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Doncaster and Bassetlaw Area Prescribing Committee
Shared Care Protocol for the use of oral N-Acetylcysteine (NAC) in the management of Idiopathic Pulmonary Fibrosis in Adults
1.0 INTRODUCTION
This protocol sets out guidelines for the assessment and treatment of patients who require medication for symptom control of Idiopathic Pulmonary Fibrosis and the delineated responsibilities when care for the patient is to be shared between Primary Care and Respiratory Specialists.
Shared Care Protocols are intended to provide clear guidance to General Practitioners (GPs) and hospital prescribers regarding the procedures to be adopted when clinical (and therefore prescribing and financial) responsibility for a patient’s treatment with a shared-care disease is transferred from secondary to primary care.

GPs, as independent contractors, have the right to decline to take clinical and prescribing responsibilities for a patient on their medical list who is being treated elsewhere. However the reason for this action must be documented. In the view of the Doncaster & Bassetlaw APC, it would be the exception for a GP to refuse to take clinical and prescribing responsibilities for an individual drug, where shared care guidelines for that drug have become common practice and where shared care guidelines include adequate support, education, and information as approved by the Doncaster & Bassetlaw APC.

If a specialist asks a GP to prescribe in relation to this disease the GP should reply to this request as soon as practicable. The doctor who prescribes the medication legally assumes clinical responsibility for the drug and the consequence of its use.
	
	Traffic light system classification

	Drug Class
	GreenG
	AmberA
	RedR

	Mucolytic
	
	N-acetylcysteine
	


G – Prescribing initiated and retained In Primary Care

A – Prescribing initiated by specialist and passed to primary care when dose effective and stable – monitoring shared as specified in SCP

R – Prescribing initiated and retained by specialist – Prescribing monitoring performed in secondary care

2.0 BACKGROUND INFORMATION
Idiopathic pulmonary fibrosis (IPF) is a chronic, progressive disease with a poor prognosis, thought to be caused by repeated lung injury and the presence of inflammatory mediators within the alveoli.  Current management consists of a combination of corticosteroids (0.5mg/kg/day initially, tapering according to clinical symptoms).  Some patients are prescribed steroids in combination with immunosuppressants such as azathioprine (3mg / kg daily not to exceed 200mg / day) and N-acetylcysteine, though there is a move to reduce the number of patients prescribed azathioprine due to toxicity profiles and lack of evidence. There has been no evidence of benefit in survival for patients treated with corticosteroids alone or with this combination. The side effects of azathioprine (hepatotoxicity / renal problems / bone marrow suppression) and complications associated with steroid usage, for example osteoporosis and diabetes make these therapies less desirable for long term use.  N-acetylcysteine is used in combination or alone in patients unable to tolerate azathioprine/corticosteroids and treatment choice is based on patient preference and clinical risk / benefit profiles. The combination of NAC with azathioprine and prednisolone has been given a “weak” recommendation by the British Thoracic Society guidelines due to the limited evidence.
In IPF, activated phagocytes cause significant oxidative stress which lead to glutathione depletion in the lung.  Glutathione is a major antioxidant thought to prevent further damage to lung parenchyma.  N-Acetylcysteine (NAC) is a precursor to glutathione synthesis and it is believed that administration of this medication can restore depleted glutathione levels and may reduce further injury to the lung parenchyma (1).  This helps to prevent functional deterioration of the condition when used in combination with azathioprine and / or prednisolone.

Although there is currently no evidence for single agent use of NAC in IPF, in elderly, frail individuals who would not tolerate azathioprine and / or oral corticosteroids, NAC would be a reasonable alternative to try considering the cost and relative safety of this preparation. N-acetylcysteine is widely available from health food shops and has a good safety profile.
3.0 DIAGNOSIS & INVESTIGATIONS
CT scan with lung function tests
4.0 TREATMENT
Oral NAC is not available as a licensed medication in the UK but is available in European countries such as Spain and Germany.  Tablets (600mg plain and 600mg effervescent) can be imported into the UK as a named patient medication.  In countries where it is licensed it does not have a marketing authorisation to treat IPF specifically as it is licensed as a mucolytic for general respiratory tract disorders.  Both the prescriber and the patient need to be aware of the unlicensed status of the medication.4.1 Drug Treatment

	Drug, dose & TLS listing
	Adverse effects
	Therapeutic monitoring
	Consultant
	Clinical relevant drug interactions

	
	
	
	GP
	

	1. N-Acetylcysteine

	

