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deprescribing
A GUIDE TO

CHOLINESTERASE INHIBITORS

RECOMMENDED 
DEPRESCRIBING STRATEGY

UU Studies have demonstrated 
statistically significant 
differences between 
cholinesterase inhibitors 
and placebo in terms of 
cognitive, behavioural, 
functional and global 
assessments. However, 
the magnitude of the 
differences are modest 
and it is unclear whether 
these would translate into 
changes that would improve 
the person in terms of their 
daily care and supervision 
requirements.

UU Patients who have major 
changes in their life 
circumstances, such as 
significant deterioration 
of health or nursing 
home placement, should 
have their cholinesterase 
inhibitor use reviewed.

UU Patients who have serious 
side effects consistent 
with use of cholinesterase 
inhibitors should trial 
cessation of the agent.

UU Individualised decisions 
about discontinuing 
cholinesterase inhibitors 
should be made rather 
than being based on single 
factors such as MMSE score.

UU It is unclear whether 
cessation of a cholinesterase 
inhibitor results in a 
clinically significant decline 
in cognition or other 
dementia symptoms.

KEY POINTS CONTEXT	

This guide considers the use of cholinesterase inhibitors to improve 
cognitive function in people with Alzheimer’s disease.

UU Australian guidelines recommend that if discontinuation is to be considered, 
this should be undertaken as an initial trial with close periodic monitoring for 
discontinuation syndromes or a decline in the symptoms of dementia. 

UU A trial of deprescribing may be considered in a person with Alzheimer’s 
disease, DLB, Parkinson’s disease dementia, vascular dementia or mixed 
dementia who has used the medication for 12 months or more. If a person 
taking a cholinesterase inhibitor does not have one of these types of 
dementia then a trial of deprescribing may commence irrespective of the 
duration of cholinesterase inhibitor treatment.

UU The dose of the cholinesterase inhibitor should preferentially be tapered 
gradually rather than ceased immediately. A suitable tapering regimen may 
involve halving the dose every four weeks until the lowest possible dose is 
reached, then maintaining this dose for a further four weeks before cessation. 
If there is a more urgent need to cease a cholinesterase inhibitor then 
there is little evidence to suggest that abrupt cessation increases the risk of 
withdrawal symptoms. 

UU Close monitoring of the person for a decline in their condition should 
be undertaken periodically throughout the withdrawal process. The 
cholinesterase inhibitor may be reinitiated if there is evidence of the person’s 
condition deteriorating. 

UU A 2018 clinical practice guidelines on deprescribing cholinesterase inhibitors is 
shown on page 5.

BENEFIT VERSUS HARM
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Favours  
Continuing  
Medication

Favours  
Deprescribing  

Medication

Increased Benefit
[[ Presence of mild or 

moderate Alzheimer’s 
Dementia

[[ A good initial response 
to starting doses of 
cholinesterase inhibitors

[[ Functionally able to live 
in non-residential care

Reduced Harms
[[ Functionally 

independent and robust 
physical condition

Decreased Benefits
[[ Severe Alzheimer’s 

Dementia
[[ Significant vascular 

disease (either 
microvascular or 
macrovascular morbidity)

[[ Limited life expectancy

Increased Harms
[[ Presence of Asthma, 

Urinary Incontinence, 
Bradycardia or 
Gastrointestinal disorders

[[ Low body weight
[[ Frailty

Main Benefits
[[ Slowing of 

cognitive decline 
associated with 
Alzheimer's 
Dementia

Main Harms
[[ Gastrointestinal 

upset, urinary 
incontinence, 
asthma, 
bradycardia
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EFFICACY	

By inhibiting the synaptic metabolism of acetylcholine, reversible cholinesterase inhibitors enhance cortical cholinergic 
neurotransmission, intended to improve cognition and delay the effects of Alzheimer’s disease.2

The efficacy of the cholinesterase inhibitors was reviewed and analysed by Tan et al in 2014.3 They broadened the spectrum of 
outcome measures and sought to determine whether there were benefits in cognitive, behavioural or functional impairment in 
different stages of severity of Alzheimer’s disease. They limited their analysis to randomised, double blinded, placebo controlled 
studies.

