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Version Control Summary
	Version
	Date
	Author
	Status
	Comment

	2.0
	July 2020
	Whitney Yeboah
	Approved
	Amendments to title changed to “IM Clozapine Protocol”
Slight amendments to headings and structure of the protocol.
Removed references in the protocol for DTC chair approval. All IM Clozapine initiations must be approved by Chief pharmacist or Deputy Chief pharmacist. This now matches the MDT assessment form in Appendix 2.
Under Section 3 -Assessment and Decision changes to the paragraph “2. It can only be initiated by a Consultant …” 
Section 4 “Prescribing IM Clozapine” has been updated to incorporate changes to prescribing with EPMA-JAC.

	3.0 
	May 2024
	Anna Tanya Rovira & Sehrish Chaudhry
	
	Moved flowchart to the first pages to give a general view of protocol for the readers 
Added updated evidence in 1.3. Does it work? 
Removed SOAD approval as a requisite. Clozapine IM to be approved by Clinical director, MDT, Lead Site pharmacist as well as Chief pharmacist. 

Clozapine to be on CTT where relevant, so either T3 or S62 if not covered on T3, to avoid delay on treatment in case was not mentioned on previous T3.

Continuation form created - for exceptional cases where clozapine IM is needed for more than 2 weeks

Initiation assessment form modified to include the non-licensed form approval to avoid having to complete 2 forms. 
General MHRA Stipulation order form added as Appendix 5 and as part of steps of 3.0 Protocol for initiating a patient on IM clozapine. 
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0.0. Protocol Flowchart 


Clozapine is a dibenzodiazepine derivative and the prototype of the atypical antipsychotics. It has relatively weak dopamine receptor-blocking activity at D1, D2, D3, and D5 receptors but has a high affinity for the D4 receptor. Clozapine possesses alpha-adrenergic blocking, antimuscarinic, antihistaminic, antiserotonergic, and sedative properties.

Clozapine is used for the management of schizophrenia, however, because of the risk of agranulocytosis, it is reserved for patients who fail to respond to other antipsychotics, including other atypicals, or who have severe neurological effects with such drugs.

Clozapine use must be accompanied by strict procedures for the monitoring of white blood cell counts. To minimise the incidence of adverse effects, clozapine therapy should be introduced gradually, beginning with low doses and increasing according to response.

1.0. Introduction to IM Clozapine

1.1 What is IM Clozapine?
Intramuscular clozapine is an unlicensed in UK. This product made in the Netherlands by Brocacef® and imported to the UK via Durbin PLC. 

It is a clear yellow solution for injection, the strength of the injection is 25mg/ml and each ampoule contains 5millilitres (125mg). It is administered by deep intramuscular injection into the gluteal muscle. 

The relaxing action of clozapine occurs within a few days. The period of action for one dose is from 12 to 24 hours.

Stability data available: to be stored below 25 degrees Celsius. 
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1.2 What is its licensing status?
Currently not licensed in UK, or in Netherlands. 

1.3 What is the objective of using IM clozapine?
The aim of using clozapine injection is a short-term exceptional intervention to administer clozapine for patients who refuse medication, with a view to convert to oral clozapine as soon as possible. IM clozapine is for patients with treatment-resistant schizophrenia or related disorders (such as schizoaffective disorder).






1.4 Does it work?
· P. F.J. Schulte and al “Compulsory treatment with clozapine: A retrospective long-term cohort study”, International Journal of Law and Psychiatry 30 (2007) 539-545 Clozapine is the gold standard in treatment-resistant psychotic patients. We know little about the effects of compulsory treatment in patients unwilling to accept the necessary treatment. A cohort of 17 consecutive patients given compulsory treatment with clozapine was rated retrospectively by their treating psychiatrists on the basis of their case notes. CGI-S decreased significantly over time until last observation after a mean of more than 15 months. No patient deteriorated as measured u CGI-I. At last observation as many as 10 of the 11 patients still on clozapine were classified as “much to very much improved”. The degree of custodial restriction at last observation showed improvement in 11 patients and no change in six. No serious adverse events were observed. Conclusion: A trial of compulsory treatment with clozapine showed this treatment to be feasible, effective, safe and well tolerated. 

