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INSERT PRACTICE NAME
Guidance/suggested protocol for switching of patients on Asacol 400mg MR tablets to Octasa 400mg MR tablets
OBJECTIVES

· Ensure prescribers are familiar with the adoption of Octasa 400mg MR as the first line mesalazine 400mg MR tablet preparation in North of Tyne, in both primary and secondary care – and the reasons for this

· Review prescribing of mesalazine modified release 400mg MR tablets, including Asacol 400mg MR and switch patients to Octasa 400mg MR tablets where appropriate

· With the agreement of the lead GP, make any change in prescribed medication successfully, without exposing the patient to unnecessary risk

· Ensure the patient and practice staff, are informed of any changes

RESPONSIBILITIES

· GPs within the practice retain clinical responsibility for their patients. 
· Lead GP/ PMM to brief prescribers on the role of, and rationale behind Octasa 400mg MR tablets as first line 400mg MR mesalazine tablet.
· Further information to support this is in the Appendices
· The PMM is responsible for supporting the practice with identification of patients suitable to change, implementing any changes, follow up and informing everyone involved in the process of the resulting changes
THE PROCESS STAGES

	1
	Work Identified
· Prescribing of Asacol MR 400mg and generically prescribed mesalazine 400mg MR should be identified by a prescribing practice report from a review of the practice clinical system

	2
	Report and review
· Individuals should be excluded as per criteria listed in section 3

· A report should be prepared for presentation to the lead GP for this project  containing:

· Patient’s - identification number/ name/ NHS number/ DOB 

· Drug details – name (including brand)/ form/ strength/ dose/ date initiated/ frequency of supply. Contact the patient or regular community pharmacy to identify the brand of mesalazine MR that the patient receives. 
· GP details and if applicable initiating consultant details

· Data supporting the medicine-based intervention including indication and concurrent therapy where applicable

· Any relevant notes from the patient medical record
· Recommended actions in line with local & national guidance
· The report may be broken down for distribution to more than one GP where appropriate

· 

	3
	Exclusion criteria
· Other strengths of mesalazine MR (500mg, 800mg)
· Patients prescribed Ipacol – the release properties of Ipacol are slightly different to Asacol and Octasa, leave patients on this but ensure that it is prescribed by brand name for patient safety.



	4
	Change of medication where applicable

· Any change to medication to be added to patient records
· Where possible, the quantity of the item should be in line with the rest of the prescription.
· According to practice policy, assign an appropriate review date, ideally this should allow an appropriate time for review.
· Any discontinued item to be inactivated from the patients repeat list
· The reason for the change of treatment should be added by using standard read code 


	5
	Informing the Patient
· The patient should be informed of the change to their medication
· The route of communication to the patient should be agreed with the practice 

· A letter template is included in Appendix 3
· Differences to previous medication should be emphasised and explained

· How to contact the practice to discuss concerns

· A record should be made on the patient’s medical record to indicate how the change was communicated and a copy of the letter if applicable



Appendix 1- Cost Comparison  
Drug Tariff and dm+d August 2014 
	
	Pack of 90 tablets
	Pack of 120 tablets
	Cost per tablet

	Octasa MR tabs 400mg
	£19.50 
	£26.00 
	21.6p

	Asacol MR tabs 400mg
	£29.41 
	£39.21 
	32.6p

	Mesalazine MR tablets 400mg prescribed generically 
	£29.41 
	£39.21 
	32.6p


Appendix 2 – UKMi Q &A 1 May 2014 

What are the differences between different brands of mesalazine tablets?

