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Disclaimer

The views and opinions expressed in 

this talk are my own. They do not 

represent the position or policy of the 

NIH, or U.S. government.



Many Consent Questions

Should consent be obtained?

Who should solicit consent?

Who can provide consent?

What information should be disclosed?

Must all information be understood?

Should understanding be assessed?

When is consent voluntary?

Is explicit on-going consent needed?

Is therapeutic misconception a problem?



Emphasis on Informed Consent

Informed consent is the first and longest of 
the 10 principles in the Nuremberg Code.

Informed consent is included in every code 
of research ethics.

Informed consent is one of the 8 
requirements for ethical clinical research. 



Why Obtain Informed Consent?

Most commentators argue that 

obtaining informed consent is 

important to respect subjects’ 

autonomy.

Respecting autonomy involves 

allowing individuals to direct the 

course of their own lives.



Consent and Autonomy

Informed consent allows individuals to:

Protect themselves from risks

Decide for themselves whether to follow 
the study procedures

Decide whether to contribute to study goals



Other Functions of Consent

Informed consent has a number of 

other functions as well:

Promoting transparency

Allowing control

Ensuring integrity

Promoting trust



Less than Full Consent

Trials that do not allow full consent 

that respects autonomy may still be 

able to promote other goals. 

For example, consent for a study of a 

new treatment for heart attack can 

promote transparency and control, 

even if it is not fully autonomous.



Who Should Give Consent?

Investigators should obtain the consent of 

research subjects.

Informed consent is not obtained from a 

number of parties, including children, 

adults with severe dementia, and 

communities.



Who is a Research Subject?

Individuals who face risks from the 
research.

Individuals who perform or 
undergo the research procedures.

Individuals who contribute to the 
data.



Steps of Informed Consent

1. Disclosure of relevant information

2. Understanding (appreciation)

3. Deliberation regarding the options

4. Voluntary decision to enroll

5. Indication of decision



Changes After Enrollment

Subjects’ interests or life 

circumstances may change after  

initial enrollment: their disease may 

progress; they may get married.

New information may accumulate 

relevant to the study, such as new 

risks or alternative treatments.



Informed Consent as a Process

The possibility of changes and the 
right to withdrawal imply that informed 
consent should not be a single event.

Instead, informed consent should be 
regarded as a process that continues 
over the course of research 
participation.



What Information?

Even the most simple research trial 

involves more information than any 

one individual could ever understand.

How decide what to disclose?



Possible Standards

Professional: What information do 
researchers usually provide?

Reasonable person: What 
information would a reasonable 
person want?

Individual: What information does 
this person want?



The ‘Combined’ Standard

Use the reasonable person standard, 

supplemented with the individual standard.

Provide the information a reasonable 

person would want to know about the 

specific study, and any information known 

to be important to the specific person.



Challenge

Different people care about different 

things.

However, the decision about what to 

disclose is made prospectively and 

must cover all potential subjects.



Possible Topics of Interest

How does the drug work; What is its 

molecular weight; What size needles 

are being used; How valuable is the 

study; What are the chances it won’t 

complete; Do the investigators have 

COIs; Are there other available studies; 

What does the company do with its 

profits; How difficult is it to find parking; 

Is the PI a good person………..



Result?

Attempting to respect subjects by 

providing the information that any 

subject may care about yields a 

VERY lengthy consent form and 

process.

Extensive information leads to 

confusion and bad decisions.



First Response

To avoid this problem, remember that 

individuals are making a choice 

between different options.

Provide the information important for 

making the specific decision.

Then ask if the individual has any 

questions.



Example

For example, is confidentiality a 

concern for THIS study?

If not, may not need to mention 

measures to protect confidentiality.



Second Response

Distinguish information need to know 

to decide whether to enroll versus 

information that need to participate.

Can put supplemental information in a 

separate sheet (e.g. timing of visits, 

contact information).



Information for Consent Form

It’s Research/Purpose

Primary procedures

Risks 

Potential benefits (or none)

Alternatives

Wendler. J Gen Internal Med 2015; 30:679-682.



Are Forms Understandable?

Studies suggest consent forms often 
very complicated. For example, 
templates from US medical schools: text 
at 10.6 grade level.

Paasche-Orlow et al. 2003

The assent standard: How would you 
explain the study to a smart 12 year old?



Do Subjects Understand?

Empirical studies suggest most subjects 

appear to understand most aspects of 

clinical research.

However, subjects often fail to understand 

one or more of the essential elements of 

consent (e.g. risks).



Improving Understanding

Studies show individuals who don’t 

understand the first time can 

understand following targeted 

educational intervention.

“Review with repetition and prompts” 

improved understanding significantly.

Carpenter  Arch Gen Psych 2000;57:533-538.



Assessment

Researchers can ask subjects to 
discuss the study.

