FRACP 2002  Aged Care
Question 1

Least likely effect of Donepezil in Alzheimer’s disease (AD)
(a) improved social interaction

(b) improved memory

(c) improved visual spatial orientation

(d) slowing of progression in 3 months

(e) improved cognition

UTD 11.2

Cholinesterase inhibitors — Cholinesterase inhibitors can improve cognitive function in patients with AD and diffuse Lewy body disease. The average benefit in AD is small, but may be significant in terms of long-term outcomes, such as the need for nursing home admission. In a meta-analysis of 29 randomized, placebo-controlled trials completed through December 2001, patients on cholinesterase inhibitors improved 0.1 SDs on activities of daily living (ADL) scales and 0.09 SDs on instrumental ADL (IADL) scales compared with placebo, an effect that would be similar to preventing a two months per year decline in a typical patient with AD. Cholinesterase inhibitors appear to show greater efficacy in patients with diffuse Lewy body dementia.

Four cholinesterase inhibitors, tacrine, donepezil, rivastigmine, and galantamine are currently approved for use in AD by the United States Food and Drug Administration (FDA). Tacrine was the first agent approved for use in AD, but it can cause hepatotoxicity and is rarely used. The choice between the other three agents is largely based upon cost, individual patient tolerability, and physician experience, as efficacy appears to be similar.

· Donepezil has relatively little peripheral anticholinesterase activity and is generally well-tolerated. This combined with its once-daily dosing has made it a popular drug in patients with AD. The recommended dose for donepezil is 5 mg per day for 4 weeks, then increasing to 10 mg per day.

The efficacy of donepezil was demonstrated in a 24-week double-blind study in which patients with mild to moderate AD were randomly assigned to donepezil (5 or 10 mg/day) or placebo. Cognition, as measured by the Alzheimer's Disease Assessment Scale (ADAS-cog), and the Clinician's global ratings were significantly improved in both treatment groups compared with placebo. There was no consistent effect noted on patient related quality of life measures. Cholinergic side effects (primarily diarrhea, nausea, and vomiting) were transient and generally mild, occurring in about 20 percent of patients.
A six-week placebo washout was performed after 24 weeks of this study to examine whether donepezil had any disease-modifying activity. The improvements on cognitive measures were erased, strongly suggesting that the drug does not effect the underlying course of disease.

Prolonged treatment with donepezil appears to be safe and effective. Donepezil may also be effective in patients with Parkinson's disease who have cognitive impairment, without worsening parkinsonism.

Who should be treated? — Some controversy exists over who should be treated with cholinesterase inhibitors and the duration of therapy. Patients with diffuse Lewy body disease can have marked improvements in cognition as well as improvements in behavioral symptoms and hallucinations, warranting a trial of cholinesterase inhibitors whenever this diagnosis is suspected. Efficacy has been established in AD patients with mild to moderate disease; thus, treatment can theoretically begin any time after diagnosis.

It is not clear if patients with advanced disease, including patients in nursing homes, will benefit from therapy. One study has investigated the use of donepezil in patients with moderate to severe AD (defined as Mini-Mental State Examination [MMSE] score of 5 to 17), including both community dwelling individuals and those in assisted living settings who still had measurable functional ability. Donepezil therapy was well tolerated, and was associated with significant improvements in global function, cognition, behavior, and activities of daily living compared with placebo. Similar results were reported in a randomized, double-blind, placebo-controlled study of 208 nursing home residents, 70 percent of whom had a MMSE score <20 at baseline. These data are encouraging but require further confirmation before recommendations can be made for patients with advanced AD.

Since cholinesterase inhibitors are a symptomatic treatment and not disease-modifying, we generally administer them for eight weeks and then review the patient's response with the family. Treatment is continued if improvement is noted either on bedside testing or by the family. We stop treatment at this point if there has been no improvement.
Cholinesterase inhibitors can be continued indefinitely. However, while there may be a clinical benefit in patients with moderately advanced disease, we generally discontinue the medication when a patient progresses to advanced dementia, and only reintroduce it if there is any deterioration.

Therapeutic guidelines – Neurology 2002

Pharmacological management of dementia
Pharmacotherapy is limited to the use of cholinesterase inhibitors in Alzheimer’s disease. They are expensive, require supervision, improve alertness and maintain cognition at best for 6 to 12 months and do not modify the underlying progression of pathology. Open-label trials have shown continued benefit for up to 4 years. Cholinesterase inhibitors are available for use on the Pharmaceutical Benefits Scheme (PBS) after a diagnosis of mild to moderate dementia is confirmed by a consultant physician or psychiatrist. 

donepezil 5mg orally nocte, for 4 weeks, increase up to 10mg daily

OR

rivastigmine 1.5mg orally bd, for 2 weeks, increase to 3mg bd; subsequent dose increases to 4.5mg and then 6mg bd should be based on tolerability and may be considered every 4 weeks

OR

galantamine 4mg orally bd, for 4 weeks, increase up to 8mg bd.

 

Side effects

· gastrointestinal adverse effects, particularly anorexia, nausea, vomiting and diarrhoea. Occur in approximately 20 to 40% of patients treated with rivastigmine and 10 to 15% treated with donepezil.

· Insomnia

· vivid dreams

· asthma

· bradyarrhythmias

· cramps

· dizziness

No evidence that cholinesterase inhibitors alter disease progression, thus (d) is LEAST likely effect of donepezil, and therefore the correct answer.

Long medline search conducted and unable to find specific details of the various aspects of dementia that is affected.