COGNITIVE FUNCTION
Tan et al reviewed 12 studies of cholinesterase inhibitors (donepezil 6 studies, galantamine 3 studies, rivastigmine 3 studies). All 
studies evaluated patients with mild to moderate dementia with a mean age of ~74 years. Two-thirds of the participants were 
female. All trials used the Alzheimer’s disease Assessment Scale-Cognition (ADAS-COG) to assess cognitive outcomes over 24-26 
weeks and baseline mini mental state examination (MMSE) varied from 16-24. A change in the ADAS-COG of 4 units or more is 
considered clinically relevant in terms of significant improvement or deterioration in cognition.

Cognitive effects were statistically significant for all drugs with a pooled weighted mean difference of -1.29 points (95% CI -2.30 
to -0.28). There were no clear differences between the three cholinesterase inhibitors with differences in ADAS-COG as shown 
below:

UU Donepezil 5mg: 	 -1.95 (95% CI -2.60 to – 1.29)
UU Donepezil 10mg:	 -2.48 (95% CI -3.23 to – 1.73)
UU Rivastigmine:		  -2.01 (95% CI -2.69 to – 1.32)
UU Galantamine 24mg: 	 -3.03 (95% CI -3.66 to – 2.41)
UU Galantamine 32mg: 	 -3.20 (95% CI -3.28 to – 3.12)

In people with more severe Alzheimer’s disease (MMSE <10), four studies of cholinesterase inhibitors are available (donepezil 4 
studies 4,5,6,7 galantamine 1 study8). All of these studies had patients with advanced disease (MMSE 6-9). The Severe Impairment 
Battery (SIB) was used to evaluate cognitive benefit. The SIB scale (maximum score 100) scores for participating patients were 
in the 50-70 range and improvements were shown over 6 months of ~5 points on this scale. There were widely variable benefits 
with large standard deviations around the differences. In addition, the slight improvement in cognitive function often failed to 
improve overall activities of daily living. 4,5,6,8

Other types of dementia may respond differently to cholinesterase inhibitors. There is no benefit shown for the use of these 
agents in fronto-temporal dementia, but there is a theoretical role for cholinesterase inhibitors in patients with dementia 
associated with Lewy Bodies and also in dementia associated with Parkinson’s disease.

In a systematic review of cholinesterase inhibitors for Parkinson’s disease,9 there was a slowing of cognitive decline in four 
studies. This was determined by a difference in MMSE of 1.12 units (95% CI 0.61 to 1.64) over a period of 10-24 weeks from a 
starting MMSE of 19-27.9 The impact of cholinesterase inhibitors for Lewy Body Disorders was reviewed by Matsunaga et al in 
2015. 10 They identified 16 studies (11 donepezil, 2 galantamine, 3 rivastigmine) and the compounded mean difference in MMSE 
over a mean duration of 13 weeks was 0.53 points (95%CI 0.35-0.72), with rivastigmine and donepezil being more effective than 
galantamine.10

BEHAVIOURAL SYMPTOMS
The meta-analysis by Tan et al included 6 cholinesterase inhibitor studies (donepezil 3, rivastigmine 1, galantamine 2) that 
used the Neuropsychiatric Inventory (NPI) to score behavioural outcomes in people with Alzheimer’s disease. They found that 
donepezil 10mg daily reduced NPI by 2.72 points (95%CI 0.52 to 4.92) over 24 weeks, galantamine 24mg daily reduced NPI by 
1.72 points (95%CI 0.33-3.12), but that rivastigmine 12mg orally did not change the NPI. 3 To put these changes into perspective, 
a change of 11 NPI points (from a baseline of ~37) was achieved for risperidone over 12 weeks in the CATIE-AD trial which was 
primarily responsible for approval of risperidone for management of behavioural and psychological symptoms of dementia.11

In Matsunaga et al’s meta-analysis of cholinesterase inhibitor use in DLB,10 NPI was reduced by a mean of 0.28 points (95%CI 
0.03-0.53) across all 16 studies, again with donepezil and rivastigmine being more effective than galantamine.10

