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CME Test Answer Key

1. d. “We have data that capecitabine is at least as active, if not trending towards superiority, in disease-free survival
compared with the Mayo Clinic regimen (intravenous 5-FU/leucovorin, administered five days monthly, for six months)
in stage III colon cancer patients,” stated Dr. Grothey. “It is a very logical step to combine capecitabine with oxaliplatin
in the adjuvant setting.” This study also showed a significant improvement in relapse-free survival with capecitabine
(P = 0.04).

Locator: Available Adjuvant Therapies for Colorectal Cancer/Establishing the Standard of Care

2. b. Dr. Grothey noted that the combination of oxaliplatin and capecitabine in the adjuvant setting is currently under
investigation in several clinical trials but should not yet be recommended for routine use.
Locator: Available Adjuvant Therapies for Colorectal Cancer/Establishing the Standard of Care

3. a. Dr. Philip explained, “If a patient is not tolerating the oxaliplatin-based treatment...then single-agent 5-FU or
fluorouracil-type treatment will be necessary. In my practice, if [ am going to use single-agent fluoropyrimidine, I would
give a capecitabine treatment rather than 5-FU/leucovorin intravenously.” Dr. Grothey explained that for stage Il and
high-risk stage II patients who cannot tolerate FOLFOX, his approach to treatment is to use capecitabine, having
backed away from bolus dosing of 5-FU/leucovorin in the adjuvant as well as palliative setting.

Locator: Available Adjuvant Therapies for Colorectal Cancer/Alternative Therapies for Patients Intolerant of FOLFOX

4. c. Dr. Goldberg explained, “If you are going to embark on chemotherapy, you want to take the most effective
chemotherapy that there is for your patient’s stage of disease. I believe that the data from the MOSAIC trial and the
NSABP trial point to combination chemotherapy as being not only most effective in stage III disease but likewise most
effective in stage II disease.”

Locator: Identifying Populations Who May Benefit from Adjuvant Therapy/Treating Stage II Patients

5. ¢. Commenting on combination therapy with oxaliplatin compared with single-agent therapy, Dr. Ryan stated,
“There are some stage III patients who likely would not benefit from oxaliplatin, mostly because of toxicity issues.”
Providing examples of such patients, he continued, “For a patient with comorbid disease, such as a severe peripheral
neuropathy, oxaliplatin has the potential to worsen the neuropathy.”

Locator: Identifying Populations Who May Benefit from Adjuvant Therapy/Role of Single-Agent Treatment for
Colorectal Cancer in the Adjuvant Setting

6. b. Dr. Philip noted that in his practice most resected stage IV patients receive adjuvant treatment. However, he
cautioned, there are little clinical data from randomized trials to confirm the benefit in treating these patients with
adjuvant therapy. He added that the guidelines do not provide specific recommendations on adjuvant therapy for
resected stage IV patients, in large part because of the difficulty in finding a high level of clinical data to support such
an approach; however, most physicians will treat these individuals. He noted, “Certainly, we are borrowing from the
data for treating high-risk stage III patients, assuming that we are also dealing with a micro metastasis the same way.
In my opinion, our practice will continue in this way until we have a major study that examines this issue.”

Locator: Identifying Populations Who May Benefit from Adjuvant Therapy/Clinical Cases: Resected Stage IV Patients

7. c. The abstract looked at the use of FOLFOX in three different settings—the adjuvant setting, the first-line setting,
and the second-line setting—and compared the experience in four different trials for patients above and below the age
of 70. “We found in all three settings,” explained Dr. Goldberg, “that individuals who were enrolled in clinical trials—
and, obviously, those are a selected group of patients—tolerated the chemotherapy essentially as well as did younger
patients. They also derived the same benefit from either adjuvant or advanced disease therapy as did younger patients.
The toxicities that were slightly but significantly increased in older patients were neutropenia and thrombocytopenia,
but they did not result in severe complications.”

Locator: Identifying Populations Who May Benefit from Adjuvant Therapy/Clinical Cases: Elderly Patients

8. a. Dr. Ryan explained that neurotoxicity is a manageable problem and that the key to managing it is early recognition
and, in the adjuvant setting, dose reduction or discontinuation of oxaliplatin therapy when neurotoxicity is first noticed.
This is different from the approach in the metastatic setting, particularly in patients who are responding to therapy, and
the desire is to continue therapy to achieve at least maximum response. Dr. Goldberg added, “My suspicion is that in
time we will find that this somewhat arbitrarily picked six-month range of treatment may be more than is necessary to
get benefit.” Dr. Grothey countered that they need to look to the published data for guidance.

Locator: Managing Toxicities Related to Chemotherapy/Managing Neurotoxicity

9. b. Dr. Grothey stated that his first step when he notes the presence of myelosuppression is to eliminate the 5-FU dose.
Dr. Goldberg commented that he tends not to use the bolus dose of 5-FU.
Locator: Managing Toxicities Related to Chemotherapy/Managing Myelosuppression

10. c. Dr. Goldberg noted that biologic agents are currently under investigation for use in the adjuvant setting but
cautioned that currently these agents have not been shown to be effective in this setting and therefore “should not be
used at this time outside of the context of the clinical trial” for adjuvant therapy. Biologic agents currently have no role
in the adjuvant treatment of colorectal cancer.

