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OBJECTIVE

Alberta primary care physicians and their interdisciplinary teams will be able to assess
patients presenting with cognitive concerns and manage the majority of these patients
and support their caregivers.

TARGET POPULATION

Older adults, e.g., 265 years of age

EXCLUSIONS

Children

Younger adults <65 years of age, i.e., early onset dementia

RECOMMENDATIONS

e Most patients with dementia can be managed within primary care. However, at times
voluntary agencies, consultants, and both community - and facility-based services will be
required to assist primary care providers.

e The focus of this guideline is on the management of the mild to moderate stages of
dementia.

GENERAL MANAGEMENT CHECKLIST

v' Patient-centred and culturally sensitive care should be provided at all times.

v All patients with dementia and their families who consent should be referred to the local
chapter of the Alzheimer Society.

v" Modify management of co-morbidities in the setting of dementia so there is less reliance on
patient self-care and a concomitant increase in the role played by both informal and formal
caregivers.

v' Determine how medications are being managed. If there is evidence of medication non-
adherence, suggest using reminder aids and/or request that a caregiver manage
medications.

v Use with caution medications that may adversely impact cognition (e.g., anticholinergics,
benzodiazepines, hypnotics, other psychotropics, opioids).

v Arrange for regular follow-up visits at four to six month intervals to reassess the patient's
general condition, look for adverse effects to medications being used, and monitor the
cognitive and non-cognitive symptoms of their dementia.

v Consider referral to specialty services to address specific concerns that might arise in the
care of patients with dementia (see below).

These recommendations are systematically developed statements to assist practitioner and patient decisions about appropriate

health care for specific clinical circumstances. They should be used as an adjunct to sound clinical decision making.
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v Strive to maintain an optimal level of functioning with use of non-pharmacological (e.g.,
memory aids) and pharmacological interventions. Note that drug treatment alone is of limited
value.

v Actively encourage patients (while they retain capacity) to update their will and complete both
a personal directive and an enduring power of attorney. See the Future/Advanced Planning
Tools & Tips for Aging Individuals section of the supplemental document.

v" Remain vigilant for and strive to mitigate safety risks particularly in relation to driving,
cooking, wandering, financial management and abuse while supporting functional
independence wherever possible.

v Enlist support from family, friends and community resources (e.g., home care, day programs,
respite) to maximize functioning and ease caregiver burden See the Professional Services &
Resources in Alberta section of the supplemental document.

TREATMENT/MANAGEMENT OF SPECIFIC CONDITIONS

PRACTICE POINT

Many cases of dementia have more than one contributing cause. Management
should be based on dealing with the predominant contributing cause(s) of the

dementia.
Table 1: Condition and Treatment
Condition Treatment
Alzheimer Disease| v Consider a trial of any of the three available cholinesterase inhibitors for patients AD
(AD) or AD with a cerebrovascular component:

e Know the contraindications and precautions, common adverse effects (and their
management), titration regimens and indications for stopping for these agents.

e Treated patients should be reassessed regularly in order to gauge their response
to therapy and/or detect the emergence of adverse effects.

v" Consider memantine as an option for patients with moderate to severe AD.

v' There is insufficient evidence to recommend for or against combination therapy with
a cholinesterase inhibitor and memantine.

Vascular Dementia| v* Identify and mange vascular risk factors (e.g., hypertension, diabetes, smoking,
(VaD) sedentary lifestyle, lipid abnormalities).

v' Consider antiplatelet therapies for the prevention of recurrent ischemic events in
appropriate patients.

v' Consider cholinesterase inhibitors as a treatment option for patients with AD and a
cerebrovascular component.

v" There is insufficient evidence to recommend for or against the use of cholinesterase
inhibitors for VaD.

Dementia with v' Consider cholinesterase inhibitors for patients with DLB who likely have concurrent
Lewy Bodies AD.
(DLB)/ Parkinson
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Condition

Treatment

Disease Dementia
(PDD)

Consider a trial of levodopa-carbidopa at low dosages for parkinsonism arising in the
context of DLB.