BACKGROUND	

Cholinesterase inhibitors (donepezil, rivastigmine, and galantamine) are prescribed to improve cognitive function in people 
with certain forms of dementia, including Alzheimer’s disease, vascular dementia and dementia with Lewy bodies (DLB). 
As at June 2018, all three agents are only licenced in Australia for the treatment of Alzheimer’s disease, a condition expected 
to approximately triple in prevalence over the next 40 years. Approximately 30% of Australians over the age of 85 have 
dementia, over 50% of residents in permanent residential care are diagnosed with dementia.1
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FUNCTIONAL OUTCOME
Functional outcomes are most commonly measured using the 
Alzheimer’s disease Co-operative Study – Activities of Daily Living Inventory 
(ADCS-ADL) scoring system (maximum score=78). In the Tan meta-
analysis,3 seven studies used mean change in ADCS-ADL (from baselines 
of 14-52) to assess functional outcomes (3 donepezil,4,5,6 3 galantamine 8,12,13 
and 1 rivastigmine14). Donepezil 5mg daily did not change the score but 
donepezil 10mg improved the score by 1.03 units, galantamine by 0.68 
units and rivastigmine by 1.8 units.3

GLOBAL ASSESSMENT
The majority of studies that assess overall benefit utilise the Clinician's 
Interview-Based Impression of Change Plus Caregiver Input (CIBIC-Plus) 
tool. This has a seven-point outcome from very much improved, much 
improved, minimally improved through no change to minimal worsening, 
moderate worsening and marked worsening. Studies commonly 
amalgamate all improvements and worsening/no change together to 
form a dichotomous variable (improved vs not improved/worsened) for 
analysis.

In the Tan meta-analysis,3 10 studies addressed the global benefit of 
cholinesterase inhibitors for Alzheimer’s Dementia using the CIBIS-Plus as 
a measure (5 donepezil,5,6,15,16,17 three galantamine,12,13,18 two rivastigmine19,20). 
Each of the agents had a higher likelihood of improvement of CIBIS-Plus 
score compared to placebo (donepezil 5mg -Odds Ratio 1.55, donepezil 
10mg -Odds Ratio 1.66, Galantamine 24mg -Odds Ratio 1.18, Galantamine 
32mg- Odds Ratio 1.49, rivastigmine- Odds Ratio 1.72). Improvement 
in scores occurred in 23-34% of patients receiving a cholinesterase 
inhibitor, compared to 15-29% in patients receiving placebo. Absolute 
increases in improvement rates varied from 5 to 14% (NNT 7-20).

Only some of the studies presented information from the seven point 
CIBIS-plus scale. In those studies, the majority of the improvement was 
rated as minimal, with less than 10% of subjects having much or very 
much improved ratings.5,12,16,17

DELAY IN NURSING HOME ADMISSION 
There is some evidence that use of cholinesterase inhibitors may delay 
admission to nursing home. An initial observational study in the USA 
evaluated time to nursing home admission and mortality in 387 people 
with probable Alzheimer’s disease (MMSE ~18, mean age ~72years) treated 
with cholinesterase inhibitors, compared to 416 people who did not 
take any treatment.23 They found no association of medication use with 
mortality, but found that cholinesterase inhibitors delayed nursing home 
admission by several years. However, this was not a randomised study, 
and people who were taking cholinesterase inhibitors had higher MMSE 
results, a higher level of education, better scores for activities of daily living 
and were less likely to be taking antipsychotic agents.23

In a secondary analysis of the DOMINO-AD trial, a 24 proportion of people 
were randomised to continue (n=73) or cease (n=73) donepezil, following 
approximately 12 months of previous treatment with donepezil. After four 
years, 36 (49%) people taking donepezil had been admitted to a nursing 
home, while 42 (58%) of the people who had ceased donepezil had been 
admitted. The 25th percentile time of admission for the continuation 
group was 12.7 months and that for the discontinuation group was 8.9 
months (difference of 3.8 months- 95% CI 1.5 to 7 months). There was 
no difference in the median time for nursing home admission and no 
difference at the end of four years. The authors concluded that withdrawal 
of donepezil in people with moderate to severe Alzheimer’s disease 
increased the risk of nursing home placement in the first 12 months, but 
made no difference in the following three years (or over the entire 4 year 
period).24 The longer term admission rate is likely to be a more reliable 
estimate of delay to nursing home admission time.

