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Abstract

Subjects enrolled in studies testing high risk interventions for incurable or progressive brain
diseases may be vulnerable to deficiencies in informed consent, such as the therapeutic
misconception (TM). However, there is a continuing debate about the definition and measurement
of TM, making assessments of TM controversial. In this qualitative pilot study of persons enrolled
inaphase | test of gene transfer for Parkinson’s disease, we developed and tested an interview
guide focusing on how the subjects made their decision to participate, with an emphasis on
understanding the subject as the unit of interest, rather than focusing only on isolated statements.
Theresults indicate that a subject’ s understanding of the purpose of research is best explored in
juxtaposition to the subject’ s motivation for participation. Doing so reveals potential avenues for
measuring and preventing TM.
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Parkinson’ s disease is a progressive, incurable neurodegenerative disorder. Because

medi cations become less effective and more burdensome as the disease progresses, there is
an increasing focus on novel interventionsto treat PD, including deep brain stimulation,
gene transfer, and cell transplants.! In addition to Parkinson’s disease, scientists are using
invasive methods to target other nervous system conditions such as tetraplegia,? dementia,3
disorders of consciousness,* refractory mood and anxiety disorders,> Huntington'’ s disease,®
and other conditions.”

A natural worry isthat persons with severe neurological or psychiatric disorders may be so
desperate for a cure that they are particularly vulnerable to exploitation in such high risk
research studies. Given the widespread concerns about the therapeutic misconception (TM)
in research, it is natural to ask how vulnerable such persons areto TM. It is becoming
increasingly apparent that thisis not a straightforward question. Although TM was first
described over twenty-five years ago by Appelbaum et al.,8 the concept remains unsettled.
Some authors have questioned the ubiquity and ethical importance of TM,° others have
suggested a classification of TM related phenomena, 10 while still others have expanded the
categories of ethical concern.11 Two research teams have recently reported a high
prevalence of TM,12 but these teams acknowledge that there is a“lack of agreement in the
conceptual literature, [researchers] have not defined or measured [TM] in the same way” 13
and that TM has been “used by various authors to denote a number of related, but not always
identical, concepts” and “...there is not yet a consensus about how to operationalize TM.” 14

A recent workshop report on the “draft dimensions’ of TM demonstrates the continuing
evolution of the topic.1® The report notes the disagreements among the authors and proposes
the following definition: TM occurs when individuals fail to understand that the “defining
purpose of clinical research isto create generalizable knowledge.” The definition explicitly
excludes (because of alack of consensus) any statement regarding whether therapeutic
benefit from atrial can be “counted as a study purpose,” and whether overestimation of
benefitsis part of TM. In this context of considerable disagreement among bioethicists, there
is also arecognition that research subjects often make statements that are apparently
inconsistent16 or statements that are in some degree of tension. In particular, a significant
proportion of persons who are motivated by, and perhaps expect, therapeutic benefit from
early phase gene transfer trials apparently do so despite showing understanding of the
scientific purpose of the research.1’

Given thiswide range of ideas about, and definitions of, TM, we began a research program
that steps back from the traditional approach that defines TM a priori and then examines
isolated statements of research subjects to seeif they indicate TM. Instead, our approach
examines the key domains discussed in the TM literature—domains such as motivation for
participation, understanding of science, perception of and attitude toward benefits and risks,
etc.—in the context of the overall decision-making process of the subjects. This approach
emphasizes the research subject as the unit of interest, /n addition tofocusing on the isolated
statements made by the subject. We report here on apilot interview study of subjects
enrolled in ahighly invasive, early phase, first in human gene transfer experiment for
Parkinson’ s disease. Our goal was to test an interview guide designed to elicit a narrative of
how subjects decide to participate in high risk research studies and to analyze their
responses by focusing not only on their specific statementsin isolation but also to
contextualize them within each subject as the unit of interest.

