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Shared Care Protocol
Paliperidone palmitate long-acting injection (LAI) for patients within adult services
	[bookmark: one_background][bookmark: _Toc149231785]Background
	Paliperidone palmitate LAI is available as 1-monthly, 3-monthly and 6-monthly LAIs.
1-monthly paliperidone palmitate LAI is indicated for maintenance treatment of schizophrenia in adult patients stabilised with paliperidone or risperidone. In selected patients with previous responsiveness to oral paliperidone or risperidone 1-monthly regime might be used without prior stabilisation with oral treatment if psychotic symptoms are mild to moderate and a LAI treatment is needed. 1-monthly regime is not recommended in patients with moderate or severe renal impairment (creatinine clearance<50ml/min).

3-monthly paliperidone palmitate LAI is indicated for maintenance treatment of schizophrenia in adult patients clinically stable on 1-monthly paliperidone palmitate LAI. Patients should be stable on 1-monthly paliperidone palmitate LAI for four months or more and do not require dose adjustments to be eligible for transfer to the 3-monthly LAI. 3-monthly regimen is not recommended in patients with moderate or severe renal impairment (creatinine clearance<50ml/min).

6-monthly paliperidone palmitate LAI is indicated for the maintenance treatment of schizophrenia in adult patients who are clinically stable on 1-monthly or 3-monthly LAIs. Patients who are adequately treated with 1-monthly formulation (for four months or more) or 3-monthly formulation (for at least one injection cycle) and do not require dose adjustment may be transitioned to 6-monthly paliperidone palmitate LAI. 6-monthly regime is not recommended in patients with moderate or severe renal impairment (creatinine clearance<50ml/min).

LAI paliperidone palmitate could be considered as maintenance treatment of schizophrenia in patients who would prefer such route of administration or where avoiding covert non-adherence (either intentional or unintentional) to antipsychotic medication is a clinical priority within the treatment plan.
All patients on treatment with paliperidone palmitate LAI managed under this shared care protocol should be initiated on the therapy in secondary care and be stable on the maintenance dose. All patients should remain under the care of secondary care mental health services. 

	[bookmark: two_indications][bookmark: _Toc149231786]Licensed and agreed off-label indications
	Licensed indications:
· 1-monthly paliperidone palmitate LAI - maintenance treatment of schizophrenia in adult patients stabilised with paliperidone or risperidone. In selected patients with previous responsiveness to oral paliperidone or risperidone 1-monthly LAI might be used without prior stabilisation with oral treatment if psychotic symptoms are mild to moderate and a LAI treatment is needed.
· 3-monthly paliperidone palmitate LAI - maintenance treatment of schizophrenia in adult patients clinically stable on 1-monthly paliperidone palmitate LAI.
· 6-monthly paliperidone palmitate LAI - maintenance treatment of schizophrenia in adult patients who are clinically stable on 1-monthly or 3-monthly LAIs.
There are no off-label indications of paliperidone palmitate LAI under this shared care protocol.

This shared care protocol applies to adults aged 18 and over.

	[bookmark: four_dosing][bookmark: _Toc149231788]Initiation and ongoing dose regime
	Transfer of monitoring and prescribing to primary care is normally after 12 weeks and when the patient’s dose has been optimised and with satisfactory investigation results.
The duration of treatment and frequency of review will be determined by the specialist, based on clinical response and tolerability.
All dose or formulation adjustments will be the responsibility of the specialist unless directions have been discussed and agreed with the primary care clinician.
Termination of treatment will be the responsibility of the specialist.

· Initial stabilisation with 1-monthly paliperidone palmitate LAI 
There is no test dose required. Tolerability with oral paliperidone or risperidone should be established prior to initiating 1-monthly paliperidone palmitate LAI. 

Initiation regime:
Day 1 (1st dose): 150mg IM (1st dose should be administered in the deltoid muscle) 
Day 8 (2nd dose): 100mg IM (2nd dose should be administered in the deltoid muscle) 
3rd dose (maintenance dose) should be administered one month after the 2nd dose and then should be administered once a month (±7 days). The maintenance dose could be administered in either the deltoid or gluteal muscle.

If patient is switched from oral treatment, previous oral paliperidone or oral risperidone can be discontinued on day 1, however some patients my benefit from gradual withdrawal. Some patients switching from higher paliperidone oral doses to gluteal injections with 1-monthly LAI may have lower plasma exposure during the first 6 months after the switch, therefore in these patients deltoid injections for the first 6 months could be considered.
The initiation regime is not required for patients being switched from depot or long-acting injections.

The initial stabilisation period must be prescribed by the specialist.

· Maintenance dose (following initial stabilisation):

· 1-monthly paliperidone palmitate LAI
The recommended monthly maintenance dose is 75mg, however some patients may benefit from lower or higher doses within the recommended range of 50mg to 150mg based on individual patient tolerability and /or efficacy. Adjustment of the maintenance dose may be made monthly.
Dosing instructions should specify the day and frequency of prescription, e.g. 1st Tuesday of every month (not just e.g. every 28 days).

