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Advocate Involvement in I-SPY 2
Jane Perlmutter, PhD, MBA

I am a breast cancer survivor and advocate who has become
involved in work to improve treatment for patients with this
dreaded disease. I am especially interested in innovative clin-
ical trial designs that can accelerate the pace of progress.
Given my professional experience in experimental design
and statistics, and my work as a patient representative for
the Cancer and Leukemia Group B cooperative group and
the Translational Breast Cancer Research Consortium, I
was invited to participate in planning the Investigation of
Serial Studies to Predict Your Therapeutic Response with
Imaging and Molecular Analysis 2 (I-SPY 2) trial at its
outset, even before we had a sponsor or a specific trial design.
As planning proceeded, there was considerable outreach to
additional advocates, and many became involved, as dis-
cussed below. In this editorial, I will discuss the use of advo-
cates in I-SPY 2 and the value they add. First, however, I will
briefly provide an overview of I-SPY 2.

I-SPY 2 is currently enrolling patients with locally
advanced breast cancer who will be randomized to receive
neoadjuvant treatment with either standard chemotherapy
alone or with an investigational agent that is based on the
patient’s biomarker profile."* Many aspects of I-SPY 2 are
highly innovative, including its 1) design (Bayesian, adap-
tive); 2) inclusion of up to 10 investigational agents produced
by multiple companies; 3) treatment of patients on the basis
of their tumor profiles; 4) open access to data; and 4) spon-
sorship by the Foundation of the National Institutes of Health

Biomarkers Consortium,” partnering with QuantumLeap
Healthcare Collaborative.* The goal of I-SPY 2 is to rapidly
and efficiently identify investigational agents that are likely
to succeed in phase 3 clinical trials, along with information
about which patients each agent will help.

I-SPY 2 is especially exciting to me because it represents
a new paradigm for phase 2 assessment of investigational
agents. In fact, it is a process for continually learning
about pipeline drugs rather than a clinical trial. This process
should lead to more rapid and personalized drug development.

PRINCIPLES OF ADVOCACY AND THE
INVOLVEMENT OF ADVOCATES IN I-SPY 2

During the past 20 years advocates have been involved in
cancer clinical trials by, for example, participating in cancer
cooperative groups and providing support for the accrual of
patients to trials.”® I-SPY 2 “pushes the envelope” with
respect to advocate involvement. Although the trial’s advo-
cate activities have been attempted before, I-SPY 2 involves
more advocates in a greater variety of ways than previous
trials.

Clarifying Goals of Advocate Involvement.—While
involving advocates in cancer research is becoming increas-
ingly common, the goals of these collaborations are often
unclear and may differ between investigators and advocates.
As discussed elsewhere, we believe that advocates contribute
to clinical trials by 1) sensitizing researchers to issues that
influence patient recruitment, retention, and satisfaction;
2) providing a consumer perspective on ethical issues;
3) focusing on toxicities as well as benefits; 4) encouraging
quality-of-life add-ons; 5) encouraging collaboration across

Acknowledgements—I wish to thank Laura Esserman and Don Berry, the I-SPY 2 principal investigators, for their vision, perseverance, and
leadership in launching I-SPY 2 and for inviting me to lead the advocate initiative; Meredith Buxton, Sarah Davis, and Julia Lyandres, I-SPY
2 staff at the University of California, San Francisco, for their wonderful support of the trial and advocate initiatives; and Meredith Buxton,
Debu Tripathy, Bev Parker, and Marion Perlmutter for their careful reading and editing of a previous draft. Finally, I want to thank all the
I-SPY 2 advocates for their colleagueship, interest, and participation in I-SPY 2.

Breast Diseases: A Year Book® Quarterly 21
Vol 22 No 1 2011



disciplines and among stakeholders, adding a personal face
and sense of urgency to research efforts; and 6) increasing
public understanding of science.

Maximizing advocate contributions requires selecting
appropriate advocates and providing them with appropriate
training and educational opportunities. These were priorities
in I-SPY 2.

Selecting Appropriate Advocates.—Given the large
number of breast cancer advocates interested in contributing
to clinical research, and the desire of the I-SPY 2 principal
investigators to engage advocates, we were intentionally
inclusive when recruiting advocates for I-SPY 2. We encour-
aged involvement from both experienced and novice advo-
cates, geographically and ethnically diverse advocates, and
advocates with a variety of advocacy affiliations. Some inter-
ested advocates—almost 200—have limited time but are kept
informed through regular email updates and an advocate
website. Others—about 40—who were interested in more
involvement have been engaged in either short-term projects
(eg, reviewing and contributing to the informed consent
forms or other patient materials) or ongoing groups (eg,
participating in conference calls as part of scientific working
groups or investigator briefings).

Providing Training and Educational Opportunities.—
Appropriate training is needed to maximize the contributions
of advocates. Fortunately, there are wonderful opportunities
for breast cancer advocates to learn about the relevant
science, such as the National Board for Certified Counselors’
Project LEAD’ programs and the American Association for
Cancer Research’s Scientist < — Survivor Program.® More
specific project-based education is often also necessary, as
is mentorship by experienced advocates and/or staff. In
I-SPY 2, we hosted a series of webinars, led by study inves-
tigators, that were specifically geared toward advocates and
covered a variety of relevant topics (eg, biomarkers, drug
development, breast imaging, adaptive trials, and reading
and reviewing trial protocols). We also maintain an advocate
website that features materials specific to I-SPY 2, as well as
general information for cancer research advocates. Finally,
our experienced advocates, including me, actively mentor
the less experienced advocates.

