ensures that service users receive clozapine appropriately, safely and effectively and
manages the risk that clozapine can pose to them.

DUTIES

The trust board is accountable for

3.1.1 Delegating responsibility to the trust wide Clinical Governance group to ensure that
the clozapine policy is in force, current and reviewed regularly

The Drugs and Therapeutics group is responsible for:
3.2.1 Development of the Clozapine policy to reflect current practice within the Trust

Chief Executive:
3.3.1 Has overall responsibility for the safe and secure handling of medicines

Medical Director:
3.4.1 Is executive lead for medicines management

3.4.2 Is responsible for reporting to the Trust Board on performance in relation to
medicines management

Chief Pharmacist:

3.5.1 Is accountable for establishing and maintaining a safe and secure system for
medicines management throughout the Trust

3.5.2 Is responsible for reporting to Trust wide Clinical Governance Group in relation to
medicines management

Clinical Directors/Leads and Service Directors/Leads
3.6.1 Are responsible for ensuring that their staff are aware of this policy

The role of the medicines management team is:

3.7.1 To monitor the safe and effective use of clozapine by checking the accuracy of
prescription charts




3.7.2

3.7.3

3.7.4
3.7.5

To advise on all aspects of clozapine therapy, and interpret and advise on the
appropriateness of prescriptions, interactions, management of side effects and
contraindications

Advise service users on the use of clozapine. The choice and medication website
may be used as a resource

Monitor the dispensing and supply of clozapine
To follow up and advise on late blood tests

4 BACKGROUND INFORMATION

41

4.2

General Information

411

41.2

41.3

41.4

4.1.5

4.1.6

Neutropenia and agranulocytosis are potentially serious adverse reactions to
clozapine. They are generally reversible on stopping clozapine but may be fatal.

At each consultation (inpatient and outpatient), a patient receiving clozapine must
be reminded to contact the treating physician immediately if any kind of infection
begins to develop. Particular attention should be paid to flu-like complaints such as
fever or sore throat and to other evidence of infection, which may be indicative of
neutropenia. Patients and their caregivers must be informed that, in the event of
any of these symptoms, they must have a blood cell count performed immediately.

The patient can only receive medication if they have a current WBC (white blood
cell count) and NC (neutrophil count) within range to guard against developing
neutropenia and agranulocytosis. They have to be registered with the relevant
clozapine patient monitoring service and medication can only be dispensed for the
duration of time between the required blood tests.

Measurement of plasma clozapine and norclozapine (“plasma clozapine
monitoring”) can be helpful in guiding treatment (assessing adherence, dose
optimisation, minimising the risk of toxicity).

All patients taking clozapine should be on a care pathway which reflects their overall
level of need. Patients taking clozapine will however need regular, multidisciplinary
review and communication with their GP to ensure wellbeing.

Patients on clozapine treatment should be reviewed 6 monthly by a senior clinician
and this responsibility should be carried out by the Consultant Psychiatrist or SAS
doctor. Other healthcare professionals, such as Level 3 Non-Medical Prescribers
(NMPs) or Advanced Clinical Practitioners (ACPs), can assist with the reviews as
part of a Consultant-led team, provided it falls within their scope of practice. The
Consultant should be available to support the NMP and ACP if any problems arise
with the review. These 6 monthly reviews should include a medication review and
take into account therapeutic response and recognised side-effects as well as
identifying possible relapse indicators.

Full Blood Count (FBC) Monitoring Requirements

4.2.1

422

a)
b)
c)

Clozapine patients must have their WBC and NC regularly monitored for the whole
time they are taking clozapine.

The frequency of monitoring is:

One blood test within the 10 days prior to starting clozapine
At least weekly for the first 18 weeks
At least every 2 weeks from weeks 19 to 52

2



d)

f)

423

At least every 4 weeks thereafter

If clozapine is discontinued - at current frequency for a further 4 weeks (or as
advised by patient monitoring service following a RED blood result)

Frequency of monitoring may change following a treatment break — this will be
advised by relevant clozapine patient monitoring service

A traffic light system is used to determine whether treatment with clozapine can
continue as shown below:

WBC mm3L | NC mm3/L Action

Amber

> 3.0x10° /L| 2 1.5x10%/L | Continue clozapine treatment but the patients full
blood count must now be performed twice weekly
& & . . - .

911 | < 2.0x10°IL until the count until counts stabilise or increase.
<3.5x10 2 Check the patient for signs of infection such as a
sore throat or fever. Clozapine patient monitoring
service will be able to advise further.

424

4.2.5

The clozapine monitoring service will ask if patient has Benign Ethnic Neutropenia
(BEN). The parameters for WBC and neutrophil count monitoring will change
accordingly. BEN is the most common form of neutropenia in the world occurring in
25-50% of people of African descent and is thought to be due to a defect in the
release of mature white cells from the bone marrow to the peripheral circulation.
There is no definitive diagnostic test for BEN. It is a diagnosis made on clinical
judgement, however, before reaching the diagnosis it is important to exclude
neutropenia due to infections, malabsorption, malignant, premalignant and
autoimmune disorders and neutropenia secondary to medication or toxins. In order
for BEN patients to be registered with the CPMS, a letter is required from the
consultant psychiatrist confirming that a haematologist has agreed to a
probable diagnosis of BEN.

At each review patients should be asked about any side effects. A Glasgow
Antipsychotic Side-effect Scale (GASS) shown in Appendix 1 can be used to

3



assess side effects. This should be completed weekly during the first month of
initiation then every 6 months as a minimum or more frequently if patient reports
side-effects. When there is a dose change GASS should be repeated at 1 to 4
weeks. If patient reports constipation as a side-effect then guidance in Appendix 2
should be followed. Constipation in patients who are taking clozapine can be
fatal. There is a fact sheet about clozapine and constipation available on the choice
and medication website:

https://www.choiceandmedication.org/kmpt/generate/handyfactsheetclozapineand
constipation.pdf

5 BEFORE STARTING A PATIENT ON CLOZAPINE

5.1

5.2

5.3

5.4

5.5

5.6

5.7

5.8
5.9

Before commencing treatment with clozapine, it is necessary to complete both
mandatory and recommended checks on physical health parameters and to ensure that all
safety criteria have been assessed. To facilitate this, please refer to and use the pre-
clozapine initiation checklist within the Multi-Disciplinary Meeting. This can be found in
Appendix 3.

The prescriber (Consultant Psychiatrist) must ensure that they are registered with the
clozapine patient monitoring service .

The prescriber should contact the clozapine patient monitoring service to register the
patient, check whether the patient has previously taken clozapine and check whether
there are any contraindications to doing so again (e.g. previous serious adverse event).
The patient monitoring system will provide a Patient Registration Number and an
information pack.

Pre-treatment screening should include full blood count, a physical health history and a
physical examination. This should include an ECG, weight, BMI and waist measurement,
fasting plasma lipids and glucose, liver function tests, pulse and blood pressure (lying and
standing). When checking lying and standing BP the patient should lie down for at least
five minutes before the first BP reading is done. The patient should be asked to stand up
(assist if needed) and BP checked in the first minute and then repeat after patient has been
standing for three minutes.

Clozapine can cause potentially fatal myocarditis. The risk is greatest in the first 4 weeks
of clozapine initiation. Therefore, baseline monitoring of troponin and C-reactive protein is
recommended as an effective strategy for early detection of patients at risk of developing
myocarditis.

Check the Summaries of Product Characteristics (SPC) to ensure the patient has none of
the contra-indications listed to clozapine before prescribing.

Inform the patient’'s GP using the template letter in appendix 4. It is good practice for the
GP to include clozapine on their patient medication record for information and appropriate
alerts. Although GPs do not prescribe clozapine they may be involved in some of the
recommended physical monitoring and must be informed when their patients are
taking clozapine as this will impact on other prescribing decisions.

Arrange where and by whom ongoing blood tests will be taken.

Liaise with the responsible community team to arrange how the patient will receive
continuing supplies of clozapine.



https://www.choiceandmedication.org/kmpt/generate/handyfactsheetclozapineandconstipation.pdf
https://www.choiceandmedication.org/kmpt/generate/handyfactsheetclozapineandconstipation.pdf

5.10 Decide who will monitor the patient during the first 18 weeks. The patient should have a

5.1

Health Care Professional (HCP) to ensure ongoing monitoring and support for the patient.

The patient should be given verbal and written information and the opportunity to discuss
clozapine treatment with a member of the KMPT pharmacy team. The clozapine booklet
in appendix 5 should be given to the patient and their carer (where appropriate) as well
as the patient information leaflet (PIL) detailing side-effects from the Trust choice and
medication website (accessible via i-connect). A copy should also be given to the patient’s
residential care home or nursing home if the patient resides there. The patient must be
informed about the need for regular blood testing, possible side effects including weight
gain (given advice about diet and the importance of regular exercise), the initiation process
and options within that. Ensure consent has been obtained.

6 DECISION PROCESSES FOR THE INITIATION OF CLOZAPINE IN COMMUNITY OR

6.1

6.2

INPATIENT SETTING

Due to the complex nature of clozapine treatment, it is imperative that the decision-making
process is robust and thorough. To facilitate this, please refer to and use the decision
making tool. This can be found in Appendix 6.

Please note:

If any contraindications are identified re: the initiation of clozapine treatment, please refer
to the following points:

6.1.1 If Clozapine is specifically contraindicated by the clozapine monitoring service
the service user must not be commenced on clozapine and must be referred back
to the Consultant.

6.1.2 If there is a complexity issue or unlicensed use issue, then a further
multidisciplinary team (MDT) meeting must be called. This meeting must involve a
pharmacist. There should be a documented discussion if clozapine is being
prescribed off label that this has been explained to the patient, and the patient
should be registered for off-label use with the relevant clozapine monitoring service.

Wherever possible, service users who are being initiated in the community should
have family / carer support at home. In instances where this is not the case in-patient
initiation / titration should be considered. Where this is not appropriate the team including
the Consultant must ensure that risks are assessed thoroughly and decision-
making documented on RiO. This assessment must include consideration of the following:

e |s the service user able to understand the risks, potential effects and understanding
of what they need to be aware of?

e Has the individual service user's history — previous initiation experience / other
health and risk issues been considered?

e |s there anyone that can support them at home? — Family, friends etc. Have all
options been ruled out?

6.2.1 If after consideration of all of the above the team and Consultant feel that
community initiation is the best option, the team must ensure that the patient has
a copy of their care plan which should include information around who to contact
for advice or in an emergency.




6.3 Community clozapine initiation protocol should be followed in appendix 7.
A summary of the main differences between inpatient and outpatient initiation are listed
below:
Factor In-patient initiation Outpatient Initiation
Concurrent physical Preferable Less suitable — would require
conditions that are SPC higher levels of monitoring
‘cautions’ for clozapine than routinely required.
treatment
Concurrent medication that Preferable Less suitable — would require
are SPC ‘cautions’ for higher levels of monitoring
clozapine treatment than routinely required.
Monitoring requirements Need to ensure inpatient unit | Need to ensure that CMHT’s
during initiation staff are aware of the need to | can provide the same high
monitor the patient’s physical | level of input required after
health hourly for six hours the 1t dose and then the
after having the 15t dose and | CRHT’s thereafter (see
then twice a day thereafter. below — note 1)
The patient should remain on
the unit.
Carer support Preferable but not essential Essential to provide the high
level of input required (see
below — note 2)
Titration rate of clozapine Quicker - by standard dose Slower - by standard dose
titration chart achieve a dose | titration chart achieve a dose
of 325mg per day by day 16. | of 250mg per day by day 16.
(see below — note 3)
Patient/ carer preference The various options should be discussed and where possible
preference accommodated.
Notes:

1

On the first day of clozapine initiation, physical monitoring is required every hour for 6 hours
and someone needs to stay with the patient during this time. Thereafter the requirements
are less stringent but the patient still needs to be visited by a healthcare professional at
least twice a day during the initiation period.

If initiation is via a community mental health team base, the patient MUST be accompanied
home either by a carer/relative or a healthcare worker. Ideally someone should be available
to stay overnight with the patient during the first 2 weeks of clozapine initiation. The patient
and carer must be provided with emergency contact details for a member of staff for the
first 24 hours of titration.

7 PRESCRIBING CLOZAPINE

71

7.2

7.3

Clozapine can only be prescribed by doctors and dispensed by pharmacies that are
registered with the patient monitoring system.

The Consultant Psychiatrist must ensure that the patient is registered with the clozapine
monitoring service and has a valid blood test result before clozapine is prescribed.

When clozapine treatment is first initiated the dose must be started low and gradually
increased over 3 to 4 weeks to reduce the risk of side-effects. During this titration phase

6



7.4

7.5

7.6

7.7

7.8

8

8.1

8.2

8.3

8.4

the prescription should be written using the relevant titration chart (Appendix 9 —
inpatient initiation and 10 — outpatient initiation). For all inpatient wards clozapine is
prescribed through the titration section of eMeds.

Once a maintenance dose of clozapine is reached, the prescription should be written on
either a mental health in-patient drug chart (for wards / units where these are used) or an
Outpatient Psychotropic Prescription Sheet (Clozapine) (see appendix 11). When the
patient is discharged an Outpatient Psychotropic Prescription Sheet should be completed
by the discharging doctor and it should be sent to the appropriate community mental health
team and the locality KMPT pharmacy team.

An Outpatient Psychotropic Prescription Sheet (Clozapine) is valid for a maximum of six
months. A new prescription must be written and emailed to the dispensing pharmacy once
this limit is reached. A new prescription must be written when a patient moves to the care
of a different consultant or team.

If the prescription is completed in word then it should be converted to PDF and then signed
by the doctor using a handwritten signature or electronic signature which cannot be edited.

Patients established on clozapine treatment should be reviewed at least 6 monthly by a
senior clinician. This should include a medication review and take into account therapeutic
response and recognised side-effects reported by the patient and the GP. The Medical
Interoperability Gateway (MIG) enables access to up-to-date information from the GP
records within RiO to support medication reviews. As with access to any patient record
there must always be a legitimate clinical reason to access a patient’s MIG record.

Information and advice regarding switching from another antipsychotic to clozapine should
be sought from a pharmacist.

INITIATING CLOZAPINE

Titration charts for both inpatient and outpatient titration can be found as appendices 9
and 10

In-patient initiation

8.2.1 Start with 12.5mg given once on the first day, then increase slowly in increments of
25 to 50 mg to a dose of up to 325 mg/day within 16 days. Thereafter, if required,
the daily dose may be increased in increments of 25 to 50 mg at half-weekly or,
preferably, weekly intervals. In most patients, antipsychotic efficacy can be
expected with 200 to 450 mg/day given in divided doses.

Outpatient Initiation

8.3.1 A slower titration dose to that normally used for in-patient initiation should be used.
The dosing schedule should be tailored to the individual circumstances, to include
first dose in hospital or at the community mental health team with 6 hourly
monitoring, then the patient to be seen twice daily. Dosage increases should not
be made at weekends unless there is the same service support as on weekdays.
Follow clozapine initiation protocol in appendix 7.

Physical monitoring should be conducted hourly for the first six hours following the
initial dose, then twice daily thereafter. This includes monitoring blood pressure (both
lying down and standing up), pulse, and temperature. For inpatients, it is recommended
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that the first dose be administered in the evening to avoid disrupting the patient's sleep
for monitoring at night.

8.5 The following are suggested target doses for working age adults, following the initial
titration:
8.5.1 Female non-smokers: 225mg /day
8.5.2 Female smokers: 325mg / day
8.5.3 Male non-smokers: 250mg / day
8.5.4 Male smokers: 425mg / day
Note: These doses will depend on side effects, weight and age: see appendix 12.

8.6  There is substantial individual variation and the dose should be guided based on response
and side-effects.

8.7  To obtain full therapeutic benefit, a few patients may require larger doses (the maximum
dose 900 mg/day). For doses above 600mg/day seizure prophylaxis is recommended,
contact your local pharmacist for advice.

8.8  The total daily dose should be given as two divided doses, with a larger proportion in the
evening if sedation is a problem.

8.9  Daily doses of up to 200mg may be given once a day in the evening.

8.10 In the elderly, the starting dose should be 12.5mg, with subsequent dose increments
restricted to 25 mg/day. Note clozapine dose requirements decrease with increasing age.

8.11 Monitoring requirements during initiation:

Day of initiation | Blood Physical health | Inpatient Outpatient

period monitoring monitoring Initiation who’s | Initiation who’s

responsibility responsibility
Prior to starting | FBC ECG, weight, BMI and | Inpatient Community
(within 10 days of waist measurement, | Consultant Consultant
starting clozapine) fasting plasma lipids,
glucose, liver function
tests, CRP and
Troponin level

Day 1 - Before first dose and | Inpatient team CMHT for the first
hourly for 6 hours - BP 6 hours.
(lying ~ down  and CRHT to visit at
standing up), pulse, night to monitor
temperature observations

Day2-5 FBC seven Twice a day — BP (lying | Inpatient team CRHT

days after down and standing up),
baseline blood | pulse, temperature
test

Day 6 — 16 Weekly FBC

Day 16 onwards, | Weekly FBC Alternate days — BP | Inpatient team | CMHT/ clozapine

until stable dose (lying down and | until discharge clinic

reached standing up), pulse,

temperature

9 CLOZAPINE FOR PSYCHOSIS IN PARKINSON’S DISEASE (PD)

9.1

A multidisciplinary team approach, involving Patient, Carer, Consultant Psychiatrist, GP,
PD consultant, PD Specialist Nurse and Pharmacist is required when initiating clozapine.
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9.2

9.3

9.4

9.5

It is necessary to monitor BP for a few days prior to commencing clozapine treatment
(ambulant BP monitor) to check for significant autonomic instability.

A slower titration dose is recommended. The starting dose is 6.25mg with a gradual
increase in dose to 25mg at day 15. The target maintenance dose is normally between
25mg and 50mg. See Appendix 13

The dosing schedule should be tailored to the individual circumstances, to include first
dose ideally in hospital or at the community mental health team with 6 hourly
monitoring. See 8.10 for monitoring requirements. The patient should be seen twice
daily thereafter for monitoring by either the care coordinator or a member of the CRHT.

In certain circumstances clozapine initiation may be more appropriate in the patient’s home
if there is an agreement with the Consultant Psychiatrist and the GP for the designated
nurse to do the first 6 hour monitoring. Thereafter monitoring should be done twice daily
by either the care coordinator or a member of the CRHT.

10 SIDE-EFFECT MONITORING AND MANAGEMENT

10.1

10.2

10.3

Clozapine has a wide range of side effects. Many of these can be minimised at the
beginning of treatment if the dose of Clozapine is titrated slowly. Therefore it is important
that in the first month of treatment there should be at least weekly assessment for common
side effects such as cardiac symptoms, hypotension, constipation and weight gain.
Thereafter side-effects should be monitored regularly and the rating scale in Appendix 1
should be completed 6 monthly as a minimum.

Please see management of common adverse effects with clozapine in Appendix 14. A
copy of this should be sent to the GP annually to allow the GP to also monitor these
adverse effects.

A referral should be done to the prescriber immediately if the patient has:

e pulse rate persistently above 100bpm (If associated with fever, hypotension or chest
pain may indicate myocarditis urgent cardiology referral)

e postural BP drop of >30mmHg

e chest pain, dyspnoea (breathing difficulty), tachypnoea (abnormally rapid breathing)

e any signs of constipation (see appendix 2)

e any other adverse effects that is intolerable

e changes in smoking habits

e rapid weight gain (e.g. > 5kg) within the last 3 months and life-style interventions
such as reviewing smoking, exercise and dietary counselling have not been helpful
as preventative measures

e not been compliant with clozapine (see section 15). If the patient stops clozapine all
supplies should be removed from the patient

11 MONITORING REQUIREMENTS

11.1

Along with the mandatory blood monitoring requirements detailed in section 4.2, other
physical health monitoring should be carried out as shown in the table on the next page.




Monitoring requirements at the clozapine clinics

At Weekly for the first 18 weeks then fortnightly up to a year
Initiation and then at monthly clozapine clinics

BMI = weight / height N N

Blood pressure (lying and standing if N N

patient is complaining of dizziness)

Pulse \ \

Temperature \ Only if patient is unwell or infection is suspected

Monitoring of blood glucose and blood lipids

history of cardiovascular disease,

a history of sudden collapse, or
other cardiovascular risk factors
such as cardiac arrhythmia or

e If the patient is prescribed other
medications which are known to
cause QTc prolongation as

At 4 12 12 6 monthly Annually
Initiation | weeks | weeks | months | thereafter thereafter
Blood glucose (fasting v (3 monthly
sample ideally) thereafter if
patient is
v v v diabetic- diet
or medication
controlled)
HbA1c \
Blood lipids (ideally fasting) N N N N
Baseline, 6 monthly and Yearly monitoring
At 4 12 12 6 monthly Annually
Initiation weeks | weeks | months | thereafter thereafter
Waist circumference N N \
U&E’s, including eGFR \/ \/ \/
LFT’s N N N
GASS (Side-effect rating scale) N (More
weekly assessment .
for common side- frgquently i
effects patient reports
side-effects)
Clozapine plasma levels (see Clozapine level done
appendix 15 for further guidance on | at discharge from an
when to do levels more frequently) inpatient ward once
the patient is on a N v
stable dose of
clozapine for at least
week
ECG is required at baseline and then
yearly if:
e Physical examination has
identified specific cardiovascular
risk (such as diagnosis of high
blood pressure) or
e There is a personal or family \ \/
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highlighted in the manufacturer’s
SmPC (see below for link)
Patient is on High Dose
Antipsychotics i.e. one or more
antipsychotics above the
recommended 100% BNF dose

Patient uses illicit substances or is
prescribed methadone

SmPC'’s can be found on the following website: https://www.medicines.org.uk/emc/ . Please refer to the following document
for further information regarding QTc prolongation: https://www.sps.nhs.uk/wp-
content/uploads/2017/09/UKMI_QA DruginducedQTprolongation update Jan2020.doc#:~:text=qtc

12 CLOZAPINE PLASMA LEVELS

12.1

12.2

12.3

12.4

12.5

12.6

12.7

12.8

12.9

Clozapine plasma levels can be performed at the request of the Consultant to check
compliance or for optimising treatment (if a patient is experiencing side-effects, monitoring
for drug-drug interaction(s) that alter clozapine metabolism or a lack of efficacy).

Clozapine plasma levels should be done at the earliest opportunity after discharge an
inpatient ward once the patient is on a stable dose of clozapine for at least week and then
annually thereafter. See appendix 15 for more information.

Use the same blood-taking equipment that is supplied for the White Blood Cell count.
However, the samples for plasma levels are sent to Analytical Services International- ASI
(not the patient monitoring service). An ASI plasma request form and blue envelope are
required.

Take the sample before a morning dose or in the morning after an evening dose (“trough
sample”). Information including the dose of clozapine prescribed and when the last dose
was taken should be written on the request form.

A plasma level of 0.35mg/L should be aimed for to ensure an adequate trial, but some
patients will respond with a lower plasma level, and others may require a higher plasma
level (up to 0.5mg/L).

At each clozapine clinic there should be a system in place to ensure that plasma level
results are followed up within 2 weeks from when the sample was taken.

Results should be available via ASI online results service within 1-2 days of sample
receipt. Details on how to register can be found at www.asilab.co.uk.

Results include clozapine and norclozapine (the active metabolite of clozapine) levels. The
significance of norclozapine is unclear but the ratio of clozapine / norclozapine may aid the
assessment of recent compliance. The local pharmacist can help with interpretation of the
results.

Many side-effects are related to the plasma level. See appendix 14 and 15 for further
details.

13 SUBSTANCE USE AND MISUSE

13.1

Smoking has a large effect on clozapine dose requirements. Smoking cessation has been
reported to increase clozapine plasma levels by up to 72% (Meyer, 2001), since cigarette
smoke is an inducer of the cytochrome P450 system. If the service user wants to reduce /
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13.2

13.3

13.4

quit smoking then inform the registered prescriber. A dose reduction of clozapine should
be considered when stopping smoking.

