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Integrating research and practice

Clinical 
systems

Research 
systems

Learning 
health 
system

Forms of consent

O
u

tp
atien

ts



22/10/2019

3

“I need permission to give a drug

to half of my patients,

but not to give it to them all.”

Richard Smithells 1975



22/10/2019

4

Terminology

Simplified 
consent

Delayed 
consent

Opt-out 
consent

Waiver of 
consent

Ian H. de Boer JASN 2016;27:2948-2954

Simplified consent

Canadian Institutes of Health Research, Natural Sciences 
and Engineering Research Council of Canada, and Social 
Sciences and Humanities Research Council of Canada, Tri 
-Council Policy Statement: Ethical Conduct for Research 
Involving Humans, December 2014.
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Waiver of consent trials

A research ethics committee may approve a modification 
or waiver of informed consent to research if:  

• The research would not otherwise be feasible or practicable,
• The research has important social value, and
• The research poses no more than minimal risk

International Ethical Guidelines for Biomedical 
Research Involving Human Subjects, 2016

World Health Organisation

Waiver of consent

The ethical review committee may approve waiver of the 
requirement of a signed consent form if the research 
carries no more than minimal risk — that is, risk that is no 
more likely and not greater than that attached to routine 
medical or psychological examination — and if the 
procedures to be used are only those for which signed 
consent forms are not customarily required outside the 
research context. Such waivers may also be approved 
when existence of a signed consent form would be an 
unjustified threat to the subject’s confidentiality. 

International Ethical Guidelines for Biomedical  Research Involving Human Subjects

CIOMS and WHO, 2002
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NHMRC Statement Chapter 2.3

https://www.nhmrc.gov.au/about-us/publications

Chapter 2.3 Scope

• Limited disclosure
• That does not involve deception/concealment

• That does involve active deception/concealment

• Involves limited disclosure and aims to expose illegal 
activity

• Opt-out consent

• Waiver
• Waiver

• Waiver in research aiming to expose illegal activity

https://www.nhmrc.gov.au/about-us/publications
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Chapter 2.3 Conditions

• 2.3.9 Only an HREC may grant waiver of consent for research 
using personal information in medical research, or personal 
health information. 

• Other review bodies may grant waiver of consent for other research. 

• 2.3.12 Given the importance of maintaining public confidence in 
the research process, it is the responsibility of each institution to 
make publicly accessible (for example in annual reports) summary 
descriptions of all its research projects for which consent has 
been waived under paragraphs 2.3.10 and 2.3.11. Waiver 
decisions under paragraph 2.3.11 should not be made publicly 
accessible until the research has been completed.

Chapter 2.3 Criteria
a) involvement in the research carries no more than low risk to participants

b) benefits from the research justify any risks of harm associated with not seeking consent

c) impracticable to obtain consent (for example, due to the quantity, age or accessibility of 

records)

d) no known or likely reason for thinking that participants would not have consented if they 

had been asked

e) sufficient protection of Privacy

f) adequate plan to protect confidentiality of data

g) in case the results have significance for the participants’ welfare there is, where 

practicable, a plan for making information arising from the research available to them (for 

example, via a disease-specific website or regional news media)

h) possibility of commercial exploitation of derivatives of the data or tissue will not deprive 

the participants of any financial benefits to which they would be entitled

i) waiver is not prohibited by State, federal, or international law.
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Seven Key domains

5. Informed Consent 

Waiver justification principles:

feasibility, social value, minimal risk

Goldstein AJKD Publ online 2019
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Who signs up for opt-in trials?

Smyth JAMA Int Med Pub online July 8, 2019

Younger
Male
Less diabetes

Less heart failure
More heart disease

Better nutrition

Lower mortality

Variation in practice

Am J Kidney Dis. 2012;59(2):238-248

DNa = 140meq: 55% 
DNa >140meq: 20%
DNa <140meq: 25%
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Dunlop Cochrane Database

Lower dialysate sodium reduces intradialytic weight gain - a good thing

IDWG

Tested with 302 participants

Randomised evidence for dialysate sodium

Dunlop Cochrane Database

Lower dialysate sodium increases low blood pressure during dialysis – a bad thing

Tested with equivalent of 12 weeks for 100 participants

Randomised evidence for dialysate sodium
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Observations on mortality for DNa defaults 

Hecking AJKD 2014, 64(6): 969-977

Observations from 16,282 patients
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Liyanage T, et al. Lancet. 2015;385(9981):1975-1982.

5 million people receive renal 
replacement therapy
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Large cluster trials in dialysis

TiME

USA

Min 4.25 hrs dialysis 
vs US standard care

Incident patients 
only

Eligible for waiver of 
consent, elected 

opt-out

Very few actually 
opted out

MY TEMP

Canada

Lower & 
individualised 

dialysate 
temperature v 

standard

Waiver of consent

REDUCCTION

ANZ

Multi-pronged 
catheter care 
intervention

Waiver of consent

RESOLVE

Global

Default dialysate 
sodium setting

Waiver of consent  + 
opt-out in China

Cluster RCT of Devices in Dialysis

Brunelli JASN 29: 1336–1343, 2018
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Cluster RCTs in preventative health

• Select nursing homes with a policy of 
vaccination

• Randomise facilities to two vaccine doses

• Assess outcomes on residents ≥65 who were 
long-stay residents (>90d) 

• Collect outcomes through Medicare/Medicaid
Gravenstein Lancet Resp 2017; 5:738-46

High-dose flu vaccine reduced hospitalisation for respiratory 
illness during influenza season in aged care residents

Gravenstein Lancet Resp
2017; 5:738-46

Adj RR 0.87 (0.78-0.98) 
p=0.02
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LI Horwitz et al. N Engl J Med 2019;381:1175-1179.

Cluster RCTs of Health Delivery

NYU randomised quality improvement projects

LI Horwitz et al. N Engl J Med 2019;381:1175-1179.
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NYU: Ethical Considerations
• Quality improvement versus research 

• IRB approval, Clincialtrials.gov registration

• ‘Randomization alone does not define our projects as research’. 

• Avoid collection of personal identifiers

• Prioritize interventions in which capacity constraints already prevent the intervention from being 
applied to all patients

• Randomization allowed same number of interventions, 

• Applied to a sample selected without bias 

• Can be evaluated.

• Waiver of consent for patients and staff

• Alternatives largely not feasible for wholesale systems interventions

• Opt-out Is not ethically required for quality-improvement work.

• Implement successful programs into standard care, so all patients benefit

• “We believe that it is our ethical obligation …. to evaluate the effectiveness of our efforts to 
improve quality and avoid harm and to use the best methods available …….”

LI Horwitz et al. N Engl J Med 2019;381:1175-1179.

Conclusions

• Simplified consent processes are very appropriate 
for learning health systems

• Ethical environment for simplified consent exists 
and is maturing

• Challenges are summountable
• Include novelty, inertia

• Ethical imperative to maximise outcomes through 
high-quality evidence
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Thank you

Trial participants

Patient partners

Brendan Smyth

Corey Goldstein

Amanda Siriwardena