Assessing Advocate Contributions and Disseminating
Results.—Although most cancer research advocates are not
professional advocates and work on a volunteer basis, I
view their work as part of a maturing discipline. Assessing
their work, disseminating the results, and continually
improving the processes are important. As described below,
we have begun assessing advocate involvement in I-SPY 2
and have already presented 3 posters describing different
aspects of our work.”"!
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SUCCESSES AND CHALLENGES OF ADVOCATE
INVOLVEMENT IN I-SPY 2

Patient Support Materials and Institutional Review Boards
(IRBs).—Approximately 25 advocates expressed interest in
reviewing the I-SPY 2 protocol and/or assisting in devel-
oping patient support materials. The advocates worked
with the I-SPY 2 staff through email and teleconferences,
and this effort was quite successful.'” Prior to the start of
these activities, Barbara LeStage, an advocate with many
years of experience in cancer cooperative groups, the
National Cancer Institute (NCI) Central IRB, and the Direc-
tors’ Consumer Liaison Group, hosted a teleconference to
review the components and goals of the I-SPY 2 protocol
and offered tips on reviewing materials and providing useful
feedback. She subsequently hosted a number of teleconfer-
ences to discuss advocates’ reactions to various drafts and
consolidate their feedback. Investigators and staff were
very receptive to the advocates’ input. In addition to consid-
erable wording and formatting changes, other refinements
suggested by advocates included the use of a 2-step consent
process, travel reimbursement to patients for research-
related visits, and foreign language translation of the
informed consent document. A similar process involved
advocates in reviewing patient support materials, including
a brochure, DVD (produced through the generosity of The
Safeway Foundation), and patient website.'> While these
materials could certainly be improved, they set a high bar
and will be helpful to patients who are considering enrolling
in I-SPY 2.

I was disappointed, however, by what happened to the
informed consent and patient materials when they reached
the IRBs. Many IRBs had concerns about the materials
with which I disagreed and which sometimes conflicted
with concerns raised by other IRBs. Since each site is
using their own specific informed consent documents,
patients enrolled in I-SPY 2 at different sites may receive
different information presented in different ways. This cannot
be in the best interest of patients. Furthermore, the use of
several different versions of these documents resulted in
the need for additional time and resources to review all of
the changes and significantly increased the financial burden
associated with translating these documents into foreign
languages, given the variations among documents across
the study sites.

Engaging Advocates with Investigators.—I-SPY 2 has
a formal organizational structure that includes 9 scientific,
project management, and data working groups as well as
several external advisory groups and committees. Although
we assigned both an experienced advocate mentor and
a less experienced advocate to each group, and provided



written roles and responsibilities for advocates and working
group chairs, many of the groups did not actively engage
the advocates. This may have occurred, in part, because
some groups held no formal meetings or teleconferences.
The lessons I learned from this experience are to focus on
the areas in which advocates are most likely to contribute
and to put more effort into ensuring that investigators under-
stand the potential of advocate contributions and how best to
engage the advocates.

Assessing Advocate Involvement and Disseminating
Results.—As discussed above, we are committed to
advancing the discipline of cancer research advocacy by
assessing and disseminating the results of patient advocate
involvement. This is easier said than done. Nevertheless,
a group of advocates led by Liz Frank, who has a professional
background in assessment, is tackling this challenge. The first
success was a survey conducted to assess staff and advocates’
experiences while reviewing the trial protocol and patient
support materials for I-SPY 2. The results of this survey
were presented in a poster session at the 2010 San Antonio
Breast Cancer Symposium.'® We learned that the process
was successful but also identified specific strengths and
opportunities for improvement. In the future, we plan to
assess and report on the impact on patients of this and
other advocate initiatives.

CONCLUSIONS

Now, almost 4 years since I was first approached about be-
coming involved with I-SPY 2, we are accruing patients
from most trial sites. I am as enthusiastic as I was when
first approached about the trial because I believe it will
significantly improve both patient outcomes and the drug
development process.

I am also considerably wiser about the trials and tribula-
tions of getting cancer clinical trials launched, especially any
trial as innovative as [-SPY 2. It is widely recognized that we
must improve our approach to conducting clinical cancer
research.'®'* My own priorities would be to 1) increase the
use of innovative approaches to designing clinical trials
(eg, Bayesian approaches'”) so as to increase the pace of
progress; 2) change the IRB process so it focuses on protect-
ing patients rather than institutions and becomes more
efficient (eg, assigning a single IRB responsible for all
multi-institutional trials); and 3) streamline the contracting
process to be faster and encourage data sharing.

With respect to involving advocates in clinical trials, 1
remain enthusiastic about their potential contributions but
also better recognize the need for significant planning, men-
toring, and supervising to take full advantage of what they
offer. I believe advocacy organizations and groups like the

NCI Office of Advocacy Relations'® must increase their
efforts to better define and nurture research advocacy, with
a focus on assessing, sharing, and improving advocate
contributions.
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