Prepared by UK Medicines Information (UKMi) pharmacists for NHS healthcare professionals

Before using this Q&A, read the disclaimer at www.ukmi.nhs.uk/activities/medicinesQAs/default.asp  
Date prepared: 1 May 2014
Background
Mesalazine is an aminosalicylate that is used routinely to induce and maintain remission in chronic inflammatory bowel disease – ulcerative colitis (UC) and Crohn’s disease (1). Mesalazine is commonly given as a modified release (MR) preparation to target delivery of the drug to the diseased area of the bowel to provide topical anti-inflammatory therapy. Asacol MR, Ipocol (or Urotir) MR, Mezavant XL, Octasa MR (previously Mesren MR), Pentasa Slow Release and Salofalk are all MR mesalazine tablet formulations. The modified release mechanism commonly used on the tablets is enteric coating (EC) (1-13). 

Available formulations have differences in licensed indications, tablet strengths, dose frequency, interactions, pharmaceutical, pharmacological and pharmacokinetic properties. 

Answer
Licensed indications

All 10 mesalazine MR tablet preparations are licensed for the treatment of mild to moderate acute exacerbations of UC and maintenance of remission (3-12). Asacol MR, and Octasa MR are also licensed for the maintenance of remission in Crohn’s ileo-colitis (3, 4, 7, 8).
Tablet strength 
Ipocol MR is only available as a 400mg preparation. Asacol MR and Octasa MR are available as 400mg and 800mg strengths. Mezavant XL contains 1200mg mesalazine, Pentasa Slow Release contains 500mg and 1g mesalazine and Salofalk contains 500mg and 250mg mesalazine. In adults, the highest licensed dose for the 400mg preparations is 2.4g daily, 4.8g daily for the 800mg and 1200mg tablets, up to 4g for the Pentasa Slow Release 500mg and 1g tablets and up to 3g for the Salofalk 250mg and 500mg tablets (3-12).

Dose frequency
For treatment of acute disease, the total daily dose should generally be taken in 2 or 3 doses throughout the day (3-5, 7-12). Octasa 800mg MR and Mezavant XL can be taken once daily (6, 8). For maintenance of remission, the total daily dose can be taken in 2 or 3 doses throughout the day (5, 7, 11, 12), once daily (6, 9, 10) or by either method (3, 4, 8).

Studies have shown that oral delayed-release mesalazine administered as a single or a divided dose demonstrates a good safety profile, which is well tolerated and effective as either maintenance or induction treatment. High clinical and/or endoscopic remission rates can be achieved with once-daily dosing. Once daily dosing may improve adherence to treatment as well (24, 25).

Interactions 

The summaries of product characteristics (SPCs) for Asacol MR and Ipocol MR both state that the tablets should not be given with lactulose or similar preparations which lower stool pH and may prevent release of mesalazine (3-5). None of the other mesalazine tablet SPCs highlight this interaction. This is a theoretical interaction and there is currently no evidence to suggest that an interaction of clinical importance would be expected to occur. There have been no published reports to date of any interaction with ispaghula husk, lactulose or lactitol (14).
Pharmaceutical / Pharmacological 

To ensure that mesalazine is targeted to the terminal ileum and colon, the tablet formulations have various coatings or protective characteristics that release mesalazine under various conditions – see table 1. (1-12, 15-17) 

Eudragit L and S polymers are the preferred choice of coating polymers for enteric coated tablets that need to release their drug in a specific place in the GI tract as they allow targeting of specific areas of the intestine. They can also be combined, making it possible to adjust the dissolution pH, and thus to achieve the required GI-targeting for the drug. Eudragit L dissolves at pH >6 and Eudragit S dissolves at pH >7. In practical terms, the jejunum is pH 6–7 and the ileum/colon has a pH > 7.0 (3-8, 11, 12, 18, 26).
A comparison of the efficacy and safety of Eudragit-L and ethylcellulose coated mesalazine tablets in patients with mild to moderately active UC concluded that both preparations were well tolerated and equally effective in achieving remission over 8 weeks. (19)
Table 1 – Formulation & release characteristics of MR mesalazine tablets

	Drug
	Formulation 
	Optimal drug release pH
	Site of drug release

	Asacol MR
	400mg: Enteric coated with Eudragit S

800mg: Enteric coated with Eudragit S and Eudragit L
	>7

>6-7
	Terminal ileum & large bowel (colon & rectum)