OTHER EFFECTS
There is some evidence associating 
cholinesterase use in dementia with beneficial 
cardiovascular outcomes and reduced 
mortality. A 2018 systematic review and meta-
analysis of 31 studies found that there was a 
significantly lower risk of cardiovascular events 
(defined as stroke, acute coronary syndrome 
and cardiovascular mortality) in people 
taking cholinesterase inhibitors (hazard ratio 
0.63, 95% confidence internal 0.45 to 0.88). 
However, these data are based on cohort and 
longitudinal studies, and it cannot be inferred 
that cholinesterase inhibitor use alone was 
responsible for these benefits. 21

SUMMARY OF EFFICACY AND 
GUIDELINES FOR USE
The studies discussed above have 
demonstrated statistically significant 
differences between cholinesterase inhibitors 
and placebo in terms of cognitive, behavioural, 
functional and global assessments. However, 
the magnitude of the differences are modest 
and it is unclear whether these would translate 
into changes that would improve the person 
in terms of their daily care and supervision 
requirements. 

Amidst this summary data there appear to be 
patient groups who derive greater benefit from 
cholinesterase inhibitor therapy (responders) 
and those who do not (non-responders). 
Unfortunately, there do not appear to be 
reliable clinical indicators to guide whether an 
individual taking such therapy is likely to be a 
“responder” or a “non-responder”. 22

It is worth clarifying that cholinesterase 
inhibitors do not alter the underlying 
neurodegenerative process. The trials are 
also all of relatively short duration, and it is 
also unclear whether long term therapy with 
cholinesterase inhibitors continues to have 
even a modest benefit after 12 months of 
treatment.

Australian clinical practice guidelines for 
dementia in Australia support the use of 
cholinesterase inhibitors for symptomatic 
treatment of Alzheimer’s disease. 25 They 
recommend any one of the available 
cholinesterase inhibitors should be considered 
as options for managing the symptoms of 
mild-to-moderate Alzheimer's disease and 
state that their use “could be considered” 
in severe Alzheimer’s disease.25 These 
guidelines also suggest considering any of 
the cholinesterase inhibitors for symptomatic 
treatment of DLB, Parkinson’s disease 
dementia, vascular dementia or mixed 
dementia. 
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It should be noted that the current Pharmaceutical Benefits 
Scheme (PBS) in Australia only subsidises the initial use 
of cholinesterase inhibitors for mild to moderately severe 
Alzheimer’s disease (MMSE 10-24), not for other forms of 
dementia, and also does not subsidise dual therapy (with 
memantine and a cholinesterase inhibitor). 26

Guidelines from the United Kingdom are more specific 
regarding the choice of cholinesterase inhibitors 
and dementia types. The British Association for 
Psychopharmacology consensus statement regarding 
anti-dementia drugs in clinical practice recommend that 
any cholinesterase inhibitor may be used in mild to severe 
Alzheimer’s disease, but only rivastigmine or donepezil in 
DLB or dementia associated with Parkinson’s disease. 27 
In contrast to the Australian guidelines, neither this group 
nor the 2018 NICE Guidelines recommend cholinesterase 
inhibitors be used for vascular dementia, unless it is suspected 
that suspected that Alzheimer's disease, Parkinson's disease 
dementia or DLB is also present. 28

ADVERSE 
EFFECTS

Acetylcholine is involved in a range of central and peripheral 
nervous system functions, and as such, inhibition of its 
catabolism (by inhibition of cholinesterase) can result in a range 
of undesirable adverse effects. The most frequent adverse effect 
associated with the cholinesterase inhibitors used for dementia 
involve the gastrointestinal system. Common symptoms include 
nausea, vomiting and diarrhoea, and these symptoms tend to 
be most marked during the initiation of therapy or with dose 
escalation. Urinary frequency and precipitation of, or worsening 
of urinary incontinence are also commonly encountered side 
effects.