Locator: Treatments Under Investigation
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Educational Overview

Colorectal cancer (CRC) is a highly prevalent, yet treatable, disease. For the medical community to
appropriately address and manage this life-threatening disease, several issues need be conquered and
consensus must be achieved. Some of the issues at stake include: whether applying the “who, what, where,
when, why, and how” approach to adjuvant treatments can assist clinicians in understanding their utility in
CRC management, how to determine the risk-to-benefit ratio of adjuvant therapy in patients with
complicated CRC, and how to remain knowledgeable about treatment in the face of a steady stream of
information and constant therapeutic advances for CRC, (e.g., anti-angiogenics, immunotherapy,
combination therapies, etc).

Through debate and authoritative peer exchange, this Medical Crossfire® activity, conducted in conjunction
with UMDN], will discuss these and other issues related to adjuvant therapy for colorectal cancer.

Target Audience
This educational activity is designed for gastroenterologists, oncologists, and other clinicians interested in
or involved with the treatment of patients with colorectal cancer.

Learning Objectives

e Discuss available pharmacological treatment regimens for managing colorectal cancer in the adjuvant
setting and the rationale for treatment selection.

e Identify special populations who might benefit from adjuvant therapy for colorectal cancer.

e Review strategies for managing adverse events and toxicities associated with adjuvant therapy for
colorectal cancer.

e Appraise pharmacological strategies currently under investigation for the treatment of colorectal cancer in
the adjuvant setting.

Method of Instruction

Participants should read the learning objectives and review the activity in its entirety. After reviewing the
material, complete the self-assessment test consisting of a series of multiple-choice questions. The activity
is complemented with references that contain the rationale for the correct answer to each question as well
as a description identifying the section in the activity that contains the correct answer, allowing participants
to review the material as needed, thus finalizing their educational participation.

Upon completing this activity as designed, participants will receive a letter of credit awarding AMA/PRA
category 1 credit three to four weeks after receipt of the registration and evaluation materials. Estimated
time to complete this activity as designed is one (1) hour.

Accreditation

This activity has been planned and implemented in accordance with the Essential Areas and Policies of the
Accreditation Council for Continuing Medical Education (ACCME) through the joint sponsorship of
UMDN]J-Center for Continuing and Outreach Education and Medical Crossfire/Liberty Communications
Network. UMDN]-Center for Continuing and Outreach Education is accredited by the ACCME to provide
continuing medical education for physicians.

UMDN]J-Center for Continuing and Outreach Education designates this educational activity for a maximum
of 1 AMA PRA Category 1 Credit.” Physicians should only claim credit commensurate with the extent of
their participation in the activity.

This activity was reviewed for relevance, accuracy of content, balance of presentation, and time required for
participation by David A. August, MD; Shayma Master, MD; and Adam L. Palance, MD.
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program faculty are required to disclose to the activity participants: 1) the existence of any financial interest
or other relationships with the manufacturers of any commercial products/devices, or providers of commercial
services, that relate to the content of their presentation/material, or the commercial contributors of this activity,
that could be perceived as a real or apparent conflict of interest; and 2) the identification of a commercial
product/device that is unlabeled for use or an investigational use of a product/device not yet approved.

Faculty Disclosure Declarations
Dr. Goldberg has received grant/research support from sanofi-aventis; and has been a consultant for and has
served on the scientific advisory boards of Genentech and sanofi-aventis.

Dr. Grothey has been a consultant for Bristol-Myers Squibb, Genentech, Roche Laboratories, and sanofi-aventis;
and has served on the scientific advisory boards of Bristol-Myers Squibb, Genentech, and sanofi-aventis.

Dr. Philip has received grant/research support from Eli Lilly and Co., Genentech, Pfizer Labs, and Roche
Laboratories; and has been a consultant for and has served on the scientific advisory boards of Bristol-Myers
Squibb and ImClone.

Dr. Ryan has served on the speakers’ bureaus of Genentech, Pfizer Labs, and Roche Laboratories.
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Dr. August, Dr. Master, and Dr. Palance have no financial arrangements or affiliations to disclose.

Off-Label Usage Disclosure

This program contains discussion of commercial products/devices that are unlabeled for use or investigational
uses of products not yet approved. Capecitabine is approved for the adjuvant treatment of colon cancer in
patients with stage III colon cancer as single-agent therapy, and oxaliplatin is approved as adjuvant therapy in
combination with 5-FU/leucovorin for stage III colon cancer patients. However, use of these agents as adjuvant
therapy for colorectal cancer in other patient types or in other combinations, including with each other, is not
approved. Irinotecan, bevacizumab, and cetuximab are not approved as adjuvant therapy for colorectal cancer.

