


A Clinician and Patient Education Program

Patient Perspectives on Adjuvant Systemic Therapy of Early Colorectal Cancer

TABLE OF CONTENTS

4

© N O O

10
14

15

EDITOR’S NOTE

What it's like

PROJECT REPORT

Background

Objectives and Methods
Patient Demographics
Results

Conclusions

INTERVIEW WITH NORMAN WOLMARK, MD

Professor and Chairman, Department of Human Oncology
Allegheny General Hospital

Professor, Drexel University College of Medicine

Chairman, National Surgical Adjuvant Breast and Bowel Project
Pittsburgh, Pennsylvania

AUDIO PROGRAM GUIDE

Track 1

Track 2
Track 3

Track 4

Track 5
Track 6

Track 7

Background of the Patient Track 8 Informing and involving patients
Perspectives Project in treatment decision-making
Survey objectives and methods Track 9  Patient preferences for adjuvant

Characteristics of participating systemic therapy

patients Track 10 Patient-reported experiences
of side effects and tolerability

Results of a comprehensive )
of adjuvant chemotherapy

survey of patients who received
adjuvant systemic therapy for Track 11 Patient ratings of care and
CRC information received from

Survey conclusions medical oncologists

Early NSABP studies and Track 12 Patient viewpoints on partici-

rationale for adjuvant systemic pation in clinical trials

therapy
Discrepancies in the approach

to adjuvant therapy for breast
and colon cancer

©

Download PowerPoint and audio from this report at
www.ColorectalCancerUpdate.com/Patients2007




Faculty featured on accompanying 5-CD
audio patient education program

George A Fisher, MD, PhD
Associate Professor of Medicine
Stanford University School of
Medicine; Director, Clinical
Trials Office, Stanford University
Cancer Center

Palo Alto, California

Neal J Meropol, MD

Director, Gastrointestinal Cancer
Program; Director, Gastrointestinal
Tumor Risk Assessment Program
Divisions of Medical Science and

\ Population Science

| Fox Chase Cancer Center
Philadelphia, Pennsylvania

Leonard B Saltz, MD
Professor of Medicine

Weill Medical College of Cornell
University; Attending Physician
Colorectal Disease Management
~ Team Leader, Memorial Sloan-
Kettering Cancer Center

New York, New York

Robert A Wolff, MD

Associate Professor of Medicine
Deputy Chairman for Clinical Affairs
Department of Gastrointestinal
Medical Oncology, The University of
Texas MD Anderson Cancer Center
Houston, Texas

Axel Grothey, MD
Senior Associate Consultant
Department of Medical
Oncology, Mayo Clinic
Rochester, Minnesota

John L Marshall, MD

Chief, Hematology and Oncology
Director of Developmental
Therapeutics and Gl Oncology
Lombardi Comprehensive Cancer
Center, Georgetown University

‘ Washington, DC

CANCER Q AND A: COLORECTAL CANCER EDITION — CME/CNE INFORMATION

STATEMENT OF NEED/TARGET AUDIENCE

Counseling patients on the adjuvant treatment options and personal implications of the diagnosis of
early colorectal cancer is complex and time consuming. The many variants of this disease make it a
challenge to explain important information to patients in an understandable manner.

This audio activity focuses on interviews with clinical and research specialists in colorectal cancer and
specifically reviews how these clinicians educate and counsel their patients. In addition, this program
provides interviews with patients and their spouses to illustrate the patient’s experience. The goal of this
series is to help physicians and nurses better understand how to optimally discuss adjuvant therapy of
colorectal cancer with patients in their care.

PURPOSE STATEMENT

To present the most current research developments and systemic adjuvant therapy options in early
colorectal cancer, the perspectives of clinicians on how to present this information to patients and the
experience of patients diagnosed with early colorectal cancer.

GLOBAL LEARNING OBJECTIVES

e Discuss the diagnosis and staging of early colorectal cancer, the risk of recurrence and the rationale
for adjuvant therapy.

Describe treatment options and clinical trials in the adjuvant setting for patients with colorectal
cancer.

Discuss side effects and benefits of various systemic adjuvant therapies for colorectal cancer.
Describe potential benefits and risks to patients associated with clinical trial participation.
Identify behavioral changes patients can employ to reduce their risk of recurrence.

Describe the psychosocial and emotional impact associated with the diagnosis and treatment of
early colorectal cancer on patients and their loved ones.

