Information Sheet

Donepezil (Aricept)

Shared Care Status : AMBER
Donepezil is a cholinesterase inhibitor licensed for treatment of mild to moderate dementia in Alzheimers disease.

There is no clear evidence to suggest that one agent is any more effective than another, and side effect profiles are similar. 
	Characteristic
	

	Mechanism of Action


	Piperidine-type long acting reversible inhibitor of acetylcholinesterase and does not appear to significantly inhibit butyrlcholinesterase

	Starting Dose


	5mg once a day

at bedtime

	Dose Titration


	Reviewed after 1 month, increased if well tolerated.

	Maximum Dose
	10mg once a day



	Presentation


	Film Coated Tablets

	Available Strengths
	5mg, 10mg



	Cost for 28 days            

 (mims Apr 2001)                                 
	5mg daily   = £68.32

10mg daily = £95.76

	Adverse Effects     Predominant
Less Frequently

Rarely
	Nausea, vomiting, diarrhoea, fatigue, insomnia, muscle cramps, anorexia, common cold, and abdominal disturbances.

Headache, dizziness, syncope, bradycardia.

Liver dysfunction including hepatitis, SA or A/V block, convulsions, gastric and duodenal ulcers, psychiatric disturbances, hepatitis, bladder outflow obstruction. Extrapyramidal symptoms. Minor increases in serum concentrations of muscle creatine kinase.

	Contraindications
	Pregnancy and breastfeeding.

Hypersensitivity to donepezil or piperidine derivatives, or to excipients used in the formulation.

	Special Warnings/ Precautions for Use
	Aricept may exaggerate succinylcholine-type muscle relaxation during anasthesia.

Aricept may have vagotonic effects on heart rate important for patients with sick sinus syndrome and other S/V cardiac conduction conditions including S/A and A/V block.

Patients at increased risk of developing ulcers, patients with a history of peptic ulceration and concurrent NSAID’s should be monitored for the development of gastric ulceration.

Aricept may cause bladder outflow obstruction

Cholinomimetic are believed to have the potential for generalised convulsions, and to exacerbate or induce extrapyramidal symptoms.

Care should be taken in patients with a history of asthma or COPD.

	Renal Impairment
	Limited data suggests that donepezil clearance is not significantly altered in moderate to severe renal insufficiency suggesting that dose adjustment is not necessary in these patients.

	Liver Disease
	Donepezil has not been associated with liver function test alterations in available studies.

	Monitoring                     Laboratory 

                                           Physical 
	Routine blood chemistry periodically during therapy.

Signs /symptoms of toxicity e.g. persistent nausea or vomiting.


For Details please refer to the Summary of Product Characteristics.

Interactions -  Be aware of possibilities of as yet unknown interactions due to limited clinical experience. 

· Cholinergic agonist (cholinomimetic) - synergist effect with donepezil.

· Enzyme Inducers 
- Rifampicin, Phenytoin, Carbamazepine, Alcohol, can increase donepezil elimination.

· Enzyme Inhibitors
- Inhibitors of both CYP34A,CYP2D6 including ketoconazole, quinidine, itraconazole,

erythromycin, fluoxetine, paroxetine may inhibit metabolism and increase side effect

incidence.

· Antimuscarinics 
- possibly antagonise the effect of donepezil.

· Donepezil 
- possibly enhances the effect of suxamethonium.
Information Sheet

Rivastigmine (Exelon)

Shared Care Status : AMBER
Rivastigmine is a cholinesterase inhibitor licensed for treatment of mild to moderate dementia in Alzheimers disease.

There is no clear evidence to suggest that one agent is any more effective than another, and side effect profiles are similar.
	Characteristic
	

	Mechanism of Action


	Rivastigmine is a carbamate and classified as a pseudo-irreversible centrally selective inhibitor of both acetylcholinesterase and buterylcholinesterase.

	Starting Dose
	1.5mg twice a day

	Dose Titration
	Increased in steps of 1.5mg twice daily at minimum fortnightly intervals based on good tolerability of previous dose.

	Maximum dose
	6mg twice daily

	Available strengths
	1.5mg, 3mg, 4.5mg, 6mg

	Presentation
	Hard Capsule

	Cost for 28 days   

(mims Apr 2001)          
	6mg twice daily = £63.00



	Adverse Effects     Predominant                                                                   
Females

Rarely

Potential For
	Headache, nausea, dizziness, diarrhoea, vomiting, fatigue, anorexia, asthenia, weight loss, agitation, confusion, depression, insomnia, sweating, malaise, tremor, dyspepsia URTI, UTI’s, and solmnolence. Increased sweating, malaise, weight loss, and tremor

More susceptible to nausea, vomiting, weight-loss, and loss of appetite.

Angina pectoris, gastrointestinal haemorrhage, syncope, gastric/duodenal ulcers, bradycardia, seizures and rashes.

Bladder outflow obstruction, convulsions.

	Contraindicated

	Prior hypersensitivity to rivastigmine, or known hypersensitivity to carbamate derivatives or to any excipients used in the formulation. 

Severe liver impairment

Breastfeeding.

	Special Warning/Precautions for Use


	Nausea, vomiting and GI disturbances may occur particularly when initiating treatment and/or increasing the dose.

