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Final assessment:  trick or treat 

• Treat  
• a positive result that is valid and may influence practice 

 

• Trick 
• a negative result that does not terminate that area of 

investigation 

• a positive result with validity concerns 



Methods: article selection 

• Canvassed Geriatricians from across the province 
• Dr. Gary Naglie, Dr. Camilla Wong, Dr. Rajin Mehta 

 

• Scanned table of contents and read major 
journals/reviews 

 

• Reviewed articles presented at the Geriatric 
Medicine Journal Club 

 

• Favoured randomized controlled trials 





Nature 2016;537:50-58 



• Phase 1 randomised controlled trial (RCT) 

• Number (N) = 165 

• Prodromal or mild Alzheimer’s dementia 
• MMSE 24 

 

• Intervention 
• Monthly aducanumab 1, 3, 6, 10 mg/Kg for 1 year versus 

placebo 

 

• Primary outcome 
• Reduction in brain Aᵦ plaques, positron emission 

tomography (PET) 

 

 Nature 2016;537:50-58 



Nature 2016;537:50-58 
 
 



 TREAT 2021? 
Hopeful but the final verdict 

regarding the efficacy and safety 
of passive immunotherapy in 
Alzheimer’s disease remains 

unknown 

 
https://dian-tu.wustl.edu/en/home/ 
http://www.alzforum.org/ 

 

https://dian-tu.wustl.edu/en/home/
https://dian-tu.wustl.edu/en/home/
https://dian-tu.wustl.edu/en/home/
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• Randomized, double-blind, placebo-controlled 

 

• Intervention 
• Dexmedetomidine 0.1 µg/kg per h from ICU admission 

on day of surgery until 0800h on post-operative day 1 
versus placebo (intravenous normal saline) 

 

• N = 700 

 

• Primary Outcome 
• Incident delirium (Confusion Assessment Method - 

CAM) in the first 7 post-operative days 
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• Inclusion 
• ≥ 65 

• Elective, non-cardiac surgery 

• General anesthesia 

• Not demented 

 

• Average participant 
• 68% intra-abdominal surgery 

• 72% malignant 

• 2.5hrs surgery 
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• Results 
• Dexmedetomidine 9% (32/350) versus placebo 23% 

(79/350) 
• OR 0.35 (95 CI 0.22 – 0.54), p<0.0001, NNT 7.4 

• Adverse events  
• Hypertension, tachycardia both higher incidence in 

treatment arm 
 

• Strengths 
• Sample size 

• Weaknesses/Discussion 
• Low to intermediate risk patients 
• Randomization failure – falsifying data 
• Cost-benefit analysis 
• Result requires duplication 

 

TRICK 
Based on this trial, 

dexmedetomidine should not be 
used routinely for post-operative 

delirium prophylaxis 

Published online August 15, 2016. http://dx.doi.org//10.1016/s0140-6726(16)30580-3 



J Am Geriatr Soc 2015;63:2340-2348 



 

• Prospective cohort study 

 

• Objective 
• Determine the frequency and baseline risk factors for 

partial and no recovery from delirium in hospitalized 
adults 

• N = 265 

 

• Outcomes 
• Recovery from delirium at 1 and 3 months follow-up 

• Recovery classified as full, partial, no-recovery 

 

 

 

 

 

J Am Geriatr Soc 2015;63:2340-2348 



• Inclusion 
• ≥ 65 

• Admitted to medical or surgical ward 

 

• Average participant 
• 60% > 85 years old 

• 76% female 

• 50% institutionalized 

• 80% medical inpatients 

• MMSE 14 
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Demented Full recovery Partial recovery No recovery 

1 month follow-up 6.3 11.3 74.6 

3 month follow-up 7.9 15.1 57.6 

NOT Demented Full recovery Partial recovery No recovery 

1 month follow-up 14.3 17 50.9 

3 month follow-up 19.2 20.2 31.7 



• Results 
• Baseline risk factors for delirium persistence 
• Chart diagnosis of dementia OR 2.51 (95 CI 1.38 – 

4.56) 
• Malignancy   OR 5.79 (95 CI 1.51 – 

22.19) 
• Severity of delirium   OR 9.39 (95 CI 3.95 – 

22.35) 

• Strengths 
• Duration of follow-up 
• Rigorous application of criteria 

• Weaknesses/Discussion 
• Older, frail sample 
• Big discrepancy between eligible (2286) versus enrolled 