“Can you tell me the purpose of our 
study? What are the risks?  How is 
being in our study different from 
seeing a regular doctor?

Wendler. Archives of Internal Medicine 2004; 164:2201-2204.



What is Voluntary Consent?

Individual can make a free choice—

able to say “No”

No coercion or irresistible pressure 

from other people.

Voluntary consent does not require that 

the individual has other good options.



Assess Voluntariness

Voluntariness is the least analyzed 

aspect of informed consent.

In large part, because it is the most 

difficult aspect to assess.



Possible Informal Assessments

Why did you decide to join our study? 

Did anyone pressure you to join?

Was it up to you to join our study?

What would have happened if you 
had decided not to join our study?



Alteration/Waiver

Most regulations allow waiver or 

alteration of consent requirements. 

In the US:

1. Risks are minimal; 

2. Waiver or alteration consistent with 

individuals’ rights and welfare; 

3. Regulatory consent not ‘practicable’; 

4. Subjects informed as appropriate



Possible Waiver of Consent

Research on stored tissues that were 

obtained 30 years ago.



Possible Alteration of Consent

Study to assess whether individuals 

cheat may not be able to disclose the 

true purpose of the study at the time 

of enrollment.



Inability to Consent

Individuals may be unable to consent 
because they cannot understand the 
study.

Individuals also may be unable to 
consent because they cannot make a 
voluntary decision whether to enroll in 
the study.



Timing

Some individuals are unable to 

consent at the time they are 

enrolled in research.

Others lose the ability to provide 

(continuing) consent after they 

have enrolled.



Protect by Prohibiting

Some guidelines prohibit research 

with adults who cannot consent.

Prohibition protects individuals 

from risks but excludes them from 

potential clinical benefits and 

blocks important research.



The Ethical Concern

The primary ethical concern is that 

investigators might exploit individuals’ 

inability to consent to enroll them in 

research that they oppose.

Are individuals willing to be enrolled in 

research if they become unable to 

consent for themselves?



Individuals at Risk for AD

98.8% willing to participate in a non-
beneficial computer task study.

97.5% willing to participate in a non-
beneficial study involving 2 X-rays.

79.8% willing to participate in a non-
beneficial study involving an 
experimental medication.

Wendler et al. Am J Psych 2002; 159:585-591



Clinical Center Data (N= 2371)

13% not willing to participate in 

research if unable to consent.

49% willing if research is minimal risk.

9% willing to participate in research 

that is greater than minimal risk.

Muthappanian, Forster, Wendler. Am J Psych 2005; 162:2389-2391.



Older Americans (N=1,515) 

• 68%-82% (depending on scenario) 

stated that society should allow family 

consent for research.

• 57%-80% (depending on scenario) 

would be willing to participate.

Kim et al. Neurology 2009; 72:149–155.



Findings

Many individuals endorse and are 

willing to be enrolled in research if 

incompetent; others do not want to be 

enrolled in the event of incapacity.

Individuals’ willingness decreases as 

the risk/benefit profile of the research 

becomes less favorable for subjects.



Which Safeguards?

Decisions should be based on 

whether enrollment is consistent 

with this individual’s preferences 

and values.

What safeguards can help to realize 

this protection?

Wendler, Prasad. Annals of Internal Medicine 2001; 135:514-523.



#1  ‘Necessity’ Requirement

In general, individuals unable to 

consent should be enrolled only when 

the research cannot be conducted 

with those who can consent.

What if prospect of clinical benefit or 

they face lower risks?



#2  Surrogate Decision Maker

Individuals unable to consent should 

have a surrogate decision maker.

U.S: obtain consent from the “subject 

or the subject’s legally authorized

representative.”

Who is an acceptable surrogate for 

clinical trials?



Standards for Surrogates

Substituted Judgment: choose the 
option the individual would have 
chosen in the situation.

Best Interests: If the subject’s 
preferences are unknown, choose the 
option that best promotes her 
interests.



Surrogate Assessment

The surrogate should: 

Understand the study is research, 1)

Understand the risks, potential 2)

benefits and alternatives, and 

Have sufficient reason to believe 3)

participation is consistent with the 

individual’s preferences and values. 



#3 Assent/Dissent

Investigators should solicit the 

assent and respect sustained 

dissent of adults who cannot 

consent.

Stop, assess, revise.

Black et al. Am J Geriatr Psychiatry 2010; 18:77-85.



#4 Risk/Benefit

Individuals who cannot consent 

may be enrolled in research that 

poses minimal risk or that offers 

potential clinical benefit.

Higher risks acceptable if 

compelling evidence of the 

subjects’ willingness to 

participate?



Conclusion

Valid consent is possible, and is 
realized in many instances.

Research teams should dedicate 
themselves to ensuring subjects 
understand and give consent.

Focus on targeted consent for the 
specific study.