Suggest caregivers modify the sleep environment (e.g., placing mattress on the floor,
padding corners of furniture) for patients with sleep-related injuries or REM-sleep
behaviour disorder (RBD) emerging in DLB.

Consider melatonin (few side effects) or a cautious trial of clonazepam for RBD.

Avoid use of antipsychotics. If antipsychotics are required, a low dose of an atypical
antipsychotic can be attempted but should be managed by a clinician who is
experienced, has specialized skills and can provide close follow-up.

Frontotemporal
Dementia (FTD)

Emphasize a non-pharmacological approach targeted at controlling symptoms
(especially behavioural) and supporting patients and their families.

Drug options are limited for FTD. Consider:

Selective serotonin reuptake inhibitors for severity of compulsion, agitation,
aggression, impulsivity, and aberrant eating behavior.

Atypical antipsychotics are reserved for severe agitation and aggression that cannot
be managed by other means.

Refer to a speech and language therapist when language issues are prominent.

Consider referral to a specialty service because of the unique and challenging nature
of this condition.

Note: Alberta Blue Cross requires special authorization for Donepezil, Rivastigmine, Galantamine. See
Alberta Health Drug Benefit List and special authorization criteria at:
https://idbl.ab.bluecross.ca/idbl/load.do.

Always use caution when prescribing cholinesterase inhibitors to patients with:

PRACTICE POINT

Previous hypersensitivity or adverse reactions to these drugs

History of seizures or chronic alcoholism

Asthma and chronic obstructive airway disease

History of bradycardia, heart block, and/or syncope

Gastrointestinal ulcers and those taking non-steroidal anti-inflammatories
Low body weight or history of weight loss

Urinary tract obstruction or difficulty with urination

Clinical Practice Guideline Page 3 of 14 Recommendations



https://idbl.ab.bluecross.ca/idbl/load.do

Optimized Cognitive Impairment — Part 2: Diagnosis to Treatment | February 2017

WP

Practice

BEHAVIOURAL AND PSYCHOLOGICAL SYMPTOMS OF DEMENTIA

(BPSD)

v"Use non-pharmacological interventions as “first-line” therapy for BPSD. Refer to “Appropriate
Use of Antipsychotics (AUA) Toolkit for Care Teams” for additional details and information
regarding assessment and management of responsive behaviours associated with dementia.
http://www.albertahealthservices.ca/auatoolkit.asp.

v' Consider the following general approaches for patients with BPSD:

o Search for and manage the underlying cause of BPSD. Challenging behaviours can

arise from delirium or depression.

PRACTICE POINT

Responsive behaviours is a term used to describe how the actions of a person
with dementia are a response, often intentional, to something important about their
personal, social or physical environment. Management is directed at uncovering
what this might be and addressing it. See
http://www.albertahealthservices.ca/assets/about/scn/ahs-scn-srs-responsive-

behaviours.pdf.

Advise caregivers to re-direct and distract the patient, and remove triggers when
possible to prevent or ease agitation and aggression.

Recommend specific training for caregivers so they can provide person-centred care,
manage behaviours, and learn communication skKills.

Consider tracking devices, motion detection devices, and home alarms to assist with
detecting wandering and locating lost patients.

Consider music therapy, exercise (for sleep), sensory interventions (e.g., multi-
sensory stimulation, massage and touch therapy) and involvement in activities as
possible helpful interventions.

X There is little to no evidence at this time to support use of any herbal remedies and/or other
non-prescriptive agents for the treatment and/or management of BPSD.

GENERAL PHARMACOLOGICAL APPROACHES FOR BPSD

Table 2: Pharmacological Agent and Recommendation

Agent

Recommendation

Antidepressants v" Consider a trial of an antidepressant if the patient had an inadequate response to

non-pharmacological interventions or has a major depressive disorder, severe
dysthymia, or severe emotional lability.

v' If an antidepressant is used, avoid tricyclics because of their anticholinergic side
effects.

v There is insufficient evidence to recommend for or against the use of selective
serotonin reuptake inhibitors or trazodone for managing agitation.

