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Controversy
Role of cholinesterase inhibitors in dementia care needs
rethinking
Anthony J Pelosi, Seamus V McNulty, Graham A Jackson

The NHS focus on memory clinics driven by drugs that slow cognitive decline is taking resources
away from services offering long term integrated care. The role of these clinics needs
reconsideration alongside availability of the drugs

The National Institute for Health and Clinical
Excellence (NICE) is approaching the end of a contro-
versial consultation process on proposed radical
revisions to its guidelines on drugs for dementia. Since
2001 the institute has recommended that the National
Health Service in England and Wales should make the
licensed cholinesterase inhibitors donepezil, rivastig-
mine, and galantamine available to people with mild to
moderate Alzheimer’s disease.1

The available research in 2001 could not provide
guidance on which patients would respond to these
drugs.2 However, when compared with placebo these
drugs slowed cognitive decline. Over six months there
was an average advantage of 2-3 points on the
cognitive section of the Alzheimer’s disease assessment
scale, which has a range of 70 to 0. Rates of progression
vary widely, but the expected average annual decline
on this scale in placebo treated patients is 5-6 points.1 2

Outside trials the mean annual rate of change is about
8-9 points.3

Carers often report improvements in behavioural
disturbances, neuropsychiatric symptoms, motivation,
and activities of daily living when their relatives start
taking cognitive enhancers but also when they are pre-
scribed placebo. A combination of these features plus
cognitive function influence clinicians’ global ratings of
change, which have usually favoured the active
treatments in controlled trials.2

Unanswered questions
NICE and its main advisers acknowledged shortcom-
ings in their and others’ economic analyses. Calcula-
tion of quality adjusted life years (QALYs) has been
based on cross sectional data from carers of patients
with Alzheimer’s disease using the health utility index,
which was not designed for use in dementia.4 A major
influence on costs is the duration from onset until full
time nursing care is required. However, this is crucially
influenced by characteristics of the care givers, as well
as patients’ cognitive functioning, neuropsychiatric
symptoms, and functional abilities and social, cultural,
financial, and health service issues.5 6 The randomised

trials did not directly examine whether cholinesterase
inhibitors delayed placement in care homes, but this
was assumed on the basis of evidence of a slow down in
cognitive decline.2

NICE stressed that further research was required—
not just drug trials but also examination of other key
interventions such as home support and rehabilitation.
It flagged up the need for improved measures of
outcome that were meaningful to patients, carers, and

NICE guidelines met a hostile reception
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policy makers, and it planned to revisit its recommen-
dations after several years.1 2

Effect on psychiatric services
The guidelines were welcomed by patient and carer
organisations and led to optimism among some
clinicians.7 They may have contributed to earlier refer-
ral of patients with memory impairment to secondary
care services.8 Another consequence has been a large
increase in the number of specialist memory clinics.9 10

Memory clinics had been established in teaching
hospitals during the previous three decades. Their
model of service provision has been solely office based,
even though this was not previously a major
component of old age psychiatry.11 12 The clinics are
multidisciplinary, with input from psychiatrists, clinical
psychologists, psychiatric nurses, and sometimes occu-
pational therapists, speech therapists, geriatricians, and
neurologists.9 13 14 The clinics’ aims were to establish
specialist centres for the diagnosis of dementia and for
refining the methods of diagnosis; to give advice and
counselling to patients and carers; and to provide post-
graduate education. Their main aim has been to facili-
tate recruitment of patients for aetiological research
and randomised controlled trials.9 13 14

Early exponents of memory clinics can be criticised
for not being clear in their own minds whether they
were running projects or contributing to regional
health services. However, when the centres were
confined to a few academic centres of excellence they
did not adversely influence (and, indeed, could help
inform) the hospital and community care of people
with dementia. Unfortunately, this service model has
been widely adopted in the wake of the introduction of
cholinesterase inhibitors, sometimes with funding
from the drug manufacturers.9 15

Problems of memory clinics
Widespread clinics have distorted clinical priorities.
Memory clinics have recruited full multidisciplinary
teams while there is a shortage of mental health
professionals throughout the United Kingdom. Their
patients are routinely given intensely detailed neu-
ropsychological assessments, even though the findings
seldom influence clinical decisions. In some clinics a
consultant geriatrician evaluates every patient, often
identifying problems such as vascular disease, drug
side effects, and vitamin deficiencies.13 14 Detection of
such problems is part of the day to day work of old age
psychiatrists, who refer to physicians and neurologists
only when their diagnostic and therapeutic skills are
genuinely required. The clinical activity of some
memory clinic nurses is explicitly based on ensuring
adherence to NICE’s prescribing guidelines.16 They
spend their time monitoring the decline of patients
taking cholinesterase inhibitors rather than ensuring
the delivery of multidisciplinary care plans.

Specialist memory clinics do not offer care in the
community to their patients as they decline.9 14 This
means that the clinics are confining themselves to the
easy parts of the management of neurodegenerative
disorders. Patients are assessed and then discharged or
else reviewed until cognitive deterioration and
behavioural disturbances become problematic. They

are then referred to ordinary old age psychiatry teams,
which have to arrange proper management plans; this
sometimes involves undoing what has been done by
clinicians who lack experience with long term care of
people with dementia. The task is not made easier
when potential members of the multidisciplinary team
have been recruited to memory clinics.

