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Pre-Test 1

¢ Which of the following BPSD symptoms respond
to medications

a)Wandering, exit seeking

b)Verbal aggression

c)Anxiety

d)Annoying activities (touching, hugging...)
e)Hoarding or “Stealing”

f) Inappropriate undressing and dressing

Pre-Test 3

* Which of the following is are correct regarding
atypical antipsychotics and dementia

a) There is an increased risk of death in placebo
controlled short term studies

b) There is an increased risk of death in placebo
controlled long term studies

c) They are the most effective medications to treat
severe aggression

They are preferable to physical restraints
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Pre-Test 2

* Behavioural and Psychological Symptoms of
Dementia (BPSD) are best treated with

a)Non-pharmacological interventions

b)Benzodiazepines

c)Antidepressants

d)Antipsychotics

e)Both medications and environmental
interventions

Objectives

. Review common behavioural and
psychological problems seen in patients
affected by dementia

2. Review the evidence for treatment
3. Discuss some cases



Overview

1. Introduction
— What is BPSD (NPS)?
— What causes it?
— Why is it important?
2. How do we access
BPSD?
3. How do we treat it?
4. Cases

BPSD

* Dramatic presentations

—Cogpnitive deficits are the clinical hallmark
of dementia but noncognitive symptoms
are common and can dominate disease
presentation.

—Are not equivale

BPSD

¢ What is BPSD?

—An array of neuropsychiatric symptoms,
such as agitation, aggression, delusions,
hallucinations, repetitive vocalizations,
and wandering, among other symptoms.

—

WHEIES
BPSD?

What is BPSD?

Behavioral symptoms

Usually identified on the basis of observation of the patient, including physical aggression,
agitation, ing, culturally i i i

disinhibition, hoarding, cursing and shadowing.

Psychological symptoms

Usually and mainly assessed on the basis of interviews with patients and relatives; these
include anxiety, ive mood, inati and i A is of

sexual

Alzheimer's disease has been since the 1999

A consensus group, consisting of some 60 experts in the field, from
16 countries, produced a statement on the definition of the BPSD:
“Symptoms sturbed perception, thought content, mood or

behavior that frequently occur in patients with dementia”.
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What
causes
BPSD?

Individual factors

Pain Sleep disorders
Constipation or fecal Substance or medication abuse
impaction or withdrawal

Infections Hearing and vision problems

Injury Worsening of chronic medical
Dehydration conditions

Nutritional problems Recent onset of new medical
Delirium condition

Psychosis Medications that have the
potential to alter cognition or

Depression
mood

Anxiety disorders

What is in the DDx?

Delirium
Depression/anxiety/mania

“Check the pee and the poop”
— Pain/constipation/UTI

Dinaghoéis
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Table 3, Pathogenic mechanisms of catastrophic reactions. Reprinted with permission from

Haupt, 1996

Organic variables
Brain damage (corpora amygdala, lemporal lobes, hypothalamus)
Neurolransmitter dysfunction (decreased serolonin levels in the brain)

Psychological variables

Encountering a new environment

Realization that one i forgetful or ill

Reduced ability o communicate

Acting out psychotic distress

Accentuation of premorbid personality traits

Problematic relationship 1o caregiver in the past (troubled dyad)

Environmental variables
Unidentified noise

Inadequate lightng

Moving ¥ unfamiiar places
Adversanial patient management style

Social and Environmental Factors

Changes in social or family situation

New stressors or situational factors such as
changes in staff

Lack of social activities
Lack of meaningful activities
Lack of positive (reinforcing) experiences

Deviations from normal life patterns,
preferences, and autonomy

Change in room (i.e., relocation)

BPSD

* How common?

—Neuropsychiatric symptoms have been
observed in 60% to 98% of patients with
dementia, especially in later stages.




Seven-tiered model of of and

symptoms of dementia (BPSD)

Tier 5: Demarss wirs severe BRSO
(05, Sevens Sagressicn, peychous, screamng. seve:
Provaleccs: 10%1

Why is it important?

BPSD is common in dementia

BPSD is associated with significant suffering for
both the patient and family, is associated with
functional decline, institutionalization and death
Compared to the other symptoms of dementia
they are more treatable.

Treatment offers the best chance to reduce
family burden and lower societal costs.

Management of Dementia

e 5 Key Symptom Areas
. ADL’s
. Behaviour and personality (BPSD)
. Cognition
Depression
Effect on others
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Why is it
important?

Figure 2 Problems associated with neuropsychiatric

symptoms of dementia
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Symptoms varies by type and ...

