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Pre#Test&1&

•  Which&of&the&following&BPSD&symptoms&respond&
to&medicaLons&
a) Wandering,&exit&seeking&
b) Verbal&aggression&
c) Anxiety&&
d) Annoying&acLviLes&(touching,&hugging…)&
e) Hoarding&or&�Stealing�&
f) Inappropriate&undressing&and&dressing&

&

Pre#Test&2&

•  Behavioural&and&Psychological&Symptoms&of&
DemenLa&(BPSD)&are&best&treated&with&
a) Non#pharmacological&intervenLons&
b) Benzodiazepines&
c) AnLdepressants&
d) AnLpsychoLcs&
e) Both&medicaLons&and&environmental&
intervenLons&

Pre#Test&3&
•  Which&of&the&following&is&are%correct%regarding&
atypical&anLpsychoLcs&and&demenLa&
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&effecLve&medicaLons&to&treat&

severe&aggression&
d)  They&are&preferable&to&physical&restraints&

ObjecLves&

1.  Review&common&behavioural&and&
psychological&problems&seen&in&paLents&
affected&by&demenLa&&

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

1.  IntroducLon&
–  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&

What&is&
BPSD?&

BPSD&
•  DramaLc&presentaLons&

– CogniLve&deficits&are&the&clinical&hallmark&
of&demenLa&but&noncogniLve&symptoms&
are&common&and&can&dominate&disease&
presentaLon.&&&

– Are&not&equivalent&to&acute&onset&
&

What is BPSD? 

A consensus group, consisting of some 60 experts in the field, from 
16 countries, produced a statement on the definition of the BPSD:  
 “Symptoms of disturbed perception, thought content, mood or 
behavior that frequently occur in patients with dementia”.  
 

BPSD&
• What&is&BPSD?&

– An&array&of&neuropsychiatric&symptoms,&
such&as&agitaLon,&aggression,&delusions,&
hallucinaLons,&repeLLve&vocalizaLons,&
and&wandering,&among&other&symptoms.&&
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What&
causes&
BPSD?&

Individual&factors&

•  Pain&&
•  ConsLpaLon&or&fecal&

impacLon&
•  InfecLons&
•  Injury&
•  DehydraLon&&
•  NutriLonal&problems&&
•  Delirium&&
•  Psychosis&&
•  Depression&&
•  Anxiety&disorders&&

•  Sleep&disorders&&
•  Substance&or&medicaLon&abuse&

or&withdrawal&
•  Hearing&and&vision&problems&
•  Worsening&of&chronic&medical&

condiLons&
•  Recent&onset&of&new&medical&

condiLon&
•  MedicaLons&that&have&the&

potenLal&to&alter&cogniLon&or&
mood&

Social&and&Environmental&Factors&

•  Changes&in&social&or&family&situaLon&
•  New&stressors&or&situaLonal&factors&such&as&
changes&in&staff&

•  Lack&of&social&acLviLes&
•  Lack&of&meaningful&acLviLes&
•  Lack&of&posiLve&(reinforcing)&experiences&
•  DeviaLons&from&normal&life&paCerns,&
preferences,&and&autonomy&

•  Change&in&room&(i.e.,&relocaLon)&

What&is&in&the&DDx?&

•  Delirium&
•  Depression/anxiety/mania&
•  “Check&the&pee&and&the&poop”&

– Pain/consLpaLon/UTI&

BPSD&
•  How&common?&

– Neuropsychiatric&symptoms&have&been&
observed&in&60%&to&98%&of&paLents&with&
demenLa,&especially&in&later&stages.&&
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Why&is&it&
important?&

Why&is&it&important?&
1  BPSD&is&common&in&demenLa&
2  BPSD&is&associated&with&significant&suffering&for&

both&the&paLent&and&family,&is&associated&with&
funcLonal&decline,&insLtuLonalizaLon&and&death&

3  Compared&to&the&other&symptoms&of&demenLa&
they&are&more&treatable.&&&

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

Management&of&DemenLa&

•  5&Key&Symptom&Areas&
1.   ADL�s%
2.   Behaviour&and&personality&(BPSD)&
3.  CogniLon&
4.  Depression&
5.  Effect&on&others&