The commonly encountered side effects are shown in  
Table 1 below:

CATEGORY 
OF REACTION COMMON SYMPTOMS/SIGNS

Nervous system  
disorders

syncope, loss of consciousness, 
dizziness, convulsions, dyskinesias and 
movement disorders

Psychiatric  
disorders

confusion and disorientation, 
hallucinations, anxiety, aggression

Gastrointestinal  
disorders nausea and vomiting, diarrhoea

Cardiac disorders bradycardia, AV block, cardiac arrest

Skin and  
subcutaneous 
tissue disorders

rashes, pruritis (transdermal patches 
only)

Respiratory,  
thoracic, and  
mediastinal  
disorders

dyspnoea, bronchospasm

Renal and urinary 
disorders urinary incontinence or retention

Table 1: Common adverse effects to cholinesterase inhibitors

A number of other rare, but often serious adverse effects are 
possible. There have been several reports to the Advisory 
Committee on the Safety of Medicines (ASCOM) of bradycardia, 
syncope, myocardial infarction and AV block for all three available 
cholinesterase inhibitors.29, 30 Analysis of pharmacovigilance 
databases in the USA and Canada, 31,32 and of the Vigibase 
worldwide adverse drug reactions database33 support cardiac 
disorders and gastrointestinal disorders as frequently reported 
adverse effects. 

More recently, an analysis of Australian PBS data associated 
cholinesterase inhibitor initiation with the subsequent 
commencement of new medications for seizures, anxiety, 
insomnia, nausea, and diarrhoea. 34

There are case reports of people experiencing withdrawal 
symptoms after stopping cholinesterase inhibitors.39,40 The 
symptoms reported consisted of significant anxiety and 
worsening of dementia symptoms, including hallucinations 
and delusions. In many of these cases, reintroduction of the 
cholinesterase inhibitor resulted in improvement in these 
withdrawal symptoms.

There are some randomised studies of cholinesterase 
inhibitor discontinuation that may support the notion that 
worsening dementia symptoms may be a direct result of 
therapy cessation. Scarpini et al randomised people to either 
continue galantamine or change to a placebo after having 
taken galantamine for 12 months.41 There were no differences 
in the number of people who had a decline in the ADAS-
Cog of 4 points or more and no difference in the global 
assessment (using CIBIC-Plus).41 In the DOMINO-AD trial,42 
people with moderate to severe Alzheimer’s disease (MMSE 
5-13) were randomised to continue or cease donepezil after 12 
months of previous treatment. After 12 months, people who 
continued donepezil had a MMSE score on average 1.9 points 
higher (95% CI 0.7 to 3.1) and an improved ADL score of 3.9 
points on a 60 point scale (95%CI 0.1 to 5.6).42 

A study of 40 people showed no difference in MMSE after 
cessation of cholinesterase inhibitors in institutionalised 
people.43 However, this study found that the presence of 
hallucinations and delusions potentially predicted clinical 
deterioration following cessation of the cholinesterase 
inhibitor. This is despite a meta-analysis review of these and 
two other studies that concluded that the net reduction in 
MMSE was clinically insignificant (0.29 points, 95%CI 0.13 to 
0.45). 44

These studies largely examined the effects of discontinuing 
a cholinesterase inhibitor in people who had been previous 
responders to therapy. As such, cessation may result in a 
reduction in previously achieved benefit. 

DISCONTINUATION 
SYNDROMES
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DEPRESCRIBING ALGORITHM 35Cholinesterase Inhibitor (ChEI) and Memantine Deprescribing Algorithm
January 2018

No No

Is the person taking the medication for one of the following reasons:

Have they been taking the medication for < 12 months

Reeve E, Farrell B, Thompson W, at al Evidence-based Clinical Practice Guideline for Deprescribing Cholinesterase Inhibitors and Memantine. 2018.

ISBN-13: 978-0-6482658-0-1 Available from: http://sydney.edu.au/medicine/cdpc/resources/deprescribing-guidelines.php

© The University of Sydney. Use freely, with credit to the authors. Not for commercial use. Do not modify or translate without permission. 

This work is licensed under a Creative Commons Attribution-NonCommercial-NoDerivs4.0 International License. 
Contact emily.reeve@sydney.edu.au for more information.

Alzheimer’s disease, dementia of Parkinson’s 
disease, Lewy body dementia or vascular dementia.

ChEIs (donepezil, rivastigmine or galantamine):  

Alzheimer’s disease, dementia of Parkinson’s 
disease or Lewy body dementia.

Memantine:  

Cognition +/- function significantly worsened over 
past 6 months (or less, as per individual).
Sustained decline (in cognition, function +/- behaviour), at a 
greater rate than previous (after exclusion of other causes). 

Do they fulfill one of the following?

Severe/end-stage dementia (dependence in most 
activities of daily living, inability to respond to their 
environment +/- limited life expectancy).