· 3-monthly paliperidone palmitate LAI
Patients who are adequately treated with 1-monthly paliperidone palmitate LAI (preferably for four months or more) and do not require dose adjustment may be switched to 3-monthly paliperidone palmitate LAI. 3-monthly formulation should be initiated in place of the next schedule dose of 1-monthly paliperidone palmitate LAI (±7 days). The 3-monthly paliperidone palmitate LAI dose should be based on the previous 1-monthly paliperidone palmitate LAI dose using 3.5-fold higher dose (see the table below for details). The 3-monthly formulation can be administered in either deltoid or gluteal muscle.
	Last dose of 1-monthly paliperidone palmitate LAI
	Initiate 3-monthly paliperidone palmitate LAI at the following dose

	50mg
	175mg

	75mg
	263mg

	100mg
	350mg

	150mg
	525mg



Following the initial dose, 3-monthly LAI should be administered once every 3 months (±2 weeks). If dose adjustments are needed these can be made every 3 months in increments within the range of 175mg to 525mg based on individual patient tolerability and/or efficacy.

· 6-monthly paliperidone palmitate LAI
Patients who are adequately treated with 1-monthly paliperidone palmitate injection at doses of 100 mg or 150 mg (preferably for four months or more) or 3-monthly paliperidone palmitate injection at doses of 350 mg or 525 mg (for at least one injection cycle) and do not require dose adjustment may be transitioned to 6-monthly paliperidone palmitate injection.

Switch from 1-monthly LAI to 6-monthly LAI
6-monthly LAI should be initiated in place of the next scheduled dose of 1-monthly paliperidone palmitate injection (± 7 days). To establish a consistent maintenance dose, it is recommended that the last two doses of 1-monthly paliperidone palmitate injection be the same dose strength before starting 6-monthly LAI. The dose should be based on the previous 1-monthly LAI dose shown in table below:

	Last dose of 1-monthly paliperidone palmitate LAI
	Initiate 6-monthly paliperidone palmitate LAI at the following dose

	100mg
	700mg

	150mg
	1000mg


There are no equivalent doses of 6-monthly LAI for the 50 mg or 75 mg doses of 1-monthly paliperidone palmitate injection.
 Following the initial dose, 6-monthly LAI should be administered once every 6 months. If necessary, patients may be given the injection up to 2 weeks before or up to 3 weeks after the 6 months scheduled timepoint. If dose adjustment is required, this can be made every 6 months between the dose levels of 700mg and 1000mg based on individual patient tolerability and/or efficacy.


Switch from 3-monthly LAI to 6-monthly LAI
6-monthly LAI should be initiated in place of the next scheduled dose of 3-monthly paliperidone palmitate injection (± 14 days). The dose should be based on the previous 3-monthly LAI dose shown at the table below:
	Last dose of 3-monthly paliperidone palmitate LAI
	Initiate 6-monthly paliperidone palmitate LAI at the following dose

	350mg
	700mg

	525mg
	1000mg


There are no equivalent doses of 6-monthly LAI for the 175 mg or 263 mg doses of 3-monthly paliperidone palmitate injection.
Following the initial dose, 6-monthly LAI should be administered once every 6 months. If necessary, patients may be given the injection up to 2 weeks before or up to 3 weeks after the 6 months scheduled timepoint. If dose adjustment is required, this can be made every 6 months between the dose levels of 700mg and 1000mg based on individual patient tolerability and/or efficacy. 

The initial maintenance dose of 1-monthly LAI must be prescribed by the initiating specialist. The initial maintenance dose of 3-monthly or 6-monthly LAIs should be prescribed by the specialist unless primary care clinician agrees to initiate 3-monthly or 6-monthly paliperidone LAIs under specialist direction. 

· Conditions requiring dose adjustment:

Elderly 
In general dosing for elderly patients with normal renal function does not need to be adjusted.
Renal impairment 
Paliperidone palmitate LAI is not recommended in moderate to severe renal impairment (creatinine clearance <50mL/min).
In patients with mild renal impairment (creatinine clearance ≥50 to < 80mL/min):
· 1-monthly LAI: recommended initiation dose is 100mg on day 1 and 75mg on day 8, both administered in deltoid muscle. The recommended monthly maintenance dose is 50mg with a range of 25mg to 100mg based on patient tolerability and/or efficacy (however dose 25mg is not available in UK).
· 3-monthly LAI: dose should be adjusted, and the patient stabilised using 1-monthly LAI and then transitioned to 3-monthly LAI.
· 6-monthly LAI: patients who are stabilised on either 100 mg 1-monthly LAI or 350 mg 3-monthly LAI can be transitioned to 6-monthly LAI at the 700 mg dose only. The 1000 mg dose of 6-monthly LAI is not recommended for patients with mild renal impairment.

Hepatic impairment
Paliperidone palmitate LAI has not been studied in patients with hepatic impairment, however based on experience with oral paliperidone:
· Mild to moderate hepatic impairment – no dose adjustment is required
· Severe hepatic impairment – no dose adjustment is required, however use with caution

	[bookmark: five_initial_monitoring][bookmark: _Toc149231789]Baseline investigations, initial monitoring, and ongoing monitoring to be undertaken by specialist
	Monitoring at baseline and during initiation is the responsibility of the specialist; only once the patient is optimised on the chosen medication with no anticipated further changes expected in the immediate future will prescribing and monitoring be transferred to primary care.
The specialist service must ensure that there is no interruption in the provision of treatment until shared care is formally accepted. The patient should be adequately informed about where to obtain treatment within primary care.