· R. Henri & R. Massey “An evaluation of intramuscular clozapine in two forensic services”. Southern Health NHS Foundation Trust & Mersey Care NHS Foundation Trust (2017) The duality of the paucity of evidence supporting the use of IM clozapine and of the unlicensed status of this preparation, led to the development of two Trust Guidelines. Currently 4 patients out of 5 were stabilised on clozapine with a reduction in their symptoms, which would not have been possible without the option to give them IM clozapine.

· Munzar, Benedikt, and Boris Nemets. “Clinical Experience With Intramuscular Clozapine.” Cureus vol. 13,9 e18267. (2021) This review summarised studies which investigated IM clozapine administration. The use of IM clozapine was described in five generally small (n = 7 - 59) retrospective studies in patients refusing to take oral clozapine. The majority of the patients (60 - 100%) were successfully transitioned to oral clozapine within few days of IM treatment. The studies showed the improvement in the patient’s condition was sustained during the long-term follow-up. However, as these studies were only retrospective cases it is difficult to make evidence-based conclusions.

2.0. Potential place in therapy 
The injection can be considered only for selected inpatients within PICU or Forensic services who: 
· Has treatment-refractory psychotic disorder 
· No longer have the capacity to consent. 
· Are refusing oral treatment after all approaches to administering oral clozapine have been taken. 
· A liquid clozapine preparation can also be made, but the taste is not pleasant.
· The patient cannot swallow or does not want to swallow tablets nor accepting orodispersible treatment option. 
The hope is that the prospect of the IM administration may encourage the patient to accept oral treatment instead.

Importantly, the decision to prescribe IM clozapine should be undertaken on an individual basis and it should be considered as a last resort when all other approaches have failed. It should only be used in patients who are predicted to respond to clozapine treatment.
In exceptional circumstances, patients on Acute wards can be considered if there are no concerns about capacity and capability to complete the physical health monitoring and restrain if required.

3.0. Protocol for initiating a patient on IM Clozapine
3.1 Assessment and Decision
1. Clozapine injection can only be initiated and prescribed by a Consultant if approved by the MDT, the local Clinical Director, and Lead site pharmacist. 
2. If Consent to Treatment apply, clozapine injection must be specifically referenced on the relevant form (T3 or s62) as a named drug, stating the route of administration and dosing information. 
3. These recommendations, from three independent parties (MDT, CD and Lead site pharmacist) MUST be fully documented on the IM Clozapine MDT Assessment Form (Appendix 1) and must be signed by the Consultant and recorded in the service user’s electronic notes.
4. The completed MDT Assessment Form must be emailed to the Chief Pharmacist or Deputy Chief Pharmacist together with the completed “Request and Risk Assessment for the use of Unlicensed Medicines” form found in the Medicines Policy
5. These two forms will form the basis upon which the Chief Pharmacist or deputy chief pharmacist will formulate their decision to either grant their approval for use of IM Clozapine for a particular service user, or to refuse such approval.
6. IM Clozapine may only be prescribed and administered once the MDT assessment form is complete.
7. IM Clozapine injection MUST be requested on an individual service user basis only. For dispensary to be able to order and receive IM Clozapine stock, the responsible consultant will need to complete the General MHRA Stipulation Order Form (Appendix 5). This form is sent to Durbin PLC for them to approve the importation of Clozapine IM, by the procurement dispensary team. The form should state the clinical reason why the clozapine IM is needed. 
The Consultant Psychiatrist initiating clozapine must document in the electronic patient record (RiO) the service user’s ZTAS/DMS number and details of the individual(s) to be contacted, should a query/problem arise. An alert informing other healthcare professionals that clozapine is prescribed, must also be placed on RiO.