AD: apathy, agitation/aggression, anxiety
VaD: depression, agitation/aggression, apathy

LBD: apathy, delusions/visual hall, sleep
disorders

FTD: apathy, agitation/aggression,
disinhibition
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Assessement: the ABC’ s

A: ANTECENDENTS

— under, overstimulation, hunger, fear, pain
B: BEHAVIOURS

— Resistance to care, wandering, calling out
C: CONSEQUENCES

— Attention, food, care (re-enforced)

Scales to measure the nature, severity, and frequency
and the DOS to determine patterns and the ABCs

1986

The Cohen-Mansfield Agitation Inventory (CMAI) focused specifcally on behaviors such as hiting,
pacing and screaming (Cohen-Mansfield et a, 1969; CohenvMansfeld, 1996).

1967

The Behavioral Pathologic Rating Scale for Alzheimer's disease (BEHAVE-AD) focused on specifc
symploms In AD, diferen from those seen i other neuropsychialric disorders, such as delusion
that people are stealing things, fear of being left alone and fragmented sleep. (Reisber et al, 1996).
194

The Neuropsychiatrc Inventory (NPI) has frequency and severty scales for behaviors common to
AD, but also includes scales for ofher demenias (Cummings et al, 1994)

1996

The Consortum to Establish & Registry in AD (CERAD) Behavioral Scale focused on both
behavioral and psychological symptoms (Tariol et al, 1995; Tariot, 1996)




Box. Newrepsychiatric Symptom Rating S<ales

.

Assessment

* Unfortunately,

— knowledge of psychosocial interventions in LTC is
low (Cohen-Mansfield and Jensen, 2008),

— access to services for these interventions is
limited (Conn, 1992; Burns et al., 1993; Meeks,
1996; Reichman et al., 1998; Seitz et al., 2011),

— their effectiveness may be modest (Seitz et al.,
2012), and

— patients may not cooperate with these
interventions (Cohen-Mansfield et al., 2012).

The D' CE Approach o )
Descrlbe L -E'r'-» des(rlb-en.rlﬂ“ m.‘n.y.»v Ve -'-.. 2/
Cre a te m colleboratetocreate and  e—1
Evaluate —

(1305 AmoY) 3501 HGOROUIAS] JO LOREIFPHUCD

Assessment

* Comprehensive assessment to rule out

— pain (Cohen-Mansfield and Mintzer, 2005; Sink et
al., 2005),

— delirium (Sink et al., 2005), and

— environmental or interpersonal factors (Sink et al.,
2005) which may precipitate behaviors.

Non-pharmacological interventions are

usually recommended as first-line treatments

for BPSD.

Assessment and Management

. Safety should be the first concern
— Inurgent situations, or when symptoms are severe:
It is appropriate to initiate pharmacological and
nonpharmacological interventions together
. Reducing patient and caregiver’s vulnerability
and exposure to stressors
— Addressing a patient’s BPSD
— Supporting Caregiver’s psychological morbidities
. Increasing Caregiver’s Resources
Training
Education
Social supports
In LTC, more staff, HIN in Ontario

owce sTer




* What
behaviours
respond to
medications?

Behaviours not generally amenable to
pharmacotherapy

Constant requests, repetitions

Excessive noisiness

Hiding things

Pushing wheelchair-bound patients
Tearing things, flushing things down toilets
Eating inedible things (including feces)
Tugging at or removing restraints

Refusing to leave room

Physical disruptiveness

General Guidelines

Prescribing must be informed and judicious,
utilizing low starting doses;
slow and cautious dose titration, and

careful monitoring for the emergence of side
effects.

Behaviours not generally amenable to
pharmacotherapy

Wandering, exit seeking

Verbal aggression

Resistance to care

Annoying activities (touching, hugging...)
Inappropriate sexual behaviour

Refusal of food, medications

Hoarding or “Stealing”

Inappropriate urination or defecation (including smearing of
feces)

Spitting

Inappropriate undressing and dressing (layering, hoarding taking

other patients clothes)

Behaviours that may be amenable to
pharmacotherapy

Anxiety: restlessness, hand-wringing, pressured pacing,
fidgeting, agitation
Sadness: crying, anorexia, terminal insomnia, nihilism, guilt

Withdrawn: apathy, quiet negativity, anorexia, sulleness,
uncooperation

Markedly bizarre or regressed behaviour from previous
standards

Over-elation

Overly boisterous: verbal hostility, aggressiveness,
argumentativeness

Delusions: ideas of reference, paranoia, persecuted, sensory
Hallucinations

General Guidelines

* Before deciding whether to treat BPSD with

medication, the following questions must be
addressed:
1. Does the particular symptom or behavior

warrant drug treatment, and why?
Which type of medication is most suitable for
this symptom or behavior?
What are the predictable and potential side
effects of a particular drug treatment?