Baseline investigations:
· Weight, waist circumference and BMI 
· Pulse and blood pressure
· Urea and electrolytes (U&Es) including renal function
· Full blood count (FBC)
· Blood lipid profile 
· Prolactin levels
· Liver function tests (LFTs)
· HbA1c or fasting glucose
· Personal family history of diabetes and cardiovascular disease (CVD) risk
· Lifestyle review (including smoking status, diet, physical activity, intake of illicit drugs and alcohol)
· Check for movement disorders
· ECG should be offered if:
· there is a personal history of CVD 
· a physical examination has identified specific cardiovascular risk (such as diagnosis of high blood pressure) 
· patient is being admitted as an inpatient
· patient takes medications that could prolong QT interval 

Local commissioning arrangements may vary and in some cases the baseline investigations might be requested to be performed in primary care. This will be confirmed with the individual GP as necessary.

Initial monitoring 
· In all patients, weight, waist circumference and BMI should be monitored weekly for the first 6 weeks from the initiation of the treatment with paliperidone palmitate LAI, then at 3 months. 
· The following investigations should be performed after 3 months from the initiation of the treatment with paliperidone palmitate LAI:
· Pulse and blood pressure (all patients)
· U&E including renal function (only if clinically indicated)
· FBC (only if clinically indicated) 
· Blood lipid profile (all patients)
· Prolactin levels (only if clinically indicated) 
· LFTs (only if clinically indicated)
· HbA1c or fasting glucose (all patients)
· ECG (only if clinically indicated; see “baseline investigations” above for further information)
· Monitoring of response to treatment, occurrence of side effects (rating scales include Glasgow Antipsychotic Side-effect Scale (GASS), with accompanying scoring guide) and movement disorders (all patients)
· The injection site should be checked at every injection

Ongoing monitoring by a specialist:
The specialist will retain responsibility for monitoring of patient’s mental state, ongoing response to treatment, physical health and adverse effects. 
After review by the specialist, the primary care should be advised whether the treatment should be continued, the ongoing dose, and whether the ongoing monitoring outlined in section 5 remains appropriate.
The ongoing review by the specialist should be undertaken every 6 months or at least annually. 
 



[bookmark: _Ongoing_monitoring_requirements][bookmark: _Toc149231790][bookmark: six_monitoring]Ongoing monitoring requirements to be undertaken by primary care
If monitoring results are forwarded to the specialist team, please include clear clinical information on the reason for sending, to inform action to be taken by secondary care.
	Monitoring
	Frequency

	Weight, waist circumference and BMI
	Annually, or more often if the person is gaining weight rapidly

	Blood pressure and pulse
	Annually

	Lipid profile
	Annually

	HbA1c or fasting glucose
	Annually

	FBC
	Annually 

	U&E including renal function
	Annually 

	ECG
	Annually (if clinically indicated)

	Prolactin levels
	At 6 months, then annually

	LFTs
	Annually

	Serum creatinine phosphokinase levels
	When needed, to be checked if neuroleptic malignant syndrome is suspected

	Personal and family history of diabetes and CVD risk
	Annually

	Lifestyle review (including smoking status, diet, physical activity, intake of illicit drugs and alcohol)
	Annually

	Injection site
	At every injection

	Adverse effects (use rating scales e.g. GASS, see links: https://rightdecisions.scot.nhs.uk/media/2352/glasgow-antipsychotic-side-effect-scale-gass.pdf or https://www.dpt.nhs.uk/download/gwWX3mR9SJ )

	3 monthly in 1st year, then annually thereafter



[bookmark: _Toc149231791]Pharmaceutical aspects
	Route of administration:
	Deep intramuscular injection

	Formulation:
	Paliperidone palmitate LAI:
· 1-monthly LAI available strengths: 50mg, 75mg, 100mg and 150mg prefilled syringes
· 3- monthly LAI available strengths: 175 mg, 263 mg, 350mg and 525mg prefilled syringes
· 6-monthly LAI available strengths: 700mg and 1000mg

	Administration details:
	· 1-monthly LAI - initial treatment with the first two doses (on day 1 and day 8) should be administered into the deltoid muscle
Further doses can be administered into either deltoid or gluteal muscles
· 3-monthly LAI- can be administered into either gluteal or deltoid muscles
· 6-monthly LAI – should be administered into gluteal muscle only

	Other important information: 
	· Initial and maintenance treatment should be administered using appropriate safety needles and according to the manufacturers’ instructions
· Trevicta® must be administered using only the needles which are provided in the Trevicta® pack 
· Byali® must be administered using only the thin wall needle that is provided in the Byannli® pack
· Healthcare professionals administering paliperidone palmitate LAI should be appropriately trained and familiar with the device






	[bookmark: eight_cautions_cx][bookmark: _Toc149231792]Cautions and contraindications
	This information does not replace the Summary of Product Characteristics (SPC) and should be read in conjunction with it. Please see BNF & SPC for comprehensive information.

