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Aspects of AD Affecting Care Requirement 
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Neuropsychiatric Symptoms of Dementia   

n  Neuropsychiatric&behavioral  disturbances 


n   50 -90 %  at any point in disease process


n   May be the presenting symptoms


n   Number& severity  increase with worsening of  cognitive  


     Decline


n   Certain behaviors frequently found at different stage 





Neuropsychiatric Inventory (NPI)

Apathy  

Agitation 

Aberrant motor  

Depression 

Anxiety 

Irritability 

Delusions 

Disinhibition 

Hallucinations 

Euphoria

47%  

47%  

12% 

12% 

24% 

35%  

12% 

35% 

12% 

18%

67% 

45% 

53% 

52% 

49% 

35% 

37% 

22% 

24% 

8%

1Peters et al Neurology S 2002       2Mega et al Neurology 1996       3Gauthier et al Int Psychogeriatr 2002

Mild  

AD 
2

MSAD3                            Severe                                               

                                AD2

92% 

85% 

84% 

62% 

54% 

54% 

31% 

31% 

8% 

8%

MCI1

 37%  

 23%  

 12% 

 42% 

 30% 

 39%  

   7% 

 16% 

   4% 

   3%



Persistence of NP of Dementia :  
The Cache County Study 
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 3 Years - Persistent NP Symptoms
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Objectives of NPs management

• Maintain and maximize ADL


• Promote  autonomy and  dignity


• Improve quality of life  of  patients and


    caregiver


• Prevent stress on caregiver and relief


    burden



General Principles  For  
Treatment of  NPs 

• Careful assessment   for  medical/physical cause


• Correction - any physical , psychological 


                     environmental triggers


• Need drug treatment ?


• Which category of medication ?


• What are side effects,  drug interaction  ?


• Pharmacological  treatment : start low , go slow                                                                 


     short-term  use 



Non-pharmacological Management
• Behavioral intervention :Antecedent (A) à  Behavior (B) à Consequences  

• Environmental & physical Interventions 

• Sensory&nutritional consideration 

• Recreational /Adjunctive/ Social Therapies & Psychological Interventions 

•  & caregiver intervention



Pharmacological treatment 

• Antipsychotics   : psychosis ,  delirium ,  agitation


   Conventional :  haloperidol, phenothiazines


   Atypical : risperidone, olanzapine, quetiapine,clozapine,


               aripiprazole


• Antidepressants : depression, agitation ,  

                      disinhibition 


• Benzodiazepines :  anxiety , insomnia


• Anticonvulsants :  agitation/ aggression 


• ChEIs : BPSD ?


• Memantine : BPSD ?



Summary of controlled trials in dementia atypical antipsychotics

Antipsychotic Study n  Duration Results

Risperidone Katz et al. 625  12 weeks Improved symptoms

De Deyn et al. 344  13 weeks Improved symptoms

Brodaty et al.                                         345 12 weeks Improved aggression,                                          
agitation, psychosis > 
controls

Olanzapine Satterlee et al. 238   8 weeks No difference

Street et al. 206   6 weeks Improved symptoms

Quetiapine ( VS haloperidol)                                                              Tariot  et al.  284 10 weeks Improved symptoms

no difference with 
haloperidol

Aripiprazole                                                         De Deyn et al 208 10 weeks No difference for NPI 
subscale

Improve  BPRS subscale

Katz IR et al. J Clin Psychiatry 1999; 60: 107–15 

De Deyn et al. Neurology 1999; 53: 946–55 

Brodaty et al J  Clin Psychiatry 2003;64 : 134 - 143 

Satterlee WG et al. Psychopharmacol Bull 1995; 31: 534

Street et al. Arch Gen Psychiatry 2000; 57: 968–76 

Tariot et al.  Am J  Geriatr Psychiatry  2006;14:767-776 

De Deyn et al. J Clin Psychopharmacology 2006; 463-67



Mortality Risk and NNH of  US VA Registries 

Medication % user 
death

% Nonuser 
death

 Risk Diff.      
% ( 95% CI )


%%

NNH          
( 95 % CI ) 

Haloperidol 20.7 8.4 3.8 ( 1.0-6.6) 26 ( 15-99)

Olanzapine 13.9 9.8 2.5 ( 0.3 - 4.7) 40 ( 21 - 312)

Quetiapine 11.8 8.2 2.0 ( 0.7 - 3.3 ) 50 ( 30 - 150 )

Risperidone 13.9 8.5 3.7 ( 2.2-5.3 ) 27 ( 19 - 46 )

Valproic acid 12.2 7.2 4.1 ( -1 - 9.2 ) NA

Antidepressant 8.3 8.0 0.6 ( 0.3 - 0.9 ) 166 (107 - 362)

 sCrude death Rates During 180 day Observation Period

Starting Therapy with a New Medication

Maust D T et al. JAMA Psychiatry 2017



The FDA conducted a meta-analysis of 17 placebo-controlled studies 
in 5,106 patients with dementia-related psychosis with 4 atypical 
antipsychotic drugs (aripiprazole, olanzapine, quetiapine, and 
risperidone)


In this meta-analysis, they found:


n An approximate 1.6–1.7 fold increase in overall mortality with drug 
treatment versus placebo


n In a typical 10-week trial, the rate of death with drug treatment 
was 4.5% versus 2.6% with placebo treatment


n Causes of death were varied, but the majority appeared to be 
cardiovascular (e.g. heart failure, sudden death) or infectious (e.g. 
pneumonia) in nature

FDA talk paper, April 11, 2005.

Atypical Antipsychotics and mortality risk in dementia



Longitudinal study in UK *  , primary care database :  


          Conventional ATP  8.9 % in 2001 —> 1.4 % in 2014


          Atypical ATP        6.6 % in 2001 —> 6.9 % in 2014


French National AD Database ** :  2010 - 2014 


           6.5 %  in  2010  —>  7.7 % in 2014 ; 


           Associated factor :  male , more severe dementia, long-term care


Dutch population-based study ***: 2008 - 2013 


           13 % in 2008 —> 11 % in 2009 ; haldol& risperidone

Real world prescription of antipsychotics in dementia

 * Stocks S J et al  Drug Safe 2017, ** Titratene K. et al. Alzheimer’s Research& Therapy 2017

*** Sultana J et al. Epidemic Psychiat Science 2016 




Rate of Inappropiate antipsychotics Use in Canada

Kirknam J et al.  Canadian J of Psychiatry 2017





Practice Guideline for ATP use in Dementia



Practice Guideline for ATP use in Dementia



Adverse Effects of ATP

Reese TR et al.  AM Fam Physician 2016 



Monitoring Recommendation for Long-term 
Antipsychotic Use

Reese TR et al.  AM Fam Physician 2016 



Alternative Medication for treatment of Agitation

Drugs and aging 2008 . P 381-398



Inappropriate Sexual Behaviors 

Comprehensive Assessment

Non -pharmacologic  intervention

 - Psychosis   —>  antipsychotic

 - Obsessive compulsive —> SSRI 

 - Mania —> Mood stabilizer

 - Confusion —>  AchEIs

- anti-androgen  , beta-blocker  

- Non-hormonal anti-androgen



INTERNATIONAL GUIDELINE

Azermai M et al Aging Research Review 2012 



Thank You For  
Your Attention 


