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Patient randomized trials 
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Cluster randomized trials 
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Cluster randomized trials 

• Units of randomization are “clusters” or groups (rather than 

individuals) 

• Intervention(s) may be delivered to: 

• Cluster as a unit (“cluster-cluster trial”) 

• Professionals (“professional-cluster trial”)  

• Cluster members (“individual-cluster trial”) 

• Outcomes measured on individuals 

• Cluster randomized trials raise challenging ethical issues. 
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Ethical issues 

1. How should we protect vulnerable participants? 

2. Are usual care interventions research or practice? 

3. From whom, how and when is informed consent required? 

4. What are the goals of notification and how are they best achieved? 

5. What research ethics oversight is required? 
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Developing ethics guidance 

• CIHR SPOR Innovative Trials Grant 

• Objective 4: Work with ethicists, patients, and other stakeholders 

to develop a responsible ethical framework to guide the conduct of 

pragmatic trials that are integrated into routine hemodialysis care.  

• Empirical studies (interviews; systematic review; etc.) 

• Ethical analyses (identifying questions and potential answers) 

• Consensus guidelines process. 
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1. How should we protect vulnerable 

participants? 

• Vulnerability: “an identifiably increased likelihood of incurring 

additional or greater wrong” (Hurst, 2008) 

• Autonomy wrongs 

• Beneficence/ welfare wrongs 

• Justice wrongs 

• Pragmatic trials in HD units have few eligibility criteria and 

simplified recruitment. Vulnerable patients may be ”hidden”. 
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1. How should we protect vulnerable 

participants? 

• Autonomy wrongs: Patients who lack decision making capacity 

• Beneficence/ welfare wrongs: Patients with co-morbidities  

• Justice wrongs: Socially marginalized patients 

• Not a reason to exclude from participation as patients may be 

denied access to benefits of research.  

• What additional protections should be in place to protect the 

vulnerable? 
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2. Are usual care interventions research 

or practice? 

• Pragmatic trials may 

• Compare treatments used routinely in medical care, OR 

• Assigned treatment may be adopted by cluster as local 

“standard of care” 

• Studies as a whole are research, of course 

• Should usual care interventions be considered part of clinical 

practice or research? 
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Are usual care interventions practice? 
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• First step in REC review:  

separate practice from research 

• Treatments A and B fall within 

usual care and are practice 

• As they are not research 

interventions, they do not fall 

within the purview of the REC.

  



Are usual care interventions research? 

 

• Usual care treatments A and B ought to be considered research  

• They are assigned randomly 

• Not the result of the physician’s individualized judgment on 

behalf of the patient 

• Not the product of joint deliberation and agreement between 

physician and patient. 
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3. From whom, how and when is consent 

required? 

Informed 
consent 

Enrollment 

Interventions 

Data 
collection 

 

• “Researchers must obtain 

informed consent from human 

research participants in a CRT, 

unless a waiver of consent is 

granted by a REC under specific 

circumstances” (Ottawa 

Statement, 2012) 

• Heuristic: “Get consent where 

you can” 
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3. From whom, how and when is consent 

required? 

• Waiver of consent 

1. Research is social important 

2. Participation poses only minimal risk 

3. Requiring consent would make the study impracticable 

• Can a study with mortality as an outcome be ‘minimal risk’? 

• What is an adequate justification for ‘impracticability’? 

• Generalizability? Bias? Cost? Failure to recruit? 

• What if intervention is not disclosed in clinical practice? 
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Integrated consent 

 

• Pragmatic trials are carried out in real-

world settings 

• Shift to a more clinical-style of consent 

for research  

• Fulfils ethical requirements of consent 

in the context in which pragmatic trials 

are conducted (Kim and Miller 2014). 
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4. What are the goals of notification and 

how are they best achieved? 

• Notification is commonly used in conjunction with a waiver of consent 

1. Respect for autonomy 

• Informational brochures 

• Information plus option to opt out of study or data collection 

2. Preservation of trust 

• Posters in HD units 

• Public messaging 

• Community consultation. 
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• Proportionate review 

• Pragmatic trials in HD units commonly 

involve usual care interventions or minor 

modifications thereof, and use routinely 

collected health data 

• What level of review is appropriate? 

• Does it just depend on risk or others 

factors as well? 
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5. What research ethics oversight is 

required? 



. Thank you! 
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Panelist Role Perspective 

Manish Sood Nephrologist 

Charles Cook Patient 

Betty Hogeterp Nurse Practitioner 

Sanjay Pandeya Nephrologist 

Erika Basile Director, Office of Human 

Ethics 