Contraindications: 
· Known hypersensitivity to the active substance, risperidone or to any of the excipients or diluents
· Acutely agitated or severely psychotic states when immediate symptom control is warranted
· Elderly patients with dementia (3-monthly and 6-monthly LAIs) 

Cautions:
· Known cardiovascular disease or family history of QT prolongation, and in concomitant use with other medicinal products which might prolong the QT interval
· Neuroleptic malignant syndrome
· Tardive dyskinesia/extrapyramidal symptoms
· Leukopenia, neutropenia and agranulocytosis. Patients with a history of a clinically significant low white blood cell count (WBC) or a drug-induced leukopenia/neutropenia should be monitored during the first few months of therapy and discontinuation of paliperidone should be considered at the first sign of a clinically significant decline in WBC in the absence of other causative factors. 
· Hyperglycaemia and diabetes mellitus
· Weight gain
· Use in patients with prolactin-dependent tumours
· Known cardiovascular disease (e.g heart failure, myocardial infarction or ischaemia, conduction abnormalities), cerebrovascular disease, or conditions that predispose the patient to hypotension (e.g dehydration and hypovolemia)
· History of seizures or other conditions that potentially lower the seizure threshold
· Renal impairment (paliperidone palmitate LAI is not recommended in patients with moderate and severe renal impairment, creatinine clearance <50ml/min)
· Hepatic impairment
· Elderly patients with dementia (1-monthly LAI) 
· Parkinson’s disease and dementia with Lewy bodies
· Priapism
· Conditions which may contribute to an elevation in core body temperature e.g. receiving concomitant medicinal products with anticholinergic activity
· Venous thromboembolism
· Cataract surgery


	[bookmark: nine_interactions][bookmark: _Toc149231793]Significant drug interactions
	The following list is not exhaustive. Please see BNF & SPC for comprehensive information and recommended management.
The following drugs must not be prescribed without consultation with the specialist:
· Medicinal products known to prolong the QT interval. Some relevant classes include:
· class IA antiarrhythmics (e.g. disopyramide, quinidine)
· class III antiarrhythmics (e.g. amiodarone, sotalol)
· certain antipsychotics (e.g. haloperidol)
· certain macrolides (e.g. erythromycin)
· certain antifungals (e.g. pentamidine)
· other antipsychotics (e.g. phenothiazine derivatives, sertindole, pimozide, ziprasidone)
· certain antihistamines
· certain quinolone antibiotics (e.g. moxifloxacin)
· certain antidepressants (e.g. citalopram and escitalopram) 
· methadone
· some antimalarials (e.g. mefloquine)

Use with caution with other centrally acing substances (e.g. anxiolytics, most antipsychotics, hypnotics, opiates or alcohol).

Paliperidone may antagonise the effect of levodopa and other dopamine agonists. If this combination is deemed necessary, particularly in end-stage Parkinson's disease, the lowest effective dose of each treatment should be prescribed.
On initiation or discontinuation of carbamazepine the dose of paliperidone should be reviewed and adjusted as necessary in consultation with the specialist.





[bookmark: _Toc149231794]Adverse effects and management
As well as responding to absolute values in laboratory tests, a rapid change or a consistent trend in any value should prompt caution and extra vigilance. For information on incidence of ADRs see relevant SPCs.
Adverse effects clasification: very common (≥ 1/10); common (≥ 1/100 to < 1/10); uncommon (≥ 1/1,000 to < 1/100); rare (≥ 1/10,000 to < 1/1,000); very rare (< 1/10,000); and not known (cannot be estimated from the available data).
Any serious adverse reactions should be reported to the MHRA via the Yellow Card scheme. Visit www.mhra.gov.uk/yellowcard.


	Adverse effect (common unless otherwise stated) 
	Management

	Infections:
Upper respiratory tract infection, urinary tract infection, influenza

	Treat infection. If symptoms persistent and suspected due to paliperidone palmitate LAI discuss with the specialist. 

	Full blood count outside normal range: 
Anaemia (uncommon), neutropenia (rare), leukopenia (uncommon), agranulocytosis (unknown)
	Anaemia 
Treat and discuss with specialist if suspected to be due to paliperidone palmitate LAI.

Neutropenia 
Treat and discuss with specialist if suspected to be due to paliperidone palmitate LAI.
Patients with clinically significant neutropenia should be carefully monitored for fever or other symptoms or signs of infection and treated promptly if such symptoms or signs occur. If neutrophils fall below 1.5 x109 /L, paliperidone should be stopped, and urgent advice from secondary care specialist should be sought.

Leukopenia
Treat and discuss with specialist if suspected to be due to paliperidone palmitate LAI.

Agranulocytosis 
Treat and discuss with specialist if suspected to be due to paliperidone palmitate LAI.


	Endocrine disorders:
Increased prolactin levels
 
	Paliperidone palmitate LAI can raise prolactin levels. Psychotropic-induced hyperprolactinaemia may be asymptomatic or symptomatic.
Increased prolactin levels can cause symptoms such as: menstrual disturbances including amenorrhoea and oligomenorrhoea; breast enlargement and galactorrhoea in men and women; reduced fertility and sexual dysfunction. 
Persistent elevation of plasma prolactin is associated with reduction in bone mineral density and a possible increase in the risk of breast cancer. 
Management of hyperprolactinaemia involves monitoring prolactin levels and symptoms, reducing dose, addition of supportive treatment or switching to a drug that is less likely to increase prolactin. 

If prolactin levels:
· (530-2500 mlU/L) – if patients either asymptomatic or symptomatic: exclude organic cause; discuss clinical consequences of prolonged raised prolactin levels with patient; discuss with specialist further management 
· >2500 mlU/L – if patient either asymptomatic or symptomatic: exclude organic cause including prolactinoma (consider referral to endocrinologist); discuss clinical consequences of prolonged raised prolactin levels with patient; discuss with specialist further management


	Psychiatric disorders:
Insomnia (very common)
	Insomnia is a very common side effect, particularly at the start of treatment, however some tolerance develops in most cases. 
If symptoms are persistent discuss with specialist if suspected to be due to paliperidone palmitate LAI.