It is important to check clozapine plasma levels when a patient stops smoking. Plasma
clozapine may rise substantially within 3 to 5 days of smoking cessation. Note that smoking
cannabis has the same effect as smoking tobacco, whereas nicotine replacement therapy
does not affect plasma clozapine concentrations when the drug is taken at a constant dose.
See appendix 15 for further details. Results should be discussed with a pharmacist,
seizure prophylaxis medication may be required if levels are high.

Any patient taking clozapine who starts smoking tobacco after discharge from a smoke-
free ward is likely to have a lower plasma clozapine level than was achieved while in the
smoke-free environment and this may increase the risk of relapse. The discharge care plan
should therefore outline the steps that will be taken to monitor any change in smoking
status and the implications this may have for the dose of clozapine that is prescribed.

The effect of drinking alcohol when taking clozapine is known to increase levels of
sedation.

14 RE-STARTING CLOZAPINE AFTER A CONFIRMED RED RESULT

14.1

14.2

14.3

Re-starting clozapine in a patient who has previously had a confirmed red result is not
usually recommended, however in certain circumstances it may be considered.

The consultant in charge of that patient’s care must ensure that there is a second opinion
supporting the need and re-starting of clozapine.

14.2.1 Advice from a haematologist may be sought regarding the dyscrasia and its likely
relationship with clozapine, possible other causes and any other relevant factors.

14.2.2 The decision is discussed with the relevant clinical pharmacist.

14.2.3 Informed consent has been gained from the patient, and the patient has been
provided with information detailing the risks (1 in 3 chance of a repeat dyscrasia)
and benefits, and assuring that the patient is able to retain this information. The
person's capacity to consent should be considered and documented. If not capable,
the MHA commissioners should be contacted.

If it is decided to re-start clozapine, then the following should be considered:

14.3.1 Minimise the potential from contributing drugs e.g. any that might have been
implicated in the original dyscrasia and any other drugs associated with blood
dyscrasias.

14.3.2 Discuss restarting Clozapine with the patient monitoring service who may
recommend increased monitoring.

14.3.3 Clear action plan made in the notes and copied to pharmacy should a dyscrasia
recur detailing:

a) Emergency contacts 24/7 (patient, carer, RMO, pharmacy)

b) Discontinuing therapy plan

c) Replacement therapies or management options

d) Whilst in-patient admission is not necessary, the patient should be under the care

of a CRHT or equivalent during the high-risk period and the outpatient initiation
process followed precisely
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14.3.4 Service user educated about the relevance of any physical changes, particularly
fever, sore throat or other signs or symptoms of infection, and to whom these must
be reported.

15 CLOZAPINE MISSED DOSES

15.1

15.2

15.3

15.4

15.5

Compliance with clozapine is particularly important because it can be dangerous to miss
doses and then restart at the therapeutic dose.

If a dose is omitted, the advice is to take the next dose at normal time.

If patient has missed > 48 hours, complete re-titration is necessary because tolerance to
hypotensive effects diminishes rapidly. All supplies of clozapine should be removed
from the patient.

Inform consultant psychiatrist, locality pharmacy team and clozapine patient monitoring
service immediately. Patient needs to closely monitored for rebound psychosis.

Recommended to restart at 12.5mg on first day as before. However, sometimes possible
to do “fast titration”. The Maudsley Prescribing Guidelines in Psychiatry has a section
devoted to re-starting clozapine after a treatment break: Table 1 provides general advice
on re-starting clozapine after gaps of various lengths. It takes account of the need to regain
antipsychotic activity with clozapine while ensuring safety during titration. The key feature
is flexibility: the dose prescribed for a patient depends upon their ability to tolerate
previous doses.

Table 1 Re-starting clozapine

Up to 48 hours Restart at previous dose — no re-titration
required.
48 — 72 hours Begin rapid re-titration as soon as possible

On day 1, re-start with half of the previously
prescribed total daily dose given in divided
doses 12 hours apart. Then give 75% of
previous daily dose on day 2 and, if prior doses
have been tolerated, the whole of the previous
daily dose in the normal dosing schedule on
day 3.

72 hours — 1 week Begin re-titration with 12.5mg clozapine

Try a second dose 12 hours later if the first is
well tolerated. Increase to ‘normal” dose
according to patient tolerability over at least 5
days.

More than 1 week Re-titrate as if new patient
Aim to reach previously prescribed dose within
2-4 weeks. Increase according to tolerability.

Reference:
1. Taylor, D., Barnes, T, Young, A. (2021) The Maudsley Prescribing Guidelines in Psychiatry, 14th Edition, London: Wiley-
Blackwell
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15.6

15.7

Ensure observations are done as before. See 8.11.

Following a break in treatment, the appropriate Clozapine monitoring service must be
contacted to clarify the necessary monitoring requirements. If the treatment break is
greater than three days, the service user will require weekly FBC monitoring for six weeks.
After this time period the service user can revert to their original blood test frequency. If
the treatment break was for four weeks or greater, the patient will require weekly monitoring
for 18 weeks, before they can revert to their original blood test frequency.

16 CLOZAPINE COMMUNITY CLINICS

16.1

16.2

16.3

16.4

16.5

16.6

16.7

16.8

16.9

16.10

16.11

The standard operating procedure for running the clozapine clinics in appendix 16 should
be followed.

Clinics should be run in all community localities. If not, other means must be put in place
to ensure that blood and physical health monitoring is carried out in accordance with this

policy.

Clinics should ideally be held on a Monday or Tuesday to allow for timely dispensing and
delivery of Clozapine. If near patient testing is used or bloods are being posted to CPMS
other days may be possible.

In addition to blood monitoring the following should also be monitored and recorded in the
patient’s notes:

16.4.1 Blood pressure, pulse, BMI (weight/height) and temperature if patient is unwell or
infection is suspected.

Patients should be monitored for side effects such as sedation, hypersalivation,
constipation and any signs of infection (see 4.1.2).

Patients who are experiencing deterioration in their mental health should be referred to
their consultant or care-coordinator.

Six monthly plasma glucose (fasting sample ideally). If the patient is a known diabetic then
this should be checked every 3 months.

Yearly monitoring should also include blood testing for U&E’s, LFT’s, blood lipids (ideally
fasting), HbA1c, LFT’s and plasma clozapine assay. ECG’s should also be carried out if
patient has risk factors or family history of cardiovascular disease and when deemed
clinically necessary (see section 11)

The clinic should be led by a registered mental health nurse who may or may not be the
clinician for the clozapine patients. They should liaise with the consultant psychiatrist, the
pharmacy team, and the patient monitoring service to ensure that the clinic is able to
provide monitoring to the standards detailed in this policy.

Nurse associates can undertake administration of clozapine and work in the clozapine
clinics within the confines of their proficiency as outlined by the NMC under the overarching
leadership of a registered senior nurse.

All equipment required for blood testing, including patient barcode labels, can be ordered
from the patient monitoring service
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16.12

16.13

16.14

The blood testing will be carried out at the beginning of the week; once a satisfactory FBC
blood test result is received the medication will be delivered later in the week.
Arrangements must be made with the patients for them to return to the clinic to collect their
medication.

Transfer checklists are available (see appendices 17 and 18) to enable to smooth
transition from one service to another, and for service users transferring into and out of the
Trust.

Any concerns noted about physical health monitoring during the appointment should be
brought to the attention of the Consultant, Pharmacist and GP. See appendix 19 for a draft
letter to be sent to the GP. Alongside the letter it is also important to provide the GP with
a copy of the common adverse effects with clozapine and their management in Appendix
14 so the patient can be monitored for these adverse effects.

17 NEAR PATIENT TESTING (NPT)

171

17.2

17.3

Some clinics / units have near to patient blood testing (NPT) machines, which allow the
blood sample to be tested straight after it has been taken. This means a valid blood result
can be immediately received, and the medication supplied, without the patient having to
wait for the result and return at a later date for their medication

The process for NPT supply of clozapine is as follows:

17.2.1 The medication should be ordered as normal, but in advance of the clinic to allow
time for delivery.

17.2.2 A member of pharmacy or nursing staff must check all the clozapine received
against the current prescription, and when satisfied, place the medication into
quarantine.

17.2.3 Once a FBC blood result has been received the medication can be supplied as
follows:

a) Green result — the medication is supplied and monitoring continues as normal.

b)  Amber result — the medication is supplied, monitoring frequency increases to twice
weekly until blood WBC and NC levels stabilise. The patient monitoring service or
the pharmacy dept can advise further if necessary.

c) Red result — no medication is supplied. The consultant and clinician are informed
and the patient is to continue with daily blood monitoring until blood WBC and NC
stabilise.

A protocol that details the whole process must be agreed with the lead pharmacist and
available to all staff running the clinic.

18 EMERGENCY SUPPLY OF CLOZAPINE

18.1

18.2

Ward staff should make sure clozapine is ordered from the pharmacy in a timely manner
after routine blood tests, to ensure continuity of supply.

If a patient requires clozapine out of hours, then the following process should be followed

18.2.1 The on-call pharmacist must be contacted who will check on the patient monitoring
service website and confirm the current blood result for the patient.
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18.2.2 If the patient has a current green result then the pharmacist will give permission for
the clozapine to be supplied.

18.2.3 The on-call pharmacist will contact the ward housing the emergency supply of
clozapine and confirm that a member of nursing staff from the requesting ward will
be coming to collect the clozapine.

18.2.4 A minimal amount (one full strip) will be supplied, and further supplies must be
ordered through the normal routes as soon as practical.

18.2.5 The clozapine should be placed in a suitable container, labelled with the patient’s
name and directions for use.

18.2.6 The emergency supply of clozapine should be recorded on the emergency supply
form (appendix 20)

18.2.7 To replace the emergency clozapine supply, contact your pharmacy team.

19 SUPPLYING CLOZAPINE IN THE COMMUNITY

19.1 Clozapine can only be dispensed once a satisfactory FBC blood result is received. This
may be via an NPT machine, local blood testing or testing via the patient monitoring
service.

19.2 Ensure plenty of time is allowed in between the blood test being carried out and the
medication being required. If a local blood test is carried out, ensure the results are
communicated to the patient monitoring service in plenty of time prior to the medication
running out.

19.3 Once medication is received by a community team, the following should occur:
19.3.1 The medication supplied should be checked against the current prescription

19.3.2 The medication must be stored appropriately, in a locked drug cupboard until
collected by or delivered to the patient.

19.3.3 Medication should be supplied to a patient by a qualified nurse, nurse associate or
pharmacy professional. If this is not possible then a Support Time Recovery (STR)
worker can deliver clozapine to the patient’'s home but it is their responsibility to
make sure that clozapine has been checked by a qualified nurse, nurse associate
or pharmacy professional to ensure it is correct and the patient has a valid green
result. The STR worker has a responsibility for the safe custody of the medication
until it is handed over to the patient. This action must be recorded on RIO and
include the following: the name of the medication, the dose, the quantity of
medication, who (in the persons home) received the medication and date and time
handed over. At no time should a STR worker leave any medication with a
neighbour or post through a letter box if service user is not in.

19.3.4 A record should be kept of the above within the community team.

20 GUIDANCE FOR PATIENTS TAKING CLOZAPINE IN THE ACUTE TRUST

20.1 All patients prescribed clozapine in the Acute Trust should remain open to the liaison
psychiatry team for ongoing monitoring. Guidance has been produced for ward staff and
pharmacy staff in the acute Trust on how to manage patients safely admitted on clozapine.
(See appendix 21 and 22)
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21 CRITERIA TO MOVE PATIENTS BETWEEN CARE PATHWAYS

This Trust CPA policy sets out the standards and principles that should be applied when

care is provided under CPA. The Trust Non-CPA policy sets out the standard and principles
that should be applied when care is provided under Non CPA. These should be followed.

When a decision is made to transfer the patient from the CPA to the Non CPA pathway

o There is a care plan to manage side-effects agreed with the patient (and their carer,

o Patient (and their carer, where appropriate) understands if there is a change in their
smoking habits they should inform the mental health team immediately

o Patient (and their carer, where appropriate) understands if there is a change in their
bowel habits they should inform the mental health team and or their GP immediately

o There is a local agreed process with named responsibility for reviewing clozapine
blood results and any resulting action that is required.

° Patient (and their carer, where appropriate) identify relapse indicators which would
warrant increased levels of care

211
21.2
ensure the following:
where appropriate)
21.3

If the patient’'s complexity increases or mental / physical health deteriorates then the

CMHTs must have a process in place to allow an easily accessible way to move these
patients back to the CPA pathway.

22 GUIDANCE FOR MANAGING COMMUNITY CLOZAPINE PATIENTS DURING COVID-19

22.1

The guidance in appendix 23 provides recommendations to maintain the safe

management of clozapine when monitoring is affected by the COVID-19 pandemic.

23 IMPLEMENTATION INCLUDING TRAINING AND AWARENESS

22.1 Training needs analysis

Registration Healthcare
Assistants, Support
Workers, STR Workers
Technical Instructors

Staff Group Initial Training Refresher Training
Inpatient Adult v
Inpatient Older Adult v
Staff with a clinical Community Older v
practice Rehabilitation Services v
profe33|oneal registration Learning Disabilities - Inpatient v
RMN, RGlgl RMNH, Learning Disabilities - Community v
Staff Nurse, Nurse Specialist Inpatient v
Associate Specialist Community v
Forensic Inpatient v
Pharmacy team v
Inpatient Adult
Staff without a Clinical Inpatient Older Adult
Practice Professional | Community Adult

Community Older

Rehabilitation Services

Learning
Inpatient

Disabilities

Specialist Inpatient
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Specialist Community

Forensic Inpatient

Allied Health
Professionals

Psychologists

Occupational Therapists

Physiotherapists

Drama Therapist

Art Therapist

Psychotherapist

Social Worker

Speech and
Therapists

Language

Admin. Clerical and
Strategic Trust Staff, IT,
Finance Staff, Portering

Staff, Domestics,
Canteen Staff

Direct Client Contact

Non Client Contact

Senior Manager Client Contact

Senior Managers Non Client Contact

Director

Inpatient Adult/Community v
Medical Staff Junior Doctors v
Locums v
Inpatient Community v
Agency Staff Admin. & Clerical Client contact
Admin. & Clerical Non Client contact
Board Non Executive Directors
Board Board Members
Volunteers Volunteers

24 STAKEHOLDER, CARER AND USER INVOLVEMENT

23.1 Members of Drugs and Therapeutics Group — development, consultation and approval

23.2 Members of Trust wide Clinical Governance Group — consultation and ratification

23.3

23.4

Implementation by global email, team brief, medicines management newsletter

Changes to be notified by policy manager via team brief, intranet, medicines management
newsletter.

25 RECORD KEEPING

25.1

25.2

25.3

A service user’s record is a basic clinical tool used to give a clear and accurate picture of
their care and treatment, and competent use is essential in ensuring that an individual’s
assessed needs are met comprehensively and in good time (General Medical Council
2006, the Royal College of Psychiatrists 2009 and Nursing and Midwifery Council 2009
Standards and NHS Record Keeping - NHS Code of Practice for Record Keeping 2006).

All NHS Trusts are required to keep full, accurate and secure records (Data Protection Act
1998) demonstrate public value for money (Auditors Local Evaluation) and manage risks
(NHS Litigation Authority, Information Governance Toolkit, Essential
Standards). Compliance with this Policy and these legal and best practice
requirements will be evidenced through information input into the electronic record,
RiO.

For full details of the specific information needed to ensure compliance with this policy see
the RiO training guides and the Care Group Standard Operating Procedures
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26 EQUALITY IMPACT ASSESSMENT SUMMARY

26.1

a timely manner in order to incorporate any positive changes.
27 HUMAN RIGHTS

271

comes into contact with.

28 MONITORING COMPLIANCE WITH AND EFFECTIVENESS OF THIS DOCUMENT

The Equality Act 2010 places a statutory duty on public bodies to have due regard in the
exercise of their functions. The duty also requires public bodies to consider how the
decisions they make, and the services they deliver, affect people who share equality
protected characteristics and those who do not. In KMPT the culture of Equality Impact
Assessment will be pursued in order to provide assurance that the Trust has carefully
considered any potential negative outcomes that can occur before implementation. The
Trust will monitor the implementation of the various functions/policies and refresh them in

The Human Rights Act 1998 sets out fundamental provisions with respect to the protection
of individual human rights. These include maintaining dignity, ensuring confidentiality and
protecting individuals from abuse of various kinds. Employees and volunteers of the Trust
must ensure that the trust does not breach the human rights of any individual the trust

What will be | How will it be | Who  will | Frequency Evidence to Action to be
monitored monitored monitor demonstrate taken in event
monitoring of non
compliance
Administration and | Competence Nurse in | Annual  for | 1. Completed 3. Identified
monitoring of | assessment for | Charge of | existing assessment training  if
clozapine nurses and | ward/clinic | nurses, on required
nurse appointment
associates for new
nurses
Audit of sample 6 monthly
of prescription | Lead Nurses 2. Completed Audit | 4. Identified
charts Report training  if
required
Monitoring of | Pharmacist Nurses and | Continuous 5. Audit Report 6. Identified
adverse effects of | /technician Nurse training  if
clozapine intervention Associates required
monitoring at the
clozapine
clinic

29 EXCEPTIONS

29.1

There are no exceptions to this policy
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APPENDIX A ABBREVIATIONS AND DEFINITIONS

Abbreviation Meaning

WBC White Blood cell Count

ANC Absolute Neutrophil Count

ECG Electrocardiogram

BMI Body Mass Index

CNS Central Nervous System

GP General Practitioner

FBC Full Blood Count

BP Blood Pressure

SPC Summary of Product Characteristics

NPT Near Patient Testing

MHA Mental Health Act

RMO Registered Medical Officer

CRHT Crisis Resolution and Home Treatment team

CMHT Community Mental Health Team
APPENDIX B PERSONS/GROUPS INVOLVED IN THE DEVELOPMENT AND APPROVAL

OF THIS DOCUMENT

Members of Drug and Therapeutics Group
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APPENDIX1 GLASGOW ANTIPSYCHOTIC SIDE-EFFECT SCALE (GASS)

Name: Age:

Sex: M/ F

Please list current medication and total daily doses below:

This questionnaire is about how you have been recently. It is being used to determine if you are suffering from

excessive side effects from your antipsychotic medication.

Please place a tick in the column which best indicates the degree to which you have experienced the following side

effects.

Also tick the end or last box if you found that the side effect was distressing for you © Waddell & Taylor, 2007

Over the past week: Never

Once

A few
times

Everyday

Tick this box if
distressing

1. | felt sleepy during the day

2. | felt drugged or like a zombie

3. I felt dizzy when | stood up and/or have fainted

4. | have felt my heart beating irregularly or
unusually fast

5. My muscles have been tense or jerky

6. My hands or arms have been shaky

7. My legs have felt restless and/or | couldn’t sit
still

8. | have been drooling

9. My movements or walking have been slower
than usual

10. I have had uncontrollable movements of my
face or body

11. My vision has been blurry

12. My mouth has been dry

13. | have had difficulty passing urine

14. | have felt like | am going to be sick or have
vomited

15. | have wet the bed

16. | have been very thirsty and/or passing urine
frequently

17. The areas around my nipples have been
sore and swollen

18. | have noticed fluid coming from my nipples

19. | have had problems enjoying sex

20. Men only: | have had problems getting an
erection

21. Is constipation a problem? (if reported refer
to appendix 2)

Tick yes or no for the last three months

No

Yes

Tick this box
distressing

if

22. Women only: | have noticed a change in my periods

23. Men and women: | have been gaining weight

21




APPENDIX1 GLASGOW ANTIPSYCHOTIC SIDE-EFFECT SCALE (GASS)

Staff Information

1. Allow the patient to fill in the questionnaire themselves. Questions 1-21 relate to the previous week
and questions 22-23 to the last three months.

2. Scoring

For questions 1-21 award 1 point for the answer “once”, 2 points for the answer “a few times” and 3 points
for the answer “everyday’.

Please note zero points are awarded for an answer of “never”.

For questions 22 and 23 award 3 points for a “yes” answer and 0 points for a “no”.

Total for all qUESLIONS = ... sesssrsesenes

Date completed: e s

Action taken: eeeuesesassaseasastaseasaseass s assaaeasenes s sa st seaseastaseastasennssnnnnas

3. For male and female patients a total score of:
0-21 = absent/mild side effects
22-42 = moderate side effects
Over 43 = severe side effects

4. Side effects covered by questions:
1-2 sedation and CNS side effects
3-4 cardiovascular side effects
5-10 extra-pyramidal side effects
11-13 anticholinergic side effects
14 gastro-intestinal side effects
15 genitourinary side effects
16 screening for diabetes mellitus
17-20 and 22 prolactinaemic side effects
21 constipation side-effects (complete also risk assessment in appendix 2)
23 weight gain

The column relating to the distress experienced with a particular side effect is not scored, but is
intended to inform the clinician of the service user’s views and condition.
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APPENDIX2 MANAGEMENT OF PATIENTS WHO HAVE CONSTIPATION

Constipation in patients who are taking clozapine can be fatal.

PREVENT Constipation

e Ask about and encourage adequate hydration, physical activity, and a high-fibre diet.

e Review all medications (especially anti-cholinergics and opiates) and re-assess need.

e Patients at elevated risk for constipation include: Patients on opiates or medications with
anticholinergic activity, patients with poor hydration and those who are sedentary and on low-
fibre diets

> In these patients, consider prophylactic use of laxatives when starting clozapine or other
medications known to cause constipation. (Stool softeners also may be helpful)
» Encourage adequate hydration, physical activity and a high fibre diet.

ASK about Bowel Function

e Before starting clozapine and during inpatient admission stool chart should be attached to the
drug chart. In the community at each regular clinical assessment ask about bowel function
and encourage monitoring of bowel function by patient, family and other providers

TREAT Constipation

e |f patient is reporting symptoms, refer to the doctor to be assessed. Signs and symptoms that
warrant immediate medical attention is abdominal pain, distension, vomiting, overflow
diarrhoea and blood in the stools. It is important to establish the patient’s baseline bowel habit.
If there is a change to this or the patient has fewer than three bowel movements in a week an
abdominal examination should be done.

e |If there is no doctor available to review the patient the care coordinator should be contacted to
facilitate urgent GP appointment.

e Stop other medicines that may be contributing to constipation and reduce clozapine dose if

possible. Please be aware that if a large solid mass has formed this may be difficult to pass
and stimulant laxatives must be used with softeners or osmotic laxatives. AVOID bulk
forming laxatives in this patient group.

Class of laxatives
Osmotic Laxido Orange (macrogols) one to three sachets daily
or
Lactulose 10-20ml twice a day
Stimulant Senna 7.5mg-15mg at night
or
Bisacodyl 5-10mg at night
Softener Docusate sodium 100mg-200mg twice a day (up to 500mg a day in divided doses

Ensure the ward staff / clinic lead in the CMHT or clinician follows up by contacting the
patient within 72 hours to see if constipation has resolved. This should be documented in the
patients RiO progress notes.
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APPENDIX 3

PRE-CLOZAPINE INITIATION CHECKLIST

This checklist must be completed by the clinician in liaison with the Responsible
Clinician

Yes/No

Comments
date
completed

/

Signature

Contraindications to clozapine are absent.
Please refer to overarching policy for details
or to Clozapine SPC

Cautions for clozapine have been considered

Clozapine drug interactions have
been considered

Has the G.P been contacted to complete
medicines reconciliation, allergies and to
request information relating to physical
health

Have the service user and carer been
given information about the risks and
benefits of treatment and do they
understand the consequences of poor
adherence with treatment?

Has the service user been given the
choice and medication information leaflet
and had an opportunity to speak to a
member of the pharmacy team.