Incidence&90%&Tariot&1999&
Prevalence&60#90%&Lyketsos&2002&
NSG&home&70#90%&Ballard&2001&
Community&60%&Lysketsos&2000&

Symptoms&varies&by&type&and&…&

•  AD:&apathy,&agitaLon/aggression,&anxiety&
•  VaD:&depression,&agitaLon/aggression,&apathy&
•  LBD:&apathy,&delusions/visual&hall,&sleep&
disorders&

•  FTD:&apathy,&agitaLon/aggression,&
disinhibiLon&
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How&do&we…&

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 
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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&intervenLons&are&
usually&recommended&as&first#line&treatments&
for&BPSD.&

&

Assessment&

•  Unfortunately,&&
– knowledge&of&psychosocial&intervenLons&in&LTC&is&
low&(Cohen#Mansfield&and&Jensen,&2008),&&

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

–  their&effecLveness&may&be&modest&(Seitz&et$al.,&
2012),&and&&

– paLents&may&not&cooperate&with&these&
intervenLons&(Cohen#Mansfield&et$al.,&2012).&&

Assessment&and&Management&
1.  Safety&should&be&the&first&concern&&

–  In&urgent&situaLons,&or&when&symptoms&are&severe:&
•  It&is&appropriate&to&iniLate&pharmacological&and&

nonpharmacological&intervenLons&together&

2.  Reducing&paLent&and&caregiver’s&vulnerability&
and&exposure&to&stressors&
–  Addressing&a&paLent’s&BPSD&
–  SupporLng&Caregiver’s&psychological&morbidiLes&

3.  Increasing&Caregiver’s&Resources&
–  Training&
–  EducaLon&
–  Social&supports&
–  In&LTC,&more&staff,&HIN&in&Ontario&



15#02#25&

7&

• What&
behaviours&
respond&to&
medicaLons?&

Behaviours&not&generally&amenable&to&
pharmacotherapy&

•  Wandering,&exit&seeking&
•  Verbal&aggression&
•  Resistance&to&care&
•  Annoying&acLviLes&(touching,&hugging…)&
•  Inappropriate&sexual&behaviour&
•  Refusal&of&food,&medicaLons&
•  Hoarding&or&�Stealing�&
•  Inappropriate&urinaLon&or&defecaLon&(including&smearing&of&

feces)&
•  Spiong&
•  Inappropriate&undressing&and&dressing&(layering,&hoarding&taking&

other&paLents&clothes)&

Behaviours&not&generally&amenable&to&
pharmacotherapy&

•  Constant&requests,&repeLLons&
•  Excessive&noisiness&
•  Hiding&things&
•  Pushing&wheelchair#bound&paLents&
•  Tearing&things,&flushing&things&down&toilets&
•  EaLng&inedible&things&(including&feces)&
•  Tugging&at&or&removing&restraints&
•  Refusing&to&leave&room&
•  Physical&disrupLveness&

Behaviours&that&may&be&amenable&to&
pharmacotherapy&

•  Anxiety:&restlessness,&hand#wringing,&pressured&pacing,&
fidgeLng,&agitaLon&

•  Sadness:&crying,&anorexia,&terminal&insomnia,&nihilism,&guilt&
•  Withdrawn:&apathy,&quiet&negaLvity,&anorexia,&sulleness,&

uncooperaLon&
•  Markedly&bizarre&or&regressed&behaviour&from&previous&

standards&
•  Over#elaLon&
•  Overly&boisterous:&verbal&hosLlity,&aggressiveness,&

argumentaLveness&
•  Delusions:&ideas&of&reference,&paranoia,&persecuted,&sensory&
•  HallucinaLons&
&

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. 

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?  
2.  Which type of medication is most suitable for 

this symptom or behavior?  
3.  What are the predictable and potential side 

effects of a particular drug treatment?  
4.  How long should the treatment be continued? 
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General Guidelines 
•  Drug treatment for BPSD should only be 

initiated after these symptoms have been 
found to: 

1.  have no physical cause  
2.  be unrelated to the effects of other 

medication 
3.  not respond to or be appropriate for non-

pharmacological interventions. 