(278) patients  

TREAT 
Data is helpful to enhance 

understanding, communication, 
and advocacy 

J Am Geriatr Soc 2015;63:2340-2348 



N Engl J Med 2016;375:1019-1032 



• Multicenter, placebo controlled, randomized 
controlled trial 

• N = 13 900 

• Intervention 
• 2 doses herpes zoster subunit vaccine (HZ/su) 

glycoprotein E and the ASO1B adjuvant system 
intramuscularly two months apart or placebo 

 

• 3.7 years 

 

• Primary outcomes 
• Incident herpes zoster 

• Post-herpetic neuralgia 

 

 

N Engl J Med 2016;375:1019-1032 



• Inclusion 
• ≥ 70 years old 

• No history of zoster 

• No history of zoster immunization 

• No history of immunosuppression 

 

• Average participant 
• 75 years old 

• 55% female 

• 75% Caucasian 

• 75% Europe, Asia, Australia 

 

 

 

 

 
N Engl J Med 2016;375:1019-1032 



N Engl J Med 2016;375:1019-1032 



• Results 
• Herpes zoster 89.8% (84.2 – 93.7, p<0.001) 

• 23 cases in HZ/su versus 223 placebo (0.9 versus 9.2 per 1000- 
person years) 

• Post-herpetic neuralgia 88.8% (68.7 – 97.1, p<0.001) 

• Adverse events  
• Serious adverse effects – no difference 
• Injection site and systemic reactions within 7 days after 

injection 
• 79% versus 29.5% placebo 

• Strengths 
• Large, well designed RCT 
• Sustained efficacy over time 

• Weaknesses/Discussion 
• High rate of injection reactions, safety not yet known 
• Two dose schedule – unknown efficacy with missed dose or 

altered schedule 
• Another option for immunocompromised patients 

TREAT 
New option with possible 

improved efficacy 
 

N Engl J Med 2016;375:1019-1032 





• Double-blind, randomized controlled trial 

• N = 9361 

• Intervention 
• Intensive treatment (systolic blood pressure SBP < 120 

mm Hg versus standard treatment SBP < 140 mm Hg) 

 

• 3.2 years 

 

• Primary outcome 
• Myocardial infarct, acute coronary syndrome, heart 

failure, stroke, or death from cardiovascular causes 

 

 
N Engl J Med 2015;373:2103-2116 



• Inclusion 
• ≥ 50 years old 

• SBP between 130 and 180 mm Hg 

• Increased risk of cardiovascular disease 

• Excluded: diabetes or prior stroke 

• Average participant 
• 68 years old 

• Caucasian 

• 140/78 

• 1.8 anti-hypertensive medications 
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• Results 
• 1.65%/yr versus 2.19%/yr. HR 0.75 (95 CI 0.64 – 0.89, 

p<0.0001) 

• Adverse events  
• 30% decrease in GFR 1.21%/yr vs 0.35%/yr, p<0.001 

• Hypotension, syncope, electrolyte imbalances, acute 
kidney injury  

• Strengths 
• Large sample, well-designed RCT 

• Weaknesses/Discussion 
• Older adult population a subgroup 

• Generalizability to diabetics, stroke unknown 

• Long term renal and cognitive outcomes unknown 

• Frailty 

TREAT 
Reaffirms systolic blood pressure 
as a spectrum of risk.  Selected 
older adults may benefit from a 

target below 150mmHg 

N Engl J Med 2015;373:2103-2116 
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• Randomized, placebo-controlled, double-blind 

• N = 790 

 

• Interventions 
• Testosterone 5 g gel daily or placebo gel for 1 year 

 

• Primary outcome 
• Sexual function – Psychosexual Daily Questionnaire 

(PDQ – 4) 

• Physical function – distance on 6 min walk test > 50 
meters 

• Vitality – Functional Assessment in Chronic Therapy – 
Fatigue (FACIT – fatigue) score 
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• Inclusion 
• ≥ 65 years old 

• Serum total testosterone average < 275ng/dL 
• (300ng/dL – 800ng/dL) 

 

• Average participant 
• 72 years old 

• Married, caucasian 

• Hypertension 

• Body mass index (BMI) 31, Obstructive sleep apnea 

• Folstein Mini Mental Status Exam 28 
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• Results 
• Sexual function – PDQ-Q4 score 0.58, p<0.001 
• Exercise – increase 6 min walk by 50m. OR 1.42; p=0.20 
• Vitality – Functional Assessment in Chronic Therapy – 

Fatigue score 
• OR 1.23; p=0.30 

• Adverse effects 
• 23 versus 8 placebo, increase in PSA ≥ 1 ng per milliliter 
• 1 man diagnosed with prostate cancer in testosterone 

group 
• 7 men each group cardiovascular event 

• Strengths/Weaknesses 
• Clearly defined testosterone levels for entry 
• Generalizeability of the results limited 
• Concern regarding adverse effects remain 