3.2 Registration of patients for IM Clozapine
· All patients and Consultants involved in the IM clozapine administration must be registered with the relevant clozapine monitoring system: 
· Zaponex Treatment Access System (ZTAS) for London MH services
· Denzapine Monitoring System (DMS) for Luton and Bedford MH services 




· Although the IM formulation is not manufactured by Zaponex or Denzapine, the monitoring services agreed to continue the supervision of side effects as IM administration is always intended for short term use possible.
· ZTAS confirmed there is no need for “off licensed use” form to be completed. However, it should be noted that ZTAS does not hold any responsibility for the use of IM Clozapine; this rests with the service users’ Consultant.
· DMS: For patients registered with DMS an “Off label agreement form” needs to be completed by the Responsible consultant and approved by DMS before clozapine IM can be started. MDT can email DMS to request for off label agreement form (denzapine@britannia-pharm.com). 
· The usual clozapine mandatory physical baseline and weekly blood monitoring, the necessary precautions for previous medical history, amber and red warnings apply.


3.3 How long can the treatment continue for?
· Clozapine injection should be used for the shortest duration possible. Before administering each injection, the patient should be offered clozapine orally. 
· The need for ongoing IM treatment must be reviewed regularly by the MDT and documented on RiO.
· According to Maudsley’s Policy and Hertfordshire Partnership University Guidelines, generally the injection should be used for no longer than two weeks at initiation stage. In exceptional cases, the injection may be used for longer than two weeks and will require the continuation form to be completed by the responsible consultant and approved by the Chief Pharmacist and Clinical Director (Appendix 2). Among the few studies completed, a maximum of 8 days was necessary to either switch to oral administration or alternative treatment choice.
· If Continuation form is needed, this should be completed in advance to allow time for approval. This can be completed up to 4 days before the 2 weeks period is over. 


3.4 Treatment costs
· IM formulation comes from Netherlands 25mg/ml and comes as a box of 10x5ml. 
· It currently costs £759.33 + VAT (£911.20 including VAT) per pack.
· Ampules cannot be re-used and any unused portion must be discarded. (According to Maudsley).
· Dose titration over 2 weeks costs around £2000 (based on the current pack cost). Clozapine injection costs around £100 per injection (or part thereof, as any unused portion must be discarded).
· Clozapine injection will not be held as stock on any Trust wards/units. It may ONLY be obtained on a named-patient basis, with a special order, and will usually take two weeks to arrive in the pharmacy department from the time of its ordering.




4.0. Prescribing IM Clozapine
4.1 Prescribing considerations
· IM Clozapine should only be prescribed as part of an IM/oral refusal plan. Oral Clozapine must always be offered first for every administration. 
· Clozapine should not be prescribed with other antipsychotic medications (oral or IM). However, if this is necessary in exceptional cases, then the other antipsychotics doses should be reduced so that the total BNF cumulative dose does not exceed 100%. Any deviation from this consideration should be evaluated with the MDT before starting the IM administration of clozapine.
· Treatment should start on a Monday whenever possible and clinically appropriate, this will also fit better with clozapine monitoring e.g. blood sample.
· The responsible clinician must document a clear plan on RiO clearly stating that a patient can be offered IM Clozapine if refusing oral doses. All the relevant documents (i.e. MDT Assessment Form, ELFT Unlicensed Risk Assessment Form and Consent to Treatment Form where relevant must be uploaded on RiO under Clinical Documents).
· Patient must be registered with ZTAS/DMS prior to Clozapine IM/oral is prescribed on the drug chart. DMS patients require an “off license agreement form” to be completed and send to the monitoring system. 