Service users adherence to oral medication
is likely?

If service user is having clozapine initiation
in the community are they aware of the
need to remain with a member of staff at
the initiation base for monitoring for 6 hours
on day 1?

Service user is aware of physical
monitoring requirements for 4 week initiation
period

10.

Service user is aware of the need for regular
bloods test and is willing to undergo weekly
blood tests for the first 18 weeks,
then

fortnightly up until 1 year and then monthly
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Yes/No

Comments
date completed

/

Signature

11.

Service user advised not to drive and not
to drink alcohol

12.

Service user has been given health
living advice re: possible weight gain

13.

Service users GP has been informed and
asked to make record on their own
electronic recording system that this
service user is receiving clozapine.

14.

G.P Clozapine Support Pack sent
(see appendix 4)

15.

Service user has been registered with
the clozapine monitoring service and the
clozapine clinic and pharmacy team
informed

16.

Required Baseline Monitoring have
been completed

Test Results

Initial Full Blood Count and
result communicated to CPMS (Clozaril
patient monitoring service)

Initial ECG (Can be done on admission if being
admitted for inpatient titration)

Baseline glucose (fasting sample ideally)
and HbA1c (Can be done on admission if being
admitted for inpatient titration)

Baseline weight, BMI and waist
circumference (Can be done on admission if
being admitted for inpatient titration)

Baseline Blood Pressure (lying and
standing) and pulse rate (Can be done on
admission if being admitted for inpatient titration)

Urea and Electrolytes (Can be done on
admission if being admitted for inpatient titration)

Liver Function Test (Can be done on
admission if being admitted for inpatient titration)

Cholesterol and lipids profile (ideally
fasting) (Can be done on admission if being
admitted for inpatient titration)

Baseline CRP

Baseline Troponin

17.

Baseline measure of mental state
completed

(this includes suicidality)
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NHS'

APPENDIX4 GP LETTER TEMPLATE

Kent and Medway

NHS and Social Care Partnership Trust

Department / Service / Ward
Locality

Address 1

Address 2

Postcode

Tel:
Email:
www.kmpt.nhs.uk

Clozapine information for GP’s

Dear Doctor,

Re:

Patient name:
DOB:
Address:
NHS No.:

Your patient is prescribed clozapine and this leaflet is provided for your information. If you have any
questions about the contents of the leaflet, or about the decision to start your patient on clozapine,
please contact their consultant psychiatrist:

Dr:
CMHT / Ward:
Telephone no.:

Please ensure your records are updated to highlight that this patient is prescribed clozapine

About clozapine:

Clozapine is an atypical antipsychotic that is licensed for the treatment of resistant
schizophrenia and psychosis in Parkinson’s disease. Treatment resistant schizophrenia is
diagnosed when a patient has ongoing symptoms despite an adequate trial of at least two
other antipsychotics.

Clozapine can cause a range of side effects, but probably most importantly, it can cause
agranulocytosis, and therefore patients receiving this treatment are subject to a mandatory
regime of FBC testing whilst they remain on treatment. The FBC programme is organised by
a monitoring service.

If a patient has a break in treatment (for whatever reason) of greater than 48 hours, they
must be retitrated; they must not simply take their usual dose.

There are three brands of clozapine, Clozaril (used in KMPT), Zaponex and Denzapine;
each manufacturer runs a monitoring service.
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Before starting:

- In order to make sure that the initiation of this treatment is as safe as possible, your patient
will be assessed before treatment commences and blood tests and an ECG will be
performed. You can help us by providing a summary of your patient"s medical history.

Clozapine initiation:

- Clozapine will be started using a titration regime to minimise the risk of side effects. Inpatient
titration can be faster as it possible to monitor patients more closely. Some patients in KMPT
may start on their treatment in the community, supported by the Community Mental Health
Teams and Crisis Resolution and Home Treatment teams.

- We will advise you of the regular dose of clozapine when the titration is completed.

Serious adverse effects

- Agranulocytosis is an important and potentially life threatening side effect of treatment with
clozapine. There is a standard FBC testing regime — initially weekly, then two weekly, then
monthly. Routine tests are undertaken in clozapine clinics at each locality. Each result is
assigned a RED, AMBER or GREEN result. Green results enable the pharmacist to dispense
the medication without any further action, AMBER results allow dispensing but necessitate
closer monitoring and RED results mean that the patient must stop treatment.

o Patients are advised to seek medical advice if they develop symptoms of
neutropenia (cough, cold, flu-like symptoms, fever) and an urgent FBC should be
arranged. If the WBC/ neutrophil count are low, seek the advice of the on call
psychiatrist.

- Intestinal obstruction is a potentially fatal adverse effect of Clozapine. Clozapine is
associated with varying degrees of impairment of intestinal peristalsis; ranging from
constipation to paralytic ileus. Patient and their carers should be advised to seek immediate
medical advice if constipation develops.

- Fatal myocarditis (most commonly in first 2 months) and cardiomyopathy has been

reported with Clozapine. Persistent tachycardia, particularly in the first two months should
prompt investigations for other signs of myocarditis and cardiomyopathy.

Other important side effects to be aware of:

Postural hypotension Sedation

Weight gain Hypersalivation
Urinary incontinence Seizures
Neuroleptic malignant syndrome Nocturnal enuresis
Gastro-oesophageal reflux disease Diabetes

Drug interactions:

- Clozapine can interact with a number of agents.
- Please ensure that you record the prescription of clozapine in your primary care record
(even though you are not issuing prescriptions) so that important interactions are flagged up.

Important interactions to be aware of:
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Bone marrow suppressants Benzodiazepines

Highly protein bound drugs (eg Cimetidine and omeprazole
digoxin, warfarin)

Lithium SSRIs

Antibiotics may increase the risk of Antihypertensives

blood dyscrasias (including
chloramphenicol eye drops) and
increased FBC monitoring may be
necessary. They may also affect drug
plasma levels (ciprofloxacin and
erythromycin can elevate clozapine
plasma levels).

Anticholinergic agents Centrally acting drugs

Tobacco and Alcohol

Tobacco smoking can decrease clozapine plasma levels. If the patient approaches you
for stop smoking advice, or tells you they have stopped smoking, please refer
urgently to the Community Consultant as smoking cessation has been reported to
increase clozapine plasma levels by up to 70%.

Alcohol can increase the sedative effect of clozapine.

Ongoing care:

Your patient will remain under the care of mental health services whilst they remain on
clozapine and we will continue to arrange routine monitoring, prescribing and
dispensing.

We advise that the patient is placed on your SMI register so that they can access an
annual health check in your practice; if the patient fails to attend for annual health
monitoring, please inform their consultant psychiatrist, or care coordinator, so
that they can facilitate the patient attending this important appointment with you.
Please be aware of the potential for side effects and interactions with this treatment.
Please inform the Consultant Psychiatrist if there are changes to the patient’s physical
health that could impact clozapine prescribing and monitoring. This includes those with
the following underlying medical conditions: hypertension, diabetes, congestive heart
failure, hepatic impairment renal impairment, Asthma and COPD.

Further information:

Further information may be obtained from your patient's consultant psychiatrist, or care
coordinator.

The KMPT mental health pharmacy teams can be contacted during working hours
Canterbury and Medway: 01227812193

Dartford: 01322622070
Maidstone: 01622722130

Yours sincerely
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NHS

Kent and Medway
APPENDIX 5 CLOZAPINE BOOKLET NHS and Social Care Partnership Trust

The purpose of this leaflet is to give you some general information about Clozapine and
should be read in conjunction with the official Patient Information Leaflet (PIL) supplied
with the medication.

You may wish to go through this booklet with your named nurse, Community Psychiatric
Nurse (CPN) or doctor, so that they can explain any parts or answer any questions you
may have. You may also contact the Clozapine clinic if you have any questions. This
booklet contains a lot of information so you may wish to read part of it and then return to
it later.

What is Clozapine?

Clozapine is an antipsychotic drug that is used to treat people with treatment resistant
schizophrenia (TRS) i.e. for people who have either tried at least two other antipsychotic
medications and did not benefit sufficiently, or those who are unable to tolerate other
antipsychotics because of their side effects. Approximately 30% of people with
schizophrenia fall into these groups. You may wish to discuss this with your prescriber.

Clozapine is also used in the treatment of severe thought disturbances associated with
the drug treatment of Parkinson’s disease. It should only be used when other treatments
have not worked.

Clozapine is only prescribed by experts in the treatment of mental health conditions, and
is not available through your GP.

Starting Clozapine

Before you start Clozapine your Doctor will ask you questions about your general health,
carry out a physical examination and take a blood test to make sure you have the normal
numbers of white blood cells in your blood.

Rarely, Clozapine has been reported to cause side effects on the heart. For this reason,
your doctor might also want a trace recording of your heart (an electrocardiogram or
ECG) before you start clozapine.

It is important that you tell your doctor about any medical problems or iliness that you
have or have had in the past, e.g. past history of low white blood cell counts, heart, liver
or kidney problems, seizures or fits. As with all medicines, Clozapine may interact with
other drugs. This means that it is important to tell your doctor if you are taking any other
medications which have been prescribed, or that you have bought yourself, including
herbal preparations. If all is satisfactory, you will be registered with CPMS the monitoring
company (see more information below).

What dose do | need?

Your doctor will start you on a low dose. This is to keep any unwanted effects (side
effects) to a minimum. The dose you will be asked to take will be increased gradually
until it has a positive effect.

A typical schedule would be 12.5 mg once on day 1, increased gradually over the
following two to three weeks until you are taking the dose which your doctor believes will
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give you the most benefit. This can be up to a maximum of 900 mg per day. However
titration (gradual dose increase) may vary depending upon your doctor, your response to
treatment and your medical history.

If you are an older person or you have a condition such as epilepsy, heart, kidney or liver
disease, your dose of Clozapine will be increased more slowly.

Once you are stabilised on the most effective dose of Clozapine for you, you must be
patient and continue taking the medication, even if you do not immediately notice any
beneficial effect. In some people, Clozapine starts to work within a few days while others
may have to wait for a few months.

Blood monitoring, why is it needed?

While Clozapine has been proven to be very effective at treating schizophrenia, it can
occasionally reduce the number of white blood cells in your body. The types of white
blood cells specifically affected are called neutrophils, which are responsible for fighting
infection.

A small fall in the number of these cells leads to a condition called neutropenia, whilst a
more dramatic reduction is called agranulocytosis. As the number of neutrophils
decreases, you may be more vulnerable to infections. If they reach a very low level
(agranulocytosis), you may be at risk of developing a very serious infection.

Blood tests are important because the drop in the number of white cells may not cause
any symptoms until you have actually developed an infection. Checking the number of
white blood cells on a regular basis helps to detect any changes early on before they
cause problems. You will not be allowed to receive Clozapine unless you have an up-to-
date blood result.

Monitoring for agranulocytosis and neutropenia

Agranulocytosis only happens to a very small number of people who take Clozapine (less
than1%). Neutropenia, the milder form of agranulocytosis, occurs in an additional 3% of
people who take Clozapine. The maijority of cases of agranulocytosis and neutropenia
occur in the first 18 weeks of treatment with Clozapine. Because it is not possible to
predict who will develop the condition, and because it can occur without any

symptoms, everyone who is treated with this medicine must be carefully monitored for as
long as they take it. The monitoring consists of regular blood tests that measure the
number of white cells in the blood. Anyone who develops agranulocytosis or neutropenia
whilst taking Clozapine will not normally be able to receive it again.

How often are blood tests needed?

You will need to have an initial blood test to check that you have a normal level of white
blood cells before you first start on Clozapine. If this is OK and you begin treatment with
Clozapine, you will need to have a blood test on day 3 of treatment and then every week
for 18 weeks. After this time, your blood tests will be reviewed. If all is well, testing can
change to once a fortnight. Once you have been on treatment for a year, you should only
need a blood test once every four weeks for as long as you continue taking Clozapine
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and for four weeks after you stop treatment. The need for blood tests becomes less
frequent the longer you are on Clozapine because the risk of agranulocytosis is greatest
during the first 18 weeks of treatment. Your risk is reduced after those first few months
and again after the first year.

How does monitoring work?

Clozapine blood monitoring is organised by the manufacturer Clozaril through a system
called Clozapine Monitoring System (CPMS). You are required to attend a Clozapine
clinic where they will monitor your blood pressure, pulse, temperature and check for any
side-effects. Blood sample will be taken and medication supplied upon a satisfactory
result.

Results
The blood tests can produce the following results:

« Green results:
Normal blood test — you can continue to receive treatment

Your blood test is still within the normal limit, but is in the caution range. This means
you can continue to take your tablets, but will need a blood test sooner than you would
normally to make sure everything is OK. You will need to have a blood test twice a
week until your result is green again; this may only be one additional test but could be
more

* Red results:

This means that you have a low number of white blood cells and CPMS will contact your
doctor immediately. Your treatment team will arrange an emergency blood test to confirm
the result of the first test. Your treatment will be stopped immediately until that result is
available and you will be advised by clinic staff about any medications you can continue
to take. If the number of white cells in your blood is confirmed to be low, you will not
normally be able to have Clozapine again. Your treatment team will monitor you closely
with daily blood tests until the number of white cells in your blood returns to normal.

You may need to be referred to a specialist doctor (haematologist).

How else can regular blood testing help me?

Although the most important reason for regular blood testing is to detect agranulocytosis
or neutropenia, when you have blood tests you also benefit from regular contact with your
treatment team. Such regular meetings provide an opportunity for your team to:

« Assess your progress, address any concerns you may have and answer your
questions

« Ask you whether you have had any side effects and take action to minimise them

« Give you an ongoing health check

» Meet your family or carers if appropriate

« Obtain prompt referral to other teams if necessary

« Carry out periodic additional blood tests to make sure your blood sugar, cholesterol
and lipids are normal.
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What if | miss a blood test?

If you miss or forget to attend the clinic to have a blood sample taken, you cannot be
given any more Clozapine tablets. This is because it is essential that your doctor is aware
of your white blood cell levels before a repeat prescription for Clozapine can be issued.
If you are unable to attend the clinic, you must inform the staff there to make other
arrangements.

How will | know that Clozapine is working?

You may find that your relatives, friends or carers notice the reduction in your
symptoms before you do. Eventually, you may notice any or all of the following:

« You feel better and become less withdrawn and more able to be involved in life
around you

« Some of your symptoms gradually ease and you find your ability to concentrate
improves

« Your relationships improve and you find it easier to socialise and mix with people

« If you have a problem with aggression or violence, you feel less aggressive and
more able to control your anger

« If you are in hospital you may become well enough to go home

« If you are unemployed you can get and hold on to a job, or you are able to enroll on
a course and study.

How long should | take Clozapine for?

You should continue to take Clozapine for as long as your doctor prescribes it for you.
You will probably, however, need to continue your treatment for several years.

People that take clozapine for their schizophrenia have been found to have less frequent
admissions to hospital.

You will regularly be re-assessed and asked about how you are getting on with treatment.
This will give you the chance to talk about any side-effects you are getting. Even though
you may feel well, you should not stop taking your clozapine without discussing it with
your psychiatrist first.

If you stop taking it, you will probably find that your original symptoms will reappear. If
your doctor decides that you should stop taking Clozapine for any other reason apart
from neutropenia, it is important that the dose is reduced gradually over a period of time.
Your doctor or your clinic will give you a schedule for withdrawal from Clozapine.

What happens if | forget to take a dose?

Don’t worry if you find you have forgotten to take a single dose. Take another dose as
soon as you remember if it is within four to six hours. However, if it is nearly time for you
to take your next medication, it is important that you do not make up a missed dose by

doubling the number of tablets you take.

Itis really important that you continue to take clozapine regularly once you start treatment.
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If you are concerned that you may run out of tablets before you are next due to get a
supply, please contact your care-coordinator or clozapine clinic you normally attend.
They can make arrangements with you to provide a supply to prevent you from missing
any doses.

If you are thinking of not taking clozapine any more contact your psychiatry doctor or
care-coordinator first.

If you miss doses for more than 2 days (48 hours) in a row, you will need to restart your
clozapine slowly (a bit like when you first went onto it). This ‘re-start’ of treatment needs
to be under the direction of your psychiatry doctor (although it is possible that you may
not need to come into hospital to do this). This is because when you start clozapine after
a gap of more than 48 hours, it can make the side effects worse, such as blood pressure
changes, drowsiness and dizziness.

If you have a gap in treatment of 3 days (72 hours) you may also need to have more
frequent blood testing for a short period.

Can | go on holiday?

If you decide to go on holiday while taking Clozapine, it is important that your blood is
monitored during this time. If your blood can’t be monitored while you are away, you
cannot continue to take Clozapine. It is possible to take a holiday both within the United
Kingdom and abroad, but you should talk to one of the clinic nurses for advice before
booking your holiday so that appropriate arrangements can be made. The length of your
holiday may be restricted by how often you are monitored (weekly, fortnightly or every
four weeks), although arrangements can be made for you to be seen early if your clinic
appointment coincides with a holiday.

Are there any side effects?

Clozapine can cause side effects in some patients. Introducing Clozapine gradually as
described in the section on starting Clozapine, will help to reduce the occurrence of side
effects. Some patients do not notice any side effects with this medication, or they may
wear off after some time.

However the most common ones are:

« Reduced white blood cell count

« Excess formation of saliva

« Changes in blood pressure

« Drowsiness and fatigue

« Dizziness

« Headache

« Faintness or light-headedness
 Blurred vision

« Dry mouth or increased sweating
« Rapid heart beat

« Nausea (feeling sick) and vomiting
» Loss of appetite

« Constipation

« Tremors

» Restlessness and agitation
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Urinary incontinence or retention

Weight gain

Epileptic fits (seizures)

Fever and changes in body temperature

Spontaneous uncontrolled movement of parts of the body.

Tell your doctor straight away if you have any of these side effects, or if you experience
any side effects not mentioned in this list. Some side effects may be caused by two or
more medicines interacting with one another. It is therefore very important that your
doctor knows of any other medicines you are taking. This includes ones you buy over the
counter yourself and any herbal remedies you take regularly.

Alcohol and smoking can affect Clozapine. You are advised not to drink alcohol while
taking Clozapine.

Patients should inform the clinic if they have managed to quit smoking, as a plasma
clozapine sample will be needed.

Side effects will be monitored at the Clozapine clinic, where you will be given advice on
how to manage any of the side-effects you may be experiencing.

Informing others of being on clozapine

Other medicines can interfere with how well clozapine works and so it is important that
any changes in treatment are checked through before using them. Remember to inform
people like doctors, nurses, dentists and pharmacists if a change to your tablets is being
considered.

Some medicines can interfere with your Clozapine treatment. It is important that you
check with your doctor or pharmacist before taking any other medicines, even if they are
herbal medicines or medicines that you have bought yourself at a chemist.

It is particularly important that you remind your GP that you are taking clozapine. This will
allow your GP to make appropriate checks of your health, to look out for any signs of
infections that may be a result of clozapine affecting your blood , and to check that any
new medicines you might be given are safe in combination with clozapine.

It is important that you tell your doctor immediately if you develop any sign of an infection
such as a raised temperature or sore throat or other flu-like symptoms. Your doctor will
arrange for a blood test to check the white cell count in your blood. If this test gives a
normal result, you should be able to continue taking Clozapine. There is no reason why
you should not have the flu vaccine while you are taking Clozapine. However, you must
remember that the flu vaccine does not prevent all chest infections. If you feel unwell you
should consult your doctor.

lllicit drug use

lllicit or street drugs such as cannabis and ecstasy can trigger psychotic episodes and
therefore should be avoided at all costs. If you have drug dependence, you can talk to
your treatment team in confidence.
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Driving and using machinery

Feeling sleepy is a common side effect of Clozapine, particularly when Clozapine is first
started. Therefore driving or operating machinery should be avoided, especially during
the initial weeks of Clozapine treatment. When you are established on your medication,
you can discuss driving with your psychiatrist.

Contraception, pregnancy and breast feeding

It is not known whether Clozapine is safe to take during pregnancy. Therefore, if you think
you are pregnant, tell your doctor immediately. Also tell your doctor if you are trying, or
thinking of trying for a baby. Clozapine can be passed through a mother’s milk to her
baby, so mothers taking Clozapine should not breast feed.

General anaesthetics

If you ever need to have a general anaesthetic you will probably have to stop taking your
Clozapine for 12 hours before and 12 hours after the anaesthetic. Your anaesthetist (the
doctor who puts you to sleep) will need to know that you are taking Clozapine, as it can
interact with some anaesthetic medicines. Please remember to tell the anaesthetist that
you are taking Clozapine and be prepared to give him/her a list of any other medicines
you are also taking.

Measuring the amount of Clozapine in your blood

Occasionally, your doctor may wish to check the level of Clozapine that is in your
bloodstream. This is usually done to find out whether you are on the right dose of
Clozapine, particularly if your symptoms have been hard to control or if you have
developed side-effects to Clozapine. Your doctor or nurse will take a small amount of
extra blood and the results will help him/her decide whether you need to have your dose
of Clozapine increased or decreased. For this test you need to omit your morning dose
of Clozapine. The clinic staff or your doctor will advise you when you need to do this.

The Clozapine clinics

You will be told which day and time you should come to the clinic. If for any reason you
cannot attend, please contact the clinic on the numbers below as soon as possible, so
that alternative arrangements can be made. You will also be told where and when to
collect your medication from.

The purpose of the clinic is to monitor both your mental and general health.

During your visit, some blood will be taken and any other test necessary will be carried
out. You will have a chance to discuss the need for these, along with what the results
mean for you. You will be asked about problems or side-effects you may be
experiencing, and then given advice on how to manage them. You will also be given the
chance to talk about healthy life choices and other activities for you to join in.
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Contact details of clinics that run in Kent

Ashford

Ashford Clozapine Clinic is open on: Monday 9 - 4pm

The clinic is located at Eureka Park, Eureka Business Park TN25 4 BY
Phone: 01233 658100

Canterbury

Laurel House Clozapine Clinic is open on Wednesday:

1.00 pm — 4.00pm The clinic is located at Laurel House, Old Dover Road, Canterbury
CT1 3HH

Phone: 01227 597111

Dartford

Arndale house clozapine clinic is open on Wednesday 9.00 — 4.00pm:
The clinic is located at

Arndale House, 18-20 Spital St, Dartford DA1 2DL

Phone: 01322 622230

Dover

Coleman House Clozapine Clinic is open on:
Tuesday 9.00 —4.00pm

The Clinic is located at Brookfield Avenue
Dover

CT16 2AH

Phone: 01304 216666

Folkestone

Ash Eton Clozapine Clinic is open on:

Tuesday 9.00 —4.00pm

The clinic is located at Ash Eton Radnor Park West, Folkestone CT19 5HL
Phone: 01303 2227510

Gillingham

Britton House Clozapine Clinic

is open on:

Monday 9.30-4.00pm

Tuesday 9.30am — 4.00pm
Wednesday 9.30am — 4.00pm

The clinic is located at

Britton House, Britton Farm, High St,
Gillingham ME7 1AL

Phone: 0300 3033189

Herne Bay

Kings Road Clozapine Clinic is open on:

Monday 9.00 — 4pm

The clinic is located at 11 Kings Road, Herne Bay CT6 5DD
Phone: 01227 2065540
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Maidstone

Albion Place Clozapine Clinic is open on:

Monday from 9.00 - 4.00pm

The clinic is located at Albion Place Medical Centre, Kingswood CMHC
23-29 Albion Place, Maidstone

Kent ME14 5TS

Phone: 01622 766900

Thanet

The Beacon Clozapine Clinic is open on Tuesday and Thursday from 9.00 — 4.00pm
The clinic is located at The Beacon, Manston Road, Ramsgate CT12 6NT

Phone: 01843 855200

Tunbridge Wells

Highlands House Clozapine Clinic is open on:

Tuesday from 9.30 — 400pm The clinic is located at Highlands House, 10—-12 Calverley
Park Gardens, Tunbridge Wells, Kent,

TN1 2JN

Phone: 01892 709211

For more information about clozapine and Schizophrenia

NHS Choices & NHS direct www.nhs.uk

Choice and Medication www.choiceandmedication.org.uk

Royal College of Psychiatrists www.rcpsych.ac.uk

MIND www.mind.org.uk
0845 7660163
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APPENDIX 6

NHS

Kent and Medway

NHS and Social Care Partnership Trust

DECISION-MAKING TOOL FOR THE INITIATION OF CLOZAPINE

To be completed by Responsible Consultant or Clinician. This must be completed for all service users. If
“No” is selected in answer to any of these questions, please document rationale appropriately in the

comments box if initiation is to commence

YES

NO

Signature

Comments

Diagnosis confirmed as treatment
resistant schizophrenia?

