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South Metropolitan Health Service respectfully acknowledges the past and
present traditional owners of this land on which we are meeting, the Noongar
people. It is a privilege to be standing on Noongar country.

We also acknowledge that the Aboriginal population in the South Metropolitan
Health Service is diverse and includes Aboriginal people from many communities
across Australia.

We also acknowledge the contributions of Aboriginal and non-Aboriginal
Australians to the health and wellbeing of all people in this country we all live on
and share together.



Clozapine

» Clozapine is an effective antipsychotic medication for the management of
treatment resistant schizophrenia

* In cases where patients are non-responsive or experience side-effects to at least
two neuroleptic agents, Clozapine improves outcomes in around 50-60% of these
patients (Meltzer, 1997)

* However, because of the risk of neutropenia and agranulocytosis as well as other
potentially life -threatening side-effects, all consumers are enrolled in a registry
and monitored regularly
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Clozapine

 Benefits

* Improvement in positive, negative and cognitive symptoms

* Reduction in suicidal ideation

* Low extra-pyramidal symptoms compared with other antipsychotics

* Reduced tendency for aggression leading to an improvement in quality of life

 Risks
« Agranulocytosis
* Myocarditis/Cardiomyopathy
* Seizures
* Metabolic syndrome
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Clozapine

» Clozapine was introduced in 1960s but withdrawn in the 1970s
because it caused agranulocytosis

» Clozapine was reintroduced with a strict scheme for neutrophil
monitoring

» Since Clozapine was reintroduced in Australia 1993, its use has
steadily increased
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Clozapine Therapy Monitoring Requirements

» All patients and health care professionals involved in the
prescription and supply of Clozapine must be registered with a
Clozapine Patient Monitoring System before starting treatment

» Blood monitoring is MANDATORY for the prescription of
Clozapine

« Ongoing regular physical health monitoring and side-effects
checking
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Clozapine General Practitioner Shared Care Model

> » This model works with general

practitioners to assist in the monitoring of
the prescription of clozapine and of
patients treated with clozapine

Patient

Clopine
Coordinator

GP

«  Strict suitability criteria utilized to identify
stable Clozapine consumers who will be
discharged back to primary care with
regular oversight of a Psychiatrist and
Clozapine Coordinator from Fremantle
Hospital

Pharmacist K - Psychiatrist
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Clozapine General Practitioner Shared Care Model

At the same time,
Community pharmacies
became eligible to dispense
clozapine under the
Pharmaceutical Benefits
Scheme

From 15t July 2015 GPs
became eligible managing
clozapine without needing

to be affiliated with a

hospital

Eastern States, Rockingham,
Bunbury, Park and
Wanneroo/Butler MHS have
a version of the Clozapine
General Practitioner Shared
Care model.

This meant GPs and
community pharmacies
could manage maintenance
clozapine with regular
oversight of a psychiatrist
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Clozapine - GP Shared Care Model — Fremantle Hospital

In October 2023, Clozapine GPSC working group committee was established
A dedicated Clozapine Care coordinator was appointed to work on the project
Other Nationwide C-GPSC models were reviewed

In April 2024, Fremantle C-GPSC Model of Care was finalized

Suitable patients were identified meeting the criteria

Out of 128 Clozapine patients, 60 suitable patients were identified

GP engagement process was started, information sessions done

Patients were asked to identify their GPs

Currently there are 16 clozapine consumers in the program
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Patient’s suitability criteria for Clozapine GP Shared Care

k% Active with the Community Treatment Team (CTT) for a minimum of six months with minimal
or no case management needs, stable accommodation and readily contactable

Qj Clinically stable with no mental health inpatient admissions and good adherence to taking
clozapine for a minimum of 12 months

(= Stable dose of clozapine for a minimum of three months or the treating psychiatrist
considers clozapine dose to be stable

Able to independently attend blood tests, appointments, and other investigations, or adhere

-‘é to the requirements of the treatment plan with a personal support person (PSP) when
required. The PSP must be readily contactable in case of emergency

@  The psychiatrist, pharmacist, consumer and GP agree to shared care in the community.