Disclaimer

The views expressed in this activity are those of the faculty. It should not be inferred or assumed that they are
expressing the views of sanofi-aventis, any other manufacturer of pharmaceuticals, UMDN], or Medical
Crossfire/Liberty Communications Network.

It should be noted that the recommendations made herein, with regard to the use of therapeutic agents,
varying disease states, and assessments of risk, are based upon a combination of clinical trials, current
guidelines, and the clinical practice experience of the participating panelists. The drug selection and dosage
information provided in this activity are believed to be accurate. However, the participants are urged to
consult the full prescribing information on any drug mentioned in this activity for recommended dosage,
indications, contraindications, warnings, precautions, and adverse effects before prescribing any medication.
This is particularly important when a drug is new or infrequently prescribed.

©2006 by UMDN]J—-Center for Continuing and Outreach Education and Liberty Communications Network.
All rights reserved including translation into other languages. No part of this activity may be reproduced or
transmitted in any form or by any means, electronic or mechanical, including photocopying, recording, or any
information storage and retrieval systems without permission in writing from UMDN]J-Center for Continuing
and Outreach Education or Liberty Communications Network.

Medical Crossfire® is a registered trademark of Liberty Communications Network, a Cardinal Health company.
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olorectal cancer is the third most common cancer in the United

States." According to the American Cancer Society, approximately

106,000 new cases of colon cancer and 41,000 new cases of rectal
cancer are diagnosed each year in the US, and about 57,100 people in the
US die of colorectal cancer annually." Among patients who undergo curative
resection for colorectal cancer, up to 50% will relapse and die of metastatic
disease.? In the early 1990s, clinical data supported the use of fluorouracil
and levamisole in the postoperative adjuvant setting, with the combination
demonstrating a 33% reduction in mortality among stage lll patients.’
Subsequently, adjuvant treatment of colorectal cancer with fluorouracil and
leucovorin emerged as the standard of care. More recently, newer adjuvant
therapies have been investigated, resulting in a change in the approach to
treatment of colorectal cancer in the adjuvant setting. In an effort to
evaluate currently available strategies and gauge the promise of new
treatment options, Medical Crossfire convened a panel of national experts
to discuss these issues.

Available Adjuvant Therapies when asked how single-agent therapy

for Colorectal Cancer therapy,

Dr. Goldberg asserted that there is a clear

compares with combination

Single-Agent versus Combination Therapy advantage with dual-agent therapy. He cited

Treatment with S-flourouracil (5-FU) and two recent studies that investigated the

leucovorin (5-FU/leucovorin), considered
single-agent therapy, has been shown to
improve survival in the adjuvant treatment of

*6 Recently, capecitabine, an

colon cancer.
oral fluoropyrimidine, has been investigated
as single-agent therapy for the treatment of
colorectal cancer in the adjuvant setting.’
Peter L. Salgo, MD, moderator of this
Medical Crossfire, asked the panel to review
currently available adjuvant therapies.
Noting the promising data with
capecitabine, Richard M. Goldberg, MD,
began the discussion by stating, “There has
recently been data arising from a trial of
capecitabine versus 5-FU/leucovorin that
shows an equivalent benefit.”” However,

combination of oxaliplatin, a third-generation
platinum derivative, with 5-FU versus
5-FU/leucovorin therapy alone.*” The first
study used the FOLFOX 4 regimen and the
other used the FLOX regimen.*’ Based on the
data from both studies, which each showed
an improvement in disease-free survival with
oxaliplatin-5-FU/leucovorin therapy, explained
Dr. Goldberg. “At this time it is clearly
acknowledged that when patients are able to
take combination chemotherapy there is an
advantage over using single-agent treatment.”

Agreeing with Dr. Goldberg, Axel
Grothey, MD, remarked, “The consensus
right now among oncologists is that dual-
agent therapy with an oxaliplatin/5-FU-
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based regimen is superior to single-agent

5-FU/leucovorin  or capecitabine-based
regimens. This consensus is based on the two
large, well-conducted trials both inside and
outside the United States that indicated that
the addition of oxaliplatin increases the
chance for patients to be disease free for at

least three to four years.®*”

Establishing the Standard of Care

Dr. Salgo next asked whether FOLFOX
should be considered the standard of care for
adjuvant therapy for colorectal cancer.

“When we talk about stage III disease, yes,
definitely,” replied Dr. Grothey. “You would
have to persuade me not to consider
oxaliplatin-based therapy as the standard of
care and explain why a particular patient
should not receive oxaliplatin.” He considers
5-FU/leucovorin plus oxaliplatin therapy—
regardless of whether the regimen used is
FOLFOX or FLOX—to be the standard of
care. He added that currently his preference is
FOLFOX because there are more data and
more long-term experience with it compared
with FLOX. He explained that “FLOX is a
newer regimen, and I would like to see more
toxicity data on it.”

