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Informed consent is veryInformed consent is very 
important, because...

• It is the principal manifestation of 
the ethical principle of autonomythe ethical principle of autonomy 
(respect for persons)…

f i i i i f… and of the political principle of 
liberty.

• People simply have a right to a say in 
what is going to be done to themwhat is going to be done to them.



But there’s also a Grimm 
perspective to informedperspective to informed 
consent … 



Beecher (1966):Beecher (1966):

Consent in any fully informed sense... Consent in any fully informed sense 
may not be obtainable. Nevertheless, 

t ibl i th t t i i lexcept, possibly, in the most trivial 
situations, it remains a goal toward 
which one must strive for sociologic, 
ethical and clear-cut legal reasons. g
There is no choice in the matter. 



In order to be that ultimate arbiter of the In order to be that ultimate arbiter of the 
risk/benefit balancerisk/benefit balancerisk/benefit balance…risk/benefit balance…

…the subject or surrogate has to understand:…the subject or surrogate has to understand:

• What’s going to happen … 
• How that’s different from what would• How that s different from what would 

happen outside of the study …
Wh t i k th t d b i t th t bl• What risks the study brings to the table … 

• What benefits there might be to being in the 
study … 

• That participation is voluntary … p p y



That hopedThat hoped--for understanding may be for understanding may be 
impeded by many things:impeded by many things:

• Complexity of information … 
• Complexity of presentation of information …
• Dilution of important concepts in a well-

intentioned sea of detail ...
• Conflating therapy and research … 
• Therapeutic misconception or desperate hope … 
• Unregulated information (such as websites, news 

stories, advocacy groups) … 
• Confusing consent forms with consent … 



Information that ought to be available to research subjects

Information that ought to 
presented to every p y
research subject

Information that needs to 
be in the consent form



Risk is an actuarial constructRisk is an actuarial construct
It h l j tIt has several major components…

You don’t really understand the risk under
• Severity of the possible harm(s) … 
• Likelihood of the possible harm(s)

You don t really understand the risk under 
consideration if you don’t have a sense of each 
of these components• Likelihood of the possible harm(s) …
• Duration of the harmful result(s) ...
of these components …

If you don’t understand the risk, you cannot 
• Latency of the possible harm(s) … 
• “Proportional causality”

assess the risk/benefit balance …

If you cannot assess the risk/benefit balance• Proportional causality  … If you cannot assess the risk/benefit balance, 
you cannot give informed consent



In “Case #4,” we’re presented with an 
adverse event for which each 
component is problematic …component is problematic …

• It seems to be threateningly severe
• We think it’s causally related
• We can only guess at frequencyWe can only guess at frequency
• We have n = 1 for latency
• We can guess at duration
• We don’t know the patient/subject’sWe don t know the patient/subject s 

ultimate clinical outcome



Wh d h b d ibi i k ?Wh d h b d ibi i k ?What do the regs say about describing risks?What do the regs say about describing risks?

45 CFR §46 116 ≡ 21 CFR §50 2545 CFR §46.116   ≡ 21 CFR §50.25

(a) Basic elements of informed consent…
(2) d i ti f bl f bl(2) a description of any reasonably foreseeable 
risks or discomforts to the subject

You have to go to guidance documents and 
educational materials to find that informationeducational materials to find that information 
about probability and likely severity are 
deemed important as part of “a description”p p p



How about the RAC/NIH Guidelines?How about the RAC/NIH Guidelines?

Appendix M-III-B-1-e: Possible Risks, Discomforts 
and Side Effectsff

There should be clear itemization in the Informed 
Consent document of the types of adverseConsent document of the types of adverse 
experiences, their relative severity, and their 
expected frequencies …

The Informed Consent document should provide 
information regarding the approximate numberinformation regarding the approximate number 
of people who have previously received the 
genetic material under study … warn … that 
unforeseen risks are possible …could be severe.