/RB. Author manuscript; availablein PMC 2012 May 26.
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The subjects were individuals who had participated in aphase | gene transfer trial. They had
undergone a neurosurgical procedure that inserted an adeno-associated virus (AAV) borne
glutamic acid decarboxylase (GAD) gene into the subthalamic nucleus.18 Subjects had
advanced PD; their main aternatives for treatment were deep brain stimulation or other
surgical intervention. Exclusion criteria for the gene-transfer study included substantial
cognitive dysfunction on neuropsychological testing, medical contraindication to surgery,
secondary or atypical parkinsonism, and substantial psychiatric illness. More details of the
subject’ s characteristics and of the phase | gene transfer study can be found elsewhere.18

Eight of the twelve subjects enrolled in the trial participated in our interview study. Three
subjects did not wish to be contacted; one subject declined after initially agreeing. The
average age of interview participants was 60.5 years (SD 6.4) and 7 of 8 subjects were male.
(Below, we refer to all subjectsin the masculine to avoid identifying the femal e subject.
Also, subject numbers used below do not correspond to order of entry into the phase |
study.) The average number of years since diagnosis of our interviewed subjects was 10.6
years (SD 3.4) (range 7-15 years). The subjects were interviewed on average 21 months
after the gene transfer surgery (range 14 to 29 months).

Telephone interviews were conducted by RW. Detailed notes were taken during all
interviews. Six of the eight interviews were a so audio-taped (technical problems occurred
during the interviews with S6 and S8) and transcribed.

Conditional Probe Interview (CPI)—The CPI is a semi-structured interview guide. It
elicits a chronological narrative of how the subject came to make the decision to participate
while exploring the subject’s motivations (including perception of direct benefit, and any
rational es underlying them), understanding of the purpose and design of the research
(including their subjective reactions to them), and perception and attitudes toward risk and
potential societal benefits (including probes for any active atruistic motivations). Each
section begins with open- ended stem questions. The interviewer encourages as much
spontaneous response to these stem questions as possible. Based on previous studies and
existing literature, the CPI contains well-developed probes and clarifying questions that
anticipate the need to follow up in order to clarify meanings of general statements that
research participants make. The interview takes about 4560 minutes. The CPI isavailable
from the corresponding author.

The transcripts (or, in 2 cases, detailed notes) were read by two of the authors, in order to
develop apreliminary coding scheme. Then, for the purposes of this report, four of the
authors read the transcripts and notes, guided by two goals. First, the transcripts were
specifically coded for the domains listed in the Table, focusing on the subjects’ motivation
for participation, understanding of the purpose of the research, other influences on decision-
making, and—of particular importance to contextualizing the subject’ s various statementsin
juxtaposition to each other—how they related their understanding of the purpose with their
motivation for participation. Second, novel or recurring themes contributing to the decision-
making were noted. Coding was finalized during a conference of four coders. During the
conference, each transcript was reviewed in detail: codes were compared and a consensus

/RB. Author manuscript; availablein PMC 2012 May 26.
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achieved through discussion. Throughout the analysis, the statements of an individual
subjects were not just coded individually but also were examined together for that subject, as
seen in the Table, in order to provide a understanding of each subject as a unit of interest.

Human Subjects

Thisinterview study was deemed exempt by the Institutional Review Boards at the
University of Rochester and the University of Michigan.

RESULTS

Theresults of the analysis are summarized in the Table.

Motivation for Participation

Despite the fact that the GAD gene transfer study was a phase | study, the prospect of
potential therapeutic benefit was a prominent theme for all but one subject. Five subjects
clearly stated that their primary motivation for participating in this phase | study was a
desire for therapeutic benefit. For example, S2 stated that “it was more of a selfish thing”
and that his “biggest motivator was that outside long shot chance that this thing would
work.” Some of these five subjects did mention a motivation to help others but overall that
motivation appeared to play an uncertain role. $4: “My main goal, the bottom line, was to
get better. The second goal was to help other people... |: So your first goal wasto get better
yourself? S: Yeah, get better. Absolutely.” Or as another subject put it, “Really, | must say |
wasn't atruistic. | wasn't. To be perfectly honest, | didn’t think in those terms about doing it
for the science and the world, although later on | said, ‘well, if | could help somebody else,
if this helps somebody else, it would be fine."” (S7) Another subject (S3), when asked
whether he would have considered participating if he knew ahead of time that he would not
benefit and that the only benefits would be scientific and societal, replied, “On ascale of 1
to 5, it probably would have been a 3.”