	Agitation, anxiety, depression
	Provide symptomatic relief and discuss with the specialist if significant or non-responsive to intervention.

	Nervous system disorders:
Extrapyramidal side effects (EPSE) including drug-induced parkinsonism, dystonia, dyskinesia, akathisia 
	Pseudoparkinsonism and dystonic reactions can be alleviated by antimuscarinic drugs such as procyclidine (should not be prescribed routinely). If symptoms are persistent refer back to the specialist.
If akathisia or dyskinesia occur refer back to the specialist.
 


	Sedation
	Sedation is a common side effect, and it appears to be dose related.  Tolerance usually develops. If problematic consult mental health specialist.

	Metabolism and nutrition disorders:
Weight gain  
	Weight gain is a common side effect associated with the use of paliperidone palmitate LAI. Psychotropic induced weight gain can affect the physical, social and emotional wellbeing of the patients. Therefore clinicians should be vigilant and persistent in monitoring and intervening if weight gain occurs.
Offer advice on healthy lifestyle, diet and regular exercise.
Routine use of pharmacological interventions is not recommended.
If no improvement seek advice from the specialist as dose reduction/switching/stopping causative drug should be considered.

	Weight decrease, decreased appetite
	Manage in line with local guideline and if suspected due to paliperidone palmitate LAI discuss with the specialist.

	HbA1c or fasting glucose
outside normal range (hyperglycaemia)

	If outside normal range, GP to offer lifestyle advice and discuss with specialist if suspected to be due to paliperidone.  

All patients with diabetes or risk factors for diabetes treated with antipsychotic medication should be monitored regularly for signs and symptoms of hyperglycaemia and glycaemic control

	Cardiac disorders:
Tachycardia

	Treat and if suspected to be due to paliperidone palmitate LAI discuss with the specialist.

	Vascular disorders:
Hypertension
	GP should follow NICE recommendation on treatment of hypertension https://www.nice.org.uk/guidance/ng136 then discuss with specialist if suspected to be due to paliperidone palmitate LAI.

	Respiratory disorders:
Cough, nasal congestion 
	Treat and if suspected to be due to paliperidone palmitate LAI discuss with the specialist.

	Gastrointestinal disorders:
Abdominal pain, vomiting, nausea, constipation, diarrhoea, dyspepsia, toothache
	Nausea, vomiting, dyspepsia - Use of anti-emetics such as metoclopramide and prochlorperazine for nausea and vomiting should be avoided because of the increased risk of extrapyramidal symptoms.

Constipation – is usually dose related side effect.
In rare cases, serious complications such as paralytic ileus and serious intestinal obstruction can occur if constipation is not treated effectively. First line management involves dietary changes (increased daily fibre and fluid intake) and exercise. Use of laxatives may be necessary. The choice of laxative will depend on the nature of the constipation and must take into account service user preferences. Laxatives may be selected from the three main groups, bulk forming, stimulant and osmotic laxatives.

Discuss with specialist.

	Hepatobiliary disorders:
LFTs out of range (transaminases increased)
	Treat and discuss with the specialist if suspected due to paliperidone palmitate LAI.
Stop the paliperidone LAI if LFTs suggest hepatitis (transaminases rise to three times normal) or prothrombin time or albumin are abnormal. Seek advice from specialist.

	Musculoskeletal disorders:
Musculoskeletal pain, back pain, arthralgia

	Treat and if suspected to be due to paliperidone palmitate LAI discuss with the specialist.

	General disorders:
Pyrexia, asthenia, fatigue,
	Treat and if suspected to be due to paliperidone palmitate LAI discuss with the specialist.

	Injection site reaction (e.g. pain and swelling)
	Seek specialist advice 

	Neuroleptic malignant syndrome (NMS). It is an acute disorder of thermoregulation and neuromotor control. The symptoms include: hyperthermia (temperature of more than 38°C is typical, but even higher temperature, greater than 40°C is common), muscle rigidity, autonomic instability (e.g. tachycardia, high blood pressure, tachypnea), fluctuating consciousness and increase serum creatinine phosphokinase levels. Additional clinical signs may include myoglobinuria and acute renal failure
	If a patient develops signs or symptoms of NMS should seek urgent medical attention (should attend A&E). 




	[bookmark: eleven_patient_advice][bookmark: _Toc149231795]Advice to patients and carers

The specialist will counsel the patient with regard to the benefits and risks of treatment and will provide the patient with any relevant information and advice, including patient information leaflets on individual drugs.
	The patient should be advised to report any of the following signs or symptoms to their primary care prescriber or out of hours health care (e.g. call NHS 111) without delay:
· Depression
· Infection 
· Parkinsonism
· Akathisia
· Dyskinesia
· Sexual dysfunction

The patient should be advised to seek urgent medical attention (e.g. to attend A&E) in case of development of Neuroleptic Malignant Syndrome (NMS) symptoms, including:
· Hyperthermia
· Fluctuating levels of consciousness
· Muscle rigidity
· Autonomic dysfunction with pallor
· Tachycardia
· Labile blood pressure
· Sweating and urinary incontinence

The patient should be advised:
· Tell anyone who prescribes them a medicine that they are on treatment with paliperidone palmitate. Always ask a pharmacist before purchasing any medicines over the counter, including herbal remedies, and ask if they are safe.
· To inform their specialist or primary care prescriber promptly if pregnancy occurs or is planned, or they would like to breastfeed.