How long should the treatment be continued?

15-02-25
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General Guidelines Should we suggest medications?

* Drug treatment for BPSD should only be
initiated after these symptoms have been Achieve Balance Between Efficacy & Side Effects
found to:

h'l\“e 1o 3h QiC'lI cause Improvement in symptoms of BPSD:
. hav physical caus Aggression Anticholinergic effects

- ~ Agitation i
. be unrelated to the effects of other Apathy Eggatwn & Falls

1catt Depression Diabet:
medication i jabetes
( Psychosis GI ASE (with ADs)

. not respond to or be appropriate for non-
pharmacological interventi Efficacy Safety & Tolerability

Percentage usage in LTC Pharmacologic Management of BPSD

3. Anticonvulsants
«  Tegretol can be effective
but poorly tolerated.

Negative studies with

side effects limit Epival. Not as .

their use thoroughly studied as
atypicals

2. Antldepressams enzodiazepines
. lﬂ§0ﬂC1u$ X *  Short term use only
evidence for 7 )

Trazadone Cognitive enhancers
¢ Memantine negative
study

1. Atypicals
*  Remain the best
studied and most
effective but

«  Citalopram:
Recent double

blind-PC-RCT Herrmann et al. Alzheimer’s Research &

InternationalPsychogeriatrics(2013), Seitz et al. Pharmacological treatment . JAMA 2014 Therapy 2013, 5(Suppl 1):S5

for neuropsychiatric symptoms of dementia in LTC

Atypicals
The 15 studies of i i
atypical antipsychotics R IS p erl d one
involved risperidone (N
= 6), olanzapine (N = 4), Available as M-Tabs and Consta depot
uetiapine (N = 3), and . .
gﬁpipf;mlgNzé). Best studied, best evidence

High rates of EPS

Dose range 0.25-2 mg per day.

Herrmann et al. Alzheimer’s Research & Therapy 2013, 5(Suppl 1):S5
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. _ Pooled Analysis:
Pooled Analysis of Phase III Trials BEHAVE-AD Psychosis Subscore Change

Over Time
* De Deyn, Katz and Brodaty trials

* 1150 elderly subjects (excl. patients on
haloperidol)

— 722 risperidone

o

*p =0.001
#p=0.002

tp=0.003 Placebo
Risperdal

— 428 placebo

)

* Suitable for pooling:

— all nursing home/institutionalized

&

IS

— same duration (12

Improvement in behavioural pathology

&

— similar dosing ranges (different schedules)
Baseline Week 4 Week 8 Week 12 End-point

. Atypicals an‘d * Katz IJGP 2007
Pooled Analysis: Severity of

. Aggression — metanalysis of 4 Risperidone Trials
BEHAVE-AD Score Change Over Time

provement in behavioural pathology

Baseline Week 4 Week 8 Week 12 End-point

RH & Home with caregiver
Psychosis in AD, n=208
De Deyn et al 2005

3 Aripiprazole RCTs

De Deyn Multicenter, N=208 Flexible dose NPI total (-) -
2005 Belaitm (2-15mg) vs PBO @] TABLE 1. Mean Changes in Efficacy Measures From Baseline at Week 10 (LOCF)

®H) Mean 10mg BPRS (+) Placeba Aripiprazle

@ptazi ziizdl Efficacy Measure Mean Bascline Mean Change Mean Baseline Mean Change
Streim  35UScenters  N=256 Flexible dose 55-95 NPI “ ==
2008 (LTC) (2-15mg) vs PBO  AD (DSM) NPI"“‘"E’jj .52
Mean 9mg MMSE 6-24 tota)
" CMAI(+)
N . . NPI psychosis

Mintzer 81 International N=480 Fixed does 25 (x 1 mo)
2007 centers 2,5,10mg = NPIg,ch (+) 10mg

(LTQ) Vs PBO NPlyqey (+) 5-10mg

CMAI (+) 5-10mg

4 overlapping authors, employees of BMS / Otsuka. Industry founded
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LTC, Psychosis in AD n=256
Streim et al 2008

LTC, Psychosis in AD, n=
Mintzer et al 2007

Maan change in NPH

Streim et al 2008

LTC, Psychosis in AD n=480

Mean Change from Baseline in CMAI Score (LOCF; 2 x Standard Deviation Values Are Shown in Brackets at Each

Clinical Symptom Responses to Atypical Antipsychotic
Medications in Alzheimer’s Disease: Phase 1 Outcomes
From the CATIE-AD Effectiveness Trial

FIGURE 5.
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The problem...