There were two subjects (S1 and S8) who expressed therapeutic benefit as at |east one of
their motivations but who did appear to have another active motivation. As one subject (S1)
put it, “My feeling was that | wanted to be involved in something that if | didn’t get help,
maybe my contribution would help other people;” he went on to say the two motivations
“were atie.” What distinguished these two subjects was that when asked whether they
would have participated even if they had known that there was no chance of personal
benefit, they stated they would have. S8 gave an affirmative answer even though he said his
primary motivation was a benefit to himself. But he made it clear that self-benefit was not
his only motivation, at one point noting that his primary care doctor had tried to dissuade
him from enrolling in the gene transfer study, asking “why not let someone elsetry it?” S8
explained that if no one volunteers, then we' d have no progress in advancing research, and
that someone has to “step up to the plate.” Thus, these two subjects were qualitatively
different from those who mentioned helping others as a reason but for whom altruism as an
independent motivating role was less certain.

We categorized one person (S6) as an altruist because his primary motivation was the desire
to help future patients with PD by volunteering for the study. Although he stated that hope
for personal benefit was a motivator, he added it “would be ridiculous’ to expect benefit. He
talked about how scientific advanceisincremental, about how he wanted to “give back,”

and spoke extensively about how he could not imagine being selfish and how he wanted to
help advance research and science of PD. Indeed, he felt that he was a good candidate for
the study because he had no family to worry about.

/RB. Author manuscript; availablein PMC 2012 May 26.
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Understanding of Purpose of Study

Thus, at least one element that often raises concerns about TM—subjects’ focus on
therapeutic benefit in aphase | study—was present among these subjects. How did this
focus on personal therapeutic benefit affect the subjects understanding of the purpose of the
research?

We found one subject (S7) in whom the desire for therapeutic benefit affected his
understanding of the purpose of the research. His lack of understanding seems to have
resulted from alack of caring about the purpose of the study because he was so focused on
what might happen to him: “I: What did you think was the main purpose? S7: Umm. Y ou
know thetruthiis| don’t know. | don’t know what | thought...I really don’t remember
thinking about what they were trying to accomplish as much as how it was going to affect
me”; and, “I wasn’t sure at the beginning, to tell you the truth, even though | went through
the study. Then | realized that what they were trying to do was to seeif there was any harm
done. That was really the basis of the study.”

The remainder of the subjects, despite some variations, understood that the primary purpose
was scientific or for the benefit of future PD patients. Three subjects unambiguously
identified the primary purpose of the study as safety testing (S1, S2, S6): “...they wanted
pretty much to prove, in my mind anyway, that it was a safe procedure.” (S2) Three others
(S3, 4, SB) identified safety testing as a purpose but also mentioned assessing “ efficacy.”
One subject (S5) mentioned only the test of efficacy as the purpose. Of those four who
mentioned efficacy as a purpose, further probing revealed that they all understood that the
primary purpose was to help future patients with PD rather than to help the participants of
the phase | study. It appeared that some subjects mentioned testing efficacy as a purpose
because they were also including the overall process of developing GAD gene transfer asa
therapy for PD beyond the more limited scope of the phase | study (despite the fact that the
informed consent document clearly distinguished between the two). As $4 stated, “Well,
generally in thelong run, it was to help Parkinson’s. In the short run, it might help me, but
mainly they were emphasizing thisis a new procedure and they didn’t know what was really
going to happen, so let'ssee.” Likewise S5 identified the purpose as “To see... what effect
the gene therapy had on the progress of Parkinson’s’ and when asked specifically whether it
wasto help him or to increase knowledge to help other Parkinson’s patients, he said, “To
help others.” Finally, one subject (S3) mentioned “efficacy” in away that raised the question
of how he understood the meaning of “efficacy” as he seemed to use “ safety and efficacy”
as ashorthand for “ scientific purpose”: “They were trying to see if a Parkinson’s patient
would actually get any benefits from the gene therapy and then, more importantly than that
was the safety and efficacy of the actua procedure.”