Philip A. Philip, MD, PhD, provided a
brief explanation of the clinical trial data
supporting the use of FOLFOX as the standard
of care. “The Multicenter International Study
of Oxaliplatin/5-Flourouracil/Leucovorin in
the Adjuvant Treatment of Colorectal Cancer
(MOSAIC) Trial,®* which was conducted in
Europe, supported the use of FOLFOX
regimen in this setting. That study included
both stage II and stage III patients, although
there were more patients with stage III colon
cancer. There was clear benefit in terms
of disease-free survival in that study.” Three-
year disease-free survival was 78.2%
for FOLFOX-treated patients and 72.9% in
the 5-FU/leucovorin group (P = 0.002). He
continued that there was a trend in terms of
improving overall survival and that the
medical community is “still waiting for the

MEDICAL CROSSFIRE e SPECIAL EDITION

survival data to be mature enough to see if
there is a major impact.”

Dr. Philip added that the FLOX trial
from the National Surgical Adjuvant Breast
and Bowel Project (NSABP) showed a similar
benefit.” “So, collectively, we have good data
to support the standard use of a combination
regimen, in this case, an oxaliplatin-based
regimen. Certainly, the data we have so far
with an irinotecan-based regimen in the
adjuvant setting have not shown a significant
benefit. In one study, there were more side
effects and toxicity related to the use of bolus
5-FU with the irinotecan."”” He concluded by
affirming that there is “a good body of
evidence to support the use of combination
treatment, and it happens that the studies
have shown oxaliplatin as the agent of choice
when combining with 5-FU/leucovorin.”

“What is the
oxaliplatin-containing regimens, including

role of the other
capecitabine/oxaliplatin regimens,” asked
Dr. Salgo, “and what data support the use of
those regimens?”

“First, we have data that capecitabine is
at least as effective, if not trending towards
superiority, in disease-free survival compared
with the Mayo Clinic regimen (intravenous
5-FU/leucovorin, administered five days
monthly, for six months) in stage III colon
cancer patients,” ” explained Dr. Grothey. “It
is a very logical step to combine capecitabine
with oxaliplatin in the adjuvant setting.”

This study also showed a significant
improvement in relapse-free survival with
capecitabine (P = 0.04). For those patients who
can tolerate oxaliplatin through peripheral
the
venous access like a port-a-cath or peripherally
inserted central catheter (PICC) line for the
limited duration of therapy required for

line, obviating need for central

adjuvant treatment, this combination may be
desirable. Dr. Grothey remarked that although
it makes sense to combine capecitabine and
oxaliplatin in the adjuvant setting, results from
three trials comparing capecitabine-oxaliplatin
(CapOx) with the Mayo Clinic or Roswell
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“So, collectively, we
have good data to
support the standard
use of a combination
regimen...and it
happens that the
studies have shown
oxaliplatin as the
agent of choice
when combining with
5-FU/leucovorin.”

— Dr. Philip

Park regimen are still pending. “So far, we
have seen toxicity data at last year’s
American Society of Clinical Oncology
(ACSO) meeting, and the regimen looks

" These findings are

moderately tolerable.
different than what we expected, so it makes
sense to test this regimen.”

However, Dr. Grothey cautioned that the
regimen cannot yet be recommended for
routine use, explaining that he would like
to see “more data, because the dose of
capecitabine is not well defined in the United
States. We have difficulty identifying the
right dose in combination with oxaliplatin,
and this could have implications for the
adjuvant setting.”

Dr. Philip agreed with Dr. Grothey that
the CapOx regimen should not yet be
recommended for routine use, especially
given the dosing issues. “From my own
experience, getting the right dose of the
combination is challenging because from
what we have seen and read, and what has
been presented from European trials, the
dose of capecitabine may not be exactly
applicable to our population.” He contended
that patients treated with the CapOx
regimen need to be followed vigorously,
especially initially, because side effects may
occur early in therapy. For those patients
who experience side effects at the start of
therapy, applying some of the dosing
regimens used in Europe may result in more
problems such as neutropenia, diarrhea,
hand-foot syndrome, and mucositis. The
doses of capecitabine used in Europe may be
higher than those tolerated by the average
patient in this country.

When asked about the advantages of a
regimen that does not require central venous
access for administration, Dr. Grothey noted
that in the adjuvant setting, the benefit is in not
needing to insert a central line when treatment
is limited to a short duration (i.e., six months).
Moreover, Dr. Grothey continued, “there is no
need to implant and explant over time, so if
data emerge showing equal efficacy between
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the capecitabine-oxaliplatin and the 5-FU/
leucovorin plus oxaliplatin regimens, then the
former regimen might be preferable.”