Preparation of patient

Initial meeting with
clozapine consumer at
Fremantle Hospital (FH)
Mental Health Service

(MHS)

Agreement obtained
from next of kin/
Support person and
provide information and
invite to be involved

Discuss preferred GP,
Pharmacy, Pathology

Provide consumer with
Clozapine GP Shared
Care pamphlet

Assist with finding a

suitable GP if required

Discuss cost of
medications, Blister
packs, bulk billing

Reassurance about referral
back to FH or contacting
MHS if any concerns
earlier than the six-month
review with a Psychiatrist

Alert placed on consumers
Psychiatric Services Online
Information System -
Transitional to Clozapine
GP Shared Care

Six-month Psychiatry
review booked in with
Fremantle MHS




Preparation of GP

*  Clozapine Coordinator emails GP giving information about the program
ClopineCENTRAL Protocol
* FH Clozapine: General Practitioner Shared Care Policy

«  Education session to Practice Manager via phone or face to face

« Phone call to GP if interested to give verbal info or meet prior to consumers appointment

« If GP and client agreeable - book initial GP appointment, willing to bulk bill

« Emphasized to GP “Shared Care” and encouraged to contact clinic if there is any concerns
before the six-monthly review with a Psychiatrist

« |dentify back up GP at each practice willing to also prescribe Clozapine

*  Register with ClopineCENTRAL
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First GP appointment

Clozapine Coordinator guides GP through Clozapine process:

Review mental Health and side-effects, highlighting constipation, smoking tobacco and
caffeine habits

Review observations, weight, pulse, blood pressure to screen for Metabolic Syndrome
Strict monitoring Neutropenia/ Agranulocytosis/ Cardiac implications

Ensure 4 weekly appointment and script for Clozapine for 28 days only

Assist with streamline prescribing code

Review bloods — Blood Count record form must accompany Clozapine script for pharmacist to
enter ClopineCENTRAL

Book next month appointment with GP and continue to attend if consumer and or GP request
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Community Pharmacies

Clozapine Coordinator will

Establishes they are registered and already dispensing Clozapine
Registers them with ClopineCENTRAL

Offers information sessions to guide pharmacists through the process and ensure
they are aware of the responsibilities and are informed of consumer transition to

GPSC

Follow up if there are alerts from ClopineCENTRAL about late blood tests (usually
an error at Pharmacy level)
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Clozapine side-effects
S T e

Circulatory collapse, arrythmias,

« Contact FH and consult
with a Psychiatrist

Cardiac Tachycardia Electrocardiogram changes

* Tachycardia
— check pulse at
relaxed state, may
commence beta
blocker if comfortable

*  For chest pain
— send to emergency
department

» Consider Cardiology
referral

Central Nervous
System

Haematological/
Lymphatic

Metabolic

Gastrointestinal

Vascular

Renal

Fatigue/drowsiness/
sedation

N/A

N/A

Constipation,
hypersalivation

N/A

.

Extrapyramidal symptoms,
seizures, tremor

Leukopenia, neutropenia,
eosinophilia, leucocytosis

Weight gain

Nausea, vomiting, dry mouth

Hypertension, postural
hypotension, syncope

Urinary incontinence or
retention

myocarditis, pericarditis

Confusion, delirium

Impaired glucose tolerance,
aggravated or new onset
diabetes mellitus, ketoacidosis

Dysphagia

Thromboembolism (including
pulmonary embolism)
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Agranulocytosis/Neutropenia

« consumer complete bloods test the WBC and neutrophil
day before appointment count result

Green’ range

»  GP checks blood results every 4

weeks at GP appointment Medical Practitioner.
‘Amber'range  WBC 3.0 x 10°/L Wait one week and repeat blood count.
» Contact FH if Amber or Red result and <350 x 10°/L If haematalogical results are still in
AND/OR this range, Clopine® therapy may be
Neutrophils 1.5 x 10°/L commenced under the supervision of the
»  Check for signs and symptoms of and <2.0x 10°/L treating Medical Practitioner once

infection if results in Amber or Red registration has been completed.

‘Red’ range ) Patient is permanently ineligible fo
R treatment with Clopine®.
Neutrophils <1.5 x 10°/L haematologist.