Discuss the Patient Perspectives on Adjuvant Systemic Therapy of Early Colorectal Cancer survey
and the implications for clinicians.
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What it’s like

A few years ago, our ever-exploring CME group in Miami conducted a highly
interesting education experiment. We gathered a dozen urologists, radiation
oncologists and medical oncologists for a daylong roundtable audio recording
on the management of prostate cancer. What made this event particularly
interesting was that all 12 of these men had been previously diagnosed with
the disease.

In their practices over the years, these physicians had treated many patients
with prostate cancer, and the first message that came out of this discussion
was that living through the diagnosis and therapy turned out to be far more
challenging than they expected.

My most vivid memory of this amazing day was the story of a urologist from
Nebraska. In practice for more than 30 years, this experienced clinician,
who was quite familiar with the current prostate cancer database, became so
convinced of his imminent death following the news that he had Gleason 5
disease in one core (95 percent cure rate) that he refused to purchase new
clothes for more than six months.

What these physicians also learned is that for most of us, an internal courage
switch comes on in these crises, and often the drive to get through the
maelstrom revolves around concerns for others who depend on us, particularly
our families.

Although the clinician “patients” with prostate cancer described here are
unique in understanding their disease, they are in no way alone with regard
to feelings, emotions and fears. As we have come to learn, cancer patients,
regardless of their tumor type, are far more alike than we might expect.

The enclosed report describes the third phase of a fascinating project that our
group began in 2004 to further build on our understanding of the cancer
experience. For this unique endeavor, we focused on colorectal cancer and
more specifically the important topic of adjuvant chemotherapy for this disease.

Adjuvant chemotherapy is a critical issue throughout cancer medicine because
cases involving this treatment approach in breast, colorectal and lung cancer
alone account for approximately one third of all medical oncology office visits.

For the first phase of this colorectal cancer project, we hosted approximately
100 survivors of the disease and their loved ones at a town meeting on adjuvant
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therapy in Houston. During the event, participants listened to presentations
by clinical investigators and used interactive keypads and networked laptop
computers to provide perspectives on the information they heard (Love 2005).

Based on the preliminary findings from the town meeting, we then produced
a pilot audio education program and surveyed 150 more survivors for their
thoughts on a number of key issues related to adjuvant therapy and their
perceptions about the value and benefit of the audio program (Love 2006a).

Last year, the project shifted into high gear with the production of a five-hour
audio patient education program on adjuvant treatment of colorectal cancer
(delivered as a companion to this report) and a survey of 150 people who
recently received adjuvant therapy for this disease.

The major survey findings are described in the report, and it would be fair to
say that this work has received considerable attention. The results were first
presented during a plenary session at the Gastrointestinal Cancers Symposium
in Orlando in January 2007 (Love 2007c) and then again as a poster discussion
at the June 2007 ASCO annual meeting in Chicago (Love 2007b). This work
has also generated significant enthusiasm and interest among the lay and
medical press and was featured in a prominent article in USA Today (Szabo
2007) and in a number of other publications.

The real value in completing this project was not just in the specific findings
but that we were able to contribute to and continue what needs to be a major
ongoing effort to ask patients about their experiences and perspectives.
Oncology healthcare professionals must be constantly made aware of this
valuable information so that they can properly address the needs and desires
of their patients. The enclosed audio CD further describes this project and
includes the related comments of NSABP Chair Dr Norman Wolmark, who
was interviewed in Orlando after our initial presentation of the data.

For our next step in this compelling voyage, we hope to prospectively survey
people about to undergo or in the midst of receiving adjuvant chemotherapy
and those in the recovery process. We want not only to learn more about
how to assist and support these patients in whatever way possible but also to
better understand how we can more effectively incorporate these individuals
into clinical trials. It is unfortunately clear that our current treatment tools for
this disease are suboptimal, and we must find better answers quickly through
research.

To this point, hundreds of patients and family members willingly contributed
their time and effort to this compelling “research” project. We salute these
participants and deeply appreciate their commitment to moving the field
forward. They understood what many of us have come to realize — namely,
that their stories, just like that of the urologist paralyzed by the fear of prostate
cancer, need to be listened to and understood. m

— Neil Love, MD
NLove@ResearchToPractice.com
June 10, 2007
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How well do we communicate with patients
concerning adjuvant systemic therapy?
Project results and discussion

BACKGROUND

Clinical decision-making regarding adjuvant systemic therapy for solid tumors
presents a substantial patient education challenge to medical oncologists. The
treatment strategy is subtle and challenging to explain to patients; the potential
benefits involve complex numeracy; and the potential risks of therapy may be
substantial.