If not, does the service user fulfil
the criteria for other indications as

per the SPC?
If not being used for the licensed
indications above, a second

opinion is required.

Has the service user had 2
antipsychotics for a reasonable
period of time at an adequate
treatment dose as per NICE
guidance? Please check
adherence

Clozapine cannot be
commenced unless two
antipsychotics

have been tried for an
adequate time (one of
these should be an
atypical agent.)

Has there been a full
multidisciplinary team discussion
involving the Consultant
Psychiatrist, Clinician, Pharmacist
and other interested parties?
Records of discussions and
decision- making must be
documented on RIO.

The service user needs
to understand the risks
and benefits of taking
clozapine. The Service
user should be given a
patient information leaflet
on clozapine?

Service user agreeable to initiation
of treatment and the
mandatory blood tests?

Physical health acceptable?

Service users smoking status?

Is there a carer at home to support
initiation?

If not, please refer to overarching
guideline to inform  decision
making.

This is essential for
community titration as
someone must be able to
stay overnight and at
weekends  with  the
Service User. during the
clozapine titration period

Decision to initiate clozapine in
community?

Decision to initiate clozapine as in-
patient?

Has the service wuser been
registered with the clozapine
monitoring service?

Please record the CPMS
number here:
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APPENDIX7 COMMUNITY CLOZAPINE INITIATION PROTOCOL

Community clozapine initiation protocol

Document Reference No.

To become an appendix of the Trust wide clozapine policy

Replacing document

New guidance

Target audience

All medical and nursing staff involved in clozapine titration in the
community

Author Jagdip Bahia and Dr Pamadeth Shobha
Group responsible for | Drug and Therapeutics Group
developing document CRSL Medicine Management forum
Status Approved

Authorised/Ratified By Drugs and Therapeutic committee
Authorised/Ratified On 6" of August 2019

Date of Implementation

Review Date August 2022

Review

This document will be reviewed prior to review date if a legislative
change or other event otherwise dictates.

Distribution date

Number of Pages

27

Contact Point for Queries

policies@kmpt.nhs.uk

Copyright

Kent and Medway NHS and Social Care Partnership Trust 2018
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DOCUMENT TRACKING SHEET

Clozapine Policy

Version | Status Date Issued to/approved by | Comments

0.1 Approved | 7" July | Drug & Therapeutics Approved
2015

0.2 Approved | 3" of April | Drug & Therapeutics Initiation policy updated so that
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initiation
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renal and hepatic impairment.
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1

1.1

1.2

1.3

INTRODUCTION

Clozapine is an atypical antipsychotic which has a licence for the treatment of
resistant schizophrenia.

At Kent and Medway NHS and social Care Partnership Trust (KMPT) clozapine
has historically been prescribed in the hospital setting despite the European
harmonisation of the product license in 2002 allowing the possibility of clozapine
initiation in the community.

With increasing evidence that clozapine can be safely started in the community
(Gonzalez et al, 2013), this protocol will allow Service Users in this Trust to access
clozapine without the need for hospital admission. Patients can be reluctant to
receive treatment in the hospital setting, and some may disengage from accepting
treatment. Whilst this can be due to a number of reasons, most stem from the
stigma that is attached to mental health admission and being unable to continue
with their normal daily lives

2 PURPOSE

2.1

2.2

This protocol will describe the process of initiating clozapine in the community for
Service Users with a diagnosis of Treatment Resistant Schizophrenia. It will
describe the roles and responsibilities of the staff in the Community Mental Health
Team (CMHT) and the Crisis Resolution Home Treatment (CRHT) team across
the Trust. Service User’s will attend the CMHT for their first dose of clozapine and
then subsequently the CRHT will continue the treatment and monitoring at home
(See appendix 8 for flow chart). The overall aim is that Service Users started on
clozapine are safe and monitored effectively in the community as they would do if
they were in hospital.

These guidelines will form an essential part of the KMPT clozapine Trust policy
and therefore must be read in conjunction with this guidance.

3 Roles and responsibilities for cmht

3.1

Consultant Psychiatrist for the CMHT

3.1.1 The Consultant Psychiatrist needs to be registered with the Clozaril Patient
Monitoring Service (CPMS) before a Service User can be considered for
clozapine initiation in the community.

3.1.2 The decision-making tool in appendix 6 needs to be completed. This is to
ensure the intended Service User meets the requirements for clozapine
initiation in the community. This needs to be uploaded onto RIO (the
Trusts electronic clinical record) before Service User is commenced on
clozapine

3.1.3 The Consultant Psychiatrist will need to register the Service User with
CPMS before they can be initiated on clozapine in the community.

3.1.4 The consultant psychiatrist will inform the Service User's General
Practitioner (GP) that they are going to be commenced on clozapine in
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3.2

3.1.5

3.1.6

3.1.7

3.1.8

the community. Also provide GP with information on clozapine and
contact details of who to contact in cases of an emergency.

Ensure that all baseline tests including U & E’s, Blood lipids (ideally
fasting), BMI (weight/height), fasting blood glucose, LFT’s, Blood pressure
and ECG have been conducted and reviewed before commencing
clozapine. The FBC should ideally be done within 10 days prior to
clozapine starting. These results should be uploaded onto RIO
immediately.

A clozapine community outpatient initiation chart (see appendix 10) needs
to be completed and sent to Lloyds pharmacy a week before commencing
clozapine. The Lloyds pharmacy email address is
lloydspharmacy8776.rainham@nhs.net.

It should be the sole responsibility of the team to ensure that a Care
Coordinator, who should be a nurse or another registered Nurse (not the
duty or clinic staff), is present at all times with the Service User on the first
day of initiation in the CMHT. This is so that the Service User’s physical
observations are monitored hourly for the first six hours on day one of the
clozapine initiation protocol. Following this the care will be transferred to
the CRHT.

Ensure that the Responsible Consultant Psychiatrist (not the duty/ triage
or covering consultant) is available at the CMHT to support the service
user, in case the physical observations deteriorate on initiation of
clozapine.

Care Coordinator for the Service User

3.2.1

3.2.2

3.2.3

3.2.4

3.2.5

3.2.6

Ensure a referral is made to the CRHT nurse manager so that they are
informed a Service User is expected to be initiated on clozapine in the
community. It is important that the CRHT are able to accept this referral,
taking into consideration the expected workload and time for monitoring.

A Compliance Aid Assessment Tool must be completed for the Service
User a week prior to commencing clozapine. This needs to be sent to
Lloyds pharmacy. This will allow medication to be supplied in a dossette
tray so that once care is transferred to the CRHT, Support workers can
oversee and assist Service Users to remain adherent with their prescribed
medication regimes.

Ensure medication has arrived from the pharmacy 72 hours prior to
commencing clozapine.

Register the Service User with the Near Patient Testing (NPT) blood
machine at the CMHT if applicable. This will allow the Service User to
attend weekly bloods tests, allowing the results to be analysed
immediately and medication supplied upon a satisfactory FBC blood test
result.

A room needs to be booked for the Service User for the six hours they will
be staying at the CMHT. There will also need to be lunch and
refreshments arranged for the Service User. Arrangements should be
considered for appropriate activity groups, if the Service User wishes.

If the Care Coordinator is not a registered Nurse, arrangements must be
made for a Nurse from the team to be present with the Service User at all
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3.3

3.31

3.32

3.33

3.4

times during the first day of the clozapine initiation. This is to ensure
physical monitoring is done hourly for six hours after the first dose and
that the physical health of the Service User does not deteriorate upon
commencement of clozapine. The physical observations need to be
recorded on the clozapine outpatient initiation chart (see appendix 10) and
the Trusts National Early Warning Score (NEWS2) chart.

3.2.7 The Service User must be transported home safely from the CMHT after
having their first dose and six hour monitoring. The Service User must be
accompanied home either by a family member/ carer or a healthcare
worker.

3.2.8 Effectively communicate the Service User’s progress and all observations
with a nurse from the CRHT once the Service User has safely gone home.
The clozapine outpatient initiation chart, NEWS2 chart and the medication
need to be transported to the CRHT team in order for them to continue
the care.

3.2.9 There should be close liaison and communication between the CMHT and
CRHT at all time until the patient is stabilised on Clozapine

Pharmacy team (CMHT)

Pharmacist or a senior Pharmacy Technician should attend a multidisciplinary
team meeting with the Consultant Psychiatrist, Care Coordinator and Service User
before commencing clozapine. The pharmacy team must be satisfied that consent
has been obtained and the Service User understands what clozapine treatment
involves, including discussion about regular blood tests and possible side-effects.
These discussions need to be documented on RIO.

The Service User must be given the Trust's medication information leaflet on
clozapine which is available on http://www.choiceandmedication.org/kmpt/.

A member of the pharmacy team will attend the weekly clozapine clinic at CMHT.
This will allow the opportunity for the Service User to discuss with the pharmacy
team how they are getting on with their medication and if they are experiencing
any side-effects. Any concerns about side-effects and physical health monitoring
will be noted on RIO and brought to the attention of the Consultant Psychiatrist for
the CMHT and CRHT, as well as the care-coordinator.

Service Manager for the CMHT

3.4.1 The service manager for the CMHT needs to ensure that there is a room
available (ideally in close proximity to the clinical room) for the Service User
to relax comfortably either lying or sitting when they have been initiated on
clozapine. The room should ideally be equipped with a TV, couch and
reading materials.

4 Roles and responsibilities for CRHT

4.1

Consultant Psychiatrist for the CRHT

4.1.1 The CRHT Consultant Psychiatrist will need to arrange for one of their
doctors or Non-Medical Prescriber (NMP) to visit the Service User at
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4.2

4.3

4.4

41.2

minimum twice a week during the first week of clozapine initiation to review
progress. The first visit should be done by the Consultant Psychiatrist. This
will include an assessment of adverse effects, review the pace of titration
and ensure the Service User is responding well to the cross titration of
antipsychotics. For the NMP this must be in their scope of practice.

After week one, the CRHT Consultant will then need to ensure a doctor
reviews the Service User’s progress minimum once a week.

CRHT Nurse

4.2.1

422

On day one of the community clozapine initiation, arrangements need to be
put in place for a CRHT Nurse to visit the Service User at home in the
evening to do vital observations. All observations need to be recorded on
the clozapine outpatient initiation chart (appendix 10) and the Trusts
NEWS2 Chart.

On day two to day seven, a CRHT Nurse must be available to administer
the clozapine dose and to do physical observations four times a day. These
will be done before the morning and evening dose and one hour post dose.
If physical observations are stable, from day eight and onwards Support
Workers will be able to monitor the Service Users observations.

CRHT Support Workers

4.3.1

43.2

4.3.3

Support Workers will be able to start monitoring the Service User at home
from day eight onwards if the physical observations are satisfactory and
stable. The support worker should be trained and competency assessed in
taking vital observations. These observations will be taken four times a day
before the morning and evening dose and one hour post dose. All
observations must be communicated back to a CRHT Nurse, and recorded
on the clozapine outpatient initiation chart (see appendix 10) and the Trusts
NEWS2 Chart. Any queries or concerns about observations need to be
brought to the attention of a nurse and doctor at the CRHT team. The
Service User’s progress needs to be recorded on RIO.

Support workers cannot administer clozapine to the Service User. They
can oversee and assist the Service User in taking their medication from a
dossette tray which would have been ordered by the Care Coordinator. Any
concerns or queries related to the observation of administration need to be
referred back to the nurse and doctor at the CRHT team. This needs to be
recorded on RIO.

The clozapine outpatient initiation chart needs to be signed by the support
worker and must state, “| have supervised ............... (name of the Service
User) taking their clozapine”. It is also good practice to ask the Service
User to sign the chart as well.

Pharmacy Team (CRHT)
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A member of the pharmacy team will be able to visit the Service User at
home with the CRHT if the Service User wants to discuss their medications
or is experiencing any side-effects.
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5

5.1

6

6.1

6.2

6.3

STAFF REQUIREMENTS

All staff involved in caring for a Service User, who will be initiated in clozapine in
the community, must be familiar with this protocol as well as the Trust's KMPT
Clozapine policy. It is essential that staff have received training by the pharmacy
team for clozapine initiation in the community and understand the adverse effects
of clozapine and their management including blood monitoring requirements.

SERVICE USER CRITERIA
Service User inclusion criteria for clozapine initiation in the community

Service User must be mentally and physically stable.

Service User must agree to be adherent to clozapine in particular attending weekly
blood tests.

Service user must be present at home for when the CRHT staff visit.

The Service User should only be taking a maximum of one antipsychotic before
switching to clozapine.

Service User must have family or carer support that can stay with them overnight
and at weekends for at least 2 weeks after initiating clozapine in the community.

An inpatient bed must be accessible if in the event the Service Users mental state or
physical health deteriorates during the clozapine initiation period.

Service User exclusion criteria for clozapine initiation in the community

Service User who is under the age of 16.

Service User over the age of 65. This is because this age group may be more
vulnerable to the side effects of clozapine and therefore need to be monitored more
closely which is ideally suited for the hospital setting.

Service user who do not have any family or carer support for monitoring at night.
Service User with alcohol dependence and substance misuse concerns.
Service User with a significant cardiovascular history i.e. history of myocardial
infarction, angina etc.

Service User has a history of epilepsy.

Service user with diabetes mellitus

Service User with a haematological disorder

Service User has a history of neuroleptic malignant syndrome.

Severe renal and hepatic impairment

Pregnant or breast feeding Service Users.

Special consideration

6.3.1 Caution needs to be exercised for Service Users who are receiving
sedatives, benzodiazepines, antihypertensives, anticholinergics or other
complex medication.
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7 BEFORE STARTING CLOZAPINE

7.1 The CRHT can only initiate a maximum of one Service User on clozapine in the
community at a time. This will ensure the Service User receives the same care
and monitoring as they would do if they were initiated on clozapine in the hospital.

7.2  The first day of clozapine initiation should not be done on bank holidays so that
there is sufficient staff from both the CMHT and CHRT available to commence
treatment.

7.3 Try to avoid dose increases of clozapine at the weekend and bank holidays.
However if this cannot be avoided then the on-call Consultant and on-call
Pharmacist should be contacted if Service User experiences any side-effects or if
there are any deteriorations in observations after dose escalation.

7.4  There should be a plan put into place in case the Service User defaults from
allowing staff to access his or her home for dosing and monitoring.

7.5  Staff must inform the Consultant Psychiatrist and the pharmacy team if a Service
User misses any clozapine dose. If clozapine dose is missed for 2 days or more
then the Service User will need to be reinitiated on clozapine at a dose of 12.5mg.

7.6 The Service User and the family/carer must be provided information about
clozapine in particular:
e Realistic expectations for when improvements in symptoms and recovery
are likely to be expected.
e How to recognise side-effects.

7.7  The Service user and the family/carer should be provided with emergency contact
details of who to contact within working and out of hours.

7.8  All staff who will be involved in administering and monitoring clozapine must record
the progress of the Service User on RIO.
8 WHEN SHOULD A NURSE OR A SUPPORT WORKER CONTACT THE DOCTOR
OR PHARMACIST?
8.1 If the Service User appears to be heavily sedated, looks drowsy or experiencing
any others side-effects i.e. flu like symptoms, the doctor or pharmacist should be

informed because the clozapine dose may need to be reduced.

8.2  If any of the following observations are recorded then a doctor needs to be called

immediately:

8.31. Temperature of Service User is > 38°C

8.32. Pulse rate is > 100 beats per minute

8.33. Lying and standing blood pressure shows a postural drop of >30mmHg

8.34. Systolic BP below 100mmHg and /or diastolic below 60 mmHg,

8.3  Ifthe Service User collapses, experiences breathing problems or has a seizure an
ambulance should be called immediately.
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9 Day One of Protocol

9.1

9.2

The Service User will attend the CMHT at 9am for their first dose of clozapine.
Blood Pressure (BP) lying and standing, pulse and temperature will be taken by a
registered Nurse prior to the 12.5mg dose being given. These vital observations
will be repeated hourly for six hours and recorded on the clozapine outpatient
initiation chart and NEWS2 chart. The Service User will be taken home either by
a family member/carer or the Care Coordinator. The Service User needs to be
given an emergency contact number in case of adverse effects and advised not
to use public transport whilst the clozapine dose is being titrated.

In the evening the Service User will be visited at home by a CRHT Nurse who will
record BP lying and standing, pulse and temperature. This will be recorded on the
clozapine outpatient initiation chart and NEWS2 chart. The service User and
family/carer need to be advised that in the morning the Service User needs to
get out of bed slowly because of the possibility of low BP and other possible side-
effects.

10 Day TWO to day SEVEN of protocol

10.1

CRHT Nurse will visit the patient at home in the morning and record BP lying and
standing, pulse and temperature before the morning dose and one hour after dose.
This observations will be repeated when the evening dose is due. All observations
recorded on the clozapine outpatient initiation chart and NEWS2 chart.

11 Day eight of protocol

11.1

11.2

11.3

11.4

11.5

CRHT support worker on the eighth day can monitor physical observations only if
they have been in range and stable from day 1 to day 7.

The CRHT support worker needs to be appropriately trained in monitoring BP lying
and standing, pulse and temperature.

It is important that all observations are communicated back to a CRHT Nurse to
make sure they are within range before the Service User can take their morning
and evening clozapine dose. These observations will need to be repeated one
hour after the dose as well. Observations will be recorded on clozapine outpatient
initiation chart and NEWS2 chart.

The CRHT support worker cannot administer medications but only oversee and
assist the Service User in taking their medication from a dossette tray. The
clozapine outpatient initiation chart needs to be signed by the support worker and
must state that “| have supervised ............... (name of the Service User) taking
their clozapine”. Itis also good practice to ask the Service User to sign the chart
as well.

Any concerns in relation to monitoring, administration and adverse effects need to
be immediately brought to the attention of a Nurse and Doctor at the CRHT team.
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12 Day NINE OF protocol

12.1

12.2

12.3

A CRHT Nurse or Support Worker needs to bring the Service User to the clozapine
clinic at the CMHT after the morning dose observations as stated above. (If the
clozapine clinic in the CMHT only runs on day eight then the Service user can
attend on that day otherwise a local blood test will need to be done and the results
of the Full Blood Count (FBC) uploaded onto CPMS.)

At the Clozapine clinic the Service User will have a blood test to check Full Blood
Count (FBC). If the Blood test is satisfactory another week’s supply of medication
will be provided as per CPMS monitoring requirements (See KMPT Clozapine

policy).

The Nurse at the Clozapine clinic will also repeat physical observation including
the weight of the Service User.

13 Day Ten to fifteen OF protocol

13.1

It is recommend that monitoring of BP lying and standing, pulse and temperature
is continued before the morning and evening dose and one hour post dose.

14 Day Sixteen OF protocol

14.1

14.2

14.3

Service user will need to be accompanied to the clozapine clinic at the CMHT to
have their blood test after their morning dose observations. (If the clozapine clinic
in the CMHT only runs on day fifteen then the Service user can attend on that day
otherwise a local blood test will need to be done and the results of the Full Blood
Count (FBC) uploaded onto CPMS.)

The clozapine titration chart will be completed after this day and the Consultant
Psychiatrist from the CRHT will need to decide if the Service User is stabilised on
this dose. If so, then care can be transferred back to the CMHT Consultant
Psychiatrist and Care Coordinator. An outpatient clozapine script (see appendix
11) will need to be completed and emailed to Lloyds

If the CRHT team is to continue monitoring the Service User, the clozapine dose
needs to be prescribed on the CRHT prescription chart by the CRHT Consultant
Psychiatrist and medication ordered from Lloyd’s pharmacy.
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NHS!

Kent and Medway

APPENDIX 8 COMMUNITY CLOZAPINE INITIATION PROTOCOL NHS and Social Care Partnership Trust

Community
Consultant and
Care Coordinator
in liaison with
KMPT

Pharmacy team

CMHT & CRHT working
Collaboratively with

KMPT Pharmacy
team

(Starting dose 12.5 mg — see
Outpatient Initiation Chart)

CRHT from
Day one until
maintenance
dose has been
reached.

-

/ Baseline blood tests (U & E’s, LFT’s, blood lipids and
fasting blood glucose), CRP and Troponin, ECG and
physical monitoring.