Perception of Potential Benefit and Other Influences on Decision to Participate

Because therapeutic desire was such a common motivation, we examined the subjects
perception of potential therapeutic benefit and the bases for that perception. We asked each
subject: “Realitically, what did you think your chances were of your PD improving as a
result of participating?’ with five response options, and the responses were distributed as
follows: No chance (no subject), very low chance (S6), modest chance (S2, S3, $4), good
chance (S1, S5, S7, S8), and very good chance (no subject). We asked the respondents to
commit to one of the five response choices but an examination of the subjects’ full responses
surrounding their answer contained considerable nuances that would have been missed had
we recorded their answers simply as a multiple choice question. S1’s response choice was,
“1 would say | went into it thinking there was a good chance...” (S1) But what S1 says
before and after expressing that choice is quitetelling: “1 went into it with a positive mind. |
would say | went into it thinking there was a good chance, but that was a guess, gut fegling.

/RB. Author manuscript; availablein PMC 2012 May 26.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Kimet al.

Page 6

| went into it with great confidence. | went in and | was very calm and very hopeful.” In
other words, the true meaning of this subject’ s answer (even to a direct multiple choice
guestion) is not captured well by simply looking at the response option he chose. This
tendency to express the likelihood of benefit as part of one’s need for optimism can
confound our understanding of subjects’ perception of benefit, and requires an analysis of
the subject’ s statements in the context of his overall approach to the research study, rather
than judging those statements in isolation. As S8 noted, “ Optimism, positive thinking is
something you have to have.” Otherwise one has to accept the disease and its progression,
and “[he, S8] didn’t want to.” This need to understand the context (and perhaps the purpose)
of asubject’s statements regarding likely therapeutic benefit was echoed in S2 who stated
that he felt there was a“modest chance” of direct benefit when asked directly with the above
guestion but later talked about it as an “outside long shot chance” in the context of how his
motives fit in with the overall scientific purpose of the study.

We also examined whether the subjects’ perception of potential benefit was based on what
they read in the informed consent form or what they were told by the researchers. For most
subjects, they made a point of saying that they were rnot promised or told to expect
therapeutic benefits. During a discussion of what information from the researchers mattered
to him most, one subject (S2) talked about what he wanted to hear:

“S2: Well, what | wanted was that after | was all healed [from the surgery], that I’d
have significant improvement or just some improvement. Either one of thetwo I'd
take.

I: Okay. Do you remember what they did tell you, you know, about your chances
for...

S2: Well, the chances were that | wasn’t going to improve.”

Others expressed the uncertainty and lack of information regarding benefits, (S3) “They told
me that, you know, they didn’t have awhole lot of information on it, first of all. They had
only done one patient at that point, and they gave me the information as to how he had felt
before and after he had had the procedure done, and it was very, very new.” S4 pointed out
that the neurosurgeon told him “the first time he saw me he’ d rather | do the deep brain
stimulus than the other one [i.e., genetransfer] ... Hejust felt that I’ d have more guaranteed
results.”

One common theme was a sense of confidence that the subjects devel oped toward the
surgeon (or the study team in general). “His personality—I had great confidence in him...
his thoroughness, his patience, histime with us...” (S1) Another subject had “blind faith” in
the surgeon (S8) while another subject felt he was someone “that they can do what they say
they’ll do.” (S6) Thus, we found that atrusting relationship was important to most of our
subjects.

Although one subject (S6) specifically did not want to know what was happening with other
subjectsin the study, for most others, knowing that persons who had gone before them in the
study were “doing OK” was a very important factor. Knowing that there were “no negative
happenings’ (S2) was something that greatly interested the subjects, and played an
important part in their ‘chance worth taking' reasoning (see below). “... | felt pretty
comfortable with it, you know, the fact that | was the [n"] one and nothing had happened to
the other [i.e., others who went before].” The information about other subjects came from
sources outside the study as well because this was a high profile gene transfer study with
prominent media reports. The first subject’s identity became known and was featured in the
news. Some subjects mentioned this: S3 said, “And the information | had gotten also from,
you know, the news article they had with him on CNN, and | felt pretty good about that...”

/RB. Author manuscript; availablein PMC 2012 May 26.
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Relationship Between Motivation and Understanding of Purpose

One of our subjects (S7), at least at the time of enrolling in the study, appeared to be under a
misconception that was driven by his desire for therapeutic benefit. This subject was so
focused on “how it was going to affect me” that he disregarded the scientific purpose of the
study. In fact, he felt that “they [researchers] were going to be my doctor, but that wasn’t the
case. The case was that [his own doctor] was still my doctor... | was very confused about
where [his own neurologist] fit in and where the other doctors fit in at [the research
hospital].” Thus, at least in this one case, the subject resolved the tension between his
motivation (for benefit) and the study’ s purpose by focusing on the desire for therapeutic
benefit, to the point of ignoring and therefore misunderstanding the stated purpose of the
study.