Despite these potential obstacles, clinicians are regularly called upon to
counsel patients about this treatment option, and approximately one third
of office visits for US-based medical oncologists relate to adjuvant systemic
therapy of breast, colorectal and lung cancer (Love 2007).

Patterns of Care surveys conducted by our CME group (Love 2006) and other
similar surveys (Ravdin 1998; Bremnes 1995; Jansen 2001) indicate a discrep-
ancy in the way oncologists approach this treatment strategy across tumor
types. For example, oncologists are more likely to recommend chemotherapy
to a woman with triple-negative breast cancer than to a patient at similar risk
with colorectal cancer (Figure 1).

Survey of 150 Medical Oncologists (6/2006)

How likely are you to recommend adjuvant chemotherapy to a 60-year-old healthy woman with
breast cancer or colorectal cancer?

Percent “very likely”
100 -

ER-negative 90%
90 A breast cancer 81% 83%
80 M Colorectal cancer
70
60
50  46% 49%
40
304 22%
20
10 l
0 T T
10% risk 20% risk 30% risk
of recurrence of recurrence of recurrence

p<0.01 p<0.01 p<0.01



Many factors contribute to this dichotomy, including a less well-established
research database supporting adjuvant therapy in colorectal cancer. However,
in breast cancer, a series of patient surveys over the last 20 years has also had
an important impact on the clinical practice of adjuvant therapy.

For example, a sentinel 1986 Australian study by Coates and Simes (Coates
1992; Simes 2001) of 104 women treated for breast cancer with adjuvant CMF
for six months demonstrated that approximately half would receive the same
therapy again for a one percent improvement in five-year overall survival.

Because no similar study had been conducted for patients with colorectal
cancer, our CME group launched several preliminary needs assessment activities
to better understand the perspectives of people in this clinical situation. These
included a 2004 interactive town meeting with approximately 100 colorectal
cancer survivors and guests and a 2005 national survey of 150 people with
colorectal cancer who reviewed an audio interview with clinical investigator
John L Marshall, MD.

We then initiated the current study to validate and expand on previous
findings by exploring the experiences of people with colorectal cancer who
had recently received adjuvant chemotherapy. The project had several major
objectives (Figure 2).

Patient Perspectives Project Objectives

e Evaluate patient attitudes and physician beliefs regarding treatment tradeoffs in adjuvant
therapy of colorectal cancer.

e Document patient expectations of chemotherapy and how these compared to actual
experiences.

e Ascertain the level of patient interest in and understanding of an audio/web education pro-
gram featuring clinical investigators and patients discussing the potential risks and benefits
of adjuvant chemotherapy.

METHODS

People with colorectal cancer (N = 150) who had received adjuvant chemo-
therapy in the past five years were recruited through advocacy groups and
medical oncology practices to listen to an audio education program and
complete a survey relating to the information provided in that program.

The educational program, which provided a standardized information
platform, featured interviews with clinical investigators (Leonard Saltz, John
Marshall, Neal Meropol, George Fisher, Robert Wolff and Axel Grothey)
and seven patients (and two spouses) previously treated with adjuvant chemo-
therapy for colorectal cancer.

Participants were then provided with six theoretical case scenarios (Figure 3)
and corresponding graphics illustrating the changes in risk of relapse associated
with adjuvant chemotherapy (Figure 4).



Tradeoff Situations Presented

Recurrence risk

Scenario Baseline With chemotherapy Absolute benefit
1 50% 49% 1%
2 20% 19% 1%
3 20% 17% 3%
4 50% 45% 5%
5) 20% 15% 5%
6 50% 40% 10%
Sample Presentation of Case Scenario
Scenario 4

e Baseline recurrence risk: 50%
e Risk with chemotherapy: 45%

e Absolute benefit: 5%

45

50

Patients cured because
of adjuvant chemotherapy

Patients whose cancer
would return even though
they received adjuvant
chemotherapy

Patients who were
already cured without
adjuvant chemotherapy

Participants were queried about their willingness to undergo the same chemo-
therapy regimen they had previously received for each of the described

scenarios.

The survey included a number of additional questions relating to the partici-
pants’ expectations of and experiences with adjuvant therapy, the quality of the
care delivered and information provided by their oncologists and the options
presented for clinical trial participation. Patients were also asked to evaluate the
understandability, value and relevance of an audio/web education supplement.