Dr. Goldberg cautioned against combining
capecitabine and oxaliplatin with bevacizumab,
noting that the AVANT trial, which has been
temporarily suspended, showed that there were
more sudden deaths in the capecitabine/
oxaliplatin/bevacizumab arm of the study than
in the FOLFOX or FOLFOX plus bevaciz-
umab arm. Dr. Goldberg acknowledged, “We
have not touched on whether or not
bevacizumab ought to be used as standard
therapy in adjuvant treatment of colon cancer,
but I would certainly say that I do not believe
that it should. Bevacizumab is being
evaluated in the large NSABP CO-8 trial,
which is about six to eight months away from
closing, but I suspect that there are patients
who are receiving not only bevacizumab in
adjuvant therapy but possibly CapOx in
adjuvant therapy without adequate safety or
efficacy data.'>"”

“We still do not have the details on the
deaths, why there was an increased number
of deaths, and whether it is significant or not,
but it certainly does give one pause when
combining capecitabine, oxaliplatin, and
bevacizumab all together,” stressed David P.
Ryan, MD. He acknowledged that the
increased mortality may be a class effect due
to thrombotic events, and that it was only by
chance that the events occurred in the
capecitabine/oxaliplatin/bevacizumab arm
and not the FOLFOX/bevacizumab arm.

“From the limited information that we
have, it shows that the combination of
FOLFOX to that end actually was very well
tolerated,” countered Dr. Grothey. “It is
likely due to interplay between these agents,
and if this adverse effect can be validated, it
could be a capecitabine-bevacizumab

interaction, which would echo what
Dr. Goldberg said about needing to be
careful.” He cautioned, “We cannot extrapolate
data and use it in clinical practice just because

the therapy is being tested in clinical trials.”
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Alternative Therapies for Patients
Intolerant of FOLFOX

Dr. Salgo queried the panel on treatment
options for patients who cannot tolerate
FOLFOX by asking, “Is it reasonable to treat
such patients with the combination of
capecitabine and 5-FU/leucovorin?”

“This depends the
explained Dr. Philip. “Is the patient someone

on context,”
who the physician thinks is not going to
tolerate FOLFOX, or has the patient stopped
FOLFOX with a problem like neuropathy?
In either case, if a patient has stage III disease
we have to offer chemotherapy.” He added
that the same approach is considered for
some patients with stage II disease, but that
the data showing improved outcomes with
chemotherapy are primarily among patients
with stage III disease. “If a patient is not
tolerating the oxaliplatin-based treatment or
cannot be on it for other reasons, then single-
agent 5-FU or fluorouracil-type treatment
will be necessary. In my practice, if I am
going to use single-agent fluoropyrimidine, I
would give a capecitabine treatment rather
than 5-FU/leucovorin intravenously.”

“That is what I would do as well,”
acknowledged Dr. Grothey. He went on to
explain that for stage Il and high-risk stage
II patients who cannot tolerate FOLFOX, his
approach to treatment is to use capecitabine,
having backed away from bolus dosing of
5-FU/leucovorin in the adjuvant as well as
palliative setting.

Use of Irinotecan for Adjuvant Therapy
for Colorectal Cancer

Responding to a question from Dr. Salgo on
irinotecan, Dr. Ryan indicated that currently
there is no role for this agent in the adjuvant
setting for colorectal cancer. “There have
been several studies looking at irinotecan in
the adjuvant setting, and none of them have
reached the endpoints that they were
attempting to in their respective studies."'
Unless things change in the future with the
studies that have been presented, or if there
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are future studies that have yet to be
presented, I cannot foresee a role for
irinotecan in the adjuvant setting.”

“In my practice I never use it in an adjuvant
setting because there is no evidence to support
its use in this setting,” agreed Dr. Philip.

Dr. Grothey interjected, “I would rather
switch to capecitabine instead of gambling with
irinotecan,” stressing that irinotecan had been a
disappointment—especially when expectations
were that it would have some benefit in the
palliative setting, “based on the similar efficacy
between FOLFOX and FOLFIRI in the
palliative setting.'” Dr. Grothey explained
that at times therapies which work in the
palliative setting may have benefit in the
adjuvant setting, but that “sometimes results
obtained in the palliative setting do not
necessarily translate exactly to the adjuvant
setting.” Therefore, without sufficient data,
it is difficult to predict which therapies will
be beneficial in the adjuvant setting.

Identifying Populations Who May
Benefit from Adjuvant Therapy

Rationale for Treatment Selection

“During this next section, I would like to focus
on patients at different stages of disease who
might benefit from adjuvant therapy for
colorectal cancer,” commented Dr. Salgo. “But
first, can someone briefly review the key factors
that clinicians need to consider when selecting
an agent for the treatment of colorectal cancer
in the adjuvant setting?”

“Obviously, the
information is to

most important

choose the most
efficacious regimen that you have, which
can make the difference between cure and
relapse of disease or even death from
disease for patients getting chemotherapy,”
replied Dr. Goldberg. “Therefore, whenever
possible, the default is to use combination
chemotherapy. Certainly, in my practice,
based on the MOSAIC and FLOX trial data,
I would use FOLFOX.**” However, he

cautioned, most individuals in the United
States who are diagnosed with colon cancer
are 70 years of age or older, and many may
not be able to tolerate combination therapy—
not because of their age but because of the
presence of comorbidities.