* Data from 12-week RCTs have led to concerns
about increased mortality in patients with
Alzheimer’ s disease (AD) who are prescribed
antipsychotics

What, Me Worry?

Health Products and Food Branch
Direction générale des produits de santé et des aliments

I*I Health  Santé

Canada Canada

Subject: INCREASED MO
Use of Atypical Antipsychotic Drug
Dementia
ar Health Care Prof
— Health Canada is advising Canadians that treatment
with atypical antipsychotic medication of behavioral
disorders in elderly patients is ¢ ited with an

LITY Associated with the
n Elderly Patients with

ional,

increased ris

for all-cause mortality.
ept for risperidone (RISPERDAL), these
medications are not approved for use in elderly

demented patients.

Findings

e At 12 months
imulative probability of survival during the 12 months
was 70% (95% CI 58-80%) in the continue treatment
group versus 77% (64-85%) in the placebo group for
the mITT population.

e After 12 months

— Kaplan—Meier estimates of mortality for the whole study
period showed a significantly increased risk of mortality
for patients who were allocated to continue
antipsychotic treatment compared with those allocated to
placebo (mITT log rank p=0-03; ITT p=0-02).

Background: Short term studies

15-02-25

Fifteen placebo controlled trials
— (9 unpublished), generally 10 to 12
weeks, (aripiprazole [n=3], olanzapine
[n=5], quetiapine [n=3], risperidone
[n=5]).
Pooled analysis
— Atotal of 3353 patients were
randomized to study drug and 1757
were randomized to placebo.
Absolute risk difference
— Death occurred more often among
patients randomized to drugs (118

[3.5%] vs 40[2.3%).
JAMA. 2005

The dementia antipsychotic withdrawal trial (DART-AD):

>@

long-term follow-up of a randomised placebo-controlled
trial

Figre 2

3 Randomized
: " Control Phase
— 12 months
Loss of control
after.
— Unclear details
in both

afte

death b

teleph
interview and
reque:

death cert
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CCCDTD 2012

* Revised recommendation Risperidone, olanzapine and
aripiprazole can be used for severe agitation,
aggression and psychosis where there is risk of harm to
the patient and/or others.

The potential benefit of all antipsychotics must be
weighed against the significant risks such as
cerebrovascular adverse events and mortality. (Grade
2A)

— Previous recommendation Risperidone and olanzapine can
be used for severe agitation, aggression and psychosis. The
potential benefit of all antipsychotics must be weighed
against the potential risks such as cerebrovascular adverse
events and mortality.

Herrmann et al. Alzheimer’s Research & Therapy 2013, 5(Suppl 1):S5

BPSD: Antidepressants

* Inconclusive evidence for Trazodone

* 2 RCTs showing similar efficacy of Risperidone
to Citalopram and Escitalopram (not placebo
controlled)

* 1 DBPRCT JAMA 2014

15-02-25

CCCDTD 2012

* Revised recommendation There is insufficient
evidence to recommend for or against the use
of SSRIs or trazodone in the management of
agitated patients. (Grade 2B)

— Previous recommendation There is insufficient
evidence to recommend for or against the use of
trazodone in the management of nonpsychotic,
agitated patients.

Herrmann et al. Alzheimer’s Research & Therapy 2013, 5(Suppl 1):S5

Double-Blind Comparison of Citalopram and Risperidone in BPSD

Pollock et al. AJGP 2007

Effect of Citalopram on Agitation in Alzheimer Disease
The CitAD Randomized Clinical Trial

n=186, 9 weeks,
Placebo controlled
flexible dose 10-30 mg

Figure 2. Neurobehavioral Rating Scale (NBRS)-Agitation Subscale

] Citalopram Placebo

NBRS-A Score
b

Higher NBRS scores indicate more severe sym:
the boxes indicates the median, the square
the lower and upper ends of the box
whiskers indicate values within 1.5 = the interquartile range from the upper or
lower quartile (or the minimum and maximum if within 1S x the interquartile
range of the quartiles) and data more extreme than the whiskers are plotted

individually as outlers.
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What about anticonvulsants [tegretol]
and cognitive enhancers?

CCCDTD 2012

New recommendation There is good evidence
that valproate should not be used for agitation
and aggression in AD. (Grade 1A)

Revised recommendation There is insufficient
evidence to recommend for or against the use of
ChEls and/or memantine for the treatment of
neuropsychiatric symptoms as a primary
indication. (Grade 2B)

— Previous recommendation Patients who have mild to

moderate AD and neuropsychiatric symptoms can be
considered for a trial of a ChEl and/or memantine for

these symptoms.