No benefit (i.e., no improvement, stabilisation or 
decreased rate of decline) seen during treatment. 

Decision by a person with 
dementia/family/carer to discontinue.

Do they fulfill one of the following?

Non-adherence that cannot be resolved. 

Severe agitation/psychomotor 
restlessness.
Non-dementia terminal illness.

Drug–drug or drug–disease interactions 
that make treatment risky. 

Refusal or inability to take the medication.

Recommend trial
deprescribing

No

Yes

Yes

Taper and then stop
Halve dose (or step down 
through available dose forms) 
every 4 weeks to lowest 
available dose, followed by 
discontinuation. Plan this in 
collaboration with the 
individual/carer and relevant 
healthcare professionals.

Engage individuals and caregivers determine their values and preferences and 
discuss potential risks and benefits of continuation and discontinuation.

cognition, function and 
neuropsychiatric symptoms. 

Consider other causes of 
changes (e.g. delirium).

Conduct close periodic 
monitoring (e.g. every 4 weeks)

Yes Yes

Continue ChEI/ 
memantine
Consult geriatrician, 
psychiatrist or other 

healthcare professional 
if considering other 

reason for deprescribing. 

No

Strong recommendation from systematic 
review and GRADE approach

Recommend trial
deprescribing

Practice Point

Cholinesterase Inhibitor (ChEI) and Memantine Deprescribing Notes
January 2018

Monitoring during tapering and after discontinuation Engaging individuals and family/carers

Non-pharmacological management and ongoing care after deprescribing

*Exclude other causes of change in condition (e.g. infection or dehydration) first.

Discuss monitoring plan with the individual/family/carer and write it down for them 
(e.g. frequency and type of follow-up). Ensure they have a way to contact a clinician 
if needed.

Discuss treatment goals – what do they value the most (cognition, quality of life, remaining independent)? 
Ask about experience with dementia symptoms when treatment started and over last 6 months.
Ask about side effects.

Determining suitability for deprescribing 

Deprescribing is a trial — medication can be restarted if appropriate. 
There are uncertain  benefits and harms to both continuing and discontinuing the medication.
Tailor discussion about benefits and harms to the individual.
Explore fears and concerns about deprescribing.
Consider medication costs and local reimbursement/subsidisation criteria.
If the recommendation to deprescribe is being made due to progression of dementia, remind family/
carers that the person with dementia may continue to decline after deprescribing, and explain why.

See (http://sydney.edu.au/medicine/cdpc/resources/dementia-guidelines.php) for Australian guidelines 
on care of people with dementia, including behavioural and psychological symptoms. 

Drug Strength

Donepezil (Aricept®, Aridon®, Arazil®) Tablet – 5mg, 10mg

ChEI and memantine availability (Australia)

ChEI and memantine side e�ects
Common: include gastrointestinal effects, dizziness, confusion, headache, insomnia, agitation, 
weight loss and falls.

Rare (ChEI): may include urinary, cardiovascular (e.g. bradycardia), pulmonary and dermatological 
(e.g. Stevens-Johnson syndrome) complications, Pisa syndrome, seizures, gastrointestinal 
haemorrhage and rhabdomyolysis.

Lack of evidence of potential harms in complex older adults.

Helping the individual and family/carers to make an informed decision

Timing of symptoms 

after dose reduction/ 

discontinuation

Types of symptoms Action to be taken 
by family/nurses/
care staff

Possible cause*

Less than 1 week Severe symptoms, 
including agitation, 
aggression, 
hallucina-
tions or reduced 
consciousness

Restart previous 
dose immediately 
and contact 
responsible 
healthcare 
professional as soon 
as possible

Adverse drug 
withdrawal reaction

Re-emergence of 
symptoms that 
were being treated 
by ChEI/
memantine

Likely progression 
of condition or 
possible 
re-emergence of 
symptoms that 
were being treated 
by ChEI/memantine

Worsening of 
cognition, 
behavioural or 
psychological 
symptoms or 
function

Contact responsible 
healthcare 
professional and 
consider restarting 
previous dose and/or 
make an appointment 
to see responsible 
healthcare 
professional at the 
next available time

Worsening of 
cognition, 
behavioural or 
psychological 
symptoms or 
function

Contact responsible 
healthcare 
professional at the 
next available time 
to make an 
appointment

Any As per usual care Progression of 
condition

2 to 6 weeks

6 weeks to 
3 months

> 3 months

Reeve E, Farrell B, Thompson W, at al Evidence-based Clinical Practice Guideline for Deprescribing Cholinesterase Inhibitors and Memantine. 2018.