A companion survey of 150 medical oncologists and 24 gastrointestinal (GI)
cancer specialists was conducted, and participants were asked to consider the
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same six scenarios evaluated by the patients and then estimate the percent of
patients in their practice they thought would be willing to undergo chemo-
therapy again for the benefits described.

PATIENT DEMOGRAPHICS

Most participants had been diagnosed with colon cancer and had Stage 111
disease (Figure 5). The median age was 55, 67 percent of participants were
female, 86 percent were Caucasian and 79 percent had some college education.
Approximately half had received adjuvant therapy with oxaliplatin and a
fluoropyrimidine (mainly variations of FOLFOX), and the other half had
mostly received a fluoropyrimidine alone. At the time of the survey, 87
percent of the patients were free of cancer recurrence.

The educational content presented on the audio program was evaluated

for understandability and relevance. Despite the relatively sophisticated
concepts presented, most patients stated that they understood the information
completely or almost completely (Figure 6) and believed that it would be
relevant and of interest to other patients diagnosed with colorectal cancer.

Patient Demographics

Original cancer diagnosis Patient age

Over 65
Colon

50 to 65

Rectum Under 50

Stage at diagnosis Treatment received

Fluoropyrimidine

Stage |1l + oxaliplatin

Fluoropyrimidine

Stage Il

Unsure Other (5%)



RESULTS

More than one third of the patients would be treated again with the chemo-
therapy regimen they previously received for a one percent reduction in the
risk of relapse, although more than 10 percent would not receive treatment
again even for a 10 percent reduction in the risk of relapse (Figure 7a).

The responses of men and women were not statistically different, and no

n Patient Understanding of the Audio Segments

Audio segment 5:
Strategy and potential benefits
of adjuvant therapy

Audio segment 9:
Risks of adjuvant therapy

| understood | understood it
it completely completely or
or almost almost completely
completely

| understood
most of it

| understood | understood
some of it (5%) most of it
Percent of Patients Who Would Be Treated Again for Various
Absolute Reductions in Relapse Rate
100+
90 - 88%
80 77%
701 68%
= 601 57%
§ 501
€ 40] 35%  36%
304
20
10 1
01 T T T T

1% 1% 3% 5% 5% 10%
(50%-49%)* (20%-19%) (20%-17%) (50%-45%) (20%-15%) (50%-40%)

* Baseline risk of relapse and risk after chemotherapy
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gender-related trends were found in treatment tradeoff perspectives (Figure
7b). Nor were significant differences apparent in the responses of patients
receiving oxaliplatin-containing regimens compared to other regimens, mainly
fluoropyrimidine monotherapy, despite the potential increase in side effects
and toxicity associated with the addition of oxaliplatin (Figure 7c).

When these findings were compared to the related Patterns of Care survey,
data demonstrated that the predictions of practicing oncologists were lower
than the responses of the patients surveyed. A parallel survey of GI oncology
investigators showed similar predictions (Figure 8).

Percent of Patients Who Would Be Treated Again
for Various Absolute Reductions in Relapse Rate

p=0.290
100 Male p=0.584 92%
90+ M Female p=0713 goo 86%
80 76%
=04 %
701 p=0418 70% o
59%
£z 601 52%
3 50l p=0.630 p=1.000
[}
o o, >y o,
404 5,0, 36% 36%36%
304
204
101
0
1% 1% 3% 5% 5% 10%
Percent of Patients Who Would Be Treated Again
for Various Absolute Reductions in Relapse Rate
p=0.448
100+ Oxaliplatin -
” xaliplati p=0.230 . 90%
1 M No oxaliplatin - 0622 829 °
80 A p=0.117 73%
70 639 68% 68%
= 601
c _ p=0244 519
g 50 p=0.416 "
[l o
a 38%
401 359 32%
304
204
101
0 : : :
1% 1% 3% 5% 5% 10%
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n Patient Responses versus Physician Predictions

Patients
100- M Clinical investigator predictions
904 M Medical oncologist predictions 88% .,
83%
80+ 72%
70 68%
59%
z 601 52%
S 50
Q
8 404 35%
304
20 i 17% 19%
10 1
0- : T
1% benefit 5% benefit 10% benefit
E Patient Expectations versus Experiences

How similar was your overall experience with adjuvant chemotherapy compared to what your
oncologist told you to expect?

Much more difficult 15%

Somewhat more difficult 28%

Similar 42%
Somewhat easier 12%

Much easier 3%

The patient participants were also queried about their experiences with the
side effects and toxicities of treatment, and their experiences with adjuvant
chemotherapy were somewhat different than anticipated (Figure 9a). Specifi-
cally, more than half of the patients expected more GI toxicity and alopecia
than they experienced (Figure 9b).