Dr. Ryan agreed with his colleague,
remarking that one of the first factors he
considers is the stage of the patient, noting
that select stage II patients should be
considered for adjuvant chemotherapy. He
cited the MOSAIC study, which included
stage II patients, as the basis of this strategy.®
Dr. Ryan highlighted
outstanding issues with adjuvant therapy,

some of the

specifically which stage II populations should
be treated, whether or not to treat elderly
patients with stage III disease, in which
patients it is safe to use FOLFOX, and,
finally, whether it is possible to identify
patient characteristics among stage III
patients to help predict who will relapse
following chemotherapy.

Treating Stage Il Patients

Dr. Salgo focused on the issue of treating stage
II patients, asking, “Do you think that all
stage II patients should be treated routinely?”
“I do not agree that all patients should be
given adjuvant chemotherapy, but I strongly
believe that patients must be given the option,”
noted Dr. Philip, who added, “It should be
explained to these patients exactly what is
expected of chemotherapy with a single agent or
combination chemotherapy in that situation.”
He continued, “Unfortunately, we do
not have enough evidence to support or
expand on the use of the combination
chemotherapy in that setting, but I would
contend that we do have enough evidence to
give patients an explanation of what is going
to be the expected benefits of treatment
versus no treatment.” He concluded that this
approach “currently applies to single agent
or use of a fluoropyrimidine, but we are
accumulating data now on the effects of the
combination treatment in that setting.”
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Dr. Goldberg offered that he takes a
similar approach. “When 1 see patients who
have stage III cancer, I tell them that they need
adjuvant chemotherapy. When 1 see patients
who has a stage II cancer, I tell them that there
are some data suggesting benefit, but the
benefit appears somewhat modest; therefore,
the patient needs to make an informed
decision as to whether six months of chemo-
therapy is the right approach.”

Dr. Salgo questioned the panel on giving
such decision-making responsibilities to the
patient by asking whether patients are
typically educated enough to make that kind
of choice.

“That is a point that I struggle with all
the time, because in the end patients look at
me and say, ‘What would you do?’ ”
explained Dr. Grothey. He went on to say
that bias in favor of or against initiating
therapy is likely apparent in the way the
physician presents the choices to the patient
and that ultimately it is the physician who is
the main driver of the decision.

“What do the
recommend?” asked Dr. Salgo.

current guidelines
“The recent ASCO guidelines recommend
in stage II to talk to the patient, discussing

17 reviewed

the results from clinical studies,
Dr. Grothey. However, he noted, based on
the QUASAR trial, stage II patients who
received 5-FU or FOLFOX experienced a 3%
gain in overall survival.” He noted that such
results have less of an impact on treatment of
colorectal cancer compared with treatment
for other cancers such as breast cancer,
explaining that a 3% difference in overall
survival after five years would prompt a
change in approach to therapy in breast
cancer but has less of an impact on the
approach to therapy for colon cancer.

“It is to some degree a matter of choice,”
added Dr. Goldberg. “The advantage to single
agents is that there is no long-term toxicity
and there is some efficacy; the disadvantage of
combination therapy when the combination is
the for

oxaliplatin-based is potential
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neuropathy.” He added that at the first signs
of neurotoxicity with oxaliplatin therapy, the
physician and patient can decide to
discontinue therapy early or to switch to
single-agent therapy, especially in someone
who is particularly concerned about long-term
neurotoxicity.

Dr. Goldberg added, “In the end, if you
are going to embark on chemotherapy, you
want to take the most effective chemotherapy
for your patient’s stage of disease. I believe
that the data from the MOSAIC trial and the
NSABP

chemotherapy as being not only most

trial point to combination
effective in stage III disease but likewise most
effective in stage II disease.”

When asked about current guideline
recommendations regarding single-agent or
dual-agent therapy, Dr. Ryan pointed out
that the guidelines do not provide definitive
recommendations for or against treating stage
II patients. Moreover, the available guidelines
do not provide a clear recommendation for
single-agent versus dual-agent therapy for
stage I patients. Dr. Ryan noted, “The current
guidelines state that routine use of adjuvant
chemotherapy is not recommended for
patients with stage II colon cancer. I think
that the key phrase is ‘routine use.” In terms
of the decision to treat, they really do not
provide direction on whether a single-agent
fluoropyrimidine or 5-FU and oxaliplatin
should be used.”

Dr. Ryan explained, “There is an evolving
consensus among gastrointestinal oncologists
that most of us are breaking down our patients
into ‘high risk” and ‘standard risk,” and for
those patients who are at high risk of relapse
with stage I disease we typically recommend
treatment.” He further offered that there is
an evolving consensus that when the decision
has been made to treat, treatment should
comprise the best available regimen, and
currently FOLFOX is considered the best
available regimen. However, for stage II
patients, he noted that the evidence in favor
of using FOLFOX is largely based on
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extrapolation of data and subset analyses
and that the patient must understand the
limitations of such evidence.