Service User registered with CPMS by Community

Consultant

Service User registration number documented on RiO.
Information pack provided to Service User. Counselled
by a member of the pharmacy team

GP informed of Clozapine initiation and monitoring

and leaflets provided

Community Consultant and Care Coordinator liaise

with CRHT team

4

2

Initiation Blood Physical Health Monitoring Action
Period Monitoring
Day1 |  ---- Before 1%t dose and hourly CMHT
for 6 hours (BP
lying/standing, pulse,
temperature)
CRHT to visit at night to CRHT
monitor observations after
having 1%t dose at the
CMHT earlier in the day
Day2-5 FBC BP lying/standing, pulse and CRHT
temperature four times a day
Day 6 — 16 Weekly | BP lying/standing, pulse and CRHT &
FBC temperature four times a day | Clozapine Clinic
Day 16 Weekly Alternative days BP, pulse | CRHT & CMHT
onwards until FBC and temperature Care
dose is Coordinator &
stabilized Clozapine Clinic
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APPENDIX 9

CLOZAPINE INPATIENT INITIATION CHART

NHS

Kent and Medway

NHS and Social Care Partnership Trust

Ensure that Clozapine is prescribed on the drug chart indicating ‘to be taken according to dosing chart’ and emailed both
to dispensing Pharmacy

Date Blood test Neutrophil
taken count
. Initial
Patients Name: Blood test
st
Date of Birth Ward Name: 1" Blood
test
Consultant Name
2" Blood
CPMS No. test

Please ensure the following pre-screening has been done (tick box and record on RiO)
U B.P U Pulserate 1 Weight & BMI

U Lipids U Plasma glucose or HbAlc 1 General Physical examination

BLOOD MONITORING REQUIREMENTS

1) Aninitial blood test should be taken before Clozapine commenced
2) Subsequent blood tests should be taken weekly unless otherwise advised. The recommended days for routine blood

tests are Mondays or Tuesdays

Day

ONE TWO

THREE

FOUR

FIVE

SIX

SEVEN
Do GASS scale*

EIGHT

Date

Morning Dose

Administered by

B.P, Pulse & Temp

Night time dose

12.5mg

25mg

25mg

25mg

25mg

50mg

50mg

12.5mg

12.5mg

25mg

25mg

50mg

50mg

50mg

75mg

Administered by

B.P, Pulse & Temp

Day

NINE TEN

ELEVEN

TWELVE

THIRTEEN

FOURTEEN
Do GASS scale*

FIFTEEN

SIXTEEN

Date

Morning Dose

75mg 75mg

100mg

100mg

125mg

125mg

150mg

150mg

Administered by

B.P, Pulse & Temp

Night time dose

75mg 100mg

100mg

125mg

125mg

150mg

150mg

175mg

Administered by

B.P, Pulse & Temp

*On day 7 and day 14 Glasgow Antipsychotic Side effect Scale (GASS) should be done and continued weekly for the first month

Consultants Name Consultants Signature

Date
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APPENDIX 10
(10F 4)

CLOZAPINE OUTPATIENT INITIATION CHART

INHS

Kent and Medway

NHS and Social Care Partnership Trust

Allergies/
Idiosyncrasies

Medication prescribed by GP:
(approved name, dose & frequency)

Proposed regime for reducing current

medication:

CPMS No:

Surname:

First Name:
Address:

Telephone No

Date of Birth
Sex:

M/F Weight (kg): ..cccvvvnvnenannns

First point of contact
CMHT:
CRHT:
Clinician:
Tel No:

Blood Monitoring Requirements

1. An initial blood test should be taken prior to commencement and for registration purposes
2. Clozapine must be initiated within 10 days of this blood test.
3. Another blood test should be taken on Day 1 and every 7 days for the first 18 weeks of treatment

Initial blood test

18t blood test

2" plood test 3 blood test

Date blood test
taken

White blood cell
count

Neutrophil count

Platelets

Consultant:
Signature:
Date:
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NHS|

Kent and Medway
NHS and Social Care Partnership Trust

APPENDIX 10 CLOZAPINE OUTPATIENT INITIATION CHART (2 OF 4)
Patient Name........cccoeeviviviiiieennn. D/O/B........ccccceeeweConsultant.....o oo

Name and Signature of Prescriber ..........c.cooviiiiiiii
Please ensure the following pre-screening has been done (tick box and record on RiO)
U B.P U Pulserate 1 Weight & BMI U Lipids U Plasma glucose or HbA1c 1 General Physical examination

DATE Dose | Administered/ B.P. Pulse Temp Comments
Supervised By

Before dose

Day 1 AM 12.5mg

1 hour post
dose

2 hour post
dose

3 hour post
dose

4 hour post
dose

5 hour post
dose

6 hour post
dose

Evening
DOSE Monitoring
Before dose

Day 2 AM 12.5mg

1 hour post
Date........ dose

Before dose
Pm 12.5mg

1 hour post
dose
Before dose

Day 3 AM 12.5mg

1 hour post
Date........ dose
Before dose

Pm 25mg

1 hour post
dose
Before dose

Day 4 AM 25mg

1 hour post
Date........ dose
Before dose

PM 25mg

1 hour post
dose
Before dose

Day 5 AM 25mg

1 hour post
Date........ dose
Before dose

PM 50mg

1 hour post
dose
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NHS

APPENDIX 10 CLOZAPINE OUTPATIENT INITIATION CHART (3 OF 4) Kent and Medway

NHS and Social Care Partnership Trust

DATE Dose | Administered/ B.P. Pulse Temp Comments
Supervised By

25mg Before dose
Day 6 AM

1 hour post
Date........ dose
Before dose

PM 50mg

1 hour post
dose

Before dose
Day 7 AM 25mg

1 hour post
Date........ dose
Glasgow Before dose

Antipsychotic PM 50mg
Side effect
Scale (GASS) 1 hour post

should be done dose

Before dose
Day 8 AM 50mg

1 hour post
Date........ dose
Before dose

PM 50mg

1 hour post
dose

Before dose
Day 9 AM 50mg

1 hour post
Date........ dose
Before dose

PM 75mg

1 hour post
dose

Before dose
Day 10 AM 75mg

1 hour post
Date........ dose
Before dose

PM 75mg

1 hour post
dose

Before dose
Day 11 AM 75mg

1 hour post
Date........ dose
Before dose

PM 100mg

1 hour post
dose
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NHS!

APPENDIX 10 CLOZAPINE OUTPATIENT INITIATION CHART (4 OF 4) Kent and Medway

NHS and Social Care Partnership Trust

DATE Dose | Administered/ B.P. Pulse Temp Comments
Supervised By

Before dose

Day 12 AM 100mg
1 hour post
Date........ dose
Before dose
PM 100mg
1 hour post
dose
Before dose
Day 13 AM 100mg
1 hour post
Date........ dose
Before dose
PM 100mg
1 hour post
dose
Before dose
Day 14 AM 100mg
1 hour post
Date........ dose
Glasgow Before dose
Antipsychotic PM 1 OOmg
Side effect 1 hour post
Scale (GASS)

should be done dose

Before dose
Day 15 AM 100mg

1 hour post
Date........ dose
Before dose

PM 125mg

1 hour post
dose

125mg Before dose
Day 16 AM

1 hour post
Date........ dose
125mg Before dose

PM

1 hour post
dose
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NHS

Kent and Medway

APPENDIX 11 OUTPATIENT PRESCRIBING SHEET NHS and Social Care Partnership Trust
SURNAME PATIENT ADDRESS
FIRST NAME(S) PATIENT TEL NO.
D.0.B GENDER COMMUNITY TEAM
RIO NO. NHS NO. CPMS NO. COMMUNITY TEAM CONTACT NO.

ALLERGY/ADVERSE DRUG REACTION SECTICN

ALLERGIES/ADVERSE DRUG REACTIONS INCLUDING SYMPTOMS {USE NKDA IF SOURCE OF INFORMATION:

NONE KNOWN]}:
CHECKING HEALTH CARE PROFESSIONAL’S NAME AND DESIGNATION:

RELEVANT PHYSICAL HEALTH CONDITIONS — PREGNANT: Y/N DIABETIC: Y/N CARDIAC:Y/N PLEASE CIRCLE APPROPRIATE
OTHER (PLEASE SPECIFY): ANSWERS

SOCIAL — SMOKER: Y/N ALCOHOL: Y/N
CLOZAPINE MONITORING FREQUENCY:

WEEKLY

COMMUNITY TREATMENT ORDER {CTO): Y*/N FORNIGHTLY
FOUR-WEEKLY
*IF YES, CIRCLE APPROPRIATE (ENSURE COPY OF FORM ATTACHED TO CHART): CTO11/CTO12

BLOOD SAMPLING:

FULL MEDICINES RECONCILIATION {UPLOADED ON RIO) DATE COMPLETED:
PoCHT MACHINE

PRESCRIBED PHYSICAL AND MENTAL HEALTH MEDICATION CHECK {DOCUMENT ANY CHANGES BELOW)

MEDICATICON CHECK (S — STOPPED, N — NEW) LOCAL HOSPITAL

MEDICATION DOSE FREQUENCY | S/N S/N S/N S/N S/N
DATE: | DATE: | DATE: | DATE: | DATE: MEDICATION SUPPLY FREQUENCY:
WEEKLY

FORTNIGHTLY
FOUR-WEEKLY

COMPLIANCE AID?

YES

NC

MEDICATION TO BE DELIVERED TO

(PLEASE SPECIFY BELOW}:

RESPONSIBLE CLINICIAN: PRESCRIPTICN IS VALID FOR MONTHS {MAXIMUM & MONTHS)

DATE DRUG DOSE NAME AND SIGNATURE OF PRESCRIBER DATE

{APPROVED NAME} STOPPED
MORNING NOON TEATIME | NIGHT

ASSESSMENTS FREQUENCY DATE COMPLETED (1) DATE COMPLETED {2)
MEDICATION REVIEW SIX-MONTHLY

PHYSICAL HEALTH CHECK YEARLY

GLASGOW ANTIPSYCHOTIC SIDE EFFECT SCALE {GASS)* SIX-MONTHLY

CPA REVIEW (IF APPLICABLE) YEARLY

{GASS} SCORE - PLEASE ENSURE THE FULL ASSESSMENT IS RECORDED ON RIC AND ENSURE A SCORE OF 22 GR ABGVE IS REPORTED TO A MEDIC FOR REVIEW
PLEASE REMEMBER TO RECORD PHYSICAL OBSERVATIONS UNDER ‘ONGOING PHYSICAL HEALTH MONITORING” ON RIO
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APPENDIX 12 STARTING CLOZAPINE: SUGGESTED INITIAL TARGET DOSES

The aim of these suggested initial target doses is to give a guide to what dose a
patient of a given smoking history, sex, age and weight might need to achieve a
plasma level above about 0.35mg/I without an unacceptable risk of toxicity, once
they have titrated up to a stable clozapine dose.

To calculate an appropriate suggested dose first select one of the initial 4 values
adjusted for sex and smoking history immediately below. [At these doses the chance
of plasma levels over 1.0mg/l is approximately 5% or less but there is about 50%
chance of plasma level under 0.35mg/l.] Then add or subtract according to the
weight and age tables to give a rough guide to the correct threshold. [These tables
are estimated from Rostami-Hodjegan et al.’s nomograms to approximations of 25mg
for convenience.]

425 mg/day in male smokers;

250 mg/day in male non-smokers;

325 mg/day in women smokers; or

225 mg/day in female non-smokers

(depending on side effects, weight and age: see below).

Weight
This decreases expected concentration at 5% every 10kg over 80kg. Suggested
difference from reference threshold dose (mg/d) by weight (kg).

Weight Male smoker | Female Male Female
smoker non- non-
60kg -50 -25 -50 -25
80kg reference reference reference reference
100kg +75 +50 +50 +0

Table constrained by population limits of original study.

Age
This increases expected concentration by 4% per 5 years over 40. Suggested
difference from reference threshold dose (mg/d) by age.

Age Male smoker | Female Male Female
smoker non- non-

20 +100 +100 +50 +25

40 reference reference reference reference

50 -50 -25 -25 -25

Table constrained by population limits of original study..

The suggested initial dose thresholds thus vary from under 200mg for a 10 stone
female non-smoker of 50 to 600mg for a 16 stone 20 year old male smoker.

Reference: Rostami-Hodjegan, A, Amin, AM, Spencer, EP, et al. (2004) Influence of dose,
cigarette smoking, age, sex, and metabolic activity on plasma clozapine concentrations: a
predictive model and nomograms to aid clozapine dose adjustment and to assess
compliance in individual patients J Clin Psychopharmacol 24 (1), 70-78
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APPENDIX 13 CLOZAPINE FOR PSYCHOSIS IN PARKINSON'’S DISEASE
OUTPATIENT INITIATION CHART (10F2) m_:-g
Kent and Medway
NHS and Social Care Partnership Trust
GP Monitoring Service NO..........cooiiiiiia,
SUFGETY e SUMAME.
First Name: ..o,
Allergies/ )
Idiosyncrasies AdAressS:

Telephone No

Medication prescribed by GP:
(approved name, dose & frequency)

Proposed regime for reducing

medication:

current

Date of Birth
Sex:

Weight (Kg): «oevvieieiin
Smoke cigarettes? YES / NO

First point of contact:

Clinician: . ...

Blood Monitoring Requirements

1. An initial blood test should be taken prior to commencement and for registration purposes
2. Clozapine must be initiated within 10 days of this blood test.
3. Another blood test should be taken on Day 1 and every 7 days for the first 18 weeks of treatment

Initial blood test

15t blood test 2" plood test 3 blood test

Date blood test
taken

White blood cell
count

Neutrophil count

Platelets
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APPENDIX 13 CLOZAPINE FOR PSYCHOSIS IN PARKINSON’S DISEASE
OUTPATIENT INITIATION CHART (20f2)

Patient Name........ovvviiiiiiiiiiiiiieeereeeeeneeeees Consultant..........oovvviiiiiiiiirireeeneees

Name and Signature of Prescriber .........c.coooiiiiiiiiii e

Date Dose Administered/ B.P. Pulse Comments
Supervised By
am Mon 6.25mg
Day 1
pm
am Tue
Day 2
pm 6.25mg
Day 3
pm 6.25mg
Day 4
pm 6.25mg
Day 5
pm 6.25mg
Day 6
pm 6.25mg
Day 7
pm 6.25mg
Day 8
pm 12.5mg
am Tue
pm 12.5mg
am Wed
pm 12.5mg
am Thur
pm 12.5mg
am Fri
pm 12.5mg
am Sat
pm 12.5mg
am Sun
Day 14
pm 12.5mg
am Mon
Day 15
pm 25mg
am Tue
Day 16
pm 25mg
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APPENDIX 14 COMMON ADVERSE EFFECT AND THEIR MANAGEMENT

This leaflet addresses the common adverse effects of clozapine and management and is provided to GP’s for their
information and monitoring. All decisions regarding dose changes should be made in consultation with a psychiatrist

Adverse Effect

Time course

Action

Sedation

First few months. May
persist but usually wears off

Psychiatry team should consider giving a smaller dose in the morning or
reducing total dose if necessary. Check plasma clozapine level.

Hypersalivation

First few months. May
persist, but sometimes
wears off. Often very

troublesome at night

Psychiatry team may recommend hyoscine 300mcg (Kwells) up to TDS.
Alternately Pirenzepine (not licensed in the UK) up to 50mg TDS should
be tried. Many other options, speak to pharmacist for advice.

Constipation

Usually persists

Stop other medicines that may be contributing to constipation and
psychiatry team should reduce clozapine dose if possible. Please be
aware that if a large solid mass has formed this may be difficult to pass
and stimulant laxatives must be used with softeners or osmotic laxatives.
AVOID bulk forming laxatives in this patient group. Effective
treatment or prevention of constipation is essential as death may result.
Consider also checking plasma clozapine level.

Diabetes

Many cases of diabetes are
noted in the first 6 months of
treatment and some occur
within 1 month, some only
after many years

Diabetes associated with clozapine is not necessary linked to obesity or
to family history of diabetes, although these factors greatly increase the
risk of developing diabetes. Clozapine has shown to increase plasma
glucose and insulin following oral glucose challenge. Testing of diabetes
is essential

Hypotension

First 4 weeks

Advise patient to take time when standing up. Psychiatry team should
consider reducing dose or slow down rate of increase. If severe consult
the doctor or pharmacist.

Hypertension

First 4 weeks, sometimes
longer

Monitor closely and increase dose as slowly as is necessary.
Hypotensive therapy is sometimes necessary.

Tachycardia

First 4 weeks, but

sometimes persists

Very common in early stages of treatment but usually benign.
Tachycardia, if persistent at rest and associated with fever, hypotension
or chest pain, may indicate myocarditis. Ensure CRP/ troponin
monitoring. Referral to a cardiologist is advised. Clozapine should be
stopped if tachycardia occurs in the context of chest pain or heart failure.
Benign sinus tachycardia can be treated with atenolol or bisoprolol. Note
that prolonged tachycardia can itself precipitate cardiomyopathy.

Weight gain

Usually during the first year
of ftreatment but may
continue

Dietary counselling is essential. Advice may be more effective if given
before weight gain occurs. Weight gain is common and often profound
(>10Ib).

Fever

First 3 weeks

Clozapine induces inflammatory response (increased C-reactive protein
and interleukin-6). Give antipyretic but check FBC. Reduce rate of dose
titration. This fever is not usually related to blood dyscrasias but beware
myocarditis. and NMS.

Seizures

May occur at any time

Dose and clozapine plasma level related. Psychiatry team should
consider prophylactic lamotrigine as first line treatment for patients on
high dose or with high plasma level (> 0.6mg/L). Valproate is 2" line
treatment and although has a quicker onset of action and provides
prophylactic cover much sooner than lamotrigine it is not suitable for
men under 55 years old or in women of childbearing potential unless
they are compliant with the Pregnancy Prevention Program (PPP). After
a seizure, withhold clozapine for one day; restart at reduced dose; give
anticonvulsant. EEG abnormalities are common in those on clozapine.

Nausea

First 6 weeks

May give antiemetic. Avoid prochlorperazine and metoclopramide if
previous EPSE’s.

Nocturnal enuresis

May occur at any time

Try manipulating dose schedule. Avoid fluids before bedtime. May
resolve spontaneously but may persist for months or years. May affect
1 in 5 people on clozapine. In severe cases, desmopressin is usually
effective but is not without risk: hyponatraemia may result.
Anticholinergic agents may be effective but support is weak.

Neutropenia /

agranulocytosis

First 18 weeks (but may
occur anytime)

Stop clozapine; admit to hospital if agranulocytosis confirmed.

Gastro-oesophageal
reflux disease (GORD)

Any time

Proton pump inhibitors often prescribed. Lansoprazole is a good choice.
Avoid omeprazole because it may lower clozapine plasma levels.
Reasons for GORD association unclear — clozapine is an Hz antagonist.
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APPENDIX 15 WHEN TO CONSIDER DOING CLOZAPINE PLASMA LEVELS

Clozapine plasma levels should be done annually or more frequently if:

1. Increasing clozapine dose blind (i.e. without a previous level)

For instance, when trying to find the maintenance dose after initiating clozapine. This will of
course depend on whether the patient has tolerated this dose before, their current level
of side effects, whether there are previous plasma levels to act as a guide etc. Incidentally,
even patients with adequate plasma levels and poor initial responses (less than 20%
reduction in symptoms after 6 weeks) can respond to clozapine by 4-6 months, with some
evidence that in these cases slow increases in levels occur. Itis reasonable to continue
clozapine monotherapy at a plasma level >0.35mg/I for at least 4 months before considering
augmentation or switching.

2. Increasing doses from an already high dose, after previous levels

This depends on what the previous level was, the dose increase envisaged and the nature
of the patient. It will often be in a patient with a low plasma level but a high dose (i.e. they
metabolise clozapine unusually effectively). In general, clozapine’s levels change in a linear
way: so increasing dose by 30% increases levels by about 30%, provided other factors
affecting metabolism (other drugs, smoking etc) are unchanged. However, there is evidence
that clozapine's kinetics can saturate at clinical levels, usually at high doses or plasma
levels. That is, plasma levels can suddenly increase as the dose goes up and the
metabolising enzymes" capacity saturates. The plasma level suddenly shoots up at that
point and can go from clinically appropriate (e.g. 0.35-0.5mg/l) to toxic (e.g. >1mg/l). If the
patient is taking a clozapine dose of 600mg or more then levels should be done more
frequently.

3. Side effects suggest a high plasma level

a. Sudden onset of side effects suggests irregular compliance. This can be a dangerous,
even fatal situation so patient, dose and administration regime need reviewing.
Myoclonus has been identified as a particular warning sign of seizure (patients are often
jittery too) but sedation and clouding of consciousness can occur, plus the full range of
other side effects. Acute onset may be dealt with by omitting doses (clozapine has a
short half-life so this can fix the problem in hours) and then restarting at lower dose for a
period (e.g. a few days). Covering seizure risk with lamotrigine (15t line) or valproate (2"
line) and checking ECG are often prudent; sometimes benzodiazepines are used but they
can worsen sedation and risk more serious side effects. Note Valproate must not be
started in new patients (male or female) younger than 55 years, unless two specialists
independently consider and document in the patient’s RiO progress notes and
complete a risk acknowledgement form that there is no other effective or tolerated
treatment or there are compelling reason that the reproductive risk does not apply.
See Trust valproate protocol on the pharmacy guideline page Guidelines (kmpt.nhs.uk)

b. Chronic adverse effects are a different problem. Reducing dose can alleviate adverse
effects that might otherwise threaten therapy and reduce quality of life (or even risk mortality)
but it may be appropriate to establish plasma levels afterwards, particularly if previous levels
offer a guide to the risk of relapse. Reviewing co-prescription is also wise (e.g.
anticholinergics treat sialorrhoea but increase risk of urinary side effects, constipation
and even ileus).

4. Monitoring compliance

This is best done in conjunction with the nomograms. The Clozapine/norclozapine ratio
can be informative. Since norclozapine has a longer half-life, a high ratio suggests the
patient only took Clozapine recently. The median ratio is 1.3 but the range is wide,
commonly 0.3-3. An individual patient often has a stable ratio, provided other drugs,
smoking etc have not changed, so previous CLZ/NCLZ is a guide. If a plasma clozapine and
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norclozapine result is unexpected, consideration should be given to repeating the assay
before adjusting the clozapine dose. A result might be considered unexpected if:

¢ [t seems incompatible with clinical assessment,

e |t is markedly different from previous results at constant dose and smoking habit or,

e Evidence suggests that the sample may not be a true ‘trough’ sample (e.g. if the plasma
clozapine is more than 3-fold higher than norclozapine, and plasma clozapine <1 mg/L)

In cases where a clozapine result seems reliable, the simple guide to interpretation
on the next page may be useful.

5. Stopping smoking

Clozapine pla s ma levels can change substantially when patients start (reducing levels)
or stop (increasing levels) smoking. Occasionally levels can shoot up (possibly as a result
of saturation). Unfortunately, changes can start quickly and continue for a couple of weeks;
changes in cytochromes (especially P450 1A2) that metabolise both clozapine and the
hydrocarbons in tobacco smoke often take about a week and changes in plasma clozapine
levels lag after that (depending on half-life). Starting smoking is a less urgent problem
because the risk of toxicity is low.

A logical approach is to decrease the dose blind (a rule of thumb is about 30-40% decrease
in dose) immediately after smoking stops and then check plasma levels after 1 week
when they have probably re-stabilised.

6. If adding another drug likely to interact

These include some antidepressants: tricyclics, SSRIs (to varying extents) and others.
Reboxetine seems the least prone to increase plasma clozapine levels; with fluvoxamine
the most reliable and dramatic interaction; modest effects for low dose paroxetine; and only
case reports of problems for sertraline, citalopram and escitalopram despite studies showing
their usual effects are minimal. Citalopram, like venlafaxine (which also can occasionally
increase plasma levels) has the risk of QTc prolongation. The little data on mirtazapine
are consistent with little effect.

Benzodiazepines do not have much effect on clozapine kinetics. There is a potential for
respiratory suppression as well as the risk of bone marrow suppression common to
psychotropics.

Carbamazepine, phenytoin and phenobarbital all decrease clozapine plasma levels;
valproate and lamotrigine can increase clozapine plasma levels but this is often not clinically
significant. There is little evidence of major effects with quetiapine, risperidone, sulpiride,
amisulpride; or perhaps aripiprazole and olanzapine.

However, like anticonvulsants these drugs can have effects on clozapine plasma levels and
if there is evidence of toxicity they should be checked. Any drugs that affect the major
metabolising enzymes (e.g. cytochrome P450 1A2 & 3A4, perhaps 2D6) or reduces plasma
proteins® carrying capacity risks increasing levels (e.g. warfarin etc.). There are reports of
toxicity with pregabalin.

7. Patient has recurrent chest infections and severe pneumonia

This should be an indicator to repeat clozapine plasma levels in particular if the patient is a
smoker. As the effect of the chest infection could mean smoking capacity is reduced,
effectively increasing clozapine plasma levels. Where patients have a past history of
pneumonia there should be a low threshold for requesting medical assessments and
infection screening, clozapine level and chest X rays. When pneumonia is identified
clozapine dose may need to be reduced or stopped and the pneumonia aggressively treated
after careful liaison with the Microbiology team.
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<0.01 (‘not Any Clozapine is unlikely to have been taken for at least a week before sampling except
detected’) perhaps in the early stages of dose escalation (doses of 100 mg/d or less).
<0.35 Good Consider repeating assay at 6 months, then annually unless response deteriorates or side
effects become troublesome.

Poor or incomplete If poor adherence is suspected, consider psychoeducation or supervised administration.
Please note that if a suspension of crushed clozapine tablets is prepared, care must be
taken to ensure that the bottle is shaken well before administering the suspension to the
patient. Review the patient and repeat the assay after adherence intervention. If there is
no improvement, consider a cautious dose increase. (Be particularly cautious if the dose
is already 450 mg/d or above because of the increased risk of side effects, notably
seizures.) Monitor the patient’s mental state and side effects. Review the patient and
repeat the assay after at least 1 week on the new dose.

0.35-0.50 Good Consider repeating the assay after 6 months, then annually unless the patient’s response
deteriorates or troublesome side effects occur. If side effects are persistent or serious,
consider cautious dose reduction (e.g. 25 mg/d in week 1 and a further 25 mg/d in week
2, etc.), but bear in mind the possible loss of response.