Clinical Practice Guideline Page 4 of 14 Recommendations


http://www.albertahealthservices.ca/auatoolkit.asp
http://www.albertahealthservices.ca/assets/about/scn/ahs-scn-srs-responsive-behaviours.pdf
http://www.albertahealthservices.ca/assets/about/scn/ahs-scn-srs-responsive-behaviours.pdf

.T{}:{P it Cognitive Impairment — Part 2: Diagnosis to Treatment | February 2017

Practice

Agent Recommendation
Atypical v' Potential benefits must be weighed against the significant risks such as
Antipsychotics cerebrovascular events and mortality.

v' Prescribe risperidone, olanzapine and aripiprazole for severe agitation, aggression
and psychosis associated with dementia when there is risk of harm to the patient
and/or others.

v/ Start medication at a low dose and then carefully titrate based on response and
emerging adverse effects.

v"  Reassess medications periodically with attempts to taper and discontinue.

DO NOT use these medications to manage behavioural concerns e.g., insomnia -
especially when safer more effective alternatives are available.

? There is insufficient evidence to recommend for or against the use of quetiapine.

Note: risperidone is the only antipsychotic with an indication for short-term use in
Canada for the management of the neuropsychiatric symptoms of AD.

Cholinesterase v" Cholinesterase inhibitors and/or memantine are generally not recommended for the
Inhibitors primary treatment of neuropsychiatric symptoms.

v' Refer to "Appropriate Use of Antipsychotics (AUA) Toolkit for Care Teams” for additional details and
information regarding assessment and management of responsive behaviours associated with
dementia: http://www.albertahealthservices.ca/auatoolkit.asp

PRACTICE POINT

Antipsychotics should be avoided in the treatment of patients with Dementia with
Lewy bodies. If required to manage troubling behavioural issues that have not
responded to other measures, use a low dose of an atypical antipsychotic
with extreme caution and careful monitoring for adverse effects.

REFERRAL

v Consider referral to a specialist/specialty service when:
o The patient has early-onset dementia.
o The patient has rapidly progressive dementia.

o The patient has frontotemporal dementia. This is to help confirm the diagnosis and
assist in devising, coordinating, and implementing a care plan for patients, caregivers
and family.

o There is continuing uncertainty about the patient’s diagnosis after initial assessment
and follow-up.

o The patient and/or the family request another opinion.

o There is the presence of significant depression, especially if there was an inadequate
response to initial treatment.
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o There is unfamiliarity or problems with specific medications being used to treat
Alzheimer disease or another dementia.

o There is need for assistance in patient management (e.g., behavioural problems,
functional impairments) or providing caregiver support.

o Genetic counselling is indicated.

o The patient and/or family express an interest in research studies.

BACKGROUND

Most patients with dementia can be managed within primary care. However, at times voluntary
agencies, consultants, and both community - and facility-based services will be required to assist
primary care providers.12 The focus of this guideline is on the management of the mild to moderate
stages of dementia.

TREATMENT/MANAGEMENT OF SPECIFIC CONDITIONS

ALZHEIMER DISEASE (AD)

All patients diagnosed with dementia should be assessed for their suitability for pharmacologic
treatment. In AD the cholinergic neuronal pathways that project from the basal forebrain to the
cerebral cortex and hippocampus are affected. This has been proposed to account for some of the
clinical manifestations of dementia. Please note that many cases of dementia are a result of several
contributing conditions. This is typically a combination of AD with other brain pathology. Management
of these patients would include addressing the contribution from AD.

VASCULAR DEMENTIA (VAD)

Prevention of the onset and progression of VaD is potentially possible by the management of
vascular risk factors. In addition to dealing with smoking, physical inactivity, diet and obesity this
could include the use of anti-hypertensives, agents for lipid abnormalities, treatment of diabetes,
anticoagulants for certain arrhythmias and other types of heart disease, and platelet inhibitors (e.g.,
ASA) for secondary prevention in high risk individuals.3 Cholinesterase inhibitors for “pure” VaD (i.e.,
dementia due to cerebrovascular disease without other pathologies) is not currently an accepted
indication for their use.

