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Standard Operating Procedure

Title:  Solifenacin, Trospium, Fesoterodine, Propiverine, Oxybutynin MR, Tolterodine MR, Darifenacin switch to immediate release tolterodine or Neditol

	PURPOSE

	· To ensure that the above switch is carried out in those patients authorised by the Lead prescribing GP. 
· To ensure that the patient, practice staff, local pharmacies and GP Dispensaries are informed of the switch to enable them to reassure patients and to adjust their stock levels.
· To ensure that patient confidentiality is respected throughout this procedure.
· To ensure any switches, performed by the pharmacy team, are done in a safe manner.



	COMMUNICATION 

	· Appropriate Practice staff, local Community Pharmacies and GP Dispensaries should be informed of the switch, by the prescribing team, two weeks prior to the work being carried out to enable stock to be used up.



	RESPONSIBILITIES

	· Clinical responsibility for the switch lies with the authorising GP.
· The prescribing team are responsible for identifying patients suitable to switch, for carrying out any authorised switches, informing everyone involved in the process of the changes and keeping appropriate records.



	CLINICAL RATIONALE FOR SWITCH

	· Clinical Rationale: NICE CG 171 [2] recommends oxybutynin (immediate release) or tolterodine (immediate release) or once daily darifenacin as 1st line treatment options for Over Active Bladder and mixed urinary incontinence when conservative measures such as lifestyle interventions, pelvic floor exercises and bladder training have been ineffective.  
· NICE concluded that there was a lack of evidence to show a difference in clinical effectiveness between OAB drugs: the relative cost effectiveness was determined mostly by the difference in cost. The probability of any drug being the most cost effective at £20,000 per QALY was highest for oxybutynin immediate release and tolterodine immedidate release. All other drugs had no more than a 5% chance of being cost effective at that threshold. Oxybutynin has a higher chance of being discontinued due to side effects and  NICE advises that elderly or frail patients should not be offered immediate release oxybutynin.

· NICE advises that if the first treatment for OAB or mixed UI is not effective or well tolerated, another drug with the lowest acquisition cost should be offered. Tolterodine immediate release has the lowest acquisition cost apart from low dose oxybutynin. Therefore it was decided that tolterodine should be the 2nd line drug of choice in the Northamptonshire.
  
· NICE did not consider branded generics e.g. Neditol within its cost appraisal analysis. It has been decided in Northamptonshire that Neditol® (tolterodine MR), rather than darifenacin (as per NICE CG 171), is the modified release preparation of choice because it is the most effective once a day preparation.
Note - Furthermore the price of darifenacin has increased post publication of the NICE guidance making it less cost-effective.
Reference Documents: 
NICE Clinical Guideline CG171. Urinary Incontinence. The Management of Urinary Incontinence in Women. Issued Sept 2013
NICE Clinical Guideline CG148. Urinary Incontinence in Neurological Disease. Management of Lower Urinary Tract Dysfunction in Neurological Disease. Issued Aug 2012
NICE Clinical Guideline CG97. The Management of Lower Urinary Tract Symptoms in Men. Issued May 2010
Presqipp Bulletin: B 58 Urinary Incontinence (draft copy)

Additional Information
NICE bites Urinary Incontinence in Women. Oct 2013. UKMI
NICE bites Management of lower urinary tract symptoms in men. June 2010. UKMI




	DOSE and FREQUENCY EQUIVALENTS

	NICE states that flavoxate, propantheline or imipramine should not be used for urinary incontinence or over active bladder. Any patients on these drugs should be reviewed by a GP regarding their need for medication for OAB or UI.
Mirabegron should only be used if antimuscarinic drugs are contraindicated or ineffective or have unacceptable side effects. Mirabegron is amber 2 in Northants.

Consider switching patients on the following drugs to tolterodine 1mg twice daily.

Oxybutynin MR (or Lyrinel XL) 5mg tablets once daily
Trospium 20mg (or Regurin or Flotros)  once daily
Solifenacin (or Vesicare) 5mg once daily (note washout period)
Fesoterodine (or Toviaz) 4mg once daily
Propiverine (or Detrunorm) 15mg 1-2 times daily
Propiverine MR 30mg (or Detrunorm XL ) 30mg once daily
Dairfenacin (or Emselex) 7.5mg once daily


Consider switching patients on the following drugs to tolterodine immediate release 2mg twice daily

Oxybutynin MR (or Lyrinel XL) 10mg tablets once daily
Tolterodine MR 4mg (or Detrusitol XL 4mg) once daily
Trospium 20mg(or Regurin or Flotros)  twice daily
Trospium MR 60mg (or Flotros XL) once daily
      Solifenacin (or Vesicare) 10mg once daily (note washout period)
Fesoterodine (or Toviaz) 8mg once daily
Propiverine (or Detronorm 15mg 3-4 times daily
Dairfenacin (or Emselex) 15mg once daily


Consider switching patients on the following drugs to Neditol 4mg once daily if tolterodine IR already tried or contraindicated or once daily dosing required.