4.2 How to Prescribe IM Clozapine on JAC 

IM Clozapine Titration (See Appendix 3 - Clozapine Injection Titration Chart) 

· A specific “once daily oral titration” should be prescribed for patients deemed suitable for potential IM administration to avoid dosage confusion or to avoid IM administration where the patient has already received the morning oral dose of clozapine. 
· Each dose on the titration chart must be signed and dated by the prescriber. Pharmacy validation must be obtained prior administration in order to access the medication. 
· A dummy medicine should also be prescribed on JAC to indicate to the nurses on their administration round that a patient is on a Clozapine Injection Titration Chart (see screenshot below).
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Clozapine Maintenance treatment: IM clozapine use only if refusal of oral treatment
· Maintenance doses should only be used in exceptional circumstances. The use of IM Clozapine beyond the two-week initiation phase requires further approval from the MDT, SOAD and Chief pharmacist or Deputy Chief Pharmacist.
· Ensure the patient is on a ‘once daily’ dosing regimen for oral clozapine on JAC. This ensures the patient receives the correct IM clozapine dose for that 24-hour period. 
· Always offer the oral dose first
· If the patient refuses oral clozapine, the nurse must record the administration as a declined dose. This ensures that the oral dose cannot be administered again that day. 
· As per the plan stated on RiO, the duty/ward doctor (or non-medical prescriber) can prescribe the IM clozapine STAT dose only for that specific administration time.
·  A doctor (or competent non-medical prescriber) must always be involved in the plan to administer IM Clozapine. Remember the IM dose is HALF the ORAL dose.
· Ensure you select the correct drug on JAC (see screenshot below).
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4.3 Dosing & Administration
· The oral bioavailability of clozapine is about half that of the intramuscular injection. The IM clozapine dose is half the oral clozapine dose. For example, 50mg daily of the IM injection is roughly equivalent to 100mg daily of the tablets/oral solution.
· The usual dosage is 150 mg daily divided into several injections. Often the dosage is given individually on the basis of Therapeutic Drug Monitoring. 
· The maximum dosage is up to 300 mg daily and it can be divided into several injections. Often the maximum dosage is given individually on the basis of Therapeutic Drug Monitoring. 
· Clozapine solution for injection is exclusively for intramuscular administration. It is administered by deep intramuscular injection into the gluteal muscle. 
· For doses greater than 4ml (100mg) daily, the dose can be divided and administered into two sites, to avoid administering more than 2ml per injection
· Nursing staff must clearly indicate the route of administration used on the clozapine injection titration chart and on RIO notes, which has both oral and IM doses specified on it.
· Please be aware that all the doses should be based on patient’ response and tolerance (must be monitored daily)











4.4 Monitoring of patients on IM clozapine treatment

· Baseline assessment before starting clozapine must include ECG, FBC, lipids, plasma glucose/HbA1c, U&Es, LFT, CRP and troponin
· Daily monitoring of blood pressure, pulse, respiratory rate and temperature after administration. These records may be difficult for many patients; every effort must be made to obtain these, and patient refusal of observations must be documented on RiO.
· The NEWS observation chart should be completed every 15 minutes after each dose for the first two hours as this will cover blood pressure, pulse, respiratory rate, temperature and consciousness
· Importantly, patients should be observed for any signs of being unwell, such as pallor, cough, shortness of breath, sweating etc. and if observed these should be reported to the Consultant/Duty Dr and recorded in the service user’s notes.
· Weekly bloods should include FBC, Troponin and CRP (these last 2 only for 4 weeks) as usual with all clozapine patients. See Clozapine policy 7.0.  
· If IM lorazepam is required leave at least ONE HOUR between administration of IM clozapine and IM lorazepam.


4.5 Side Effects

Side effects reported by the manufacturer can be found in the following links to EMC: 
· Zaponex 25mg clozapine tablets:  https://www.medicines.org.uk/emc/product/7138/smpc#gref 
· Denazapine 25mg clozapine tablets:  https://www.medicines.org.uk/emc/product/6078/smpc#gref  

Oral and IM clozapine share the same side effect profile with the exception of pain at site of injection secondary to IM administration.
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	Appendix 1 - IM CLOZAPINE  Initiation ASSESSMENT FORM
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IM Clozapine Initiation Form
	Service User Name
	

	Ward
	

	RiO number
	

	ZTAS/DMS number
	

	Indication for IM clozapine
	

	IM clozapine dosage (including strength and frequency)
If used during titration, please state Intended duration: 
	


	Which treatments have been used previously for this condition?
	