	Ipocol (Urotir) MR
	Enteric coated with Eudragit S
	>7
	Terminal ileum & colon

	Mezavant XL
	Film coated with Eudragit S and Eudragit L
	>6-7
	Colon 

	Octasa MR
	Enteric coated with Eudragit S
	>7
	Terminal ileum & colon

	Pentasa Slow Release
	Ethylcellulose coated microgranules to allow slow continuous release
	Enteral pH
	Duodenum to rectum

	Salofalk
	Enteric coated with Eudragit L
	>6
	Terminal ileum & colon


Pharmacokinetic

A systematic review of the pharmacokinetic profiles of oral mesalazine formulations and mesalazine pro-drugs used in the management of UC concluded that the systemic exposure to 5-aminosalicylate (5-ASA) as measured by urinary excretion of total 5-ASA and faecal excretion of 5-ASA is comparable for all oral mesalazine formulations and pro-drugs. This review was conducted in 2003 and the preparations included were Asacol 400mg MR, Pentasa Slow Release and Salofalk (20).
Ipocol MR and Octasa MR 400mg are generic versions of Asacol 400mg MR. The in vitro dissolution profile of Octasa MR is virtually identical to that of Asacol 400mg MR while the Ipocol MR dissolution profile is different – see table 2 (17).
Table 2 - Release characteristics of Asacol 400mg MR, Ipocol MR & Octasa MR tablets

	
	Asacol 400mg MR
	Ipocol MR
	Octasa MR

	pH 1.0-1.2 for 2 hours
	0% release
	0% drug release
	0% release

	pH 6.4 for 1 hour
	<1% released
	13% – 41% released
	<1% released

	pH 7.2 for 1 hour
	~98% released in 30 - 60 minutes
	59% released in 30 - 60 minutes
	~99% released in 30 - 60 minutes


pH 1.0-1.2 mimics the conditions in the stomach, pH 6.4 – 6.5 mimics the conditions in the small bowel and pH 7.2 - 7.5 mimics the conditions in the terminal ileum/colon (16).
An 8 week multicentre, randomized controlled trial comparing Ipocol MR with Asacol 400mg MR in 88 patients with ulcerative colitis found both preparations to be effective in treating a mild to moderate relapse (15).
Patients’ colitis score improved with both formulations (Ipocol MR by 2.3 and Asacol 400mg MR by 1.5, difference not significant) and a similar proportion of patients were in clinical remission by the end of the study (26.1% for Ipocol MR and 28.6% for Asacol 400mg MR, difference not significant). Oral prednisolone was required in a larger number of patients taking Asacol 400mg MR (11.9% vs. 6.5%, difference not significant) whereas fewer Asacol 400mg MR patients required topical steroids (11.0% vs. 17.4%, difference not significant). There were no unexpected adverse events and the number of adverse effects was similar between the 2 groups (Asacol 400mg MR 73.8% vs. Ipocol MR 73.9%).

Octasa MR 400mg was previously branded as Mesren MR. Octasa MR has not been compared to other mesalazine MR preparations in patient studies because to obtain a licence as a generic medicine, the product only needs to demonstrate bioequivalence to the brand leader (17, 21).

Choice of preparation

The British National Formulary states that ‘following a review of the literature, changes have been made to the recommendations on interchangeability of oral mesalazine preparations. There is no evidence to show that any one oral preparation of mesalazine is more effective than another; however, the delivery characteristics of oral mesalazine preparations may vary. If it's necessary to switch a patient to a different brand of mesalazine, the patient should be advised to report any changes in symptoms’ (1).
A clinical trial published in 2005 comparing Ipocol MR with Asacol 400mg MR concluded that clinicians prescribing mesalazine should select a particular formulation and assuming it is effective and well tolerated, patients should continue to use the specific formulation without unplanned substitution of other agents (15). A retrospective analysis of adherence, medication switches and the risk of relapse published in 2013 concluded that both non-adherence and mesalazine switches in adherent patients were associated with significant increases in the risk of relapse, suggesting that disruption of mesalazine maintenance therapy may destabilise symptom control. These findings provide evidence to advocate caution when considering mesalazine switches for stable patients (27).