So what can we do??So what can we do??
We want to do the right thing for the 

subjects/patients enrolled in these trials … 
Because the trials look promising, we want them to 

go forward … 
We’re called to a high standard of risk description, 

both ethically and by RAC guidelines … 
We don’t have enough information to meet thatWe don’t have enough information to meet that 

standard easily … 
We don’t want a lot of cat-fights involving IRBs,We don t want a lot of cat fights involving IRBs, 

local investigators, RAC and passersby ...

It’s OK to admit that we don’t know all the answers … It’s OK to admit that we don’t know all the answers … 



Utility PreUtility Pre--Test:Test:
In my office, there are two non-physicians who are 

nonetheless medically sophisticated:
Both asked how the consent process was Both asked how the consent process was 
improved by including (expletive deleted) detailsimproved by including (expletive deleted) details
Michael has an M.A. in Scientific Journalism from 

Boston University, and has worked for three 

improved by including (expletive deleted) details improved by including (expletive deleted) details 
about terminology and possible mechanisms …about terminology and possible mechanisms …

years as managing editor of J.Lab.Clin.Med.

Carol has an M.A. in Communications from a Major 
(Michael had been reading a book about Watergate)(Michael had been reading a book about Watergate)

Midwestern University and has been a 
Hematology/Oncology secretary for seven 
years largely doing protocol work for

At least I had n = 2 !!
years, largely doing protocol work for 
CALGB.

I gave ’em each the “strawI gave ’em each the “straw--man” language …man” language …I gave em each the strawI gave em each the straw man  language … man  language … 
They both found it tough going... They both found it tough going... 



Dr. Dale’s BiasDr. Dale’s Bias
• Give the subjects/surrogates as much detail 

as the ant and can nderstand;as they want and can understand;
• Give all subjects/surrogates fairly complete 

background information as part of the 
consent process;

• Keep the required story in the consent form
short and to the point;

• Don’t micromanage how the local IRBs 
present this; set minima rather than insist p ;
on specific wordings



What’s the Minimum?What’s the Minimum?
• A subject/patient in this study has developed 

leukemia and has required treatment;leukemia and has required treatment;
• We think that the gene transfer made the leukemia 

more likely to happen;more likely to happen;
• It’s too early in the study to know if this will be a 

rare event or a common one;e eve o co o o e;
• It’s too early to know how well the child with 

leukemia will do;;
• Enough children in the study have had improved 

immune function that we think it is still 
appropriate to continue the study.



And of course ...And of course ...
• If the monitoring is changed in a way that has an 

i h f f i i bl d dimpact on the frequency of visits, blood draws, etc.,
that has to be disclosed;
If th f ll i t ti til th kid h• If the follow-up is to continue until the kids have 
reached majority, the transition from parental 
permission to subject consent should be planned for;permission to subject consent should be planned for;

• If data/sample archiving is done in a way that adds 
to confidentiality risk, that may also requireto confidentiality risk, that may also require 
consent/disclosure



For whom?For whom?
• This information belongs in the CF and process for 

new enrollees in the trial(s) of retroviral genenew enrollees in the trial(s) of retroviral gene 
transfer for X-SCID;

• This information belongs in a verified informational g
update for current enrollees in the trial(s) of 
retroviral gene transfer for X-SCID;

• With appropriate modifications, it should go in CFs 
and info updates for new and current enrollees in 

th t i l f t i l t fother trials of retroviral gene transfer;
• For some studies/diseases, it may not be as clear that 

th i k/b fit b l i f blthe risk/benefit balance remains favorable.



Consent Form
For St d XYZ

If we present the information in the consent form
f i i l

For Study XYZ

consent form in simple terms … 
… and if we make fuller background fuller backgroun
i f ti il bl t h t it t itinformation available to anyone who wants it wants it
wants it … 

and if we admit that we’re trying to do our best in… and if we admit that we’re trying to do our best in 
the face of a potload of uncertainty and ambiguity …
Maybe the “fairy tale” of informed consent will be justMaybe the fairy tale  of informed consent will be just 
a little one (with a happy ending)!

1968: David Camp