Dr. Philip agreed that if he were going to
treat a stage Il patient with chemotherapy,
he would choose the most efficacious
treatment available. However, he stressed,
although combination therapy is expected to
provide better results than single-agent
therapy, he would still consider single-agent
therapy if it were more appropriate for that
patient based on either the clinical situation
or patient preference.

On the topic of when to assess treatment
outcomes for stage Il patients, Dr. Grothey
noted, “We do have data on the effect of
oxaliplatin in therapy in stage II patients.®
Fortunately, both trials that established
oxaliplatin in the adjuvant setting included
patients with stage II disease, but of course
we all frown when we see subset analyses
trying to distinguish between stage I and
stage III. However, this is actually what the
FDA did when they approved oxaliplatin for
stage III disease. They did a subset analysis of
the MOSAIC trial.” Therefore, he suggested,
“It is legitimate to look at stage II disease
patients using subset analysis and see the
effect of oxaliplatin-based regimen.”

Dr. Grothey further explained that,
looking at the data from the MOSAIC trial for
stage Il patients—who were considered high
risk based on clinical criteria that are feasible
to use in the clinical practice setting—the effect
of oxaliplatin was actually quite impressive
and provided a 5% to 6% increase in disease-
free survival. The clinical criteria used to assess
risk was local tumor spread (T2/T3 vs T4),
presence or absence of bowel obstruction or
tumor perforation, lymph vessel involvement,
and the number of resected lymph nodes
(more or less than 12).* Dr. Grothey noted
that these are straightforward features that
physicians can obtain from the pathology
report in order to assess risk in their patients
and identify which patients may be more
likely to benefit from oxaliplatin therapy.

Role of Single-Agent Treatment for
Colorectal Cancer in the Adjuvant Setting

Dr. Salgo returned to the topic of single-agent
therapy, but focused on stage Il patients. He
asked, “Are there any stage III patients who
should receive single-agent adjuvant therapy
for colorectal cancer?”

Comparing combination therapy with
oxaliplatin with single-agent therapy, Dr. Ryan
stated, “There are some stage Il patients who
likely would not benefit from oxaliplatin,
mostly because of toxicity issues.” Providing
examples of such patients, he continued, “For
a patient with comorbid disease such as a
severe peripheral neuropathy, oxaliplatin has
the potential to worsen the neuropathy. In
addition, oxaliplatin typically requires a central
line because it can cause a great deal of burning
through peripheral lines. If you are using the
FOLFOX regimen, you typically have to put in
a port-a-cath, and some patients simply do not
want to go through that. For example, in a
patient who is anticoagulated, it can be difficult
to reverse the anticoagulation to put in a
port-a-cath.” Therefore, Dr. Ryan concluded,
treatment logistics as well as toxicity must be
considered for each patient.

Dr. Salgo asked Dr. Ryan if he was
suggesting that using a port-a-cath is associated
patients
occasionally reject having one implanted.

“Yes, there are many patients who are
on warfarin and have comorbid diseases

with morbidity and whether

who really do not want to come off the
warfarin and then be put back on it,”
confirmed Dr. Ryan. He pointed out that the
physician may also be reluctant to interfere
with the patient’s anticoagulation therapy
“because, based on what the indication for
the anticoagulation is, your comfort with
taking the patient off anticoagulation for a
period can wax and wane. Physicians need to
apply their clinical judgment to such a
situation.”

Clinical Cases: Stage III Patients

Dr. Salgo then took the opportunity to gather
the input of the panel on the management of
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specific clinical situations. He asked them to
explain their approach to the treatment of a
65-year-old patient with stage III disease,
three lymph node involvement, and no major
comorbidities.

“In this patient, my recommendation
would be oral FOLFOX regimen. In my
practice I use FOLFOX 6,” Dr. Philip
explained. He clarified that even though
FOLFOX 4 was used in the MOSAIC study,
he would utilize FOLFOX 6, giving 12 cycles
of treatment lasting approximately one and a
half years. He also stated that he would
monitor closely for neuropathy, which, if it
occurred at all, would take a few months to
manifest. His colleagues on the panel agreed
with this approach, noting that they would
use the same treatment.

Dr. Salgo then asked the panel to explain
their approach to treating a slightly different
type of patient—one who was in poorer
health and with comorbidities. Specifically, he
asked how they would treat a frail, elderly,
stage III patient with three lymph node
involvement and preexisting neuropathy.