DEMENTIA WITH LEwY BoDIES (DLB)*°

The core symptoms of DLB were described in the accompanying guideline. Mild hallucinations from
this condition may not require pharmacotherapy. When a medication is required, cholinesterase
inhibitors typically are tried first (in an effort to protect patients from being exposed to
antipsychotics) though evidence on their effectiveness is generally lacking. If ineffective, most
experts recommend a cautious trial of atypical neuroleptics such as quetiapine and avoiding
standard neuroleptics such as haloperidol because of neuroleptic sensitivity. This should be
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preferably overseen by a clinician with specialized skills and/or experience in the treatment of DLB.
Cholinesterase inhibitors might help with alertness and the cognitive deficits of this condition. A trial
of levodopa-carbidopa at low dosages can be considered for parkinsonism arising in the context of
DLB. The motor improvement tends to be less than what is seen with Parkinson disease and its use
may worsen the neuropsychiatric symptoms.6 Modifying the sleep environment is helpful (e.g.,
placing mattress on the floor, padded corners of furniture) for patients who have had sleep-related
injuries for REM-sleep behaviour disorder (RBD) arising in the context of DLB. Other medication
options to help manage RBD are melatonin since it has fewer side effects or a cautious trial of
clonazepam.” As many if not most patients with DLB also have Alzheimer pathology, a trial of a
cholinesterase inhibitor can be considered. In Canada rivastigmine has been approved for the
treatment of dementia in Parkinson disease.8

FRONTOTEMPORAL DEMENTIA (FTD)

There are no disease-modifying therapies available for FTD, and few studies have been done on the
treatment options that are available.®10.11 Management is directed to controlling symptoms
(especially behavioural) and helping patients and their families cope with the impact of the illness.
When language issues are prominent, speech and language therapy can assist with communication
strategies.

BEHAVIOURAL AND PSYCHOLOGICAL SYMPTOMS OF DEMENTIA
(BPSD)

BPSD is also referred to as Responsive Behaviours in Dementia.

Non-pharmacologic interventions for agitation and aggression in dementia include recognition and
management of the underlying factors that are contributing to the behaviour (medical, psychiatric,
mediations, environmental).12 For depressive symptoms, a trial of an antidepressant can be
considered if the patient has an inadequate response to non-pharmacologic interventions or has a
major depressive disorder, severe dysthymia, or severe emotional labiality.1314 There is insufficient
evidence to recommend for or against the use of selective serotonin reuptake inhibitors or trazodone
in the management of agitation. Risperidone, olanzapine, or aripiprazole can be considered for
severe agitation, aggression, and psychosis associated with dementia where there is risk of harm to
the patient or others. There is insufficient evidence to recommend for or against the use of
quetiapine in the management of these behaviours in dementia.28.14 The potential benefit of all
antipsychotic medications must be weighed against the substantial risks such as cerebrovascular
adverse events and mortality. Valproate should not be used for agitation and aggression in AD.14

PHARMACOTHERAPY — REVIEW OF AVAILABLE AGENTS

CHOLINESTERASE INHIBITORS

Recommendations regarding cholinesterase inhibitors are derived from the Third and Fourth
Canadian Consensus Conference on the Diagnosis and Treatment of Dementia.14 A trial of a
cholinesterase inhibitor is recommended for most patients with AD. All three cholinesterase
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inhibitors have demonstrated efficacy for mild to severe AD (note: in Canada only donepezil has been
approved for the severe stage). Direct comparisons do not suggest significant differences in efficacy
between them. Selection of which agent to use will be based on adverse effect profile, ease of use,
familiarity, and differences between the agents in their pharmacokinetics and other mechanisms of
action. The most common adverse effects are gastrointestinal (e.g., anorexia, nausea, vomiting,
diarrhea). Cholinesterase inhibitors might increase the risk of:

o Gastrointestinal bleeding - particularly in patients with ulcer disease or those taking non-
steroidal anti-inflammatory (NSAD) drugs including high doses of acetylsalicylic acid (ASA)

e Bradycardia or heart block

e Asthma or obstructive pulmonary disease

e |Lower urinary tract symptoms

e Seizures

o Prolonged effects of succinylcholine-type neuromuscular blockers

When a cholinesterase inhibitor is discontinued there may be a decline over the following six weeks
in the patient’s cognition, function and/or behaviour. If observed, consideration should be given to
re-initiating treatment. There is insufficient evidence to advise for or against combining
cholinesterase inhibitors and memantine.15

DONEPEZIL

Doneperzil is a reversible inhibitor of acetylcholinesterase (AChE) approved in Canada for the
symptomatic treatment of mild, moderate and severe dementia of the Alzheimer’s type. It exerts its
therapeutic effect through enhancing cholinergic function.” Clinical trials have demonstrated modest
benefits with donepezil compared to the placebo arm.* Therapy with donepezil begins with a dose of
5 mg once daily. This is continued for four to six weeks and typically increased to 10 mg if there are
no unacceptable adverse effects. Doses over 10 mg are not recommended.* Common side effects
include nausea, diarrhea, insomnia, vomiting, muscle cramps, fatigue and anorexia. Side effects are
usually mild and temporary. If insomnia or disturbing vivid dreams develop, this may be helped by
ensuring the medication is taken in the morning. Caution should be exercised in patients with a
history of arrhythmias/conduction abnormalities, gastrointestinal ulcers, urinary retention, seizures,
and/or asthma or obstructive pulmonary disease.*

RIVASTIGMINE

Rivastigmine is a reversible inhibitor of both acetylcholinesterase (AChE) and butyrylcholinesterase
(BuChE). The activity of BuChE is known to increase with increasing severity of dementia, but the
clinical significance of the ability of rivastigmine to inhibit BUChE has not been demonstrated. Clinical
trials have shown positive effects on cognition, behaviour and activities of daily living.16

Rivastigmine in Canada is indicated for the treatment of mild to moderate AD and dementia with
Parkinson disease. The dose range is 3.0 mg to 12.0 mg daily with a usual maintenance dose of 6 to
12 mg per day. Titration is done slowly (e.g., at four-week intervals) to reduce the gastrointestinal

" See drug monograph info.
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side effects.* Rivastigmine is available in a transdermal patch, but this is not covered by the drug
benefit plan for seniors through Alberta Blue Cross.

GALANTAMINE
Galantamine is stated to be a modulator of nicotinic receptors as well as cholinesterase inhibitor.
The clinical benefits of this dual action remain unproven. Galantamine is available daily at an ER
preparation. The starting dose is 8 mg and at four-week intervals can be increased to 16 and 24mg

daily.*

Table 3: Comparison of Cholinesterase Inhibitors. Adapted with permission from Compendium of Therapeutic
Choices 7th Edition, p65-66.18

Comparison of the Cholinesterase Inhibitors®

week intervals.

Take with meals.

vomiting,
diarrhea.

