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Public Health Advisory: Deaths with Antipsychotics
in Elderly Patients with Behavioral Disturbances

The issues described in this communication have been addressed in
product labeling (see Drugs@FDA).

4/11/2005

The Food and Drug Administration has determined that the treatment of behavioral
disorders in elderly patients with dementia with atypical {second generation) antipsychotic
medications is assodated with increased mortality, ©OF a total of seventeen placebo
controlled trials performed with olanzapine (Zyprexa), aripiprazole (4bilify), risperidone
(Risperdal), or quetiapine (Seroquel) in elderly demented patients with behavioral
disorders, fifteen showed numerical increases in mortality in the drug-treated group
compared to the placebo-treated patients. These studies enrolled a total of 5106 patients,
and several analyses have demanstrated an approximately 1.6-1.7 fold increase in mortality
in these studies. Examination of the spedific causes of these deaths revealed that most
were either due to heart related events (e.q., heart failure, sudden death) or infections
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Medications

Psychosocial &
environmental factors

Person-centred Care

Medical Leadership

For diagnosis and to address
physical and psychiatric co-morbidities




FIRST DO NO HARM
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Stages of Dementia

T

Moderate

Memory worsens

Depends more on
others for daily care
& require help in
decision making and
managing personal
finances

Behavioural and
psychological
symptoms

Severe

Unaware of time and
place & at times,
cannot identify close
family members

Movement and
coordination may
become slower and
more difficult

constant care for daily
functions



T

Moderate Severe

Goals of using medications Iin different
stages of dementia

Behavioural and Palliative care

psychological approach
symptoms of

dementia (BPSD)  pain management
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Efficacies of cholinesterase
iInhibitors (CEISs)

, Rivastigmine, Galantamine

- Cognition

- Functioning

- Behawviour__

- Cost-effectiveness 7?77
- Delaying residential care
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ORIGINAL INVESTIGATION

Syncope and Its Consequences in Patients
With Dementia Receiving Cholinesterase Inhibitors

A Population-Based Cohort Study

Sudeep 5. Gill, MD, MSc; Geoffrey M. Anderson, MD, PhD; Hadas D. Fischer, MD; Chaim M. Bell, MD, PhD;
Ping Li, PhD; Sharon-Lise T. Normand, PhD; Paula A. Rochon, MD, MPH

Background: Cholinesterase inhibitors are commonly
prescribed to treat dementia, but their adverse effect pro-
file has received little attention. These drugs can pro-
voke symptomatic bradycardia and syncope, which may
lead to permanent pacemaker insertion. Drug-induced
syncope may also precipitate fall-related injuries, includ-
ing hip fracture.

Methods: In a population-based cohort study, we in-
vestigated the relationship between cholinesterase in-
hibitor use and syncope-related outcomes using health
care databases from Ontario, Canada, with accrual from
April 1, 2002, to March 31, 2004. We identified 19803
community-dwelling older adults with dementia who were
prescribed cholinesterase inhibitors and 61499 con-
trols who were not.

Results: Hospital visits for syncope were more fre-
quent in people receiving cholinesterase inhibitors than
in controls (31.5 vs 18.6 events per 1000 person-years;
adjusted hazard ratio [HR], 1.76; 95% confidence inter-

val [CI], 1.57-1.98). Other syncope-related events were
also more common among people receiving cholinester-
ase inhibitors compared with controls: hospital visits for
bradycardia (6.9 vs 4.4 events per 1000 person-years; HR,
1.69; 95% CI, 1.32-2.15), permanent pacmnaker inser-
tion (4.7 vs 3.3 events per 1000 person-years; HR, 1.49;
95% (1, 1.12-2.00), and hip fracture (22.4 vs 19.8 events
per 1000 person-years; HR, 1.18;95% (I, 1.04-1.34). Re-
sults were consistent in additional analyses in which sub-
jects were either matched on their baseline comorbidity
status or matched using propensity scores.

Conclusions: Use of cholinesterase inhibitors is asso-
ciated with increased rates of syncope, bradycardia, pace-
maker insertion, and hip fracture in older adults with de-
mentia. The risk of these previously underrecognized
serious adverse events must be weighed carefully against
the drugs’ generally modest benefits.

Arch Intern Med. 2009;169(9):867-873
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Gill et al. 2009

* A population-based cohort study

— 19803 community-dwelling people with
dementia prescribed CEls

— 61499 controls
* Hospital visits
— Syncope
— Bradycardia
— Permanent pacemaker insertion
— Hip fracture



Gill et al. 2009

Adjusted hazard 95% CI
ratio
Syncope 1.76 1.57-1.98
Bradycardia 1.69 1.32-2.15
Permanent pacemaker 1.49 1.12-2.00
Insertion
Hip fracture 1.18 1.04-1.34




Behavioural and Psychological
Symptoms of Dementia

(BPSD)



Neuropsychiatric Inventory
(NPI)

10 behavioural domains

« Delusions

« Hallucinations
 Agitation/aggression

» Depression/dysphoria

* Anxiety

* Euphoria

« Apathy

 Disinhibition

* Irritability/lability

« Abberant motor behaviour

« Total = frequency (1-4) x severity(1-3)
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Optimising treatment and care
for people with behavioural and
psychological symptoms of dementia

A best practice guide for health
and social care professionals

www.alzheimers.org.uk/bpsdguide
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: THE NEW ZEALAND
MEDICAL JOURNAL

Journal of the New Zealand Medical Association

o Quetiapine for the treatment of behavioural and
- psychological symptoms of dementia (BPSD): a meta-

- analysis of randomised placebo-controlled trials

v Gary Cheung. Janli Stapelberg

En Abstract

% Aim Thig meta-analysig 15 aimed to deternune the efficacy of quetiapine for the

o treatment of behavioural and psychological symptoms of dementia (BPSD).