Clopine Haematological Monitoring Guide (Jan17).pdf (wnswphn.org.au)
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https://www.wnswphn.org.au/uploads/documents/newsletters/GP%20Resources%20August%202021/Clopine%20Haematological%20Monitoring%20Guide%20(Jan17).pdf

Constipation

« Can be a serious adverse effect of Clozapine - actively evaluate and monitor
bowel health at every 4 weekly GP appointment.

« Ask about bowel frequency and intervene if frequency less than 4-5 times
weekly e.g. osmotic laxatives

« Advise and encourage patients to modify behaviors improve fiber rich diet,
exercise and hydration

« Consult Psychiatrist about dose reduction if deemed necessary
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Smoking and Caffeine

Document baseline smoking and caffeine intake habits and update at each clinical
review

Smoking
« Cessation of smoking increases clozapine levels which may result in toxicity
» Cigarette smoke decreases clozapine levels
* Nicotine replacement therapy (NRT) does not affect clozapine level

Caffeine
« Caffeine increases clozapine levels which may results in toxicity
» Be mindful of increased/decreased consumption of energy drinks e.g. Coke
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Please use LD. label or lock pint Please Use LU lael of Diock print
FIONASTANLEY FREMANTLE HOSPITAL GROUP | Psychiatrist / Treating Doctor: SURNAE TOWRN FIONA STANLEY FREMANTLE HOSPITAL GROUP SURNAME UMRN
CLOZAPINE MONITORING I
(GIVEN NAMES D08 [GENDER CLOZAPINE MONITORING
FORM - PARTA pr—— FORM — PART B GIVEN NAMES DOB GENDER
(to be used after WA clozapine initiation | O 09 Cme ! O s T tob 3 afh VE& Lozapine inital
and titration chart) o be used after WA clozapine initiation
and titration chart) [ADDRESS POSTCODE
o ispensing Pharmacy: TELEPHONE
WARD.
DOCTOR, TELEPHONE
Patient Contact Number [Hoiht om Date clozapine nitiated: ___|__|___ 18 week clozapine completion DOCTOR
Clozapine patient number (CPN): Blood Group date: __|_I__ Please indicate N (Normal) or AIN (Abnormal) in relevant white box once test completed (grey boxes are not mandatory but repeat tests if clinically indicated)
CLINICAL REVIEW Bpi::!l{ge Date | Date | Date | Date | Date | Date | Date | Date | Date | Date | Date | Date | Date | Date CLINICAL REVIEW asein 1 2 3 4 5 6 12 6 12 18 2 25 3 35 4 45 5 55 6
clozapine REMINDERS week | weeks | weeks | weeks | weeks | weeks | weeks years | years | years | years | years | years | years | years | years
Dosage (mg): AM
Baseline | 20529€ (mg): PH i Date
Blood pressure - lying
Blood pressure - standing HbA1c
then Temperature (°C)
weekly ~|Heart rate (bpm ;zla)slf\ng ;c)‘tz.allcholgijsterol, LDL,
first 18 | Weight (kg) and triglycerides
weeks, | Waist circumference (cm) Troponin
Cigaretes | da P
then ’ g = =
BBl /C> 95 07LADNC> 201 101 WBC>30-35x107L ADIORNG 15 -20x 17| A | RNIBORGONDINDOR NGRS SR IRe CReaciive Protein
28days |FECOTWBC  [wac
ys " "
and differentials - . .
0 ‘ NC ECG As clinically indicated As indicated
Green, Amber or Red . . 1 Urea and Electrolytes & Liver
SIDE EFFECTS ENQUIRY (indicate Yes (Y) or No (N) if side effects are present This is not an exhaustive list. Please see product information and back of initiation and fitration chart Function Test
Infective symptoms (inc. G, urinary, resp)
Signs of cardiac llness Echocardiogram ClopineCentral TM recommends an Echo at Baseline, 3 mths, years 1, 2, 5 and 10. Repeat Echocardiogram as cliically indicated i.e. resting tachycardia,
(eg. tachycardia, chest pain, SOB) tachypnea, shortness of breath or hypotension
Consfipation Clozapine / Norclozapine
Seizures levels (wite value)
Hypersalivation
Nocturnal enuresis / incontinence Beta HCG (female)
Sedation
Other side effects noted Full Physical Examination
GASS-C form completed booked (annually)
DETAILS OF PERSON COMPLETING THIS FORM _ The d gquidelir ly, refer to the treal chiatrist for individual monitori 1
- = ese refer to the treating psychiatrist for individual monitoring requirements GP Letter (6 munlhly)
Signature or initials | | ‘ ‘ | ‘ | | |
Name (Please print) | | [ ‘ | | Check current Care Plan
(3-6 monthly)
MR 832 CLOZAPINE MONITORING FORM DETAILS OF PERSON COMPLETING THIS FORM These are suggested guidelines only, refer to the treating psychiatrist for individual monitoring requirements
Signature or initials
Name (Please print)
Clozapine-Monitoring-Form-A.PDF (health.wa.gov.au) Clozapine-Monitoring-Form-B.PDF (health.wa.gov.au)
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https://www.health.wa.gov.au/%7E/media/Corp/Documents/Health-for/Quality/Clozapine-Monitoring-Form-A.PDF
https://www.health.wa.gov.au/%7E/media/Corp/Documents/Health-for/Quality/Clozapine-Monitoring-Form-B.PDF