<10%:
bradycardia,
syncope,
dizziness,
headache, sleep
disturbance,
fatigue,

Class Drug Dose Adverse Effects | Drug Interactions
Cholinesterase | Donepezil Initial: 5 mg/day | Cholinesterase Cholinesterase inhibitors:
Inhibitors Target: 5-10 |nh|b|tor§ may Concern.re_gardmg
mg/da lower seizure antagonistic effect when
y threshold, combined with drugs that
Adjust dose at 4 | increase the risk | have anticholinergic effects
week intervals of Gl ulceration or if combined with agents
or bleeding or that have an additive
exacerbate COPD | bradycardic effect (e.g.,
or asthma. beta-blockers).
Donepezil:>10%: | Donepezil: Toxicity may be
headache, increased by inhibitors of
nausea, diarrhea. | CYP2DG6 or CYP 3A4 (e.g.,
<10%: vomiting, paroxgtme, erythromym_n,
. \ prednisone, or grapefruit
anorexia, fatigue, | . . .
juice. Effectiveness may be
sleep .
disturbance reduced by inducers of
u ’ CYP2D6 or CYP3A4 (e.g.,
syncope, muscle . .
. carbamazepine, phenytoin,
cramps, urinary . :
or rifampin).
frequency.
Uncommon:
bradycardia,
heart block.
Galantamine Initial: 8 mg See See cholinesterase
daily. cholinesterase inhibitors above. In addition,
Target: 16-24 |nh|b|t9|:s a.bove. Gal.antamlne: TO.XICI-ty' may
me dail In addition: be increased by inhibitors of
g daily. Galantamine: CYP2D6 or CYP3A4 (e.g.,
Adjust dose at 4 | >10%: nausea, paroxetine, erythromycin,

prednisone, or grapefruit
juice). Effectiveness may be
decreased by inducers of
CYP2D5 or CYP3A4 (e.g.,
carbamazepine, phenytoin,
and rifampin).

" See drug monograph info.
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Comparison of the Cholinesterase Inhibitors™®

Class

Drug

Dose

Adverse Effects

Drug Interactions

abdominal pain,
weight loss, UTI,
urinary
incontinence,
rhinitis.

Rare: heart
block, seizures,
delirium.

Rivastigmine

Initial: 1.5 mg
BID

Target: 6-12
mg/day po

Adjust dose at 4
week intervals

Take with meals

See
cholinesterase
inhibitors above.
In addition,
Rivastigmine:
>10% headache,
dizziness
nausea/vomiting,
diarrhea,
abdominal pain,
anorexia (note:
topical
formulation
reported to have
lower Gl
symptoms).

<10%: fatigue,
insomnia,
syncope,
dyspepsia,
weight loss, UTI,
rhinitis. Rare:
heart block,
delirium,
seizures.

See cholinesterase
inhibitors above.

Rivastigmine: None
reported; not metabolized
by cytochrome P450
system.

Rivastignmine -
transdermal
patch Exelon
Patch (not
covered by
provincial drug
benefit plan for
seniors).

Initial: Apply 1
Exelon 5
transdermal
patch daily; if
well tolerated,
increase to
Exelon 10 patch
after at least 4
weeks.

If switching from
oral
rivastigmine, use
Exelon 5 for
patients taking
<3 mg BID and
Exelon 10 for
patients taking

See rivastigmine
oral above.

See rivastigmine oral above.
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Comparison of the Cholinesterase Inhibitors™®

Class

Drug

Dose

Adverse Effects

Drug Interactions

3-6 mg BID.

Remember to
remove patch
from previous
day before
applying new
patch.

Table 4: Other Drugs. Adapted with permission from Compendium of Therapeutic Choices 7t Edition, p65-

66.18
Other Drugsis
Class Drug Dose Adverse Effects Drug Interactions
N-methyl-D- Memantine Initial: 5 mg Generally well Not affected by cytochrome
aspartate daily; increase tolerated; most P450 system.
Receptor by 5 mg daily at | common adverse

Antagonists

weekly intervals,
to target dose of
10 mg BID

effects - dizziness
(7%), headache
(6%), confusion

Concurrent use of
amantadine,
dextromethorphan, and
ketamine should be avoided

i 0,
starting at week | (6%), s (these compounds act at the
4, constipation
(5%) same receptor system as

nausea/vomiting
(3%).

memantine and adverse
drug reactions may be more
frequent or pronounced).

Theoretically, urinary
alkalizers such as carbonic
anhydrase inhibitors may
decrease the clearance of
memantine.

Other Agents
There is little to no evidence at this time to support the use of any other pharmaceutical agent or herbal
remedy for the treatment and/or management of the cognitive and functional manifestations of

dementing illnesses.