Poor or incomplete If clozapine treatment has continued for at least 3—6 months at the current dose, consider
psychosocial intervention. Augmentation with other psychoactive drugs has been found
by some to be of benefit, although this is not recommended in the clozapine summary of
product characteristics. It is important that any such attempts should be carefully
considered with respect to side effects (including the risk of neutropenia) and possible
interactions. Clozapine should not be used with drugs known to have a substantial
potential for causing agranulocytosis.

0.51-0.99 Good, with  no | Review the treatment. Consider cautious dose reduction particularly if level is >0.6mg/L
clinical features of | (e.g. 25 mg/d in week 1 and a further 25 mg/d in week 2, etc.), but balance this reduction
toxicity against the risk of diminishing the patient’s response to clozapine. Consider using an
anticonvulsant (not carbamazepine) as prophylaxis against seizures if dose reduction is
thought to be inadvisable. Monitor the patient’s mental state. Repeat the assay after at
least 1 week on a new dose, otherwise 3-monthly.

Poor, incomplete or | Consider cautious dose reduction (see above) to bring plasma clozapine below 0.6 mg/L.

reduced and/ or with | Monitor the patient’s mental state. Repeat the assay after at least 1 week on a new dose.

clinical features of

toxicity

1.0-1.9 Good, with no | Review the treatment. Consider cautious dose reduction (see above) to bring plasma
clinical features of | clozapine below 1.0 mg/L and possibly below 0.6 mg/L, but balance this reduction against
toxicity the risk of diminishing the response to clozapine. Consider using an anticonvulsant (not
carbamazepine) as prophylaxis against seizures. Monitor the patient's mental state.
Repeat the assay after at least 1 week on a new dose, otherwise 3-monthly. Bear in mind
that plasma clozapine may continue to rise in the short term even after the dose has been

reduced.

Poor, incomplete or | Consider cautious dose reduction (see above) to bring plasma clozapine to below 1.0

reduced and/ or with | mg/L and possibly below 0.6 mg/L. Monitor the patient’'s mental state. Repeat the assay

clinical features of | after atleast 1 week on a new dose. Bear in mind that plasma clozapine may continue to
toxicity rise in the short term even after the dose has been reduced.
>2 Good, with  no | Review the treatment urgently. Consider cautious dose reduction (see above) to bring
clinical features of | plasma clozapine to below 1.0 mg/L and possibly below 0.6 mg/L. Consider using an
toxicity anticonvulsant (not carbamazepine) as prophylaxis against seizures. Monitor the patient’s
mental state. Repeat the assay after at least 1 week on a new dose. Bear in mind that
plasma clozapine may continue to rise in the short term even after the dose has been
reduced.

Poor, incomplete or | Review the treatment urgently. If the patient is being treated in the community, consider

reduced and/ or with | admitting them to hospital for observation. Withhold clozapine for 24h and re-start at 75%

clinical features of | of the last dose, and thereafter reduce the dose cautiously (see above) to bring plasma

toxicity clozapine below 1.0 mg/L, and possibly below 0.6 mg/L. Consider using an anticonvulsant
(not carbamazepine) as prophylaxis against seizures. Monitor the patient's mental state.
Repeat the assay after at least 1 week on a new dose. Bear in mind that plasma clozapine
may continue to rise in the short term even after the dose has been reduced.
Reference

Flanagan R. Clozapine therapeutic drug monitoring: why it is important? British J Clin Pharm. 2011;3:18-20.
Robert Flanagan : A practical approach to clozapine therapeutic drug monitoring
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APPENDIX 16 STANDARD OPERATING PROCEDURE FOR CLOZAPINE CLINICS
The procedure should be used in conjunction with the KMPT Clozapine Policy and the

Medicines Management Policy.

General Information

Clozapine is an atypical antipsychotic licensed for treatment-resistant schizophrenia in
patients who are unresponsive to or intolerant of other antipsychotics. It is also licensed in
psychotic disorders occurring during the course of Parkinson's disease, in cases where
standard treatment has failed.

Neutropenia and agranulocytosis are potentially serious adverse reactions to clozapine.
They are generally reversible on stopping clozapine but may be fatal.

At each consultation, a patient receiving clozapine must be reminded to contact the treating
physician immediately if any kind of infection begins to develop. Particular attention should
be paid to flu-like complaints such as fever or sore throat and to other evidence of infection,
which may be indicative of neutropenia. Patients and their caregivers must be informed that,
in the event of any of these symptoms, they must have a blood cell count performed
immediately.

Clozapine community clinics

General points

e Clinics should be run in all community localities. If not, other means must be put in place to
ensure that blood and physical health monitoring is carried out in accordance with this
procedure.

e Clinics should ideally be held on a Monday or Tuesday to allow for timely dispensing and
delivery of Clozapine. If near patient testing is used or bloods are being posted to CPMS
other days may be possible.

¢ The clinic should be led by a registered mental health nurse who may or may not be the
care co-ordinator for the clozapine patients. They should liaise with the consultant
psychiatrist, the pharmacy team, and the patient monitoring service to ensure that the clinic
is able to provide monitoring to the standards detailed in this procedure (see below for
responsibilities for all staff members involved).

¢ The patient has to be registered with the relevant clozapine patient monitoring service
(CPMS) and medication can only be dispensed against a satisfactory FBC blood result, for
the duration of time between the required blood tests.

e All equipment required for blood testing, including patient barcode labels, can be ordered
from the patient monitoring service (CPMS Tel: 08457698269)

Running the Clozapine Clinic

1. Aregistered mental health nurse, who may or may not be the care co-ordinators for the
clozapine patients, should lead the clinic with the support of a health care assistant and
/ or a member of pharmacy.

2. Key requirements of the clinic:
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a. To ensure all clozapine prescriptions are up to date and that Lloyds Pharmacy have the
most recent one. Lloyds Pharmacy must be notified immediately of any changes made
to the prescription

b. That all patients are aware of when and where the clinic is to be held. If a patient is
being discharged from an inpatient ward, staff on the ward should liaise with the clinical
nurse or pharmacy technician that leads the clinic to ensure that this information is
passed to the patient and their relatives / carers prior to discharge. The transfer
checklist in appendix 17 of the clozapine policy should be followed.

c. Liaise with Lloyds to arrange timely supply of clozapine. In a clinic where near to patient
testing is available this may be in advance of the blood test. In these cases a member of
pharmacy staff should be involved in the releasing of the medication to the patient.

d. Monitor all patients to ensure they are not experiencing unwanted side effects, are
relapsing or experiencing signs of infection which could indicate neutropenia.

3. At each clinic visit for each patient the following should occur:

a. Patientis questioned regarding how they are feeling and whether they are experiencing
any problems with their medication, and take the views of carers where appropriate.

b. Physical health monitoring tests should be carried out as per below:

Monitoring requirements at the clozapine clinics

At Weekly for the first 18 weeks then fortnightly up to a year and
Initiation then at monthly clozapine clinics

BMI = weight / height N

Blood pressure (lying and standing if N ~

patient is complaining of dizziness)

Pulse N \

Temperature \/ Only if patient is unwell or infection is suspected

Monitoring of blood glucose and blood lipids

At 4 12 12 6 monthly Annually
Initiation | weeks | weeks | months | thereafter thereafter
Blood glucose (fasting v (3 monthly
sample ideally) thereafter if
patient is
v v v diabetic- diet
or medication
controlled)
HbA1c N N N N
Blood lipids (ideally fasting) N N N N
Baseline, 6 monthly and Yearly monitoring
At 4 12 12 6 monthly Annually
Initiation | weeks | weeks | months thereafter thereafter
Waist circumference N N \
U&E’s, including eGFR N N N
LFT’s N N N
GASS (Side-effect rating scale) weekly assessment N (More
for common side- frequently if
effects at initiation patient reports
for one month side- effects)
Clozapine plasma levels (see Pl | :
appendix 15 for further guidance on | aslma dC ozapme; v v
when to do levels more frequently) eve one 4
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discharge from an
inpatient ward
once the patient is
on a stable dose of
clozapine for at
least week

ECG is required at baseline and
annually if:

p Physical examination has identified
specific cardiovascular risk (such as
diagnosis of high blood pressure) or

» There is a personal or family history of

cardiovascular disease, a history of

sudden collapse, or other
cardiovascular risk factors such as

cardiac arrhythmia or N N

p |f the patient is prescribed other

medications which are known to cause

QTc prolongation as highlighted in the

manufacturer's SmPC

p Patient is on High Dose Antipsychotics

i.e. one or more antipsychotics above

the recommended 100% BNF dose

p Patient uses illicit substances or is

prescribed methadone

Need to check patients smoking status and information provided on the impact of smoking
cessation on clozapine plasma levels. Clozapine plasma levels can change
substantially when patients start (reducing levels) or stop (increasing levels) smoking.
Smoking cessation has been reported to increase clozapine plasma levels by up to 70%.
A dose reduction may be appropriate when stopping smoking and these patients should
be referred to the prescriber immediately.
Check patients for any signs of constipation because this can be fatal if not treated
appropriately. Refer to the prescriber as appropriate
Blood sample is taken and either
i Tested in a machine within the clinic (near to patient testing (NPT)), or
ii. Sent off for testing to the clozapine patient monitoring service, or
iii. Tested by the local pathology department
iv. If a blood sample cannot be taken, the patient can be supplied with a blood pack
to be taken to a local pathology department or the patient’s GP so that a blood
sample can be taken there. The sample can then be sent to the patient monitoring
service for testing
If the blood sample is tested within the clinic the medication can be given directly to the
patient, but only if a member of staff can confirm that the patient has received a green
result.
If the blood sample is sent away to the patient monitoring service for testing, then the
patient should be informed of when they should return back to the clinic to collect their
medication.
If the local pathology department are testing the blood sample, then the results should be
communicated to the patient monitoring service as soon as possible to confirm the green
result.
A note should be recorded on the patients RiO note once a green result is confirmed.
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Any issues or concerns that are raised at the clinic should be followed up by the relevant
healthcare professional in a timely manner. This may involve, but is not exclusive to,
patient describing unwanted side effects, queries around a patient’s compliance to
medication, unusual physical health monitoring results e.g. high BP etc., or any signs of
infection / neutropenia

In between clinic days the following tasks should be carried out:

Any clozapine deliveries made to the clinic by Lloyds should be checked against the
current prescription for each patient, and signed as correct by a qualified healthcare
professional. They should be kept locked away in a drug cupboard until ready for
collection. Any discrepancies found should be raised with Lloyds pharmacy

Ensure all documentation for any new patients is available including current prescription,
and labels / barcodes for blood samples etc.

Ensure that all equipment required for taking blood samples is available. This can be
ordered from the clozapine patient monitoring service

The patient may receive their clozapine a number of ways depending on the clinic:
Near to Patient Testing (NPT)
i. The patient may receive the clozapine as soon as the green result is achieved

Patient comes back to the clinic later in the week following the blood test

i. Aregistered/ qualified member of staff should supply the clozapine to the patient or
their representative. If the person is unknown to the member of staff then proof of
identification should be requested before supply is made, the member of staff must
also confirm the patient’s identity before supplying the clozapine.

Clozapine is delivered to the patient

i. The medication must be hand delivered to a person at the address of the patient
either by the nurse, health care assistant or a member of pharmacy.

ii. Safe and appropriate transportation must be followed. Medication must be kept out
of sight within a secure container, within the locked boot of a car when travelling. It
is not necessary to keep medicines in the secure container during a visit i.e. when
transferring from the car to the service user’s residence.

iii. A zippered bag secured with a plastic tag is considered to be a secure container.

iv. it must not be posted through a letterbox or left somewhere for collection. If the
patient is not in the address at the time of delivery, then the medication must be left
with an approved relative / carer. If there is no-one suitable to leave the medication
with, then the medication must be returned to the clinic for storing and the patient
contacted as soon as possible to re-arrange collection.

Further Information

1.
a.

Monitoring plasma clozapine levels
Additional blood tests can be carried out to monitor plasma levels of clozapine. These
can be used to check compliance or for optimising treatment (if a patient is
experiencing side-effects, monitoring for drug-drug interaction(s), recurrent chest
infections and smoking habit changes that alter clozapine metabolism or a lack of
efficacy).
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b.

2.
a.

Clozapine plasma levels should be done at the earliest opportunity after discharge from
an inpatient ward once the patient is on a stable dose of clozapine for at least week and
then annually thereafter.

Missed doses

If a patient suggests that they may have missed doses of clozapine, then further
information from the patient will need to be sought, including how much and for how
long for. If doses have been continually missed for 48 hours or more the patient will
need to be re-titrated and the prescriber should be informed immediately.

Responsibilities

o

o

o

The responsibilities of the Consultant Psychiatrist are:

To ensure that a valid prescription is provided on request.

To follow up on any issues raised during the clinic such as unwanted side effects,
medication compliance, possible relapse indicators.

Patients established on clozapine treatment should be reviewed at least 6 monthly by a
senior clinician. This should include a medication review and take into account therapeutic
response and recognised side-effects as well as identifying possible relapse indicators.

The responsibilities of the registered nurse are:

To ensure the smooth running of the clinic, covering all points above.

To liaise between the various people involved (pharmacy, medical, Lloyds, patient / carer
and care co-ordinator) to achieve a successful clinic.

To highlight to the relevant healthcare professional any concerns or issues.

To ensure the patient receives their supply of medication in a timely fashion to avoid any
treatment breaks.

The responsibilities of the pharmacy staff are:

Provide support to the nursing staff running the clinic — this could be through attending the

clinic on a regular basis, ensuring patients have valid blood results, chasing blood results or

other tasks. This can be agreed between the nursing staff and the pharmacy staff involved.

Provide medication management and / or pharmaceutical advice to any of the staff or the

patient and / or their carer / relatives when required.

Where there is a near to patient blood testing (NPT) machine KMPT pharmacy staff should

have input into ordering clozapine in advance of the clinic to allow for timely delivery.

Must check all the clozapine received against the current prescription, and when satisfied,

place the medication into quarantined section of the drug cupboard. Quarantined clozapine

can only be released once a satisfactory FBC blood result has been received. The
medication can be supplied as follows:

i Green result — the medication is supplied and monitoring continues as normal.

ii. Amber result — the medication is supplied, monitoring frequency increases to twice
weekly until blood white blood cell count and neutrophil count stabilise. The patient
monitoring service or the pharmacy department can advise further if necessary.

1. Red result — no medication is supplied. The consultant and care co-ordinator are
informed and the patient is to continue with daily blood monitoring until blood white
blood cell count and neutrophil count stabilise.
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APPENDIX 17 TRANSFER CHECKLIST — WITHIN TRUST OR TO EXTERNAL SERVICES

Signed

Date

1. Clozapine pathway must be transferred with the service user.
This must be up to date and reflect where a service user is
currently on the pathway, thereby enabling appropriate
continuation of care. This includes informing the service users
community clozapine nurse / team when they have been
admitted onto an inpatient ward

2. The care coordinator and the clozapine nurse in the CMHT
should be invited to the discharge CPA to ensure seamless
transfer of care

3. Transfer of prescription card / outpatient prescription sheet as
appropriate

4. Transferring consultant must inform relevant monitoring service
of change of consultant and ensure one month outpatient
prescription is completed to enable smooth transition
between responsible consultants. If the transfer is from an
KMPT inpatient ward to a KMPT Community Mental Health
Team itis good practice for the community Consultant to review
service user within one month of discharge to update the
outpatient prescription and then a senior clinician should review
at least 6 monthly as part of the CPA review. The review should
be more frequent if the service user experiences side effects or
if there is a deterioration in the service users physical health

5. Care plan must contain up to date information relating to
arrangements for mandatory blood monitoring follow up,
including date this is due and where it will be undertaken

6. Handover of care must include specific information relating to:
a. Prescribing arrangements, including the name of the
responsible consultant who will be taking over the
prescribing
b. Current dose of clozapine and other medication,
including who prescribes these
Name and contact details of clinician
Supply of clozapine — where service users obtain their
clozapine including where and when they can collect,
and out of hours arrangements

oo

7. GP must be informed of transfer details
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APPENDIX 18 TRANSFER OF SERVICE USERS FROM EXTERNAL SERVICES INTO TRUST

In addition to normal Trust transfer procedures, the following must be completed:

Checklist

Signed Date

1. If service user if registered with the same monitoring service, then
responsible consultant must contact them to inform of transfer.

If they are registered with a different monitoring service, the
appropriate forms must be completed to register the service user with
the Trust’'s current monitoring service to ensure continuation of
treatment

Please note if this is not done in a timely manner, the service
user may not be able to receive their clozapine

2. Service user must have a satisfactory FBC blood result. If not,
this will need to be arranged as per local protocols

3. Copy of current prescription to be sent by transferring consultant

4. Handover of care from the transferring service must include
specific information where appropriate relating to:

a. Current dose of clozapine and other medication including
who prescribed these, and a copy of the most recent
prescription

b. Name and contact details of clinician

5. Inform GP of transfer details
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APPENDIX 19 GP REVIEW LETTER m

Kent and Medway

NHS and Social Care Partnership Trust

Insert site address

Date:

DearDoctor.....coovevvviiiiiiiiin,

Patient’s NamMe. ... DOB. oo,

NH S MU . . e e e e e

The above patient was seen at the Clozapine clinic for their routine physical monitoring. The following
observations were noted to be outside the normal range. | would greatly appreciate it if you would follow up this
patient and review as appropriate.

We have also provided you a copy of the common adverse effects seen with clozapine and their management
for your information.

Yours sincerely

NaME Of ClNICIAN. ... e e
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APPENDIX 20 EMERGENCY SUPPLY OF CLOZAPINE

NHS

Kent and Medway

NHS and Social Care Partnership Trust

Date

Time

Drug Name,
Form &
Strength

Quantity
supplied

Patient Name

Ward

Requesting
Nurse
(Full name)

Witnessing nurse
(Full name)

For Clozapine,
Antibiotics and Sodium
Valproate only:

Name of authorising
pharmacist

Pharmacy use
only: record
of resupply
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APPENDIX 21 KEY MESSAGES FOR PATIENTS TAKING CLOZAPINE IN THE ACUTE TRUST

All patients prescribed clozapine in the Acute Trust should remain open to the liaison psychiatry team for
ongoing monitoring. Key messages have been highlighted below for acute staff managing patients admitted on
clozapine:

Check patient’s compliance with clozapine. Omission of clozapine for more than 48 hours necessitates
re-titration of the dose, during which frequent monitoring of physical parameters is mandatory. Ensure
the Liaison Psychiatry Consultant is informed urgently if a patient has missed their dose for more than 48
hours and do not prescribe clozapine until directed by the liaison team.

Confirm the clozapine brand and dose the patient takes e.g. from patients own drugs, community

clozapine prescription or by contacting the Community Mental Health Team and the pharmacy that

dispenses the clozapine. In Kent & Medway Partnership Trust, Lloyds Pharmacy supply the Clozaril
brand of clozapine to our patients. Note: GP summary care records may not include current information
as clozapine is generally not prescribed by the GP.

It is important to establish what the patients Full Blood Count monitoring frequency is i.e. weekly,

fortnightly or monthly. This can be confirmed with your local KMPT pharmacy team.

The liaison psychiatry team will inform the patients Community consultant and Care-coordinator of the

patient’s admission to the Acute Hospital.

Ensure staff are aware of the side-effects of clozapine which may include:

o Severe constipation, leading to impaction and obstruction— this can be fatal if left untreated, if
necessary clozapine should be withheld until such time as the constipation has been
rectified

o Myocarditis/cardiomyopathy

o Disturbed glucose control and diabetes

In some medical scenarios e.g. acute infection such as pneumonia or certain cardiac symptoms, patients

may need a lower dose of clozapine than usual. This should be discussed with the liaison psychiatry

Consultant.

Raised clozapine plasma levels may cause drowsiness, ataxia, confusion, seizures. Clozapine plasma

levels may be markedly raised by:

o Cessation/reduction of cigarette smoking — be aware of this if smoking is stopped or prevented
during admission. Nicotine replacement therapy DOES NOT prevent this rise in plasma levels. As a
rule of thumb clozapine plasma levels can rise by up to 70% after stopping smoking and the effects
can be seen within 3 — 7 days

o Interaction with other medicines including antibiotics such as erythromycin and ciprofloxacin which
patients may be prescribed in the Acute Trust to treat infections.

¢ If you suspect clozapine toxicity or patient has stopped smoking then a clozapine plasma level should be
done and packs have been supplied to all the liaison psychiatry teams. Note the pathology labs in Kent do
not check clozapine plasma levels. For further advice contact your local KMPT pharmacy team.

e When patients are discharged from the Acute Hospital the liaison psychiatry team will notify the patient’s
Community Consultant and care-coordinator to ensure the patient is followed up.

Contact details:

TRUST USUAL PHARMACY THAT SUPPLIES CLINICAL ADVICE CONTACTS
EAST KENT: Lloyds Pharmacy HCS LIMITED, Pharmacy team
Clozaril Maidstone and Tunbridge Wells Hopsital, | St Martin’s Hospital
CPMS Hermitage Lane, Maidstone, ME16 9QQ Canterbury
08457698269 www.clozaril.co.uk Tel: 01622 944079 01227812193
WEST KENT Lloyds Pharmacy HCS LIMITED, Pharmacy team Pharmacy team
Clozaril Maidstone and Tunbridge Wells Hopsital, | Priority House Elizabeth Raybould
CPMS Hermitage Lane, Maidstone, ME16 9QQ Maidstone Centre
08457698269 www.clozaril.co.uk 01622 722130 Dartford

Tel: 01622 944079 01322622070
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APPENDIX 22 GUIDELINES FOR PHARMACY STAFF MANAGING CLOZAPINE FOR PATIENTS
ADMITTED TO ACUTE HOSPITALS

1 INTRODUCTION

1.1 Clozapine is an antipsychotic used most commonly in the treatment of schizophrenia resistant to other
treatments. Therefore patients prescribed clozapine have a more severe illness.

1.2 Patients prescribed clozapine are subject to mandatory regular FBC monitoring, because of a relatively high
(approx. 1%) risk of neutropenia/agranulocytosis during treatment. These FBC’s are recorded by a clozapine
monitoring service which authorises on-going supply of clozapine.

1.3 Clozapine prescribing cannot be transferred to primary care without an agreed shared-care protocol.

1.4 It is a requirement that all patients prescribed clozapine; their consultant psychiatrist and the supplying
pharmacy are registered with a clozapine monitoring service. There are 3 agencies nationally — ZTAS,
CPMS and DMS. Only pharmacies registered with one of these can dispense clozapine.

1.5 Co-prescription of other medicines with clozapine that may cause blood dyscrasias increases the risk of
neutropenia or agranulocytosis.

1.6 Omission of clozapine for more than 48 hours necessitates re-titration of the dose starting at 12.5mg or
25mg a day, and during which frequent monitoring of physical parameters is mandatory. Whenever possible,
such a treatment break should be avoided. Sudden discontinuation of clozapine may result in an abrupt and
severe relapse of psychotic symptoms.

1.7 Side effects of clozapine may include:

e Severe constipation, leading to impaction and obstruction
e Myocarditis/cardiomyopathy
o Disturbed glucose control and diabetes

1.8 In some medical scenarios e.g. acute infection such as pneumonia, certain cardiac symptoms or following a
sudden cessation or decrease in smoking, patients may need a lower dose of clozapine than usual. The
management of individual cases is best discussed with the liaison psychiatric team.

1.9 Raised clozapine plasma levels may cause drowsiness, ataxia, confusion, seizures. Clozapine plasma
levels may be markedly raised by:

e Cessation/reduction of cigarette smoking — be aware of this if smoking is stopped or prevented
during admission. Nicotine replacement therapy DOES NOT prevent this rise in plasma levels.
¢ Interaction with other medicines including erythromycin and ciprofloxacin

2 WHAT TO DO

2.1 Consider the role of clozapine and it’s side effects in the context of:
e The current presentation, including cardiomyopathy/myocarditis, constipation and problems related
to raised plasma levels
e Recent, current and intended co-prescribed medicines
e Changes in smoking status

2.2 Check FBC to exclude clozapine-induced agranulocytosis/neutropenia. Clozapine must be stopped if WBC
<3x10°%/L or neutrophils <1.5x10%L. This is classed as a red result and liaison psychiatry team need to be
notified immediately.