Should we suggest medications? 

Achieve Balance Between Efficacy & Side Effects 

Efficacy Safety & Tolerability 

Improvement in symptoms of BPSD: 
Aggression 
Agitation 
Apathy 
Depression 
Psychosis 

Anticholinergic effects 
Sedation & Falls 
EPS 
Diabetes 
GI ASE (with ADs)  
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InternaLonalPsychogeriatrics(2013),&Seitz&et&al.&&Pharmacological&treatment&
for&neuropsychiatric&symptoms&of&demenLa&in&LTC&

Pharmacologic Management of BPSD 

1.  Atypicals 
•  Remain the best 

studied and most 
effective but 
side effects limit 
their use 

2.  Antidepressants 
•  Inconclusive 

evidence for 
Trazadone 

•  Citalopram: 
Recent double 
blind-PC-RCT 

•  JAMA 2014 

3.  Anticonvulsants 
•  Tegretol can be effective 

but poorly tolerated.  
Negative studies with 
Epival.  Not as 
thoroughly studied as 
atypicals 

4.  Benzodiazepines 
•  Short term use only 

5.  Cognitive enhancers 
•  Memantine negative 

study 

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

Atypicals&
•  The 15 studies of 

atypical antipsychotics 
involved risperidone (N 
= 6), olanzapine (N = 4), 
quetiapine (N = 3), and 
aripiprazole (N = 3). 

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

Risperidone&

•  Available&as&M#Tabs&and&Consta&depot&
•  Best&studied,&best&evidence&
•  High&rates&of&EPS&
•  Dose&range&0.25#2&mg&per&day.&
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•  De Deyn, Katz and Brodaty trials 
•  1150 elderly subjects (excl. patients on 

haloperidol) 
–  722 risperidone 
–  428 placebo 

•  Suitable for pooling: 
–  all nursing home/institutionalized 
–  same duration (12 weeks) 
–  similar dosing ranges (different schedules) 

Pooled Analysis of Phase III Trials 
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Pooled Analysis:  
BEHAVE-AD Score Change Over Time 

Atypicals and 
Severity of 
Aggression 

•  Katz IJGP 2007 
– metanalysis of 4 Risperidone Trials

  

3&Aripiprazole&RCTs&

Loca:on% N%
RCT%design%
(10wks)% Popula:on% Outcome%

De&Deyn&
2005&

MulLcenter,&
Belgium&
(RH)%

N=208& Flexible&dose&
(2#15mg)&vs&PBO&
Mean&10mg&

55#95&
AD&(DSM)&
MMSE&6#24&
NPI&psychosis&
≥5&(x&1&mo)&

NPI&total&(#)&&
Caregiver#Rated&

BPRS&(+)&
Cljnician&rated&

Streim&
2008&

35&US&centers&
(LTC)%

N=256& Flexible&dose&&
(2#15mg)&vs&PBO&
Mean&9mg&

NPIpsychosis&(#)&
NPItotal&(+)&
CMAI&(+)&

Mintzer&
2007&

81&InternaLonal&
centers&
(LTC)%

N=480& Fixed&does&
2,&5,&10&mg&
Vs&PBO&

NPIpsych&(+)&&10mg&
NPItotal&(+)&5#10mg&
CMAI&(+)&&&5#10mg&
&

4&overlapping&authors,&employees&of&BMS&/&Otsuka.&Industry&founded&

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

&
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LTC,&Psychosis&in&AD&n=256&
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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  

Background:  Short term studies 
•  Fiueen&placebo&controlled&trials&

–  (9&unpublished),&generally&10&to&12&
weeks,&(aripiprazole&[n=3],&olanzapine&
[n=5],&queLapine&[n=3],&risperidone&
[n=5]).&&

•  Pooled&analysis&
–  A&total&of&3353&paLents&were&

randomized&to&study&drug&and&1757&
were&randomized&to&placebo.&&

•  Absolute&risk&difference&
–  Death&occurred&more&ouen&among&

paLents&randomized&to&drugs&(118&
[3.5%]&vs&40&[2.3%].&&

•  JAMA.&2005&

•  Subject: INCREASED MORTALITY Associated with the 
Use of Atypical Antipsychotic Drugs in Elderly Patients with 
Dementia 

•  Dear Health Care Professional, 
– Health Canada is advising Canadians that treatment 

with atypical antipsychotic medication of behavioral 
disorders in elderly patients is associated with an 
increased risk for all-cause mortality.  