ALBERTA BLUE CROSS SPECIAL AUTHORIZATION REQUEST FOR:

DONEPEZIL/GALANTAMINE/RIVAS TIGMINE

In Alberta coverage for a cholinesterase inhibitor can be requested through Alberta Government
sponsored drug programs. A special authorization request form has to be completed

(https://www.ab.bluecross.ca/dbl/pdfs/30776.pdf).

Criteria for coverage include a diagnosis of Alzheimer’s disease and scoring between 10-26 on a
Mini-Mental State Examination OR 1-4 on the interRAI Cognitive Performance Scale (CPS).

CPS is derived from items in the interRAI Resident Assessment Instrument MDS 2.0© (RAI-MDS
2.0©) and Resident Assessment Instrument-Home Care Instrument (RAI-HC®). An algorithm

incorporating information on level of consciousness and a person's ability to make daily decisions,
be understood, remember and eat is used to assign people into cognitive performance categories.
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CPS scores range from O (intact) to 6 (very severe impairment). While not an office-based
assessment of cognition, if available a current CPS score obtained on a home care client or a
supportive living facility resident can be used as an alternative to a MMSE score in an Alberta Blue
Cross special authorization request for cholinesterase inhibitor coverage.1?

DISCONTINUATION OF CHOLINESTERASE INHIBITORS

The benefits of discontinuing cholinesterase inhibitors should be considered and balanced against
possible worsening of cognition and function after stopping the agent in an individual who has been
taking the agent for a prolonged period of time. It is suggested that cholinesterase inhibitors be
discontinued when:

e Patient/caregiver/decision-maker decides to stop the agent after being informed of the risks
and benefits of continuing and discontinuing the cholinesterase inhibitors.

e Persistent non-adherence with medication to the extent that continued use is futile that is
cannot be rectified.

e Rate of cognitive, functional, or behavioural decline is greater on treatment compared to
before therapy initiated.

e |ntolerable side effects that are definitely or probably related to the cholinesterase inhibitors.

o Comorbidities make continued use of the agent unacceptably risky or futile (e.g., terminal
illness).

e The patient’s dementia progresses to a stage (e.g., Global Deterioration Scale stage 7) where
there would be no meaningful benefit from continued therapy.

It is suggested that the dose be tapered before stopping the agent. If the dose is discontinued
because of perceived lack of effectiveness, the patient should be monitored over the next one to
three months to observe for evidence of decline with consideration of reinstating therapy if decline
occurs.14

MEMANTINE

Memantine is an N-methyl-D-aspartate (NMDA) receptor antagonist that acts as a partial receptor
blocker for the excitatory amino acid glutamate. Compared with placebo, treatment with memantine
improved function, cognition, and the global state of patients with advanced dementia in a number
of clinical trials.1® It is approved as monotherapy or adjunctive therapy with cholinesterase inhibitors
for the symptomatic treatment of patients with moderate to severe AD (an MMSE score of 14 - 19
to less than 10 respectively).1® Side effects include headache, nausea, agitation, dizziness,
hallucinations, and lowered seizure threshold. Concurrent use of amantadine, dextromethorphan,
and ketamine should be avoided. These compounds act at the same receptor system as memantine,
and therefore adverse drug reactions (mainly CNS-related) may be more frequent or pronounced. If
renal function is low (creatinine clearance 40-60 ml/min/1.73m2) daily dose should be reduced to
10 mg/day (drug monograph info).
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NON-PHARMACOLOGIC APPROACHES

Although non-pharmacologic measures are the preferred first line of therapy, there is relatively
sparse research evidence supporting the use of these interventions.2° However, experts suggest a
variety of options can be tried if patients/caregivers wish to pursue them including re-direction,
distraction and removal of trigger when possible to ease agitation and aggression in dementia. Other
approaches that can be suggested are music therapy, bright light therapy, exposure to white noise,
massage/touch interventions and involvement in recreational activities.12.13
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These recommendations are systematically developed statements to assist practitioner and patient decisions about appropriate
health care for specific clinical circumstances. They should be used as an adjunct to sound clinical decision making.
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