2.3 If WCC 2= 3.0x10%L < 3.5x10%L and neutrophils = 1.5x10%L < 2.0x10%L then the result is in the amber
range. Clozapine treatment can be continued but the patient needs to be monitored closely for signs of
infection. FBC must now be performed twice weekly until the count until counts stabilise or increase. Inform
liaison psychiatry team.

2.4 Confirm dose of clozapine e.g. from patients own drugs, relevant pharmacy or mental health trust. GP
Summary Care Records may not include current information as clozapine is generally not prescribed by GP.

2.5 Confirm that the patient has been compliant with treatment, notably over the previous 48 hours. If so, and
otherwise clinically appropriate, prescribe.
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3'HOW TO MAINTAIN SUPPLIES OF CLOZAPINE FOR PATIENTS

ON ADMISSION
Undertake the As clozapine is not prescribed in primary care, to access
routine  medicines records and establish the dose of clozapine and date of
reconciliation last supply, contact the supplying hospital pharmacy or
process homecare supplier
Was the  patient YES - -
admitted because of Seek advice from a senior member of the
side effects or medical/psychiatric team about how to proceed
complications related
to clozapine
NO

Has there been a break YES Do not automatically continue clozapine at the previous
in clozapine treatment dose due to the increased risk of side effects, including
of >48 hours? seizures. If the treatment plan is to continue clozapine

this will need to be titrated starting at 12.5mg — 25mg a

day. The decision to restart and advice about a
retitration regime should be sought from the psychiatric
liaison team. The pharmacy that usually supplies the
patient’'s clozapine should also be informed of the
treatment break, so that they can inform the monitoring
NO service. Depending on the duration of the treatment
break more frequent FBC’s may now be necessary

Does the patient have Assess the patient’'s own medicines suitability for use.
their own supply of YES Establish and document:
clozapine on the ward e Which clozapine monitoring agency the patient
is registered with and their number
e Frequency of FBC monitoring (weekly,
NO fortnightly, 4 weekly)
Can a supply of e Date of last FBC result and whether it is valid
clozapine be brought YES to dispense against
in by relative or carer e Date next FBC due
e Which pharmacy supplies the patient and
inform them

NO

If there is no timely access to the patient’s
own supply of clozapine, a supply should
be provided by the acute trust pharmacy
via the usual supplier or contact the
mental health pharmacy team

Clozapine should be considered a critical medicine, and supplies should be made in a timely manner. Delays in doses mean the patient is
liable to acute psychotic relapse, which may complicate their physical care. Re-titrating to the previous maintenance dose may take 2-3 weeks.
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DURING ADMISSION

Confirm if the patient is a smoker. For patients who are smokers, manage the potential impact of
enforced smoking cessation on their clozapine plasma levels to avoid toxicity, check plasma levels and
amend dose as necessary. Contact mental health pharmacy team for advice

Continue to monitor FBC results at the intervals recommended by the clozapine monitoring service that

the patient is registered with
Report FBC values to the relevant clozapine monitoring service
Continue to supply clozapine for the duration of the admission

Inform the usual supplying pharmacy of the patient’s admission, and that therefore there is no need for

them to supply

ON DISCHARGE

Provide the same duration of supply of clozapine to the patient as per usual discharge medicines, but

reduce if needed be in line with the duration allowed by the FBC monitoring regulations

Inform the usual supplying pharmacy of the patient’s discharge , and the details of the amount of

clozapine supplied

CONTACT DETAILS

www.clozaril.co.uk

Hopsital, Hermitage
Lane, Maidstone,

TRUST USUAL PHARMACY | CLINICAL ADVICE OUT OF HOURS
THAT SUPPLIES CONTACTS CONTACTS
EAST KENT: Lloyds Pharmacy Pharmacy team On call Pharmacist
Clozaril HCS LIMITED, St Martin’s Hospital | 01322622222
CPMS Maidstone and Canterbury
08457698269 Tunbridge Wells 01227812193

www.clozaril.co.uk

Hopsital, Hermitage
Lane, Maidstone,
ME16 9QQ

01622 944079

Pharmacy team
Elizabeth Raybould
Centre

Dartford
01322622070

ME16 9QQ

01622 944079
WEST KENT Lloyds Pharmacy Pharmacy team On call Pharmacist
Clozaril HCS LIMITED, Priority House 01322622222
CPMS Maidstone and Maidstone
08457698269 Tunbridge Wells 01622 722130
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APPENDIX 23 GUIDANCE FOR MANAGING COMMUNITY CLOZAPINE PATIENTS DURING
COVID-19

1.0 Background

During the Covid-19 pandemic it is possible that patients may not be able to attend their usual testing location for
a blood test and to collect their normal supply of medication. Therefore, it is important all patients taking clozapine
are provided with the patient information leaflet in the back of this guidance.

2.0 Managing patients unable to attend for their blood test

2.1 Depending on the frequency of blood test monitoring there is a grace period where clozapine can be given,
allowing for patients to rearrange their blood test (see below). This will reduce the risk of patients missing their
dose for > 48 hours in cases where patients are quarantined or have confirmed Covid-19 infection.

Monitoring frequency Supply of clozapine that Maximum supply of
Lloyds pharmacy normally clozapine from date of last
supply sample to cover patients

during the covid-19
outbreak

Weekly 7 days 10 days

2 weekly 14 days 21 days

4 weekly 28 days 42 days

2.2_In the event that a patient is unable to attend their usual clozapine clinic for a blood test it is important to
rearrange it as soon as possible and not leave it towards the end of the grace period. Alternative options
include:

e Attend clinic on a different day

¢ Attend a different clinic elsewhere

¢ Nurse/ doctor attend patient to take bloods

o Attend GP practice (if phlebotomy service is available)

e Attend at a blood test centre (e.g. community hospital, district general hospital, will need a blood
form)

3.0 Patients who have confirmed / suspected COVID-19 or self-isolating

3.1 All confirmed or symptomatic cases need to be on put on the RED board in the CMHT’s. Liaise with the
staff in the clozapine clinics to ensure this happens.

3.2 If patient is experiencing severe respiratory problems then advice should be sought by contacting NHS 111
and consider stopping clozapine

3.4 If Patients present with flu-like symptoms with chest pain and shortness of breath. Consider
WITHOLDING clozapine (suspect myocarditis and investigate accordingly).
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3.5 Patients presenting with flu-like symptoms with no chest pain or shortness of breath can continue clozapine
but will require an URGENT FBC (suspect neutropenia). They should not attend healthcare settings for
phlebotomy.

The table below shows a symptom comparison of COVID-19 and a low white cell count:

COVID-19 Low White Blood Cell Count
A high temperature of 37.8C or above A high temperature of 37.8C or above
A new, continuous cough (coughing a lot for more Flu-like symptoms (aches, lethargy, dry cough,

than an hour, or 3 or more coughing episodes in 24 | headache, nausea, diarrhoea)
hours)

Loss of taste or smell Sore throat
Breathing difficulties Chills and shivering

3.6 Bloods from suspected cases and positive covid-19 patients should not be tested in a PoCHi
machine because the machines can generate aerosols — this could lead to increased rate of spread.

3.7 Guidance on transportation of blood samples can be found in the KMPT policy titled “Taking specimens for
microbiological investigations”. If unsure of packaging or transport arrangements, advice should be sought from
the microbiology laboratory.

3.7 If patient has an amber or red result guidance should be followed as per clozapine policy.

3.8 It is important to check smoking status because patients with a chest infection will be smoking less,
effectively increasing clozapine plasma levels. A decision should be made to consider a clozapine dose
reduction and a plasma level in 7 days.

3.9 When a clozapine plasma level is sent to ASI Laboratory Team for analysis the request form must be
clearly marked if the patient has tested positive for COVID-19. It is also imperative that samples are
packaged appropriately using the kits provided, including the rigid tube and absorbent materials that
are supplied, since these comply with UN3373 Category B requirements.

4.0 Physical health monitoring

4.1 Patients should continue to have their physical health monitoring done as stipulated in the policy.

78



Clozapine patient information leaflet

Clozapine and Blood testing during the Coronavirus Outbreak
Information for Patients & Carers

Clozapine can reduce the number of white blood cells (leucoyctes) or neutrophils (a type of white blood cell) in
the blood; this is called neutropenia or agranulocytosis. This then makes it harder for your body to fight infections.
Even though this is something that does not happen commonly, to keep check on you blood cell levels and make
sure they are OK, you must have regular blood tests for as long as you are taking clozapine.

What to do if you develop a fever, sore throat or cold/flu like symptoms

In normal circumstances for those taking clozapine, we always ask you to let your Doctor, CPN or the Clozapine
Clinic staff know if you get symptoms such as a fever (high temperature), sore throat, loss of taste and/or smell,
a cough or cold/flu-like symptoms, just so we can do a blood test to check and make sure your white blood counts
are OK.

Coronavirus is known to cause high temperature (fever), a dry cough, sore throat and possibly other cold or flu-
like symptoms. If you get any of these symptoms, it is really important that you contact your Clozapine Clinic team
staff, CPN, or care coordinator as soon as possible. They will advise you on what to do, whether you need any
extra blood tests and will arrange that directly with you.

If it is the weekend or out of hours, or you are in any way concerned about your symptoms please contact NHS
111 online or by phone and tell them that you take clozapine medication.

What to do if have to self-isolate or have suspected/confirmed Coronavirus

We are currently advising any person taking clozapine who has been told to self-isolate (stay at home) or has
suspected Coronavirus to continue to take clozapine unless you are told otherwise. Please let your Clozapine
Clinic staff, CPN or care coordinator know as soon as you are self-isolating or as soon as Coronavirus is suspected
or confirmed, so that they can arrange for you to have your usual blood test in a different way, and so we can
make sure you still get your clozapine medication. We will probably send a member of our team to your home to
take your bloods at your convenience.

Do not come to your usual clinic until you have spoken to the staff there. The contact numbers are at the bottom
of this page.

General Advice
We all need to try and limit our chances of catching the Coronavirus, so please follow the NHS advice, which is:

e wash your hands with soap and water often — do this for at least 20 seconds, especially as soon as you
get home or into work

e use hand sanitiser gel if soap and water are not available

e cover your mouth and nose with a tissue, your sleeve or the inside of your elbow (NOT your hands)
when you cough or sneeze
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	22    Guidance for managing community clozapine patients during COVID-19  16
	1 INTRODUCTION
	1.1 Clozapine is an atypical antipsychotic licensed for treatment-resistant schizophrenia in patients who are unresponsive to or intolerant of other antipsychotics. It is also licensed in psychotic disorders occurring during the course of Parkinson's ...

	2 PURPOSE
	2.1 These guidelines contain information on the monitoring requirements for clozapine, its side-effects and their treatment, its initiation in both the inpatient and outpatient settings, emergency supply and supply via near patient testing clinics. St...
	2.2 It ensures that all relevant members of staff understand how to prescribe, administer and supply clozapine
	2.3 It ensures that service users receive clozapine appropriately, safely and effectively and manages the risk that clozapine can pose to them.

	3 DUTIES
	3.1 The trust board is accountable for
	3.1.1 Delegating responsibility to the trust wide Clinical Governance group to ensure that the clozapine policy is in force, current and reviewed regularly

	3.2 The Drugs and Therapeutics group is responsible for:
	3.2.1 Development of the Clozapine policy to reflect current practice within the Trust

	3.3 Chief Executive:
	3.3.1 Has overall responsibility for the safe and secure handling of medicines

	3.4 Medical Director:
	3.4.1 Is executive lead for medicines management
	3.4.2 Is responsible for reporting to the Trust Board on performance in relation to medicines management

	3.5 Chief Pharmacist:
	3.5.1 Is accountable for establishing and maintaining a safe and secure system for medicines management throughout the Trust
	3.5.2 Is responsible for reporting to Trust wide Clinical Governance Group in relation to medicines management

	3.6 Clinical Directors/Leads and Service Directors/Leads
	3.6.1 Are responsible for ensuring that their staff are aware of this policy

	3.7 The role of the medicines management team is:
	3.7.1 To monitor the safe and effective use of clozapine by checking the accuracy of prescription charts
	3.7.2 To advise on all aspects of clozapine therapy, and interpret and advise on the appropriateness of prescriptions, interactions, management of side effects and contraindications
	3.7.3 Advise service users on the use of clozapine. The choice and medication website may be used as a resource
	3.7.4 Monitor the dispensing and supply of clozapine
	3.7.5 To follow up and advise on late blood tests


	4 BACKGROUND INFORMATION
	4.1 General Information
	4.1.1 Neutropenia and agranulocytosis are potentially serious adverse reactions to clozapine. They are generally reversible on stopping clozapine but may be fatal.
	4.1.2 At each consultation (inpatient and outpatient), a patient receiving clozapine must be reminded to contact the treating physician immediately if any kind of infection begins to develop. Particular attention should be paid to flu-like complaints ...
	4.1.3 The patient can only receive medication if they have a current WBC (white blood cell count) and NC (neutrophil count) within range to guard against developing neutropenia and agranulocytosis. They have to be registered with the relevant clozapin...
	4.1.4 Measurement of plasma clozapine and norclozapine (“plasma clozapine monitoring”) can be helpful in guiding treatment (assessing adherence, dose optimisation, minimising the risk of toxicity).
	4.1.5 All patients taking clozapine should be on a care pathway which reflects their overall level of need. Patients taking clozapine will however need regular, multidisciplinary review and communication with their GP to ensure wellbeing.
	4.1.6 Patients on clozapine treatment should be reviewed 6 monthly by a senior clinician and this responsibility should be carried out by the Consultant Psychiatrist or SAS doctor. Other healthcare professionals, such as Level 3 Non-Medical Prescriber...

	4.2 Full Blood Count (FBC) Monitoring Requirements
	4.2.1 Clozapine patients must have their WBC and NC regularly monitored for the whole time they are taking clozapine.
	4.2.2 The frequency of monitoring is:
	4.2.3 A traffic light system is used to determine whether treatment with clozapine can continue as shown below:
	4.2.4 The clozapine monitoring service will ask if patient has Benign Ethnic Neutropenia (BEN). The parameters for WBC and neutrophil count monitoring will change accordingly. BEN is the most common form of neutropenia in the world occurring in 25-50%...
	4.2.5 At each review patients should be asked about any side effects. A Glasgow Antipsychotic Side-effect Scale (GASS) shown in Appendix 1 can be used to assess side effects. This should be completed weekly during the first month of initiation then ev...
	https://www.choiceandmedication.org/kmpt/generate/handyfactsheetclozapineandconstipation.pdf


	5 BEFORE STARTING A PATIENT ON CLOZAPINE
	5.1 Before commencing treatment with clozapine, it is necessary to complete both mandatory and recommended checks on physical health parameters and to ensure that all safety criteria have been assessed. To facilitate this, please refer to and use the ...
	5.2 The prescriber (Consultant Psychiatrist) must ensure that they are registered with the clozapine patient monitoring service .
	5.3 The prescriber should contact the clozapine patient monitoring service to register the patient, check whether the patient has previously taken clozapine and check whether there are any contraindications to doing so again (e.g. previous serious adv...
	5.4 Pre-treatment screening should include full blood count, a physical health history and a physical examination. This should include an ECG, weight, BMI and waist measurement, fasting plasma lipids and glucose, liver function tests, pulse and blood ...
	5.5 Clozapine can cause potentially fatal myocarditis.  The risk is greatest in the first 4 weeks of clozapine initiation. Therefore, baseline monitoring of troponin and C-reactive protein is recommended as an effective strategy for early detection of...
	5.6 Check the Summaries of Product Characteristics (SPC) to ensure the patient has none of the contra-indications listed to clozapine before prescribing.
	5.7 Inform the patient’s GP using the template letter in appendix 4. It is good practice for the GP to include clozapine on their patient medication record for information and appropriate alerts. Although GPs do not prescribe clozapine they may be inv...
	5.8 Arrange where and by whom ongoing blood tests will be taken.
	5.9 Liaise with the responsible community team to arrange how the patient will receive continuing supplies of clozapine.
	5.10 Decide who will monitor the patient during the first 18 weeks. The patient should have a Health Care Professional (HCP) to ensure ongoing monitoring and support for the patient.
	5.11 The patient should be given verbal and written information and the opportunity to discuss clozapine treatment with a member of the KMPT pharmacy team. The clozapine booklet in appendix 5 should be given to the patient and their carer (where appro...

	6 DECISION PROCESSES FOR THE INITIATION OF CLOZAPINE IN COMMUNITY OR INPATIENT SETTING
	6.1 Due to the complex nature of clozapine treatment, it is imperative that the decision-making process is robust and thorough. To facilitate this, please refer to and use the decision making tool. This can be found in Appendix 6.
	6.1.1 If Clozapine is specifically contraindicated by the clozapine monitoring service the service user must not be commenced on clozapine and must be referred back to the Consultant.
	6.1.2 If there is a complexity issue or unlicensed use issue, then a further multidisciplinary team (MDT) meeting must be called. This meeting must involve a pharmacist. There should be a documented discussion if clozapine is being prescribed off labe...

	6.2 Wherever possible, service users who are being initiated in the community should have family / carer support at home. In instances where this is not the case in-patient initiation / titration should be considered. Where this is not appropriate the...
	6.2.1 If after consideration of all of the above the team and Consultant feel that community initiation is the best option, the team must ensure that the patient has a copy of their care plan which should include information around who to contact for ...

	6.3 Community clozapine initiation protocol should be followed in appendix 7.
	A summary of the main differences between inpatient and outpatient initiation are listed below:

	7 PRESCRIBING CLOZAPINE
	7.1 Clozapine can only be prescribed by doctors and dispensed by pharmacies that are registered with the patient monitoring system.
	7.2 The Consultant Psychiatrist must ensure that the patient is registered with the clozapine monitoring service and has a valid blood test result before clozapine is prescribed.
	7.3 When clozapine treatment is first initiated the dose must be started low and gradually increased over 3 to 4 weeks to reduce the risk of side-effects. During this titration phase the prescription should be written using the relevant titration char...
	7.4 Once a maintenance dose of clozapine is reached, the prescription should be written on either a mental health in-patient drug chart (for wards / units where these are used) or an Outpatient Psychotropic Prescription Sheet (Clozapine) (see appendix...
	7.5 An Outpatient Psychotropic Prescription Sheet (Clozapine) is valid for a maximum of six months. A new prescription must be written and emailed to the dispensing pharmacy once this limit is reached. A new prescription must be written when a patient...
	7.6 If the prescription is completed in word then it should be converted to PDF and then signed by the doctor using a handwritten signature or electronic signature which cannot be edited.
	7.7 Patients established on clozapine treatment should be reviewed at least 6 monthly by a senior clinician. This should include a medication review and take into account therapeutic response and recognised side-effects reported by the patient and the...
	7.8 Information and advice regarding switching from another antipsychotic to clozapine should be sought from a pharmacist.

	8 INITIATING CLOZAPINE
	8.1 Titration charts for both inpatient and outpatient titration can be found as appendices 9 and 10
	8.2 In-patient initiation
	8.2.1 Start with 12.5mg given once on the first day, then increase slowly in increments of 25 to 50 mg to a dose of up to 325 mg/day within 16 days. Thereafter, if required, the daily dose may be increased in increments of 25 to 50 mg at half-weekly o...

	8.3 Outpatient Initiation
	8.3.1 A slower titration dose to that normally used for in-patient initiation should be used. The dosing schedule should be tailored to the individual circumstances, to include first dose in hospital or at the community mental health team with 6 hourl...

	8.4 Physical monitoring should be conducted hourly for the first six hours following the initial dose, then twice daily thereafter. This includes monitoring blood pressure (both lying down and standing up), pulse, and temperature. For inpatients, it i...
	8.5 The following are suggested target doses for working age adults, following the initial titration:
	8.5.1 Female non-smokers: 225mg /day
	8.5.2 Female smokers: 325mg / day
	8.5.3 Male non-smokers: 250mg / day
	8.5.4 Male smokers: 425mg / day

	8.6 There is substantial individual variation and the dose should be guided based on response and side-effects.
	8.7 To obtain full therapeutic benefit, a few patients may require larger doses (the maximum dose 900 mg/day). For doses above 600mg/day seizure prophylaxis is recommended, contact your local pharmacist for advice.
	8.8 The total daily dose should be given as two divided doses, with a larger proportion in the evening if sedation is a problem.
	8.9 Daily doses of up to 200mg may be given once a day in the evening.
	8.10 In the elderly, the starting dose should be 12.5mg, with subsequent dose increments restricted to 25 mg/day. Note clozapine dose requirements decrease with increasing age.
	8.11 Monitoring requirements during initiation:

	9 CLOZAPINE FOR PSYCHOSIS IN PARKINSON’S DISEASE (PD)
	9.1 A multidisciplinary team approach, involving Patient, Carer, Consultant Psychiatrist, GP, PD consultant, PD Specialist Nurse and Pharmacist is required when initiating clozapine.
	9.2 It is necessary to monitor BP for a few days prior to commencing clozapine treatment (ambulant BP monitor) to check for significant autonomic instability.
	9.3 A slower titration dose is recommended. The starting dose is 6.25mg with a gradual increase in dose to 25mg at day 15. The target maintenance dose is normally between 25mg and 50mg. See Appendix 13
	9.4 The dosing schedule should be tailored to the individual circumstances, to include first dose ideally in hospital or at the community mental health team with 6 hourly monitoring. See 8.10 for monitoring requirements. The patient should be seen twi...
	9.5 In certain circumstances clozapine initiation may be more appropriate in the patient’s home if there is an agreement with the Consultant Psychiatrist and the GP for the designated nurse to do the first 6 hour monitoring.  Thereafter monitoring sho...

	10 SIDE-EFFECT MONITORING AND MANAGEMENT
	10.1 Clozapine has a wide range of side effects. Many of these can be minimised at the beginning of treatment if the dose of Clozapine is titrated slowly. Therefore it is important that in the first month of treatment there should be at least weekly a...
	10.2 Please see management of common adverse effects with clozapine in Appendix 14. A copy of this should be sent to the GP annually to allow the GP to also monitor these adverse effects.
	10.3 A referral should be done to the prescriber immediately if the patient has:

	11 MONITORING REQUIREMENTS
	11.1 Along with the mandatory blood monitoring requirements detailed in section 4.2, other physical health monitoring should be carried out as shown in the table on the next page.

	12 CLOZAPINE PLASMA LEVELS
	12.1 Clozapine plasma levels can be performed at the request of the Consultant to check compliance or for optimising treatment (if a patient is experiencing side-effects, monitoring for drug-drug interaction(s) that alter clozapine metabolism or a lac...
	12.2 Clozapine plasma levels should be done at the earliest opportunity after discharge an inpatient ward once the patient is on a stable dose of clozapine for at least week and then annually thereafter. See appendix 15 for more information.
	12.3 Use the same blood-taking equipment that is supplied for the White Blood Cell count. However, the samples for plasma levels are sent to Analytical Services International- ASI (not the patient monitoring service). An ASI plasma request form and bl...
	12.4 Take the sample before a morning dose or in the morning after an evening dose (“trough sample”). Information including the dose of clozapine prescribed and when the last dose was taken should be written on the request form.
	12.5 A plasma level of 0.35mg/L should be aimed for to ensure an adequate trial, but some patients will respond with a lower plasma level, and others may require a higher plasma level (up to 0.5mg/L).
	12.6 At each clozapine clinic there should be a system in place to ensure that plasma level results are followed up within 2 weeks from when the sample was taken.
	12.7 Results should be available via ASI online results service within 1-2 days of sample receipt. Details on how to register can be found at www.asilab.co.uk.
	12.8 Results include clozapine and norclozapine (the active metabolite of clozapine) levels. The significance of norclozapine is unclear but the ratio of clozapine / norclozapine may aid the assessment of recent compliance. The local pharmacist can he...
	12.9 Many side-effects are related to the plasma level. See appendix 14 and 15 for further details.