Oxybutynin MR (or Lyrinel XL) 10mg tablets once daily (Oxybutynin MR 5mg tablets are cheaper than Neditol 4mg tablets so if once daily dosing is required do not switch)
Tolterodine MR 4mg (or Detrusitol XL 4mg) once daily
Trospium 20mg(or Regurin or Flotros)  twice daily
Trospium MR 60mg (or Flotros XL) once daily
Solifenacin (or Vesicare) 5mg or 10mg once daily (note washout period)
Fesoterodine (or Toviaz) 4-8mg once daily
Propiverine (or Detrunorm) 15mg 1 to 4 times daily
Dairfenacin (or Emselex) 7.5mg  or 15mg once daily


Antimuscarinic product and price comparison – Drug Tariff January 2014[21], MIMS January 2014[22].
	Product
	Cost per 28 days

	Oxybutinin 2.5mg twice daily to 5mg four times daily
	£1.97 - £6.34

	Tolterodine 1mg -2mg twice daily
	£2.94 - £3.07

	Neditol® XL  2- 4mg daily
	£11.60 - £12.89

	Oxybutinin MR 5mg – 10mg daily
	£12.85 - £25.70

	Trospium MR  60mg daily
	£23.05

	Trospium 20mg twice daily
	£23.93

	Tolterodine XL 4mg daily
	£25.78

	Fesoterodine 4-8mg daily
	£25.78

	Solifenacin 5-10mg  daily
	£25.78 - £33.52

	Propiverine 15mg – 50mg daily
	£9.00 - £36.00

	Propiverine MR 30mg daily
	£24.45

	Darifenacin 7.5mg – 15mg daily
	£25.48 - £50.96











	ADDITIONAL MONITORING REQUIRED 

	
· Review patients who are switched after 4 weeks to ensure efficacy and adverse effects



	PATIENT SEARCH

	
· Identify all patients currently prescribed drugs for urinary frequency, enuresis and incontinence BNF 7.4.2
· Exclude the following drugs:  duloxetine, oxybutynin immediate release, tolterodine immediate release.

Include
· acute/repeat drugs
· Past /present drugs

Consider
· Documented recommendations
· Documented patient preference
· Age/mental capacity/disease burden/compliance/other issues which may affect whether a switch is carried out or not. Patients with learning disability.
· Allergies
· Patients especially the elderly or frail who are on other medications which contribute to the total anticholinergic burden. See Appendix 1 for a list of medications with anticholinergic properties. If a patient is on more than one agent that contributes to the anticholinergic burden the prescribing adviser should be consulted before proceeding. If an elderly or frail patient has a high total anticholinergic burden it may be appropriate to refer back to the GP for a medication review.

      Exclude 
· patients who have previously been prescribed tolterodine IR and Neditol if ineffective
· Patients with adverse drug reaction/sensitivity/allergy to tolterodine IR or Neditol as appropriate.
· Patients under 18 years 
· Patients with an eGFR <30 or CKD 4 or 5 (refer to prescribing adviser as switching to a lower dose may be possible – text in Local Variation below)
     

       Cautions
· Patients currently prescribed itraconazole or HIV protease inhibitors.
· Patients with following disease states myasthenia gravis, closed angle glaucoma, ulcerative colitis, intestinal obstruction, history of QT prolongation. If any patients with these conditions appear on the search refer to prescribing adviser.



	PREPARE SUGGESTION SHEETS FOR GPS TO AUTHORISE

	· Suggestion sheets of appropriate patients should be prepared and passed to the GPs for authorisation. The GP practice may delegate this responsibility to a single GP to streamline the process. As this is a complex switch it may be helpful to agree general principles with each practice before preparing suggestion sheets.



	CARRY OUT SWITCH ON CLINICAL SYSTEM

	The above switch should be carried out following a clearly defined process within the GP Clinical System.