A review of oral aminosalicylate formulations for ulcerative colitis in the Drug & Therapeutics Bulletin in January 2011 concluded that there is very little difference in terms of efficacy between mesalazine preparations so choice should depend on factors that may aid adherence to therapy; for example, less frequent dosing has been shown for some preparations to be as effective as multiple daily dosing. (22)
The British Society of Gastroenterology 2011 guidelines for management of inflammatory bowel disease do not differentiate between different brands of mesalazine. The guidelines state that efficacy with aminosalicylates may depend more on adherence with the prescribed dose than the delivery system. (23)

Summary
· Asacol MR, Ipocol MR, Mezavant XL, Octasa MR, Pentasa Slow Release and Salofalk are all licensed for treatment of mild to moderate ulcerative colitis and maintenance of remission in ulcerative colitis. Asacol MR and Octasa MR are also licensed for maintenance of remission in Crohn’s ileo-colitis.

· Asacol MR, Ipocol MR and Octasa MR are all 400mg preparations. Asacol MR and Octasa MR are also available as an 800mg tablet. Mezavant XL contains 1200mg, Pentasa Slow Release contains 500mg and 1g and Salofalk contains 500mg and 250mg mesalazine.
· Total daily doses of Asacol MR 400mg, Ipocol MR, Octasa MR 400mg and Salofalk should be taken in 2 or 3 doses throughout the day. Mezavant XL is taken once daily for all indications. Total treatment doses of Octasa MR 800mg and Pentasa Slow Release should be taken as 2 or 3 doses throughout the day, however for maintenance of remission, the total daily dose can be taken once daily. 
· Asacol MR, Ipocol MR and Octasa MR are all similar in terms of formulation, optimal pH for drug release and site of drug release. Mezavant XL, Pentasa Slow Release and Salofalk have slightly different formulations and optimal pH for drug release. Pentasa has a slightly different site of drug release too.

· A systematic review examining pharmacokinetic profiles concluded that systemic exposure to 5-aminosalicylate is comparable for Asacol 400mg MR, Pentasa Slow Release and Salofalk. 
· There is some in vitro evidence of inequivalence between Ipocol MR and Asacol 400mg MR particularly with regard to the timing of dissolution at neutral pH. Octasa MR 400mg has a virtually identical in vitro dissolution profile to Asacol 400mg MR.

· In a small clinical trial, Ipocol MR has been shown to be as safe and effective as Asacol 400mg MR. Octasa MR 400mg has not been compared to Asacol 400mg MR in a clinical trial. 
· An independent review of aminosalicylates concluded that for mesalazine MR formulations there is very little difference in terms of efficacy between mesalazine preparations so choice should depend on factors that may aid adherence to therapy; for example, less frequent dosing has been shown for some preparations to be as effective as multiple daily dosing.
· The British National Formulary states that there is no evidence to show that any one oral preparation of mesalazine is more effective than another; however, the delivery characteristics of oral mesalazine preparations may vary. If it's necessary to switch a patient to a different brand of mesalazine, the patient should be advised to report any changes in symptoms.
Limitations
There are other mesalazine products available (e.g. enemas, suppositories, granules and foam) which this Q&A has not addressed.
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Search strategy

· In-house enquiry database, search term: mesalazine
· British National Formulary online, London: British Medical Association and The Royal Pharmaceutical Society of Great Britain, April 2014, search term: mesalazine

· Martindale, The Complete Drug Reference. Pharmaceutical Press. Accessed via www.medicinescomplete.com, search term: mesalazine
· Stockleys Drug Interactions. Pharmaceutical Press. Accessed via www.medicinescomplete.com, search term: mesalazine
· Electronic Medicines Compendium, accessed via www.emc.medicines.org.uk, search term: mesalazine 
· NICE Evidence, accessed via xx search term: mesalazine 