Glasgow Antipsychotic Side-Effect Scale

May go through checklist with consumer
to screen for side-effects of Clozapine

Significant reduction in tobacco smoking
may increase Clozapine levels

Increased Caffeine use may reduce

clozapine levels -

Assess mental state and check
clozapine levels

Long term clozapine consumers tend to
have no significant changes in their
Glasgow Antipsychotic Side-Effect Scale
(GASS) form

GASS for Clozapine

Name: Current
Date:

Caffeine intake:
Smoker: Y /N

Has there been a recent change in your Increase/Decrease by. i /day

This questionnaire is being used to determine if you are suffering from excessive side effects from your medication.
Please put a tick in the column which bast indicates how often or how severely you have experienced the following side effects.

Over the past week: | Once | Afew | Everyday | Tert
| I i dsiresuing

1[I felt sleepy during the day — I
[2 | 1felt drugged or like a zombie

3
1 —]

5

&

7

8 _— |

9 —

10

11 |
[12 [T have wet the bed

13 | | have been passing urine more often N

14 | I have been thirsty -
15 | I have felt mare hungry than usual or have gained weight |
16 | | have been having sexual problems |

| have also experienced:
(please write down any other side effects OR PHYSICAL PROBLEMS OR COMPLAINTS that you may have experienced
over the past week)

17
1
19
[20

Adapted from the Glasgow Antipsychotic Side-effect Scale® 2007 by St. John of God Hospital and South London and Maudsley Trust

‘Waddell, Taylor and Hynas 2012
DT,FG,AA, PH, RD comments

Clozapine Side-effect Scale (scot.nhs.uk)
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https://rightdecisions.scot.nhs.uk/media/1136/gass-for-clozapine-2014-version.pdf

Clozapine Drug Interactions
drug interactions with clozapine = o

Important

Potential to

increase clozapine

Potential to
depress bone

Potential to

decrease clozapine

Potential to
depress respiration

Potential for

hypotension

Potential for
anticholinergic side

levels

* Selective serotonin
reuptake inhibitors
(SSRAI's)

- Fluvoxamine
(very large effect)

- Fluoxetine

- Paroxetine

- Sertraline (large
doses)

s Ciprofloxacin

Cimetidine

* Some macrolide

antibiotics
including:
- Erythromycin
- Clarithromycin
- Azithromycin
= Caffeine (large doses)

| Mmarrow

[« Carbamazepineg

* Trimethoprim /
Sulfarmethoxazole

= Mitrofurantoin

Cytotoxic medication

Immunosuppressant

medication

* Phenothiazines

levels

Carbamazepine
Rifampicin

St Johns Wort
Omeprazole
Phenytoin
Phenobarbitone

Interactions between clozapine and other drugs: SA Health

Benzodiazepines
[especially large
parenteral doses or
at start of therapy)

* Antihypertensives

= TCA's (Tricyclic
antidepressants)

= Some antipsychotics
e.g.