15-02-25

Herrmann et al. Alzheimer’s Research & Therapy 2013, 5(Suppl 1):S5

Agitation in Alzheimer’s Dementia
An Integrated Pathway at CAMH

NBRHC Psychiatry CME rounds
February 25, 2014
Vincent Woo, MD, PhD, FRCPC
Head Inpatient Geriatrics and Dual Diagnosis
Geriatric Mental Health Services, CAMH

MEDICAL WORK-UP, pain,
sleep, constipation, drugs:
anticholinergics, benzos

Dementia (Agitation and Aggression) Medication Algorithm

13
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Summary of Medications

MAN PATHWAY PRNS for Agtation/Agoression [ aneimer Trosments |

One of the most common precipitants of delirium is medication. Numerous medications across many classes
have been noted to precipitate delirium. The commonly used benzodiazepine lorazepam has been shown to
independently increase delirium development in intensive care unit patients (Pandharipande et al. 2006; Figure
8-5).

Lorazapam and the Probability of Transitioning to Delirium
2 FIGURE 8-5.
Lorazepam and the
probability of
» transitioning to
S delirium.
Probabilty
of transitioning
fo delifum 3
S
£=0.003
°
3
) 10 20 30 0
Lorazepam dose (mg)

The American Psychiatric Publishing Textbook of Psychiatry, mg‘ dition. Edited by Hales RE, Yudofsky SC,
Gabbard GO. © 2008 American Psychiatric Publishing, Inc. All rigfits reserved. www.appi.org

Adverse Effects

Antipsychotics

— Cardiac (QTC and Torsades)

— EPS (axial dystonia, tremor, gait instability, TD)
— CVA

— Sudden death

SSRIs

— Hyponatremia, balance, Gl bleeds, cardiac (QTC)
Mood Stabilizers

— Hematologic, sedation, DDI

AChEI

— Activation, Gl, Sleep, Cramps

NON-PHARMACOLOGICAL INTERVENTIONS

LY AS MOST

Sectal Contagt SensoryEchansement! | Purnozctul Activty
Ralaxation

[ Hans massage

cor waks.

[ indwauaized Musc

Access 1o utdoors [ ittt aveccise
program
o Other [ other

What are
some non-
pharmacologic
al approaches
to BPSD?

Examples of psychological
and social interventions

-Smwy\ﬁnha\hg.&\om&hroem)

* Bright light therapy
* White nowse

* Massoge and touch
* Recreational adtivities
» Walking programs

* Group exercise

14



$eropy ndervenscons should be based
on analysis of the foctors that are
mankaning the behaviour

{ABC Behavior Chorfrg)

* Inferveniions may indude reinforcng
{rewording) behoviours thot are
ncompatible with problem behoviouns
and use of smulss contrdl (cusing) 1©
encouroge conexd-appropncie
behavours.

* Development and implementation of

support (e.g, PLECES)

The Use and Utility of Specific
Nonpharmacological Interventions
for Behavioral Symptoms in Dementia:

Paper A Exploratory Study
Discussion e s
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Approaches

* GPA
* “Stop and Go” care
* PIECES

NPS Prospective Study

and
DISCUSSION

Case 2

An 78-year-old dentist. Developed seizures 3 years ago
and Rx Epival. Followed by a Geriatric Medicine Service.
Dx with Dementia, likely AD.

Admitted to plastics for a large basal cell ca resection
which was complicated by cellulitis. Became more
confused. Increasingly combative. Hallucinating. Dx
with DLB.

Started on Neuroleptics/Trazodone.

Put in a Broda continuously, striking out at staff injuring
some of them. Largely either unconscious or agitated.
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CCSMH 2012

Case 3 Seitz et al.
Toolkit
An 85-year-old woman with a gradual progression of
 Obtain nformed Consent from Patient or SOM

memory problems. She has problems with her ~A
“nerves”. She has been referred to your service with 3

the request for admission.
IF SYMPTOMS PERSIST

The main issues at the nursing home include:

— anxiety, crying, need for reassurance from staff
repeatedly through the day, wandering at night,
and hoarding of multiple items (paper, plastic

) [ ache), memantine |
cutlery, towels) in her room. ¥
s

Take home points

sment is helpful in evaluating
and defining treatment goals.

S able to medica
Severe BPSD may need both non-pharmacological and
pharmacological means.
- Pharmacological treatment needs to be appropriate and defined.
An individually tailored care plan works best that takes
account individual and environmental factors.
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