· Revisit patient clinical history to ensure no exclusion criteria has changed or any changes have been made to the original drug.  If there has been any changes to the original drug, this must be resubmitted to the GP, where appropriate.  
· Add new drug/dose
· Delete original drug/dose
· Use dose equivalents as detailed above.
· For solifenacin only the patient should wait 1 week from stopping solifenacin to starting their new drug. This is due to the long half life of solifenacin in the body.
· Consider review dates and number of issues as agreed by individual practice
· Add Read code/problem link if appropriate
· A record of the switch should be saved in the patient’s electronic records as agreed by the individual practice. 




	PREPARE LETTER FOR PATIENT IF REQUIRED

	· A copy of the appropriate letter attached to this SOP should be sent to the patient when the switch is carried out.
· If practice policy, the right hand side of the repeat prescription may be printed and sent to the patient with the letter.
· A copy of this letter should be saved in the patient’s electronic record.
· If a patient is in a care home, contact the home to explain changes and send letter to staff or patient as agreed by individual practice.
· If a patient is registered blind, liaise with the authorising GP as to best method 
of communication.


	RECORD KEEPING

	· Suggestion sheets should be completed, initialled and dated to reflect actions taken.
· Documentation should be placed in a designated file and held securely within the practice.
· Documentation containing patient information should not be removed from the practice
· Cost savings should be calculated and recorded in a timely manner





Abbreviations used: 	OAB	= Over Active Bladder
			UI	= Urinary Incontinence
			IR	= Immediate Release
			MR	= Modified Release

	LOCAL VARIATION

	This SOP is intended to direct the work of the Prescribing Support Technician and
provides parameters within which they are expected to operate. As this is a complex 
switch with several options it may be helpful to agree general principles with the 
practice before presenting the suggestion sheets. It may be helpful to have the 
prescribing adviser consider options for individual patients especially those who are 
on other anticholinergic agents before presenting suggestion sheets. Cost savings will be greater if IR tolterodine is included as an option.

Work outside of the protocol may be considered if clinically indicated and agreed 
by the Prescribing Team and/or GP. Patients with an eGFR <30 should be referred 
to the Prescribing Adviser. The maximum dose of tolterodine in patients with an eGFR
<30 is 2mg per day in total. Use tolterodine 1mg bd or tolterodine MR 2mg od as
appropriate.

Notes of locally agreed variations to the above SOP:

…………………………………………………………………………………………………………

…………………………………………………………………………………………………………

…………………………………………………………………………………………………………

………………………………………………………………………………………………………… 

Signed/Date (PA/GP)……………………………………………………………………………….



	GP LEAD AUTHORISATION

	I / we agree for the Prescribing team to carry out the above switch following the procedure detailed above.

Signed……………………………………………….

Print Name…………………………………………..

Date………………………………………







Appendix 1
	
	
	

	Anticholinergic Burden (ACB)
	

	The following table shows the anticholinergic score of a number of drugs,  The higher the score the greater the effect

	Nb.  The list is not exhaustive 
	

	ACB=1
	ACB=2
	ACB=3

	alverine 
	amantadine 
	chlorpromazine

	atenolol
	baclofen
	dicycloverine

	beclometasone
	carbamazepine
	atropine

	captopril
	cetirizine 
	amitriptyline

	chlordiazepoxide
	cimetidine 
	chlorphenamine

	chlortalidone
	darifenacin
	hydroxyzine

	codeine
	diphenhydramine
	oxybutinin

	colchicine
	doxepin
	clemastine

	diazepam
	flavoxate
	clozapine 

	digoxin
	hyoscine
	glycopyrronium

	dipyridamole
	imipramine
	

	fentanyl 
	loperamide
	

	furosemide 
	loratidine
	

	haloperidol
	orphenadrine 
	

	theophylline
	perphenazine 
	

	hydralazine
	pethidine
	

	loperamide 
	prochlorperazine 
	

	metoprolol
	procyclidine 
	

	mirtazapine 
	promazine 
	

	morphine
	propantheline
	

	nifedipine
	scopolamine 
	

	olanzapine 
	solifenacin 
	

	paroxetine
	tolterodine
	

	quetiapine 
	trimipramine 
	

	ranitidine
	trospium
	

	timolol 
	
	

	trazodone 
	
	

	triamterene
	
	

	warfarin 
	
	



Other drugs which may have anticholinergic activity but have not been assigned an anticholinergic score include, Venlafaxine, Cyproheptadine, Nefopam, pimozide, tiotropium, aclidinium and ipratropium. 
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