Patient information:
· https://patient.info/mental-health/schizophrenia-leaflet/antipsychotic-medicines#nav-7
· https://www.rcpsych.ac.uk/mental-health/treatments-and-wellbeing/antipsychotics


	[bookmark: twelve_pregnancy][bookmark: _Toc149231796][bookmark: _Hlk158129206]Pregnancy, paternal exposure, fertility and breastfeeding


	It is the responsibility of the specialist to provide advice on the need for contraception to male and female patients on initiation and at each review, but the ongoing responsibility for providing this advice rests with both the primary care prescriber and the specialist.
All women of childbearing potential should be informed of the risks and benefits of being on treatment with paliperidone palmitate LAI during pregnancy and breastfeeding. Patients should be referred to a specialist for urgent review if they become pregnant or are planning to become pregnant or breastfeed. If the specialist decides to continue treatment with paliperidone palmitate LAI during pregnancy, the prescribing responsibility should remain with the specialist. Paliperidone cannot be prescribed in breastfeeding patients.

Pregnancy:
It is important to ensure that maternal mental health is treated appropriately. Where a patient is stabilised on antipsychotic medication, either prior to conception or during pregnancy the risk of continuing the medication should be weighed against the risk of relapse if stopping or changing the medication.
There is limited safety data available on the use of paliperidone palmitate LAI in pregnancy, therefore the manufacturer advises to not to use it during pregnancy unless it is necessary. 
Neonates exposed to paliperidone during the third trimester of pregnancy are at risk of adverse reactions including extrapyramidal and/or withdrawal symptoms that may vary in severity and duration following delivery. There have been reports of agitation, hypertonia, hypotonia, tremor, somnolence, respiratory distress, or feeding disorder. Consequently, newborns should be monitored carefully.

Information for healthcare professionals: 
https://cks.nice.org.uk/topics/psychosis-schizophrenia/management/women-of-childbearing-age/#pregnancy-planned-unplanned 
https://bnf.nice.org.uk/drugs/paliperidone/#pregnancy (advice for all antipsychotic drugs)
https://www.medicines.org.uk/emc/product/7653/smpc/print#PREGNANCY (Xeplion® SPC)
https://www.medicines.org.uk/emc/product/7713/smpc/print#PREGNANCY (Trevicta® SPC)
https://www.medicines.org.uk/emc/product/13308/smpc 
(Byannli® SPC)
Information for patients and carers: 
https://www.rcpsych.ac.uk/mental-health/treatments-and-wellbeing/antipsychotics-in-pregnancy


Breastfeeding:
Paliperidone is excreted in the breast milk such an extent that effects on the breastfed infant are likely therapeutic doses are administered to breastfeeding mothers. Manufacturers advise that paliperidone palmitate LAI should not be used while breastfeeding.

Information for healthcare professionals: 
https://www.sps.nhs.uk/articles/safety-in-lactation-antipsychotics/ 
https://cks.nice.org.uk/topics/psychosis-schizophrenia/management/women-of-childbearing-age/#breastfeeding
https://www.medicines.org.uk/emc/product/7654/smpc/print#PREGNANCY (Xeplion® SPC)
https://www.medicines.org.uk/emc/product/7230/smpc/print#PREGNANCY (Trevicta® SPC)
https://www.medicines.org.uk/emc/product/13308/smpc 
(Byannli® SPC)

Paternal exposure:
There were no reports found on paternal exposure.
Fertility:
Antipsychotics can cause adverse effects such as hyperprolactinaemia, amenorrhoea, erectile dysfunction and ejaculation failure which might have a negative impact on female and /or male sexual function and fertility. 
If the above issues occur and organic causes were investigated and excluded, then these should be discussed with the specialist

	[bookmark: thirteen_specialist_contact][bookmark: _Toc149231797]Specialist contact information and arrangements for referral
	See appendix 1 for the specialist contact information. 

The following circumstances/ changes in the patient’s condition require urgent discussion with the specialist team:
· If non-compliance is suspected, patient repeatedly fails to attend monitoring appointments and/or injection administration, and the primary care prescriber considers it no longer safe to continue prescribing.  (All appropriate steps must first be taken by primary care to reinforce the importance of attendance to the patient).
· The patient’s clinical condition deteriorates such that the primary care prescriber feels a dose change is required/ the patient no longer appears to be benefiting from therapy.