- Chilerpromazine

- Pericyazine

- Trifluoperazine

- Risperidone
(initialhy)

- Quetiapine
(initiadhy)

effects

Anticholinergic TCA's
e.0.

s Amitriptyline

* Dosulepin

Anticolinergic
antipsychotics e.q.
* Chlorpromazine
* Pericyazine
* Quetiapine

EPSE medication e.g.

* Trihexyphenidyl

* Benzaptropine

* Biperiden

Sedating antihistamines
e.g.
* Diphenhydramine
* Cyproheptadine
* Promethazine

* Trimeprazine
Gastrointestinal
antispasmodics e.qg.
s Atropine

* hyoscing
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https://www.sahealth.sa.gov.au/wps/wcm/connect/Public+Content/SA+Health+Internet/Clinical+Resources/Clinical+Programs+and+Practice+Guidelines/Medicines+and+drugs/Clozapine/Interactions+between+Clozapine+and+other+drugs

Green Blood Result

Give to consumer after assessment
CLOPINE® (clozapine) Blood COUNT Record FORM . Give Pathology Form for

Blood count results can also be submitted online (www.clopine.com.au) by either the Medical Practitioner,
pharmacist or Centre Coordinator.

PBS - RPES authorty prescript L the next 4 x week
This form is for recording the patient's WBC and neutrophil count at commencement of Clopine® therapy, during N G S ASTOT Dy Owegae

treatment and after discontinuation of therapy. TOERCMRERS e A Doctor 1 t t / bl d t t _ t
Each prescription for Clopine® must be accompanied by a WBC and neutrophil count no more than 48 hours. sporess: 1 Anywhere Street a p po I n m e n OO es O
old. Unless a current WBC and neutrophil count has been performed and assessed as satisfactory, the next 1 . Somewh A5000 Public Hopital
prescription for Clopine® cannot be dispensed. \_ :“w’m,‘; (0%172222 — —ggg‘{”?:; - i C h eCk fu I I b I OOd CO u nt

PATIENT Status (Tick. te box) - - Su— — — H

——— I ===z ssEEmE= (white blood cells and

[] onTreaTMENT Er—— oy e P

Mary Citizen e
[ orscontinuen DATE DISCONTINUED: i 10 Smith Road = n o rm a I CO u n t)

T el
« TERMINATION OF TREATMENT FORM COMPLETED? YES/NO (please circle) e v——
e —
g —_
COMMENCEMENT DATE: / /1
: e

o Ly NEESI,, |+ Sixmonthly pathology
t;::f:;js: e ! X m/v/L e “ A Clopine tablets 100mg Date: 21/1/15 baC kg rO U n d Ch e C k

* : ) WCcCC: 6.1 - 1 . .
e = \Lvm i including Clozapine Level,

- a5l electrocardiogram yearly

— = = ases | < and echocardiogram at 2
247 . ' years, 5 years and 10

years — continue if clinically

* PHARMACIST SIGNATURE: ' = i n d i Cated "

PRESCRIPTION FILLED? Yes []/no ] DATE DISPENSED: / /

Only use Clopine Brand for scripts
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* MEDICAL PRACTITIONER SIGNATURE:

* PHARMACIST NAME:




Escalation of Care

GP practice to contact client and next of kin if client does not attend appointment or
blood result

It may be the client will attend the next day as long as treatment has not been missed
>2 days

In urgent situations GP will contact emergency services and inform Fremantle Hospital

If client has not attended appointment or rescheduled and is not contactable or missed
>2 days of treatment complete the referral form (PDF 43KB) fax to 9431 3479. If
needed contact 9431 3333 and request Triage officer for urgent referral/ support
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https://fsfhg.health.wa.gov.au/%7E/media/HSPs/SMHS/Hospitals/FSFHG/Files/PDF/FH-MH-adult-older-adult-GP-referral.pdf

Escalation of Care

Contact the Clozapine Coordinator and/or Psychiatrist Fremantle Hospital for any concerns including;

Significant deterioration in mental state or concerns about mental state.
Evidence of non-adherence with medication, blood testing or not attending appointments.