N Engl J Med 2016;374:611-624 

TREAT 
A well designed RCT providing 
more clarity that testosterone 

supplementation in older men is 
inappropriate 



J Am Geriatr Soc 2015;63:2227-2246 



• Expert consensus guidelines – American Geriatrics 
Society (AGS) 
• Explicit medication list of potentially inappropriate 

medications (PIM) 

• Update from 2012 iteration 

• 13 member interdisciplinary panel 

• Modified Delphi method 

 

• Major changes 
• Drugs for which renal adjustment is necessary 

• Drug-drug interactions 

• Some adjustments of recommendations and re-
classifying previously listed medications 
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Object Drug 
and Class 

Interacting 
Drug and 
Class 

Risk 
Rationale 

Recommendation Quality of 
Evidence 

Strength of 
Recommendation 

Antipsychotics ≥2 other CNS-
active drugs 

Increase 
risk of 
falls 

Avoid total of ≥ 3 
CNS-active drugs, 
minimize number 
of CNS active 
drugs 

Moderate Strong 





 

• Discussion 
 

• Clinically, difficult list to use on a regular basis 

 

• Helpful to be familiar with the list 

 

• Limited evidence list improves clinical outcomes 

 

• Good education tool 

 
 

 

treat 

J Am Geriatr Soc 2015;63:2227-2246 



PARLIAMENT of CANADA 

First Session, Forty-second 
Parliament, 

64-65 Elizabeth II, 2015-2016 

Première session, quarante-
deuxième législature, 

64-65 Elizabeth II, 2015-2016 

STATUTES OF CANADA 2016 LOIS DU CANADA (2016) 

CHAPTER 3 CHAPITRE 3 

An Act to amend the Criminal 
Code and to make related 
amendments to other Acts 
(medical assistance in dying) 

Loi modifiant le Code criminel 
et apportant des modifications 
connexes à d’autres lois (aide 
médicale à mourir) 

ASSENTED TO 

JUNE 17, 2016 

BILL C-14 

SANCTIONNÉE 

LE 17 JUIN 2016 

PROJET DE LOI C-14 



Bill C-14 – June 17, 2016 

• Medical Assistance in Dying (MAiD) 
• Euthanasia / Physician assistance in dying 

• Eligible for health services funded by a government in 
Canada 

• 18 years old and capable of making health decisions 

• Have a grievous and irremediable medical condition 

• Have made a voluntary request 

• Have given informed consent 

 

• Advance directives and mature minors excluded 



J Med Ethics 2015;41:592-598 



• Cross-sectional survey, Dutch physicians 

• N = 2269 randomly selected  
• 400, specifically elder care physicians 

 

• Can physicians conceive of granting a request for 
MAiD for people suffering from 
• Psychiatric disease 

• Dementia 

• Tired of living 

 

• What physician characteristics are associated with 
conceiving of granting a request for MAiD in those 
circumstances? 
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• Response rate 64% 

 

• Conceivable 
• Cancer or other physical illness  80% 

 

• Psychiatric illness   34% 

• Early-stage dementia   40% 

• Advanced dementia   29 – 33% 

• Tired of living    27% 

 
• Care of the elderly physicians much less likely to find 

MAiD conceivable in advanced dementia than family 
practitioners or specialists 
• OR 0.41 (95 CI 0.26 – 0.67) 

 

 

 

 

 

J Med Ethics 2015;41:592-598 

TRICK OR TREAT? 
For you to decide 



Thank you! 



Regarding blood pressure in older 
adults which one is true? 
• A) Systolic blood pressure of 120 mmHg is the ideal 

target 

 

• B) Diastolic blood pressure remains stable with age 

 

• C) A systolic target below 150 mmHg may be 
appropriate for some patients 

 

• D) The lower the better, so long as the patient is 
able to stand and produce urine 



Which of the following is false? 

• A) Aducanumab reduces brain amyloid plaque in 
Alzheimer’s disease but has yet to demonstrate clinical 
outcomes 

 

• B) Dexmedetomidine conclusively reduces the incidence of 
post-operative delirium in surgical patients admitted to the 
ICU 

 

• C) Testosterone modestly improves sexual outcomes in older 
men with an unknown adverse effect profile 

 

• D) Missing the second dose of the herpes zoster subunit 
vaccine may diminish its effectiveness 



Can you conceive of granting a 
request for MAiD for an individual 
with dementia and an advanced 
directive?  

• A) YES 

 

 

• B) NO 