· The Cochrane Library, accessed via http://www.library.nhs.uk/, search term: mesalazine 
· IDISweb, search terms: Results of: Drug(s): "MESALAMINE 56400007" and Disease(s): "ENTERITIS, REGIONAL 555." or "PROCTOCOLITIS, IDIOPATHIC 556." and Descriptor(s): "ADM ORAL 64" Years: 2012-2014

· Medline, 1946 to date, search terms: MESALAMINE/ AND DELAYED-ACTION PREPARATIONS/ [Limit to: Publication Year 2012-Current and Humans and English Language]
· Embase, 1980 to date, search terms: MESALAMINE/ AND SUSTAINED-RELEASE PREPARATIONS/ [Limit to: Publication Year 2012-Current and Humans and English Language]

Appendix 3- Patient Letters
Patient letter 1: 

Dear

Medication Change

We would like to inform you of a minor change to one of your medicines.

As a practice, our priority is always to strive to provide our patients with the best possible healthcare and, at the same time, support the NHS in ensuring that prescribing is cost effective. This allows us to ensure that funds are available to treat as many patients as possible. 

Your prescription for:

· Asacol 400mg MR tablets, Take xxxx tablet(s) xxxx times a day

has been changed to

· Octasa 400mg MR tablets, Take xxxx tablet(s)xxxxx times a day
Both Asacol and Octasa contain exactly the same drug – Mesalazine, at the same strength - 400mg and the drug is released in the same way in the body. Octasa will provide the same control of your symptoms as Asacol. 

The specialists at Newcastle Hospitals Trust and Northumbria Healthcare Trust support this switch and will themselves be using Octasa in place of Asacol in their patients.

We have decided to make this change to Octasa because it is available at a much lower cost than Asacol so we can make better use of NHS resources. You should not notice any difference in effect. However, if you do experience any side effects or other problems then please contact the practice for advice.

Please finish your current supply of Asacol before ordering your next prescription when you will receive a prescription for Octasa.

If you do not wish to have your prescription altered, please make a routine appointment to discuss this with your usual GP.  If you have any other questions concerning this change please don’t hesitate to contact me at the above number.

Thank you for your co-operation in this matter.

Yours sincerely,

PMM on behalf of the GPs 

Patient letter 2: 
Dear

Medication Change

We would like to inform you of a minor change to one of your medicines.

As a practice, our priority is always to strive to provide our patients with the best possible healthcare and, at the same time, support the NHS in ensuring that prescribing is cost effective. This allows us to ensure that funds are available to treat as many patients as possible. 

Your prescription for:

· Mesalazine 400mg MR tablets, Take xxxx tablet(s) xxxx times a day

has been changed to

· Octasa 400mg MR tablets, Take xxxx tablet(s)xxxxx times a day
Both your current Mesalazine MR Tablets and Octasa contain exactly the same drug – Mesalazine, at the same strength - 400mg and the drug is released in the same way in the body. Octasa will provide the same control of your symptoms as your current Mesalazine. 

The specialists at Newcastle Hospitals Trust and Northumbria Healthcare Trust support this switch and will themselves be using Octasa in their patients.

We have decided to make this change to Octasa because it is available at a much lower cost than Mesalazine MR tablets so we can make better use of NHS resources. You should not notice any difference in effect. However, if you do experience any side effects or other problems then please contact the practice for advice.

Please finish your current supply of Mesalazine MR  before ordering your next prescription when you will receive a prescription for Octasa.

If you do not wish to have your prescription altered, please make a routine appointment to discuss this with your usual GP.  If you have any other questions concerning this change please don’t hesitate to contact me at the above number.

Thank you for your co-operation in this matter.

Yours sincerely,

PMM on behalf of the GPs 

Review Date: April 2016
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