Blood tests are in the red range (white blood cells (WBC)<3.0 x 10%/L or absolute neutrophil count
(ANC)<1.5 x 10°/L)

Clozapine therapy interruption of greater than 2 days

Unable to cover a clozapine appointment with a replacement GP in an acceptable time frame to meet
clozapine protocol.

Clozapine dose changes

Blood test is in the Amber range (WBC 3 — 3.5 x 10%/L or ANC 1.5-2.0 x 10°%/L) Consumer/personal support
person (PSP) requests review

Consumer/PSP requests review

Changes to smoking and caffeine habits. Check clozapine level and consult with psychiatrist if adverse effects
develop and dose needs to be reduced.

Planning to conceive, pregnancy or breast feeding

Navigating procedure for management of clozapine consumers
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Recommencing Clozapine after an interruption

Period of interruption

(time since the last
dose taken)

Monitoring requirements

Less than or equal to
48 hours

Greater than 48 hours
and less than or equal
to 72 hours

Greater than 72 hours
and less than or equal
to 28 days

Greater than 28 days

No change to dosage

Start on 12.5mg once a twice a day. If this dose is tolerated,
it may be feasible to titrate the dose to the therapeutic level
more quickly than recommended for initial treatment

Start on 12.5mg once daily and rapidly titrate up as per new
consumer

Restart patient with a new consumer registration form
Start at 12.5mg once daily and titrate up as per new
consumer

No change to monitoring

No additional monitoring requirements

The six weeks rule applies

* Weekly monitored patients

Weekly monitoring for six weeks or for as long as needed to
ensure a total of 18 weeks; whichever is the greatest

* Four-weekly monitored patients

Weekly monitored for six weeks if no abnormality, resume four
weekly monitoring

Commence as a new consumer
New pre-treatment result and baseline monitoring
Weekly monitoring for 18 weeks
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Contacts and

ClopineCENTRAL™

Ph: 1800 656 403
Email: ClopineCentral@pfizer.com

Fax: 1800 657 454

Clopine® Hub | Clopine® Hub Australia
(clopinehub.com.au)

Resources

CNS Clozapine Coordinator
0478 853 990

Email:
FH.ClozapineGPSC@health.wa.gov.au

Clopine® Central

Login (clopine.com.au)

Fremantle Hospital Switch
9431 3333
Ask for
EGPL 08:30-1630 (Mon-Fri) or
Triage 08:00-20:00 (Mon-Sun)

DoH Multi-page Template
(health.wa.gov.au)

WA Health Mental Health Charts and

Clozapine Resources)



mailto:ClopineCentral@pfizer.com
mailto:FH.ClozapineGPSC@health.wa.gov.au
https://www.clopinehub.com.au/
https://www.clopine.com.au/ClopineCentral/
https://www.health.wa.gov.au/Articles/U_Z/WA-Clozapine-initiation-and-titration-chart
https://www.health.wa.gov.au/Articles/U_Z/WA-Clozapine-initiation-and-titration-chart
https://www.clopine.com.au/ClopineCentral/
https://healthywa.health.wa.gov.au/%7E/media/Corp/Documents/Health-for/MTU/Guidelines-for-the-Safe-and-Quality-Use-of-Clozapine-Therapy-in-the-WA-health-system-July-2024-FINAL.pdf
https://healthywa.health.wa.gov.au/%7E/media/Corp/Documents/Health-for/MTU/Guidelines-for-the-Safe-and-Quality-Use-of-Clozapine-Therapy-in-the-WA-health-system-July-2024-FINAL.pdf

Thank You



Have you O O
listened to our

Health Stories Health
Podcast? Stories |

from South Metropolitan Health Service

Hear direct from SMHS leading healthcare experts and get the lowdown on the science
behind all-things public health.

Subscribe to Health Stories on Apple Podcasts or Spotify, or via the SMHS website.



Like and follow South Metropolitan Health Service on Facebook and
Linkedin to keep up with the latest news and information
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