	[bookmark: fourteen_additional_info][bookmark: _Toc149231798]Additional information
	Where patient care is transferred from one specialist service or GP practice to another, a new shared care agreement must be completed. Ensure that the specialist is informed in writing of any changes to the patient’s GP or their contact details.
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6. Summary of Product Characteristics Trevicta® 525mg prolonged-release suspension for injection, date of revision of the text 04.08.2023, accessed via https://www.medicines.org.uk/emc/product/7710/smpc on 10.01.2024
7. Summary of Product Characteristics Paliperidone Mercury Pharma 50mg prolonged-release suspension for injection in pre-filled syringe, date of revision of the text 17.07.2023, accessed via https://www.medicines.org.uk/emc/product/14502/smpc on 10.01.2024
8. Summary of Product Characteristics Byannli® 1000mg prolonged-release suspension for injection in pre-filled syringe, date of revision of the text 13.10.2023, accessed via https://www.medicines.org.uk/emc/product/13308/smpc on 10.01.2024
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10. Specialist Pharmacy Service, Safety in Lactation: Antipsychotics, September 2020, accessed via https://www.sps.nhs.uk/articles/safety-in-lactation-antipsychotics/ on 10.01.2024
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	[bookmark: sixteen_read_with][bookmark: _Toc149231800]To be read in conjunction with the following documents
	· Shared Care for Medicines Guidance – A Standard Approach (RMOC). Available from https://www.sps.nhs.uk/articles/rmoc-shared-care-guidance/ 
· NHSE guidance – Responsibility for prescribing between primary & secondary/tertiary care. Available from https://www.england.nhs.uk/publication/responsibility-for-prescribing-between-primary-and-secondary-tertiary-care/ 
· General Medical Council. Good practice in prescribing and managing medicines and devices. Shared care. Available from https://www.gmc-uk.org/ethical-guidance/ethical-guidance-for-doctors/good-practice-in-prescribing-and-managing-medicines-and-devices/shared-care 
NICE NG197: Shared decision making. Last updated June 2021. https://www.nice.org.uk/guidance/ng197/.





[bookmark: _Appendix_1:_Shared][bookmark: _Toc64632334]Appendix 1: Shared Care Request letter (Specialist to Primary Care Prescriber)

[bookmark: _Appendix_3][bookmark: Text57]Dear 		[insert Primary Care Prescriber's name]

[bookmark: Text58]Patient name:	[insert patient's name]
Date of birth:	[insert date of birth]
NHS Number: 	[insert NHS Number]
[bookmark: Text60]Diagnosis:	[insert diagnosis]

[bookmark: Text61]As per the agreed GMMMG shared care protocol for [insert medicine name] for the treatment of [insert indication], this patient is now suitable for prescribing to move to primary care.
 
The patient fulfils criteria for shared care and I am therefore requesting your agreement to participate in shared care. Where baseline investigations are set out in the shared care protocol, I have carried these out.

I can confirm that the following has happened with regard to this treatment:
	
	Specialist to complete

	The patient has been initiated on this therapy and has been on an optimised dose for the following period of time:
	[insert how long patient has been on an optimised dose]

	Baseline investigation and monitoring as set out in the shared care documents have been completed and were satisfactory
	[Yes/No]

	The condition being treated has a predictable course of progression and the patient can be suitably maintained by primary care
	[Yes/No]

	The risks and benefits of treatment have been explained to the patient
	[Yes/No]

	The roles of the specialist/specialist team/ Primary Care Prescriber / Patient and pharmacist have been explained and agreed
	[Yes/No]

	The patient has agreed to this shared care arrangement, understands the need for ongoing monitoring, and has agreed to attend all necessary appointments
	[Yes/No]

	I have enclosed a copy of the shared care protocol  which covers this treatment/the SCP can be found here (insert electronic/ web link)
	[Yes/No]

	I have included with the letter copies of the information the patient has received
	[Yes/No]

	I have provided the patient with sufficient medication to last until
	[insert date]

	I have arranged a follow up with this patient in the following timescale
	[insert date]



[bookmark: Text64]Treatment was started on [insert date started] and the current dose is [insert dose and frequency].
If you are in agreement, please undertake monitoring and treatment from [insert date] NB: date must be at least 3 months from initiation of treatment.
[bookmark: Text63]The next blood monitoring is due on [insert date] and should be continued in line with the shared care guideline.

Please respond to this request for shared care, in writing, within 14 days of the request being made where possible.
Baseline investigations results are presented below: 
	Core investigations/ tests

	Investigation/ test
	Result
	Date
	Investigation/ test
	Result
	Date

	 Height 
	[details]
	[dd-mm-yy]
	LFTs

	ALT
	[details]
	[dd-mm-yy]

	
	
	
	
	AST
	[details]
	

	
	
	
	
	ALP
	[details]
	

	Weight
	[details]
	[dd-mm-yy]
	
	GGT
	[details]
	

	
	
	
	
	Bilirubin
	[details]
	

	BMI
	[details]
	[dd-mm-yy]
	
	Albumin

	[details]
	

	
	
	
	
	e.g. other
	[details]
	

	
	
	
	Prolactin
	[details]
	[dd-mm-yy]

	Waist circumference 
	[details]
	[dd-mm-yy]
	Blood lipid profile
	[details]
	[dd-mm-yy]

	Pulse and blood pressure
	[details]
	[dd-mm-yy]
	U+Es
	Sodium
	[details]
	[dd-mm-yy]

	FBC
	Platelets
	[details]
	[dd-mm-yy]
	
	Potassium
	[details]
	

	
	WCC
	[details]
	
	
	Urea
	[details]
	

	
	MCV
	[details]
	
	
	Creatinine
	[details]
	

	
	Neutrophils
	[details]
	
	
	Calculated GFR
	[details]
	

	
	Hb
	[details]
	
	HbA1c or fasting glucose
	[details]
	[dd-mm-yy]

	
	Eosinophils
	[details]
	
	
	
	

	
	
	
	
	e.g. other
	[Y/N]

	Additional tests (at discretion of specialist team whether required)