– Except for risperidone (RISPERDAL), these 
medications are not approved for use in elderly 
demented patients.  

Findings 
•  At 12 months 

– Cumulative 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.  

•  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).  

•  Randomized 
Control Phase 
–  12 months 

•  Loss of control 
after.   
–  Unclear details 

in both groups 
after aside from 
death by 
telephone 
interview and 
requests for 
death certificates 
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CCCDTD&2012&
•  Revised&recommendaLon&Risperidone,&olanzapine&and&
aripiprazole&can&be&used&for&severe&agitaLon,&
aggression&and&psychosis&where&there&is&risk&of&harm&to&
the&paLent&and/or&others.&&

•  The&potenLal&benefit&of&all&anLpsychoLcs&must&be&
weighed&against&the&significant&risks&such&as&
cerebrovascular&adverse&events&and&mortality.&(Grade&
2A)&
–  Previous$recommenda?on$Risperidone$and$olanzapine$can$
be$used$for$severe$agita?on,$aggression$and$psychosis.$The$
poten?al$benefit$of$all$an?psycho?cs$must$be$weighed$
against$the$poten?al$risks$such$as$cerebrovascular$adverse$
events$and$mortality.$

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

CCCDTD&2012&

•  Revised$recommenda?on$There&is&insufficient&
evidence&to&recommend&for&or&against&the&use&
of&SSRIs&or&trazodone&in&the&management&of&
agitated&paLents.&(Grade&2B)&&
– Previous$recommenda?on$There$is$insufficient$
evidence$to$recommend$for$or$against$the$use$of$
trazodone$in$the$management$of$nonpsycho?c,$
agitated$pa?ents.$$

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

BPSD:&AnLdepressants&

•  Inconclusive&evidence&for&Trazodone&
•  2&RCTs&showing&similar&efficacy&of&Risperidone&
to&Citalopram&and&Escitalopram&(not&placebo&
controlled)&

•  1&DBPRCT&JAMA&2014&

Double-Blind Comparison of Citalopram and Risperidone in BPSD 
Pollock et al.  AJGP 2007  

N=103, 12 week  

n=186,&9&weeks,&
Placebo&controlled&&
flexible&dose&10#30&mg&
&
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What&about&anLconvulsants&[tegretol]&
and&cogniLve&enhancers?& CCCDTD&2012&

•  New&recommendaLon&There&is&good&evidence&
that&valproate&should&not&be&used&for&agitaLon&
and&aggression&in&AD.&(Grade&1A)&

•  Revised&recommendaLon&There&is&insufficient&
evidence&to&recommend&for&or&against&the&use&of&
ChEIs&and/or&memanLne&for&the&treatment&of&
neuropsychiatric&symptoms&as&a&primary&
indicaLon.&(Grade&2B)&
–  Previous&recommendaLon&PaLents&who&have&mild&to&
moderate&AD&and&neuropsychiatric&symptoms&can&be&
considered&for&a&trial&of&a&ChEI&and/or&memanLne&for&
these&symptoms.&&

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

MEDICAL&WORK#UP,&pain,&
sleep,&consLpaLon,&drugs:&
anLcholinergics,&benzos&&
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The&American&Psychiatric&Publishing&Textbook&of&Psychiatry, Fiuh&EdiLon.&Edited&by&Hales&RE,&Yudofsky&SC,&&
Gabbard&GO.&©&2008&American&Psychiatric&Publishing,&Inc.&All&rights&reserved.&www.appi.org&85&