	Idiopathic Pulmonary Fibrosis
· adult over 12 years, 600mg (in the form of  generic plain or effervescent tablets) three times daily Dose titration – Not required 
Unlicensed and imported - Seek advice from the Medicines Management Team on the suitability of unlicensed/imported preparations

· Elderly – no alteration in dose required

	Common

· Diarrhoea (20%)
· Mild nausea (transient)

· Coughing (17%)

· Increased sputum volume (17%)

Uncommon

· Allergic reactions (pruritus, urticaria, rash angioedema) stomatitis, abdominal pain
Contraindications / Cautions

· Hypersensitivity to any ingredient in the preparation

· Administer with caution in patients with history of asthma or bronchospasm
	Baseline
· CT scan
· Lung function tests
Annual 

· Lung function tests
CT scan if / when clinically indicated
	· Nil known

	
	
	Annual

· Symptom control
· Monitor Adverse effects and report via the Yellow Card Scheme at  https://yellowcard.mhra.gov.uk/
	


5.0 SHARED CARE ARRANGEMENTS
Once a stable medication regime has been established (usually 3 months) and the patient is responding to treatment, physical monitoring and prescribing of amber category drugs can be transferred to primary care with agreement.

5.1 Aspects of care for which Secondary Care Team is responsible 
· Diagnosis and assessment 
· Initiation and stabilisation of drug therapy, usually but not exceptionally, a period of 3 months.
· Patient/ family education
· Ensure patient is fully informed of potential benefits and side effects of treatment and to gain consent for use of an unlicensed product
· Provide a comprehensive treatment package in addition to medications including appropriate information/monitoring sheet(s)

· Ensure that shared care arrangements are in place before transfer of treatment

· That the patient/carer is clear what is being monitored and by whom

· Write to the GP after every clinic visit detailing whether the medication regime should remain the same or be stopped.  
· Monitor side effects of medication.

· Monitor patient’s response to treatment every 3 – 6 months as appropriate
· Report adverse events via the Yellow Card Scheme at https://yellowcard.mhra.gov.uk/
5.2 Aspects of care for which Primary Care Team is responsible
· Ensure that shared care arrangements are in place before transfer of treatment

· That the patient/carer is clear what is being monitored and by whom

· When the specialist initiates treatment, reply to the request for shared care as soon as practicable 
· Confirm that proposed therapy is not contra-indicated because of concurrent therapy for other conditions the patient may be suffering from e.g. check drug-contraindications and drug-interactions. Contact specialist team if possible interactions found.

· Confirm the specialists have provided the patient/carer with appropriate information sheet(s) for monitoring and/or to alert other clinical staff to the treatment they are receiving
· Monitor treatment as stated in the shared care protocol
· Confirm with specialist which changes in these or other parameters should trigger urgent referral back to the specialist

· Seek specialist advice promptly as advised in the shared care protocol or if signs/symptoms of changes occur

· Report adverse events via the Yellow Card scheme at:  https://yellowcard.mhra.gov.uk/
· As N-acetylcysteine is unlicensed, all events should be reported even if causal relationship is not known or if the adverse event is already known about

· Report adverse events to the consultant sharing the care of the patient

· Stop treatment on advice of specialist, or immediately if intolerable side effects occur.
5.3   Patient (or Carer’s) Responsibilities
· Discuss potential benefits and side effects of treatment with the specialist and GP. Identify whether they have a clear picture of these from the specialist and to raise any outstanding queries

· Check that where possible the specialists have provided a patient-held record or information sheet for monitoring and/or to alert other clinical staff to the treatment they are receiving

· Share any concerns they have in relation to treatment with the medicine

· Report any adverse effects to their specialist or GP whilst taking the medicine

· Report to the specialist or GP if they do not have a clear understanding of their treatment

· Participate in the monitoring of therapy and the assessment of outcomes, to assist health professionals to provide safe, appropriate treatment
6.0
PROCEDURE FOR ADOPTING SHARED CARE
6.1 
General Procedure:

The specialist will send to the GP a diagnostic assessment report, a copy of the shared care protocol and a shared care referral specifying who is responsible for monitoring. Both the specialist and GP should sign the proforma with a record kept in the GP and specialist records.  Full details will be given of the prescribing regime (brand (where appropriate), form, strength and dose of medication) and follow-up plan.  

The patient will be asked to make arrangements with their GP for continued supply.  
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This Document will be reviewed in the light of new or emerging evidence or by July 2022
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