	13  SUBSTANCE USE AND MISUSE
	13.1 Smoking has a large effect on clozapine dose requirements. Smoking cessation has been reported to increase clozapine plasma levels by up to 72% (Meyer, 2001), since cigarette smoke is an inducer of the cytochrome P450 system. If the service user ...
	13.2 It is important to check clozapine plasma levels when a patient stops smoking. Plasma clozapine may rise substantially within 3 to 5 days of smoking cessation. Note that smoking cannabis has the same effect as smoking tobacco, whereas nicotine re...
	13.3 Any patient taking clozapine who starts smoking tobacco after discharge from a smoke-free ward is likely to have a lower plasma clozapine level than was achieved while in the smoke-free environment and this may increase the risk of relapse. The d...
	13.4 The effect of drinking alcohol when taking clozapine is known to increase levels of sedation.

	14  RE-STARTING CLOZAPINE AFTER A CONFIRMED RED RESULT
	14.1 Re-starting clozapine in a patient who has previously had a confirmed red result is not usually recommended, however in certain circumstances it may be considered.
	14.2 The consultant in charge of that patient’s care must ensure that there is a second opinion supporting the need and re-starting of clozapine.
	14.2.1 Advice from a haematologist may be sought regarding the dyscrasia and its likely relationship with clozapine, possible other causes and any other relevant factors.
	14.2.2 The decision is discussed with the relevant clinical pharmacist.
	14.2.3 Informed consent has been gained from the patient, and the patient has been provided with information detailing the risks (1 in 3 chance of a repeat dyscrasia) and benefits, and assuring that the patient is able to retain this information. The ...

	14.3 If it is decided to re-start clozapine, then the following should be considered:
	14.3.1 Minimise the potential from contributing drugs e.g. any that might have been implicated in the original dyscrasia and any other drugs associated with blood dyscrasias.
	14.3.2 Discuss restarting Clozapine with the patient monitoring service who may recommend increased monitoring.
	14.3.3  Clear action plan made in the notes and copied to pharmacy should a dyscrasia recur detailing:
	14.3.4 Service user educated about the relevance of any physical changes, particularly fever, sore throat or other signs or symptoms of infection, and to whom these must be reported.


	15 CLOZAPINE MISSED DOSES
	15.2 If a dose is omitted, the advice is to take the next dose at normal time.
	15.3 If patient has missed > 48 hours, complete re-titration is necessary because tolerance to hypotensive effects diminishes rapidly. All supplies of clozapine should be removed from the patient.
	15.4 Inform consultant psychiatrist, locality pharmacy team and clozapine patient monitoring service immediately. Patient needs to closely monitored for rebound psychosis.
	15.5 Recommended to restart at 12.5mg on first day as before. However, sometimes possible to do “fast titration”. The Maudsley Prescribing Guidelines in Psychiatry has a section devoted to re-starting clozapine after a treatment break: Table 1 provide...
	15.6 Ensure observations are done as before. See 8.11.
	15.7 Following a break in treatment, the appropriate Clozapine monitoring service must be contacted to clarify the necessary monitoring requirements. If the treatment break is greater than three days, the service user will require weekly FBC monitorin...

	16 CLOZAPINE COMMUNITY CLINICS
	16.1 The standard operating procedure for running the clozapine clinics in appendix 16 should be followed.
	16.2 Clinics should be run in all community localities. If not, other means must be put in place to ensure that blood and physical health monitoring is carried out in accordance with this policy.
	16.3 Clinics should ideally be held on a Monday or Tuesday to allow for timely dispensing and delivery of Clozapine. If near patient testing is used or bloods are being posted to CPMS other days may be possible.
	16.4 In addition to blood monitoring the following should also be monitored and recorded in the patient’s notes:
	16.4.1 Blood pressure, pulse, BMI (weight/height) and temperature if patient is unwell or infection is suspected.

	16.5 Patients should be monitored for side effects such as sedation, hypersalivation, constipation and any signs of infection (see 4.1.2).
	16.6 Patients who are experiencing deterioration in their mental health should be referred to their consultant or care-coordinator.
	16.7 Six monthly plasma glucose (fasting sample ideally). If the patient is a known diabetic then this should be checked every 3 months.
	16.8 Yearly monitoring should also include blood testing for U&E’s, LFT’s, blood lipids (ideally fasting), HbA1c, LFT’s and plasma clozapine assay. ECG’s should also be carried out if patient has risk factors or family history of cardiovascular diseas...
	16.9 The clinic should be led by a registered mental health nurse who may or may not be the clinician for the clozapine patients. They should liaise with the consultant psychiatrist, the pharmacy team, and the patient monitoring service to ensure that...
	16.10 Nurse associates can undertake administration of clozapine and work in the clozapine clinics within the confines of their proficiency as outlined by the NMC under the overarching leadership of a registered senior nurse.
	16.11 All equipment required for blood testing, including patient barcode labels, can be ordered from the patient monitoring service
	16.12 The blood testing will be carried out at the beginning of the week; once a satisfactory FBC blood test result is received the medication will be delivered later in the week. Arrangements must be made with the patients for them to return to the c...
	16.13 Transfer checklists are available (see appendices 17 and 18) to enable to smooth transition from one service to another, and for service users transferring into and out of the Trust.
	16.14 Any concerns noted about physical health monitoring during the appointment should be brought to the attention of the Consultant, Pharmacist and GP. See appendix 19 for a draft letter to be sent to the GP.  Alongside the letter it is also importa...

	17 NEAR PATIENT TESTING (NPT)
	17.1 Some clinics / units have near to patient blood testing (NPT) machines, which allow the blood sample to be tested straight after it has been taken. This means a valid blood result can be immediately received, and the medication supplied, without ...
	17.2 The process for NPT supply of clozapine is as follows:
	17.2.1 The medication should be ordered as normal, but in advance of the clinic to allow time for delivery.
	17.2.2 A member of pharmacy or nursing staff must check all the clozapine received against the current prescription, and when satisfied, place the medication into quarantine.
	17.2.3  Once a FBC blood result has been received the medication can be supplied as follows:

	17.3 A protocol that details the whole process must be agreed with the lead pharmacist and available to all staff running the clinic.

	18 EMERGENCY SUPPLY OF CLOZAPINE
	18.1 Ward staff should make sure clozapine is ordered from the pharmacy in a timely manner after routine blood tests, to ensure continuity of supply.
	18.2 If a patient requires clozapine out of hours, then the following process should be followed
	18.2.1 The on-call pharmacist must be contacted who will check on the patient monitoring service website and confirm the current blood result for the patient.
	18.2.2 If the patient has a current green result then the pharmacist will give permission for the clozapine to be supplied.
	18.2.3 The on-call pharmacist will contact the ward housing the emergency supply of clozapine and confirm that a member of nursing staff from the requesting ward will be coming to collect the clozapine.
	18.2.4 A minimal amount (one full strip) will be supplied, and further supplies must be ordered through the normal routes as soon as practical.
	18.2.5 The clozapine should be placed in a suitable container, labelled with the patient’s name and directions for use.
	18.2.6 The emergency supply of clozapine should be recorded on the emergency supply form (appendix 20)
	18.2.7 To replace the emergency clozapine supply, contact your pharmacy team.


	19 SUPPLYING CLOZAPINE IN THE COMMUNITY
	19.1 Clozapine can only be dispensed once a satisfactory FBC blood result is received. This may be via an NPT machine, local blood testing or testing via the patient monitoring service.
	19.2 Ensure plenty of time is allowed in between the blood test being carried out and the medication being required. If a local blood test is carried out, ensure the results are communicated to the patient monitoring service in plenty of time prior to...
	19.3 Once medication is received by a community team, the following should occur:
	19.3.1 The medication supplied should be checked against the current prescription
	19.3.2 The medication must be stored appropriately, in a locked drug cupboard until collected by or delivered to the patient.
	19.3.3 Medication should be supplied to a patient by a qualified nurse, nurse associate or pharmacy professional. If this is not possible then a Support Time Recovery (STR) worker can deliver clozapine to the patient’s home but it is their responsibil...
	19.3.4 A record should be kept of the above within the community team.


	20 GUIDANCE FOR PATIENTS TAKING CLOZAPINE IN THE ACUTE TRUST
	20.1 All patients prescribed clozapine in the Acute Trust should remain open to the liaison psychiatry team for ongoing monitoring. Guidance has been produced for ward staff and pharmacy staff in the acute Trust on how to manage patients safely admitt...

	21 CRITERIA TO MOVE PATIENTS BETWEEN CARE PATHWAYS
	21.1 This Trust CPA policy sets out the standards and principles that should be applied when care is provided under CPA. The Trust Non-CPA policy sets out the standard and principles that should be applied when care is provided under Non CPA. These sh...
	21.2 When a decision is made to transfer the patient from the CPA to the Non CPA pathway  ensure the following:
	 There is a care plan to manage side-effects agreed with the patient (and their carer, where appropriate)
	 Patient (and their carer, where appropriate) understands if there is a change in their smoking habits they should inform the mental health team immediately
	 Patient (and their carer, where appropriate) understands if there is a change in their bowel habits they should inform the mental health team and or their GP immediately
	 There is a local agreed process with named responsibility for reviewing clozapine blood results and any resulting action that is required.
	 Patient (and their carer, where appropriate) identify relapse indicators which would warrant increased levels of care

	21.3 If the patient’s complexity increases or mental / physical health deteriorates then the CMHTs must have a process in place to allow an easily accessible way to move these patients back to the CPA pathway.

	22 Guidance for managing community clozapine patients during COVID-19
	22.1 The guidance in appendix 23 provides recommendations to maintain the safe management of clozapine when monitoring is affected by the COVID-19 pandemic.

	23 IMPLEMENTATION INCLUDING TRAINING AND AWARENESS
	22.1  Training needs analysis

	24 STAKEHOLDER, CARER AND USER INVOLVEMENT
	23.1   Members of Drugs and Therapeutics Group – development, consultation and approval
	23.2   Members of Trust wide Clinical Governance Group – consultation and ratification
	23.3   Implementation by global email, team brief, medicines management newsletter
	23.4    Changes to be notified by policy manager via team brief, intranet, medicines management newsletter.

	25 RECORD KEEPING
	25.1 A service user’s record is a basic clinical tool used to give a clear and accurate picture of their care and treatment, and competent use is essential in ensuring that an individual’s assessed needs are met comprehensively and in good time (Gener...
	25.2 All NHS Trusts are required to keep full, accurate and secure records (Data Protection Act 1998) demonstrate public value for money (Auditors Local Evaluation) and manage risks (NHS Litigation Authority, Information Governance Toolkit, Essential ...
	25.3 For full details of the specific information needed to ensure compliance with this policy see the RiO training guides and the Care Group Standard Operating Procedures

	26 EQUALITY IMPACT ASSESSMENT SUMMARY
	26.1 The Equality Act 2010 places a statutory duty on public bodies to have due regard in the exercise of their functions. The duty also requires public bodies to consider how the decisions they make, and the services they deliver, affect people who s...

	27 HUMAN RIGHTS
	27.1 The Human Rights Act 1998 sets out fundamental provisions with respect to the protection of individual human rights. These include maintaining dignity, ensuring confidentiality and protecting individuals from abuse of various kinds. Employees and...

	28 MONITORING COMPLIANCE WITH AND EFFECTIVENESS OF THIS DOCUMENT
	29 EXCEPTIONS
	29.1 There are no exceptions to this policy
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	Starting Clozapine
	The Clozapine clinics
	You will be told which day and time you should come to the clinic. If for any reason you cannot attend, please contact the clinic on the numbers below as soon as possible, so that alternative arrangements can be made. You will also be told where and w...
	The purpose of the clinic is to monitor both your mental and general health.
	During your visit, some blood will be taken and any other test necessary will be carried out. You will have a chance to discuss the need for these, along with what the results mean for you. You will be asked about problems or side-effects you may be e...
	Contact details of clinics that run in Kent

	APPENDIX 6     DECISION-MAKING TOOL FOR THE INITIATION OF CLOZAPINE
	APPENDIX 7   COMMUNITY CLOZAPINE INITIATION PROTOCOL
	1 INTRODUCTION
	1.1 Clozapine is an atypical antipsychotic which has a licence for the treatment of resistant schizophrenia.
	1.2 At Kent and Medway NHS and social Care Partnership Trust (KMPT) clozapine has historically been prescribed in the hospital setting despite the European harmonisation of the product license in 2002 allowing the possibility of clozapine initiation i...
	1.3 With increasing evidence that clozapine can be safely started in the community (Gonzalez et al, 2013), this protocol will allow Service Users in this Trust to access clozapine without the need for hospital admission. Patients can be reluctant to r...

	2 PURPOSE
	2.1 This protocol will describe the process of initiating clozapine in the community for Service Users with a diagnosis of Treatment Resistant Schizophrenia. It will describe the roles and responsibilities of the staff in the Community Mental Health T...
	2.2  These guidelines will form an essential part of the KMPT clozapine Trust policy and therefore must be read in conjunction with this guidance.

	3 Roles and responsibilities for cmht
	3.1 Consultant Psychiatrist for the CMHT
	3.1.1 The Consultant Psychiatrist needs to be registered with the Clozaril Patient Monitoring Service (CPMS) before a Service User can be considered for clozapine initiation in the community.
	3.1.2 The decision-making tool in appendix 6 needs to be completed. This is to ensure the intended Service User meets the requirements for clozapine initiation in the community. This needs to be uploaded onto RIO (the Trusts electronic clinical record...
	3.1.3 The Consultant Psychiatrist will need to register the Service User with CPMS before they can be initiated on clozapine in the community.
	3.1.4 The consultant psychiatrist will inform the Service User’s General Practitioner (GP) that they are going to be commenced on clozapine in the community. Also provide GP with information on clozapine and contact details of who to contact in cases ...
	3.1.5 Ensure that all baseline tests including U & E’s, Blood lipids (ideally fasting), BMI (weight/height), fasting blood glucose, LFT’s, Blood pressure and ECG have been conducted and reviewed before commencing clozapine. The FBC should ideally be d...
	3.1.6 A clozapine community outpatient initiation chart (see appendix 10) needs to be completed and sent to Lloyds pharmacy a week before commencing clozapine. The Lloyds pharmacy email address is lloydspharmacy8776.rainham@nhs.net.
	3.1.7 It should be the sole responsibility of the team to ensure that a Care Coordinator, who should be a nurse or another registered Nurse (not the duty or clinic staff), is present at all times with the Service User on the first day of initiation in...
	3.1.8 Ensure that the Responsible Consultant Psychiatrist (not the duty/ triage or covering consultant) is available at the CMHT to support the service user, in case the physical observations deteriorate on initiation of clozapine.

	3.2 Care Coordinator for the Service User
	3.2.1 Ensure a referral is made to the CRHT nurse manager so that they are informed a Service User is expected to be initiated on clozapine in the community. It is important that the CRHT are able to accept this referral, taking into consideration the...
	3.2.2 A Compliance Aid Assessment Tool must be completed for the Service User a week prior to commencing clozapine. This needs to be sent to Lloyds pharmacy.  This will allow medication to be supplied in a dossette tray so that once care is transferre...
	3.2.3 Ensure medication has arrived from the pharmacy 72 hours prior to commencing clozapine.
	3.2.4 Register the Service User with the Near Patient Testing (NPT) blood machine at the CMHT if applicable. This will allow the Service User to attend weekly bloods tests, allowing the results to be analysed immediately and medication supplied upon a...
	3.2.5 A room needs to be booked for the Service User for the six hours they will be staying at the CMHT. There will also need to be lunch and refreshments arranged for the Service User. Arrangements should be considered for appropriate activity groups...
	3.2.6 If the Care Coordinator is not a registered Nurse, arrangements must be made for a Nurse from the team to be present with the Service User at all times during the first day of the clozapine initiation. This is to ensure physical monitoring is do...
	3.2.7 The Service User must be transported home safely from the CMHT after having their first dose and six hour monitoring.  The Service User must be accompanied home either by a family member/ carer or a healthcare worker.
	3.2.8 Effectively communicate the Service User’s progress and all observations with a nurse from the CRHT once the Service User has safely gone home. The clozapine outpatient initiation chart, NEWS2 chart and the medication need to be transported to t...
	3.2.9 There should be close liaison and communication between the CMHT and CRHT at all time until the patient is stabilised on Clozapine

	3.3 Pharmacy team (CMHT)
	3.31 Pharmacist or a senior Pharmacy Technician should attend a multidisciplinary team meeting with the Consultant Psychiatrist, Care Coordinator and Service User before commencing clozapine. The pharmacy team must be satisfied that consent has been o...
	3.32 The Service User must be given the Trust’s medication information leaflet on clozapine which is available on http://www.choiceandmedication.org/kmpt/.
	3.33 A member of the pharmacy team will attend the weekly clozapine clinic at CMHT.  This will allow the opportunity for the Service User to discuss with the pharmacy team how they are getting on with their medication and if they are experiencing any ...
	3.4 Service Manager for the CMHT
	3.4.1 The service manager for the CMHT needs to ensure that there is a room available (ideally in close proximity to the clinical room) for the Service User to relax comfortably either lying or sitting when they have been initiated on clozapine. The r...


	4 Roles and responsibilities for CRHT
	5 STAFF REQUIREMENTS
	5.1 All staff involved in caring for a Service User, who will be initiated in clozapine in the community, must be familiar with this protocol as well as the Trust’s KMPT Clozapine policy. It is essential that staff have received training by the pharma...

	6 SERVICE USER CRITERIA
	6.1 Service User inclusion criteria for clozapine initiation in the community
	6.2 Service User exclusion criteria for clozapine initiation in the community
	6.3 Special consideration
	6.3.1 Caution needs to be exercised for Service Users who are receiving sedatives, benzodiazepines, antihypertensives, anticholinergics or other complex medication.


	7 BEFORE STARTING CLOZAPINE
	7.1 The CRHT can only initiate a maximum of one Service User on clozapine in the community at a time. This will ensure the Service User receives the same care and monitoring as they would do if they were initiated on clozapine in the hospital.
	7.2 The first day of clozapine initiation should not be done on bank holidays so that there is sufficient staff from both the CMHT and CHRT available to commence treatment.
	7.3 Try to avoid dose increases of clozapine at the weekend and bank holidays. However if this cannot be avoided then the on-call Consultant and on-call Pharmacist should be contacted if Service User experiences any side-effects or if there are any de...
	7.4 There should be a plan put into place in case the Service User defaults from allowing staff to access his or her home for dosing and monitoring.
	7.5 Staff must inform the Consultant Psychiatrist and the pharmacy team if a Service User misses any clozapine dose. If clozapine dose is missed for 2 days or more then the Service User will need to be reinitiated on clozapine at a dose of 12.5mg.
	7.6 The Service User and the family/carer must be provided information about clozapine in particular:
	7.7 The Service user and the family/carer should be provided with emergency contact details of who to contact within working and out of hours.
	7.8 All staff who will be involved in administering and monitoring clozapine must record the progress of the Service User on RIO.

	8 WHEN SHOULD A NURSE OR A SUPPORT WORKER CONTACT THE DOCTOR OR PHARMACIST?
	8.1 If the Service User appears to be heavily sedated, looks drowsy or experiencing any others side-effects i.e. flu like symptoms, the doctor or pharmacist should be informed because the clozapine dose may need to be reduced.
	8.2 If any of the following observations are recorded then a doctor needs to be called immediately:
	8.3 If the Service User collapses, experiences breathing problems or has a seizure an ambulance should be called immediately.

	9 Day One of Protocol
	9.1 The Service User will attend the CMHT at 9am for their first dose of clozapine. Blood Pressure (BP) lying and standing, pulse and temperature will be taken by a registered Nurse prior to the 12.5mg dose being given. These vital observations will b...
	9.2 In the evening the Service User will be visited at home by a CRHT Nurse who will record BP lying and standing, pulse and temperature. This will be recorded on the clozapine outpatient initiation chart and NEWS2 chart. The service User and family/c...

	10 Day TWO to day SEVEN of protocol
	10.1 CRHT Nurse will visit the patient at home in the morning and record BP lying and standing, pulse and temperature before the morning dose and one hour after dose. This observations will be repeated when the evening dose is due. All observations re...

	11 Day eight of protocol
	11.1 CRHT support worker on the eighth day can monitor physical observations only if they have been in range and stable from day 1 to day 7.
	11.2 The CRHT support worker needs to be appropriately trained in monitoring BP lying and standing, pulse and temperature.
	11.3 It is important that all observations are communicated back to a CRHT Nurse to make sure they are within range before the Service User can take their morning and evening clozapine dose. These observations will need to be repeated one hour after t...
	11.4 The CRHT support worker cannot administer medications but only oversee and assist the Service User in taking their medication from a dossette tray. The clozapine outpatient initiation chart needs to be signed by the support worker and must state ...
	11.5 Any concerns in relation to monitoring, administration and adverse effects need to be immediately brought to the attention of a Nurse and Doctor at the CRHT team.

	12 Day NINE OF protocol
	12.1 A CRHT Nurse or Support Worker needs to bring the Service User to the clozapine clinic at the CMHT after the morning dose observations as stated above. (If the clozapine clinic in the CMHT only runs on day eight then the Service user can attend o...
	12.2 At the Clozapine clinic the Service User will have a blood test to check Full Blood Count (FBC). If the Blood test is satisfactory another week’s supply of medication will be provided as per CPMS monitoring requirements (See KMPT Clozapine policy).
	12.3 The Nurse at the Clozapine clinic will also repeat physical observation including the weight of the Service User.

	13 Day Ten to fifteen OF protocol
	13.1 It is recommend that monitoring of BP lying and standing, pulse and temperature is continued before the morning and evening dose and one hour post dose.

	14 Day Sixteen OF protocol
	14.1 Service user will need to be accompanied to the clozapine clinic at the CMHT to have their blood test after their morning dose observations. (If the clozapine clinic in the CMHT only runs on day fifteen  then the Service user can attend on that d...
	14.2 The clozapine titration chart will be completed after this day and the Consultant Psychiatrist from the CRHT will need to decide if the Service User is stabilised on this dose. If so, then care can be transferred back to the CMHT Consultant Psych...
	14.3 If the CRHT team is to continue monitoring the Service User, the clozapine dose needs to be prescribed on the CRHT prescription chart by the CRHT Consultant Psychiatrist and medication ordered from Lloyd’s pharmacy.

	APPENDIX 8   COMMUNITY CLOZAPINE INITIATION PROTOCOL
	APPENDIX 9     CLOZAPINE INPATIENT INITIATION CHART
	APPENDIX 10     CLOZAPINE OUTPATIENT INITIATION CHART
	(1of 4)
	APPENDIX 11     OUTPATIENT PRESCRIBING SHEET
	APPENDIX 12     STARTING CLOZAPINE: SUGGESTED INITIAL TARGET DOSES
	APPENDIX 13    CLOZAPINE FOR PSYCHOSIS IN PARKINSON’S DISEASE OUTPATIENT INITIATION CHART  (1of2)
	APPENDIX 14     COMMON ADVERSE EFFECT AND THEIR MANAGEMENT
	APPENDIX 15     WHEN TO CONSIDER DOING CLOZAPINE PLASMA LEVELS
	Clozapine plasma levels should be done annually or more frequently if:

	APPENDIX 16     STANDARD OPERATING PROCEDURE FOR CLOZAPINE CLINICS
	b. Clozapine plasma levels should be done at the earliest opportunity after discharge from an inpatient ward once the patient is on a stable dose of clozapine for at least week and then annually thereafter.
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	We have also provided you a copy of the common adverse effects seen with clozapine and their management for your information.
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