	What is the reason for preferred use of IM clozapine?
	

	Does the service user have any physical health co-morbidities that lead to the contraindication of clozapine?
	YES
NO

	Has the service user previously been prescribed clozapine?
	YES/NO
If yes, please state reason clozapine was stopped previously:

	Does the patient have Consent to treatment? 
	YES/NO
If yes: Is clozapine IM covered by the relevant Consent to Treatment form? 

	The manufacturer is only likely to be found liable if harm results from a defect in the
Product. The manufacturer carries no legal liability for use of medicines without a UK
license. This puts greater responsibility on individual prescribers and the Trust. The
ultimate responsibility for prescribing any drug lies with the doctor who signs the
prescription and is professionally accountable for his/her judgement. Doctors have a
duty in common law to take reasonable care and to act in a way consistent with practice of a responsible body of their peers of similar professional standing. 
The purpose of this policy is to provide an internal means of assessing the use of these
products, thereby safeguarding patients against the risk of injury as well as minimising
the likelihood of claims against the Trust.
Declaration by Consultant:
1. I have read the above and understand that the product which will be supplied will be used as a medicine without a UK license.
2. I am registering my wish to use this product for the reasons detailed above and will
await confirmation from the Pharmacy Department prior to prescribing it.
3. I accept responsibility for fully informing the patient/carers of the fact the prescribed medicine is currently unlicensed in the UK. 
4. I will initiate each prescription for a patient and obtain their consent.
5. Providing the above has been undertaken, I understand that this prescription and its
consequence will be covered for vicarious liability under terms of my contract with the
Trust.
6. The use of an unlicensed medicine has been discussed with the patient/carer and
information has been provided regarding this e.g. Trust Unlicensed and Off Label PIL.

	CRITERIA

	Date MDT discussion documented in service user record
	

	Name and Signature and date of Responsible Consultant
	Name:
Signature: 
Date: 

	Name and Signature of Clinical Director or Associate Clinical Director approval
	Name: 
Signature: 
Date:

	Name and Signature and date of Lead Site Pharmacist 
	Name: 
Signature: 
Date: 

	Date completed application form sent to Chief Pharmacist or Deputy Chief Pharmacist
	

	Signatures Chief Pharmacist or Deputy Chief Pharmacist (or associates in their absence)
	Chief Pharmacist 
Signature: 
Date: 

Deputy Chief Pharmacist
Signature: 
Date: 







	Appendix 2 - IM CLOZAPINE  Continuation Form 
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IM Clozapine Continuation Form



	Service User Name  
	  

	Ward  
	  

	RiO number  
	  

	ZTAS/DMS number 
	 

	Indication for IM clozapine  
	  

	Does the service user have any physical health co-morbidities that lead to the contraindication of clozapine?  
	YES  
NO  

	Reason for continuing IM clozapine beyond two weeks: 
 
	 
 
 
 

	  

	CRITERIA  

	Date MDT discussion documented in service user record  
	  

	Name and Signature and date of Responsible Consultant
	Name:
Signature: 
Date: 

	Name and Signature of Clinical Director or Associate Clinical Director approval
	Name: 
Signature: 
Date:

	Name and Signature and date of Lead Site Pharmacist 
	Name: 
Signature: 
Date: 

	Date completed application form sent to Chief Pharmacist or Deputy Chief Pharmacist
	

	Signatures Chief Pharmacist or Deputy Chief Pharmacist (or associates in their absence)
	Chief Pharmacist 
Signature: 
Date: 

Deputy Chief Pharmacist
Signature: 
Date: 






	Appendix 3: Clozapine Injection titration prescription chart.
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CLOZAPINE INJECTION TITRATION CHART
Equivalent doses