For S6 who primarily had an altruistic motive, there was a natural congruence between his
motivation and his understanding of the purpose of the study. In fact, as we saw above, he
tended to talk about his motivation specifically in relation to his statements about the
scientific purpose of the study. For S6, his purpose in participating was the study’ s purpose;
there was no tension.

For the two subjects who were motivated by both benefits to self and societal/scientific
benefit, the reconciliation of the understanding of the purpose and their motives was not that
difficult. As Subject 8 put it, although he stated that the desire for personal benefit was a
stronger motivation than the desire to help others, the latter is afirm conviction aswell, as
when he said, “1 want to stop this[PD]” and “I’m just a piece of the puzzle... If it helps me,
it'sabonus.”

What about the four remaining subjects (S2-S5)? Their primary reason for participation was
the desire for therapeutic benefit and yet all of them evidenced an understanding that the
purpose of the study was scientific rather than therapeutic (despite ambiguities regarding
whether “ efficacy testing” was a goal). These subjects tended to frame their decision asa
chance worth taking, akind of a gamble, which acknowledged the long odds (congruent
with their understanding of the study’ s purpose as not to benefit them directly). Indeed, one
subject (S2) stated: 1 always go with the voice that is going to benefit me maybe, but the
chances are pretty dlim. It’slike throwing the Hail Mary pass. Y ou know it’s probably going
to be missed by the guy in the backfield. He' s not going to make the catch, but he's there
anyway. Giveit ashot.” Objectively he understood that the purpose of the study is scientific;
subjectively, he saw participation in it as a personal gamble worth taking. He went on: “Not
that they ever gave an indication that it was going to cure me. As amatter of fact, they did
just the opposite, but | always had that little bit of hope that, you know, that maybe
something would happen.” Another subject (S4) recognized that his decision was based on
his subjective reasons: “1: What would you say overall, what motivated you the most as far
as your decision to participate? $4: Uh, just an intuitive feeling that it would work. 80% of
the time, my intuition is very strong. Thistime | waswrong....” and “[i]ntuition and some
inner belief. Some spiritual sense. | don’t know. | don’'t know what really determines.”

Other Notable Themes: Action Orientation, Decision-Making Approach, and Risk Tolerance

Our primary goal in our research program is to understand how a subject may or may fall
into a misconception about the study, in the context of his or her overall decision-making
process about research participation. In thisregard, one of the most notable themes was the
“action orientation” of these participants, something that has been noted in the literature.19
Seven of 8 persons reported that even at the very earliest stages of decision making, they
were already inclined to participate: “Assoon as| read it in the paper, | was interested” ($4)
and “As soon as | read the ad. | thought it had my name on it.” (S5)

/RB. Author manuscript; availablein PMC 2012 May 26.
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Most of our subjects started from a position of strongly wanting to participate, and filtered
and weighed information they encountered in relation to that initial inclination: “1: Do you
remember, did thisinitia inclination ever change along the way? In other words, were you
ever leaning away from participating at any point? S3: No, | did not. | was pretty much the
whole time just more and more excited.” (S3) They filtered information through a premise
they aready held: “There wasn't enough information to tell me to don’'t doit.” (S2) Thus,
our subjects did not begin their contact with the researchers as fabula rasa rather, they were
‘motivated’ listeners.

In fact, although the perception of and tolerance for risksis an obviously important theme,
what was notable in our interviews was that risk was ot a strong influence on their
decision-making. Partly this was the result of our design: we interviewed only enrollees who
had already made a decision to tolerate the risks. But the subjects’ attitudes toward risk and
potential adverse events are best understood in this action-orientation framework: for them,
risks were important only in so far as whether they were sufficient to defeat their initial
inclination. For example, $4 stated that “1 was pretty confident. There wasn’t much they
could say to disincline me [to participate].” $S4 said in response to a question about his views
about the risks: “ There was a 1% chance you’' d get a stroke, 1% chance you’'d get a heart
attack, 1% chance you’ d get bleeding in the brain? These were tiny percentiles. They were
not going to happen. | wasn't really concerned about that.” Or S1: “1: Were there risks? S1:
Sure. | didn’t worry about them, but yes. | mean, they were going into my brain...” In this
regard, as noted above, the fact that other participants had gone before them without major
adverse events was often sufficient to answer the question of whether the risks were too
high.