In contrast, more than one third of the of patients receiving oxaliplatin-
containing regimens experienced more troubling cold intolerance and periph-
eral neuropathy than they expected (Figure 9c).

Most patients were satisfied with the overall quality of care received from their
medical oncologists, but fewer were satisfied with the amount of information
provided on side effects and treatment benefits (Figure 10).
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ﬂ Nausea and Hair Loss

How would you rate the following compared to what you expected?

Nausea or vomiting Hair loss
Not as bad 57% Not as bad 66%
About the same 23% About the same 27%
Worse 20% Worse 7%
Cold Intolerance and Neuropathy

How would you rate the following compared to what you expected?

Cold intolerance* Numbness in fingers and toes*
Not as bad 24% Not as bad 19%
About the same 38% About the same 35%
Worse 38% Worse 46%

* Patients receiving oxaliplatin-containing regimens

Patients’ Grading of Their Oncologists
Overall care provided Information provided on side effects
A 69% A 44%
B 23% B 27%
C 6% C 21%
D 2% D 5%
F 0% F 3%

Most patients were not offered participation in a clinical research study, and of
those patients who were not, more than 80 percent would have liked to learn

about research-based opportunities. However, of the patients who were offered
clinical trial participation, approximately two thirds declined entry (Figure 11).
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Patient Participation in Clinical Trials

Were you offered participation in a clinical trial as part of your treatment?

Yes, participated

No ——

Yes, declined

CONCLUSIONS

e The perspectives of people with colorectal cancer can be challenging to
understand for those not facing the experience firsthand, even oncology
professionals. Physicians should consider that potential heterogeneity exists in
patient attitudes with regard to the risk-benefit tradeoffs of adjuvant chemo-
therapy, and individualized treatment decisions should consider the perspec-
tives of that person.

 Patients’ experiences with the side effects of adjuvant chemotherapy may be
quite different from what they expect, and it is important to consider that
external sources such as other patients or friends and relatives may be contrib-
uting to gaps in physician-patient communication about treatment-related
toxicities.

* These findings are limited by the potential bias introduced because partici-
pants had previously decided to receive adjuvant chemotherapy and were
generally free of recurrence. However, the survey suggests an opportunity to
supplement the information patients receive from their medical oncologists. To
confirm the findings and explore how improvements may be implemented,
the next step will be to conduct a prospective, real-time evaluation of patients
undergoing this decision-making process and to evaluate the impact of an
audio/web program to enhance physician-patient communication. m
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INTERVIEW

Dr Wolmark is Professor and Chairman in the Depart-
ment of Human Oncology at Allegheny General Hospital,
Professor at the Drexel University College of Medicine
and Chairman of the National Surgical Adjuvant Breast
and Bowel Project in Pittsburgh, Pennsylvania.

Select Excerpts from the Interview with Dr Wolmark
Track 7 (See Figure 1)

DR LOVE: This survey demonstrates that in lower-risk settings, oncolo-
gists are more likely to use adjuvant chemotherapy in breast cancer than
they are in colon cancer. Any thoughts?

DR WOLMARK: I believe it underscores a disconnect. It underscores a hetero-
geneity and an inconsistency among oncologists, primarily. It’s not an incon-
sistency in the benefit for and responsiveness of the tumor in breast cancer as
opposed to colon cancer. The philosophy of a medical oncologist specializing
in breast cancer is somewhat different from the philosophy of an individual
treating colon cancer.

DR LOVE: One of the issues regarding breast versus colon cancer in the lower-
risk, node-negative situation is that there is not as much data in colon cancer
as there is in breast cancer.

DR WOLMARK: We may not have as much support in the number of patients
treated. However, I believe it’s consistent to state that we have no reason,
biologically, to assume that low-risk colon cancer will respond or benefit in a
different manner than Stage III colon cancer.

You can make the same statement for Stage I and II breast cancer. And yet we
haven’t been inhibited by the threshold to be reached before administering
chemotherapy in breast cancer, whereas we have been inhibited by that
threshold in colon cancer.

I do want to clarify something: I'm not suggesting that every patient who
has Stage II colon cancer should receive chemotherapy — it may be that the
majority should not. But I do believe that the patient has to be an integral
part of the decision-making process. The patient should be provided with
an opportunity to participate in determining whether he or she will receive
chemotherapy.
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