	Investigation/ test
	Result
	Date
	Investigation/ test
	Result

	e.g. other
	e.g. other
	[details]
	[dd-mm-yy]
	e.g. other
	[details of result]

	
	e.g. other
	[details]
	
	[Insert any additional information]




Specialist contact information:
[bookmark: _Hlk164681426]Name: [insert name]
Role and specialty: [insert role and specialty]
Daytime telephone number: [insert daytime telephone number]
Email address: [insert email address]
Alternative contact: [insert contact information, e.g. for clinic or specialist nurse]
Out of hours contact details: [insert contact information, e.g. for duty doctor]

Appendix 2: Shared Care Agreement Letter (Primary Care Prescriber to Specialist)
Primary Care Prescriber Response
[bookmark: Text69]Dear		 [insert Doctor's name]

[bookmark: Text70]Patient 	[insert Patient's name]

NHS number	[insert NHS Number]

[bookmark: Text71]Identifier	[insert patient's date of birth and/oraddress]

Thank you for your request for me to accept prescribing responsibility for this patient under a shared care agreement and to provide the following treatment.

	Medicine
	Route of administration
	Dose & frequency

	[insert medicine name]

	[insert route of administration]


	[insert dose and frequency]




I can confirm that I am willing to take on this responsibility from [insert date] and will complete the monitoring as set out in the shared care protocol for this medicine/condition.

Primary Care Prescriber signature: [insert signature]            
Date:[insert date]



Primary Care Prescriber address/practice stamp
[insert address/practice stamp]










Appendix 3: Shared Care Refusal Letter (Primary Care Prescriber to Specialist)

Re: 
Patient 	[insert Patient's name]

NHS Number	[insert NHS Number]

Identifier	[insert patient's date of birth and/oraddress]

Thank you for your request for me to accept prescribing responsibility for this patient.

In the interest of patient safety GMMMG, in conjunction with local acute trusts have classified [insert medicine name]as AMBER Shared Care drug and requires a number of conditions to be met before transfer can be made to primary care.

I regret to inform you that in this instance I am unable to take on responsibility due to the following:
	   
	
	Tick which apply

	1.
	The prescriber does not feel clinically confident in managing this individual patient’s condition, and there is a sound clinical basis for refusing to accept shared care.
As the patient’s primary care prescriber I do not feel clinically confident to manage this patient’s condition because [insert reason]. I have consulted with other primary care prescribers in my practice who support my decision. This is not an issue which would be resolved through adequate and appropriate training of prescribers within my practice.
I have discussed my decision with the patient and request that prescribing for this individual remain with you as the specialist, due to the sound clinical basis given above.
	☐
	2.
	The medicine or condition does not fall within the criteria defining suitability for inclusion in a shared care arrangement.
As the medicine requested to be prescribed is not included on the national list of shared care drugs as identified by RMOC or is not a locally agreed shared care medicine I am unable to accept clinical responsibility for prescribing this medication at this time. 
Until this medicine is identified either nationally or locally as requiring shared care the responsibility for providing this patient with their medication remains with you 
	☐
	3.
	A minimum duration of supply by the initiating clinician
As the patient has not had the minimum supply of medication to be provided by the initiating specialist, I am unable to take clinical responsibility for prescribing this medication at this time. Therefore can you please contact the patient as soon as possible in order to provide them with the medication that you have recommended.
Until the patient has had the appropriate length of supply the responsibility for providing the patient with their medication remains with you.
	☐
	4.
	Initiation and optimisation by the initiating specialist
As the patient has not been optimised on this medication, I am unable to take clinical responsibility for prescribing this medication at this time. Therefore can you please contact the patient as soon as possible in order to provide them with the medication that you have recommended.
Until the patient is optimised on this medication the responsibility for providing the patient with their medication remains with you.
	☐
	5.
	Shared Care Protocol not received
As legal responsibility for clinical care lies with the clinician who signs the prescription, I need to ensure that I am in possession of sufficient clinical information for me to be confident to prescribe this treatment for my patient and it is clear where each of our responsibilities lie to ensure the patient is safely managed.
For this reason I am unable to take clinical responsibility for prescribing this medication at this time, therefore would you please contact the patient as soon as possible in order to provide them with the medication that you have recommended.  
Until I receive the appropriate SCP, responsibility for providing the patient with their medication remains with you.
	☐
	6.
	Other (Primary Care Prescriber to complete if there are other reasons why shared care cannot be accepted)
	☐


I would be willing to consider prescribing for this patient once the above criteria have been met for this treatment.  

NHS England ‘Responsibility for prescribing between Primary & Secondary/Tertiary care’ guidance (2018) states that “when decisions are made to transfer clinical and prescribing responsibility for a patient between care settings, it is of the utmost importance that the GP feels clinically competent to prescribe the necessary medicines. It is therefore essential that a transfer involving medicines with which GPs would not normally be familiar should not take place without full local agreement, and the dissemination of sufficient, up-to-date information to individual GPs.” In this case we would also see the term GP being interchangeable with the term Primary Care Prescriber.

Please do not hesitate to contact me if you wish to discuss any aspect of my letter in more detail and I hope to receive more information regarding this shared care agreement as soon as possible.

Yours sincerely


Primary Care Prescriber signature: [insert signature]            
Date:[insert date]



Primary Care Prescriber address/practice stamp
[insert address/practice stamp]
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