T Method Our electrome search included MEDLINE (1950-2009), Cochrane Central

" Register of Controlled Trials and PsychINFO. We also did a hand search of the

' International Psychogeriatric Aszociation poster presentations and checked the N
” National trial registry data bages from USA, UK, RSA, Holland, Australia and New o
T Zealand. We included double-blinded randomiged placebo-controlled trials studies .
.ot ) R R R SR a

Page 1 Sec 2 /12 At&3cm LnS Col30  REC TRK ExT OvR EngishNew  OX




Meta-analysis of Quetiapine for BPSD

Cheung & Stapelberg 2010

NPI
Quetiapine Placebo Mean Difference Mean Difference
Study or Subgroup ~ Mean  SD Total Mean  SD Total Weight IV, Fixed, 95%Cl IV, Fixed, 95%Cl
Kurian 11604 19 1205 18 65% 000[1192 1092
Paleacy 2458 2116 19 -1942 1902 19 57% -.16[-17.95,763
Schnieder 166 183 31 9 06 47 122% -760[16.33 113 ]
Tariot 1424 1952 86 968 1901 94 292% -456[-10.20, 1.08 —
Zhong 100mg 49 B 10 2802 R 2B7% -0.70[6.9555 i
Zhong 200mg A7 2849 14 82 2802 R 28% -150[788,4.88 i
Total (%% Cl) 369 302 100.0% ¢

Heterogenelty: Chiz=2.45, af =5 (P = 0.78); = 0%
Test for overall effect: 2= 1.97 (P = 0.09)

IR
Favours experimental - Favours control
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Efficacy of treating pain to reduce behavioural
disturbances in residents of nursing homes with
dementia: cluster randomised clinical trial

Bettina S Husebo postdoctoral fellow', Clive Ballard professor, Reidun Sandvik registered nurse’,
Odd Bjarte Nilsen statistician®, Dag Aarsland professor

'Department of Public Health and Primary Health Care, University of Bergen, 5020 Bergen, Norway; “Wolfson Centre for Age-Related Diseases,
Wolfson Wing and Hedgkin Building, Guy's Campus, Kings College, London SE1 1UL, UK; *Department of Psychiatry, Stavanger University Hospital,

4011 Stavanger, Norway; *Karolingka Institute, Department of Neurobiology, Care Sciences and Society, Karolinska Institute-Alzheimer Disease
Research Center, Novum, Stockholm, Stavanger University Hospital, Depariment of Psychiatry, Stavanger, Norway, and University of Oslo, Oslo,
MNorway

Abstract Conclusion A systematic approach fo the management of pain

Objective To determine whether a systematic approach to the reatment significantly reduced agitation in residents of nursing homes with

of pain can reduce agitation in people with moderate to severe dementia ~ moderate fo severe dementia. Effective management of pain can play




Husebo et al 2011

« 352 patients
* Moderate to severe dementia

 Clinically significant behavioural
disturbances

« Randomized

— Stepwise Protocol for the Treatment of Pain
(SPTP); N=175

— Control; N=177



Husebo et al 2011

. SPTP

— Individual dally pain treatment according to
the protocol with
« Paracetamol 1g/day
« Morphine retard 20mg/day
* Buprenorphine transdermal patch 10 mcg/hour
* Pregabaline 300mg/day

 Control
— Usual treatment and care



Husebo et al 2011

Results

- Significant reductions in agitation in the
pain treatment group compared to the
control group after 8 weeks



New trial

CITAD
 Citalopram 30mg for agitation
* Trial due to complete in 2013



Severe Dementia

 Palliative care approach

« Pain management



Guidelines for a Palliative Approach in Residential Aged Care

THE NATIONAL ;*

PALLIATIVEw CARE

PFROGRAM

Prepared by Edith Cowan Univensity

Approved by
.
Australian Government

National Health and Medical Research Council
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4 ADVANCE CARE PLANNING 25
41 Implementing advance care planning 55
: 4.2 Advance care planning for residents with advanced dementia o7
4.3 Legal considerations and documentation o7
44 eright to refuse food a9
5 ADVANCED DEMENTIA 61
£ 5.1 How prevalent is dementia’ 61
fﬁu 5.2 Advanced dementia and a palliative approach 61
:E 5.3 Assessment 62
70: 5.4 Management 69
£
g 5.5  Family support 66
= 6 PHYSICAL SYMPTOM ASSESSMENT AND MANAGEMENT 69
6.1 Symptom assessment 69 v
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Palliative care approach

begins when a chronic illness is diagnhosed

should be integral to the management of
all non-curative diseases

iInvolves the patient and the family in
decisions

fosters good supportive communication
between all concerned



Curative Care
{= disease-specific, restorative)
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Curative Care
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THE NEW ZEALAND
MEDICAL JOURNAL

Journal of the New Zealand Medical Association

The use of the pain assessment checklist for seniors with
limited ability to communicate (PACSLAC) by caregivers in
dementia care facilities

Gary Cheung, Peter Choi

Abstract

Aim Pain 1% often under-detected and under-treated in nonverbal patients with severe
dementia. PACSLAC 15 a behavioural assessment tool designed to improve the
detection of pain in severe dementia. Previous studies on PACSLAC were primarily
with qualified nurses m Canada and the Netherlands. Thig pilot study 1s aimed to
evaluate the inter-rater reliability of the PACSLAC when it 18 admimstrated by
caregiver staff

Method 50 patients from four dementia care facilities were included. For each
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