DISCUSSION

Itisincreasingly clear that the evaluation of TM is acomplicated task, fueling disagreement
about its definition and hence about the best way to measure it. Our approach in this pilot
study was to examine the various statements made by a subject that have potential
implications for TM in the context of the subject’s overall narrative of learning about and
deciding to participate in the research study.

Our study revealed patterns of decision-making by subjectsin ahighly invasive phase 1
trial. We observed that PD patients who volunteer for an early phase intervention study are
significantly motivated by a desire for therapeutic benefit. This desire leads the subjectsto
seek out more information but it also serves as akind of filter or subjective organizing
principle for how they process the large amounts of information they receive from the
research team and outside sources. Subjects process information using the following types of
questions: Is there some chance that | cou/dbenefit from participating? Are there any
significant red flags, i.e., are there compelling reasons against participation? Do the people
and the institutions involved seem trustworthy?

However, while most subjects process study information in terms of their desire for
therapeutic benefit, this does not mean that they do not understand the scientific purpose of
the study.?0 Indeed, most subjects with this therapeutic desire understand the scientific
purpose of the research and also recognize the tension between their desire and the purpose
of the study. They reconcile their motivation and their understanding by describing their
choice as akind of calculated gamble (some finite chance of benefit + risks that seem
tolerable + researchers who seem trustworthy + personal intuitions = chance worth taking).
Was their perception of potential therapeutic benefit inordinate, based on misinformation, or
both? We did not see evidence for this. There are variations of course. In one case, the desire
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for therapeutic benefit was so absorbing that it prevented the subject from understanding, or
even caring about, the purpose of the study. Another subject was truly an altruist.

What are the implications of our findings? First, our work opens up new ways to study TM
and related phenomenain research subjects. We did not start with an a priori conception of
TM and then examine the subjects’ statements that may show evidence of TM. Instead, we
attempted to understand the potentially worrisome statements that research subjects
sometimes make, and tried to place them in context of the overall decision-making process
employed by research subjects. This “within subject analysis’ approach allowed us to
understand how a research subject might be motivated by more than one reason, whether
subjects’ perceptions of potential benefit are expressions of hope or expressions of
probabilities (and whether they are based on misinformation), and how they reconcile any
tensions between their motivations for participation and their understanding of the purpose
of the research.

Others have pointed out the pitfalls of treating informed consent merely as an information
imparting process, rather than as a more human process involving a variety of
psychological 21 and communicative 22 expectations. If we conceptualize informed consent
as merely a matter of information transfer, then the focus will be on improving the
information content; thus, it is not surprising that most of the focus of IRB oversight of
informed consent is on the content of the informed consent form. The results of our pilot
study gives some clues to how we might move beyond this information transfer model to
enhance informed consent.

Specifically, research subjects should be seen as motivatedinformation seekers. Most
patient-subjects, evenin aphase | study, will approach the research looking for potential
therapeutic benefit. This therapeutic orientation isindeed a potential threat to adequate
understanding for some (e.g., S7). But our results show that it need not be. People seem to
have quite understandable “ styles” of reconciling their motivations with their understanding
that do not compromise understanding. Thus, perhaps the informed consent conversation
should include the following: “Mr. Jones, now that we' ve had a chance to review the study
in detail, it would be helpful for me to know what you are hoping for by participating in this
study. Can you tell mein your own words why you would like to participate?’ Most likely,
the subject will express a hope or desire for personal benefit. The researcher can then clarify
that that is not the same as the scientific purpose of the study. By explicitly juxtaposing the
subject’ s motivation with the scientific aims of the study, the subject is challenged to
reconcile his or her therapeutic motivation with a study’s purpose that is not primarily to
benefit him or her. In the course of the conversation, the researcher would then gain a sense
of whether the subject is prone to disregarding crucial information because of a blinding
focus on therapeutic potential, or whether the subject clearly understands the purpose and
nature of the study but is an optimistic gambler (whose statements about expectations of
benefit are not misconceptions but perhaps more a reflection of aneed to maintain a hopeful
outlook in his gamble), or whether the subject istruly an atruist.