ISBN-13: 978-0-6482658-0-1 Available from: http://sydney.edu.au/medicine/cdpc/resources/deprescribing-guidelines.php

© The University of Sydney. Use freely, with credit to the authors. Not for commercial use. Do not modify or translate without permission. 

This work is licensed under a Creative Commons Attribution-NonCommercial-NoDerivs4.0 International License. 
Contact emily.reeve@sydney.edu.au for more information.

Galantamine (Galantyl®, Gamine XR®, Reminyl®) Controlled release capsule – 8mg, 16mg, 24mg

Rivastigmine (Exelon®) Capsule – 1.5mg, 3mg, 4.5mg, 6mg

Patch – 4.6mg/24 hours, 9.5mg/24 hours, 13.3mg/24 hours

Memantine (Ebixa®, Memanxa®) Tablet – 10mg, 20mg



PAGE 6deprescribing FOR BETTER HEALTH OUTCOMES

CHOLINESTERASE INHIBITORS

Several publications that provide guidance on deprescribing cholinesterase 
inhibitors have been released,35,36 including an Australian-lead 2018 clinical 
practice guideline that specifically addresses this topic. However, the evidence 
regarding deprescribing of cholinesterase inhibitors is currently limited 
and of low quality, and no large, well-designed, long-term studies have 
been undertaken. There is currently minimal high-quality evidence of the 
effects of cholinesterase use beyond 12 months of treatment. Consequently, 
deprescribing recommendations are generally consensus-based, rather than 
evidence based. 

The main factors to consider in relation to cholinesterase use are the level of 
clinically meaningful response achieved and any adverse effects that may be 
present. 

Clinically meaningful response to treatment may be demonstrated in areas 
such as the following:

UU the person's quality of life, including (but not limited to) level of 
independence and happiness;

UU the person's cognitive function, including (but not limited to) memory, 
recognition and engagement with the environment; and

UU the person's behavioural symptoms, including (but not limited to) 
hallucinations, delusions, anxiety, marked agitation or associated 
aggressive behaviour.

Amongst practitioners, there is a general reluctance to rely on any single 
measure of cognition, function and/or behaviour (in particular the MMSE) as 
a guide to efficacy, or to aid in deprescribing decisions.37 It is inappropriate to 
arbitrarily cease cholinesterase inhibitors in people with Alzheimer’s disease 
due to disease severity alone. 38

IN FAVOUR OF DEPRESCRIBING

__ At any time during treatment, the presence of adverse effects that impact 
on quality of life and clinical symptoms should prompt a review of the 
ongoing need for the agent.

__ People who are taking cholinesterase inhibitors for indications other than 
Alzheimer’s disease, DLB, Parkinson’s disease dementia, vascular dementia 
or mixed dementia should be considered for a trial discontinuation of the 
cholinesterase inhibitor.

__ People who have had a trial of therapy (as per the PBS) and have not 
demonstrated a clinically meaningful response may be considered for 
discontinuation of the cholinesterase inhibitor.

__ People who have a major change in life circumstances such as admission 
to residential care should have their use of cholinesterase inhibitors 
reassessed. Other triggers may include significant deterioration in 
cognition and/ or function. In such cases, benefit from cholinesterase 
inhibitors may no longer be relevant to the main symptoms of concern.

AGAINST DEPRESCRIBING

^^ People who demonstrate ongoing, meaningful clinical benefit  
(functionally and/or cognitively stable) should continue on the medication 
with ongoing monitoring for continued benefit or the development of any 
adverse effects.

^^ People dwelling in the community (as opposed to in residential care) with 
adequate functional capacity (in terms of activities of daily living or similar) 
and appropriate support mechanisms may continue to derive benefit and 
may have a delay in nursing home admission.

^^ People who clearly clinically deteriorate after cessation of a cholinesterase 
inhibitor may benefit from reintroduction of the agent.

FACTORS TO 
CONSIDER
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