Due to association with weight loss, patients weight should be monitored.

Care must be taken in patients with sick sinus syndrome or conduction defects (including S/A and A/V block) 

Rivastigmine may increase gastric acid secretions therefore patients with a history of peptic ulceration and concurrent NSAID’s should be monitored for the development of gastric ulceration. 

Cholinomimetics are believed to have the potential for generalised convulsions, and to exacerbate or induce extrapyramidal symptoms.

Care should be taken in patients with a history of asthma or COPD.

Caution is recommended in patients predisposed to obstruction and seizures.

	Renal Impairment  
	Information available suggests dosage adjustment is not necessary in renally impaired patients.

	Liver Disease  
	Information available suggests dosage adjustment is not necessary in hepatically impaired patients

	Monitoring                 Laboratory 

                                     Physical 
	Full blood counts

Heart rate, blood pressure (patients with cardio-vascular disease)

Signs/symptoms of toxicity e.g. GI, diaphoresis, urinary incontinence, weight loss


For Details Please Refer to the Summary of Product Characteristics.

Interactions -  Be aware of possibilities of as yet unknown interactions due to limited clinical experience. 

· Potential for inhibition of butyrylcholinestrerase mediated metabolism of other drugs.

· May exaggerate the effects of Succinylcholine-type muscle relaxants during anaesthesia 

· Antimuscarinics ( anticholinergic)
- antagonism of effects

· Cholinergic agonist (cholinomimetic) 
- synergist effect

Information Sheet

Galantamine (Reminyl)

Shared Care Status : AMBER

Galantamine is a cholinesterase inhibitor licensed for treatment of mild to moderate dementia in Alzheimers disease.There is no clear evidence to suggest that one agent is any more effective than another, and side effect profiles are similar. 
	Characteristic
	

	Mechanism of Action


	Tertiary alkaloid that competitively and reversibly inhibits aceytlcholinesterase and may have a modulating effect on nicotinic receptors.

	Starting Dose
	4mg twice a day for 4 weeks with food

	Dose Titration


	Initial maintenance 8mg twice a day for 4 weeks

With possible maintenance of 12mg twice a day only if increased response and tolerability demonstrated

	Maximum Dose
	12mg twice a day

	Available Strengths
	4mg, 8mg, 12mg.

	Presentation
	Film coated Tablets

	Cost 28 days

(mims Apr 2001)
	8mg twice daily   = £68.32

12mg twice daily = £84.00

	Adverse Effects     Predominant                                  

                                        Women

Other Effects

                            Rare          
	Nausea, vomiting , diarrhoea, abdominal pain, dyspepsia, anorexia, fatigue, dizziness, headache, solmnolence, and weight loss.

More susceptible to nausea, vomiting and anorexia.

Confusion, fall, injury, insomnia, rhinitis, UTI’s 

Tremor, syncope, bradycardia.

	Contraindicated


	Prior hypersensitivity to galantamine hydrochloride, or known hypersensitivity to any excipients used in the formulation. Orange yellow S aluminium lake (E110) present in the 12 mg tablets may cause allergic reaction.

Severe hepatic (child pugh score >9) and severe renal impairment (creatinine clearance <9ml/min)

Patients with galactose intolerance, Lapp lactase deficiency or glucose-galactose malabsorption should not take this medicine.

	Special Warnings/Precautions for Use
	Galantamine may exaggerate succinylcholine-type muscle relaxation during anasthesia.

Due to association with weight loss, patients weight should be monitored.

Galantamine  may have vagotonic effects on heart rate important for patients with sick sinus syndrome and other S/V cardiac conduction conditions including S/A and A/V block or who use drugs that significantly reduce heart rate..

Patients at increased risk of developing ulcers, patients with a history of peptic ulceration and concurrent NSAID’s should be monitored for the development of gastric ulceration. Galantamine is not recommended in patients with gastrointestinal obstruction or recovering from gastro-intestinal surgery.

Galantamine may cause bladder outflow obstruction and is not recommended for patients with this condition or recovering from bladder surgery.

Cholinomimetic are believed to have the potential for generalised convulsions, and to exacerbate or induce extrapyramidal symptoms.

Care should be taken when prescribing cholinomimetics for patients with a history of asthma or COPD.

	Liver Disease 
	Dose reduction for moderate – severe hepatic impairment.

	Monitoring                 Laboratory

     Physical
	Full blood counts.

Heart rate, blood pressure (patients with cardio-vascular disease)

Signs/symptoms of toxicity e.g. GI, diaphoresis, urinary incontinence, weight loss


For Details Please Refer to the Summary of Product Characteristics.

Interactions -  Be aware of possibilities of as yet unknown interactions due to limited clinical experience. 

· May exaggerate the effects of Succinylcholine - type muscle relaxants during anaesthesia
· Cholinergic agonist (cholinomimetic) 
 - synergist effect
· Antimuscarinics (anticholinergic)
 - antagonism of effects
· Food

-  slows rate but not extent of absorption. Take with food to minimises side effect.

· Enzyme Inhibitors-  Inhibitors of both CYP34A,CYP2D6 including ketoconazole, quinidine,itraconazole, 

erythromycin, fluoxetine, paroxetine may inhibit metabolism and increase side effects incidence.
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