Our study has significant limitations. First, this was a retrospective study, relying on the
recollection of our subjects on average 21 months after the gene transfer surgery.
Interviewing the subjects prospectively or much closer to the time of enrollment could have
given different results. For example, the subjects’ understanding may be good due to the fact
of having experienced a study, or their answers may be more altruistic in retrospect
(although most of our subjects were not shy about stating self-interested motive.) Second, it
isasmall study and the results are obviously preliminary. Third, despite our method of
relying on four independent coders and a consensus conference, there may be room for
different interpretations. Finally, research subjects with different illnesses facing different

/RB. Author manuscript; availablein PMC 2012 May 26.
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types of research projects may exhibit a different response. For instance, all of our subjects
seem to have undergone repeated and thorough informed consent discussions with their
research teams—something that will surely vary from study to study.

Despite these limitations, our pilot study providesinitial evidence to support a novel
approach to studying TM and related phenomena. Specifically, the study shows that research
subjects’ potentially worrisome statements must be interpreted in a much more contextual
manner—as elements of the overall decision-making process of each individual subject—
rather than judged as isolated statements. Doing so may lead to a better understanding of the
various style or approaches that subjects take in deciding to participate in research, which in
turn may suggest ways to improve the informed consent process.
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How the subjectsin a phase | gene transfer study for Parkinson’s disease talk about their motivations,
understanding, and other influences on their decision to participate.

Subject

Motivation for
Participation

Dual motivation

Benefit to self

Benefit to self

Benefit to self

Benefit to self

Altruism

Benefit to self

Dual motivation

Under standing of
Purpose of Study

Per ception of Benefit and Other
Influences on Decision to Participate

To test safety - Trust in neurosurgeon
- Denies researchers made specific
statements indicating participants woul d
benefit
- Intuitive feeling
- Hope and optimism
To test safety - Previous subjects doing OK
- Hope and optimism
- Denies researchers made specific
statements indicating participants would
benefit
To test safety - Previous subjects doing OK
To test efficacy - Positive media portrayal
(For future PD - Hope and optimism
patients)
To test safety - Denies researchers made specific
To test efficacy statements indicating participants
(For future PD would benefit
patients) - Allure of gene transfer technology
- Intuitive feeling
- Hope and optimism
- Trust in research team
To test efficacy - Previous subjects doing OK
(For future PD - Positive tone of informed consent
patients). discussion
- Denies researchers made specific
statements indicating participants woul d
benefit
- Science behind thetrial: “the resultsin the
lab with monkeys’; “the preparation that
they had gone through”
To test safety - Science behind the tria: “the theory

behind the procedure.”

- Denies researchers made specific
statements indicating participants would
benefit

- Trust in neurosurgeon

- Hope and optimism

Failed to appreciate
the purpose.

- Influence of previously enrolled subject in
GAD study

- Trust in neurosurgeon

- Positive tone of informed consent
discussion

- Denies researchers made specific
statements indicating participants woul d
benefit

- Previous subjects doing OK

- Hope and optimism

- Positive media portrayal of gene therapy

To test safety
To test efficacy
(For future PD
patients.)

- Trust in neurosurgeon

- Denies researchers made specific
statements indicating participants would
benefit

- Scientific reasons: S8 was later in the study
so got “more of the gene”

- Hope and optimism

- Previous subjects doing OK

Relationship Between Motivation and
Understanding
of Purpose

Dual motivation allows reconciliation:
Understood

purpose (safety) but still Agpedfor
benefit.

Chance worth taking: “It’s like throwing
the Hail Mary
pass...”

Chance worth taking: “1 mean | was
willing, you know,
to try it anyway.”

Chance worth taking: “There wasn’t
much to lose.”

Chance worth taking.

Motivation is congruent with the
objective purpose of the
study.

Did not care to understand the purpose at
the beginning:

“...I redly don’t remember thinking
about what they

were trying to accomplish as much as
how it was going

to affect me.”

Dual motivation allows reconciliation
between

motivation and understanding of purpose:
“If it benefits

me, that's a bonus.”
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