	Name & Surname
	
	Consultant
	

	DOB
	
	Ward
	

	RIO number
	
	ZTAS/DMS number
	

	Allergies
	
	CTT
	


CAUTION!
· IM CLOZAPINE DOSE IS ONLY HALF THE ORAL DOSE
· IM CLOZAPINE IS ONCE DAILY DOSING
· IM CLOZAPINE IS ADMINISTERED INTO GLUTEAL MUSCLE
· ALWAYS OFFER ORAL CLOZAPINE FIRST and ADMINISTER IM CLOZAPINE IF ORAL DECLINED. 
· DO NOT ADMINISTER PO AND IM TOGETHER.
· OFFER MONITOR PRE DOSE AND POST DOSE as per NEWS chart below

		DAY
	DATE
	ORAL
dose 

	Prescribed by
	Pharmacy 
	Administered by

Note: once daily 
Administration

EITHER/OR


	
	
	Equivalent IM 
dose
(25mg/ml)
	
	
	

	1
	
	12.5mg

	
	
	

	
	
	6.25mg (0.25ml)
	
	
	

	2
	
	25mg
	
	
	

	
	
	12.5mg (0.5ml)
	
	
	

	3
	
	25mg
	
	
	

	
	
	12.5mg (0.5ml)
	
	
	

	4
	
	50mg
	
	
	

	
	
	25mg (1ml)
	
	
	

	5
	
	50mg
	
	
	

	
	
	25mg (1ml)
	
	
	

	6
	
	75mg
	
	
	

	
	
	37.5mg (1.5ml)
	
	
	

	7
	
	75mg
	




	
	

	
	
	37.5mg (1.5ml)
	
	
	

	8
	
	100mg
	
	
	

	
	
	50mg (2ml)
	
	
	

	9
	
	100mg
	
	
	

	
	
	50mg (2ml)
	
	
	

	10
	
	125mg
	
	
	

	
	
	62.5mg (2.5ml) 
	
	
	

	11
	
	125mg
	
	
	

	
	
	62.5mg (2.5ml)
	
	
	

	12
	
	150mg
	
	
	

	
	
	75mg (3ml)
	
	
	

	13
	
	150mg
	
	
	

	
	
	75mg (3ml)
	
	
	

	14
	
	175mg
	
	
	

	
	
	87.5mg (3.5ml)
	
	
	













	Appendix 4 : Monitoring Pre and Post Dose
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	Appendix 5 : General MHRA Stipulation Order Form 
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Identify suitable patients: 
Inpatients, Forensic & PICU services. Treatment refractory and refusing oral treatment (Previous clozapine treatment is not required) 


Complete baseline observations (as per Clozapine Policy)
vitals,ECG, FBC, lipids, plasma glucose, U&Es, LFTs, CRP and troponin 


Register patients with with ZTAS/DMS and inform of treatment plan.
 DMS patients require Off label form completed. 


Specifically reference IM Clozapine on Consent to treatment (if relevant)  


Always offer oral clozapine first and clearly indicate the route of administration on the clozapine IM paper titration chart (where applicable) and on RIO notes


Monitor the patient and using NEWS 2 chart / Rio . If not possible to do readings, document refusal and any physical observations for any signs of being unwell e.g. pallor, cough, shortness of breath, sweating . NB. If IM lorazepam is required leave at least ONE HOUR between administration of IM clozapine and IM lorazepam 


Complete General MHRA Stipulation Order Form to order supply of Clozapine IM 
 and prescribe clozapine using Clozapine paper chart and dummy drug on EPMA 


Complete MDT initation assessment form & obtain approval from MDT, CD,Site lead pharmacist, and Chief Pharmacist/deputy chief pharmacist
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If alternative(s) avaiable in the UK, please provide reasons as to why licenced product(s) can't be used:
Click or tap here 1o enter text.

Clinical Need (1., what the product is being used to treat): ~_Click or tap here 10 enter text

Name of person: Click or tap here 1o enter test
GMC/GPHC/NMC number: _Click o tap here 10 enter text
Signature: Ciick or tap here 10 enter text.
Date: Ciick or tap here 1o enter text

Please complete and return the form back to ondemand @durbinglobal.cor along with your order
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