Draft revised guidelines
Further research is now available to policy makers.17–21

The meta-analyses show quite consistently that these
medicines have modest beneficial effects compared
with placebo. For example, studies show a significant
weighted mean difference of 2-3 points at six months
on the Alzheimer’s disease assessment scale,17–21 a
weighted mean advantage of 2.4 points (P < 0.0001) in
assessment of activities of daily living on the
progressive deterioration scale (range 0-100),21 and
weighted mean difference of about 2.5 points at six
months (P = 0.004) on the neuropsychiatric inventory
(range 12-120).20 21

The findings on efficacy are relatively uncontrover-
sial compared with the health economic analyses. The
important work of Neumann and colleagues on health
utilities in dementia4 has not been sufficiently
developed, but assumptions about these make crucial
differences when modelling costs per QALY gained.

Extrapolations from improved cognitive test scores
to delays in care home placement are still being made.
A multicentre trial in the United Kingdom that chose
placement in care homes as a primary outcome found
that 9% of the donepezil group and 14% of patients
receiving placebo had been admitted to care homes
within one year—a potentially clinically important but
not statistically significant difference. After three years
the figures in the two groups were almost identical
(42% v 44%).w1 NICE has given substantial weight to
this trial, although its findings are disputed on several
grounds including the use of drug washout periods
that may have lessened efficacy and are not used in
clinical practice.w2 Observational studies making ambi-
tious claims for cholinesterase inhibitors in delaying
admission to care homes have been cited, but these are
unhelpful because of their (often obvious and severe)
methodological flaws.w3-w5

A draft of revised guidelines released in March
2005 concluded that the NHS should no longer
prescribe cholinesterase inhibitors because they do not
provide value for money.w6 This led to almost uniformly
hostile reactions from clinicians, patients, and carers
and their representative organisations with support
from the lay media. NICE received over 7000
responses, and concerns were voiced by politicians
inside and outside government.w7

The appraisal committee revisited their proposals
in the light of the consultation process and after
subgroup analyses that seem to stretch NICE’s
methods to breaking point.w8 These analyses suggested
a differential advantage for more severely affected
patients. In mild Alzheimer’s disease the best estimate
of cost per QALY ranged from £56 000 to £72 000
(€83 000-€107 000, $106 000-$137 000). At a moder-
ately severe stage the best estimate was £23 000 to
£35 000.w9 The committee could not reach a consensus
and had a ballot on whether it should stick with the
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view that these medicines should no longer be used at
all or whether they should be recommended for only
moderate Alzheimer’s disease.w10 Restricted use was
favoured by 16 votes to 12. Draft proposals to this
effect have been through yet another acrimonious
consultation process,w11 and the results of formal
appeals are awaited. There are widespread clinical con-
cerns about these latest recommendations, not least
because it will be extremely difficult (perhaps impossi-
ble) to wait for a diagnosed patient to deteriorate
before starting treatment.

Better care
The scientific debate has been accompanied by moving
accounts from carers of marked improvements in their
affected relatives after starting treatment and dismay
that a source of hope is being taken away. NICE has
been unfairly accused of ageism and stigmatisation of
people with dementia.w7 w12 A frequent argument is that
the new recommendations are wrong because “the
medicines are all that doctors have to offer.”w13 This
argument is unacceptable. Modern dementia health
care involves working with patients and relatives from
referral (which can sometimes predate a diagnosis by
years) through to death. There should be continuity of
care from a multidisciplinary team working with
general practitioners, the local social work department,
and other care providers. It should aspire to early
intervention and, when required, assistance during
crises and assertive outreach.

When full time nursing becomes necessary, the
local old age psychiatry service should continue to
provide support to patients and to care home staff. Any
prescribing, monitoring, and discontinuation of
cholinesterase inhibitors should be carried out within
such a service framework. The evidence based
interventions that should be provided by properly
organised multidisciplinary services are well known to
old age psychiatrists and have recently been outlined in
a draft document commissioned by NICE and its sister
organisation the Social Care Institute for Excellence.w14

It has been claimed that adoption of the revised
guidelines would be devastating for patients and carers.
The tragedy is not the proposed restrictions, but the
fact that the only currently licensed medicines for a
cruel illness have turned out to be of marginal
benefit—from statistical, clinical, and public health
viewpoints. This is the main reason for the prolonged

and tortuous debate on their appropriate use.
Whatever the final outcome of NICE’s deliberations,
the human and financial resources that have become
tied up in clinics organised around prescription of
cholinesterase inhibitors must be diverted to old age
psychiatry teams and their social care counterparts.
These medicines should no longer be allowed to have
such influence on services for patients with Alzheim-
er’s disease and their families.
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Summary points

The appropriate use of cholinesterase inhibitors
in Alzheimer’s disease is controversial

Most of the controversy arises because their
effects are, by any criteria, modest

Memory clinics have been established for the
prescription and monitoring of these medicines

These clinics are diverting resources from high
quality integrated care

Endpiece

For foundation year doctors
“Education is that which remains, if one has
forgotten everything he learnt at school.”

Albert Einstein
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