FIGURE%8–5.%
Lorazepam%and%the%
probability%of%
transi:oning%to%
delirium.%

One%of%the%most%common%precipitants%of%delirium%is%medica:on.%Numerous%medica:ons%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%pa:ents%(Pandharipande%et%al.%2006;%Figure%
8–5).%

Source.  Reprinted&from&Pandharipande&P,&
Shintani&A,&Peterson&J,&et&al:&�Lorazepam&Is&an&
Independent&Risk&Factor&for&TransiLoning&to&
Delirium&in&Intensive&Care&Unit&PaLents.��
Anesthesiology&104:21–26,&2006.&Copyright&
2006,&LippincoC&Williams&&&Wilkins.&Used&with&
permission.&

Adverse&Effects&
•  AnLpsychoLcs&

–  Cardiac&(QTC&and&Torsades)&
–  EPS&(axial&dystonia,&tremor,&gait&instability,&TD)&
–  CVA&
–  Sudden&death&

•  SSRIs&
–  Hyponatremia,&balance,&GI&bleeds,&cardiac&(QTC)&

•  Mood&Stabilizers&
–  Hematologic,&sedaLon,&DDI&

•  AChEI&&
–  AcLvaLon,&GI,&Sleep,&Cramps&

What&are&
some&non#

pharmacologic
al&approaches&
to&BPSD?&
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Approaches&

•  GPA&
•  “Stop&and&Go”&care&
•  PIECES& P&

I&

E&
C&

E&

S&

Paper&
Discussion&

NPS&ProspecLve&Study&

CASES&

and&
DISCUSSION&

Case&2&
•  An&78#year#old&denLst.&&Developed&seizures&3&years&ago&

and&Rx&Epival.&&Followed&by&a&Geriatric&Medicine&Service.&&
Dx&with&DemenLa,&likely&AD.&&&

•  AdmiCed&to&plasLcs&for&a&large&basal&cell&ca&resecLon&
which&was&complicated&by&celluliLs.&&Became&more&
confused.&&Increasingly&combaLve.&&HallucinaLng.&&Dx&
with&DLB.&

•  Started&on&NeurolepLcs/Trazodone.&&&
•  Put&in&a&Broda&conLnuously,&striking&out&at&staff&injuring&

some&of&them.&&Largely&either&unconscious&or&agitated.&
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Case&3&
•  An&85#year#old&woman&with&a&gradual&progression&of&
memory&problems.&&She&has&problems&with&her&
“nerves”.&&She&has&been&referred&to&your&service&with&
the&request&for&admission.&&

•  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$mul?ple$items$(paper,$plas?c$
cutlery,$towels)$in$her$room.$$

Neuropsychiatric&Symptoms&

Assessment&of&Neuropsychiatric&Symptoms&
1.  Rule&out&pain,&delirium,&or&recent&

medicaLon&changes&
2.  Evaluate&for&environmental&contributors&

Obtain&Informed&Consent&from&PaLent&or&SDM&

IniLate&Non#pharmacological&treatments&

IdenLfy&target&symptoms&

IF&SYMPTOMS&PERSIST&

AgitaLon/Aggression/Psychosis&

Mild&Sx&(not&physically&aggressive&
or&causing&significant&distress&SSRI&

Severe&Sx&or&non&response&to&SSRI&
Risperidone,&OLZP,&Aripiprazole&

Sleep&disturbance&

Trazodone,&Mirtazapine,&
Melatonin,&Lorazepam,&

Zopiclone&

Depression/Anxiety&

AChEI,&MemanLne&

SSRI&

CCSMH&2012&
Seitz&et&al.&&
Toolkit&

Take home points 
1.  A comprehensive assessment is helpful in evaluating 

symptoms and defining treatment goals. 
–  Scales can measure severity, frequency and timing of behaviour 

2.  BPSD is best managed by non-pharmacological means if 
possible. 

–  Some behaviours are not amenable to medications 

3.  Severe BPSD may need both non-pharmacological and 
pharmacological means.  

–  Pharmacological treatment needs to be appropriate and defined. 

4.  An individually tailored care plan works best that takes into 
account individual and environmental factors. 