Dr. Grothey highlighted that this type of
patient is similar to one the panel discussed
previously, specifically, one in whom he would
argue against the use of oxaliplatin-based
therapy. Rather, he would start with single-
agent capecitabine. However, he noted,
“Having said that, I recently had a patient with
a similar situation (i.e., preexisting diabetic
neuropathy), and I talked to her about the
difference in efficacy between capecitabine and
FOLFOX.” He explained that he used data
from the recent capecitabine trial and the
MOSAIC study™ as a foundation for this
discussion, and, ultimately, she decided that she
wanted to receive FOLFOX therapy provided
that treatment would be discontinued if the
neuropathy worsened. Dr. Grothey shared that
this patient was able to receive eight cycles of
oxaliplatin before the neuropathy worsened,
using this case as an illustration that
preexisting neuropathy does not necessarily
preclude all patients from being treated with
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an oxaliplatin-based therapy. “Preexisting
neuropathy is a flag, and you have to be
careful. In the end, if you start with FOLFOX,
for example, and you need to discontinue
oxaliplatin after some time because of
neurotoxicity, patients can continue on single-
agent 5-FU/leucovorin and receive at least
some benefit from oxaliplatin.”

Dr. Ryan cautioned that it is important to
speak to the patient about neuropathy in a way
that helps him understand how it may affect his
life, not just as a symptom but as a condition that
will interfere with activities of daily living.
“Many patients have a hard time under-
standing what severe peripheral neuropathy is.
For instance, bad peripheral neuropathy in the
feet may severely impact balance and ability to
walk. When you explain it in those terms,
many patients will want to avoid using
oxaliplatin in that setting.”

When asked whether permanent damage to
the nerves has occurred by the time the patient
reports having symptoms, Dr. Goldberg replied,
“I do not think that is the case.” Explaining that
there are two kinds of neuropathy, immediate
and longer term, Dr. Goldberg remarked that it is
possible to stop oxaliplatin and minimize damage
due to long-term neuropathy by closely
monitoring the patient. “Immediate neuropathy
is cold aggravated, and longer-lasting neuropathy
comes on and remains between cycles. As we
monitor patients from month to month,
I will begin to worry about the consequences of
long-term neuropathy when they start to tell me
that their neuropathy is lasting longer in the acute
period. 1 believe that if physicians are attentive
and listen to their patients, we can effectively stop
the oxaliplatin at a time before it is likely to have
a major impact on quality of life.”

“I very much agree with that,” stated
Dr. Philip, adding, “When I see patients who
have come to me for a second opinion and
who have problems with neuropathy, I often
find that the neuropathy has not been taken
seriously and these patients continue to get
treatment. This results in a significant
increase in neuropathy. The importance of
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patients being evaluated on a regular basis
for any symptoms of early neuropathy
cannot be overstated.” He explained that in
his practice, patients are evaluated every two
weeks prior to each cycle of treatment, if
treatment was scheduled every two weeks.

Dr. Grothey clarified that the current
discussion was focused on oxaliplatin-based
therapy because, generally, patients are treated
with either oxaliplatin or capecitabine plus
bolus 5-FU/leucovorin. Because other agents
such as irinotecan, bevacizumab, and
cetuximab are not currently used in this
setting, a discussion of toxicity management
should not be focused on them.

Clinical Cases: Resected Stage IV
Patients

Dr. Salgo approached the issue of treating
resected stage IV patients by asking, “According
to the current guidelines, should resected stage
IV patients be treated in the adjuvant setting?”

Dr. Philip remarked that, in his practice,
most resected stage IV patients do receive
adjuvant treatment. However, he cautioned,
there are little clinical data from randomized
trials to confirm the benefit in treating these
patients with adjuvant therapy. He added that
the guidelines do not provide specific
recommendations on adjuvant therapy for
resected stage IV patients, in large part because
of the difficulty in finding a high level of clinical
data to support such an approach; however,
most physicians will treat these individuals. He
noted, “Certainly, we are borrowing from the
data for treating high-risk stage III patients,
assuming that we are also dealing with a micro
metastasis the same way. In my opinion, our
practice will continue in this way until we have
a major study that examines this issue.”

Dr. Ryan noted that although the
National Comprehensive Cancer Network
(NCCN) guidelines! provide some guidance,
there is an emerging consensus that the most
compelling data for the use of adjuvant
therapy in resected stage IV patients are in
those with resected N2 disease, or in stage

3C patients who have a similar prognosis
with surgery alone, specifically a cure rate of
approximately 30%."

Dr. Salgo asked about the strength of the
data supporting adjuvant therapy for
resected stage IV patients. “Is it fair to say
that we do not know for certain whether
adjuvant therapy would improve outcomes,
although we suspect it might?”

Dr. Ryan pointed out that although a
recent study of 160 patients found no
statistically significant difference in survival,
two randomized hepatic artery infusion
studies in post-resected stage IV patients
showed a trend in survival after five years.
However, he pointed out, the difference was
not significant. He also noted that some
of the hepatic artery infusion studies
demonstrated a statistically significant
improvement in progression-free survival
and an improved survival from liver metastases
only. Thus, Dr. Ryan concluded, “There is a
preponderance of evidence that would point
in that direction.” He added that the EORTC
has just finished a study in which they
randomized patients to receive FOLFOX
before and after resection of liver metastases
versus surgery alone. The results of that
study are still pending.*"*

Clinical Cases: Elderly Patients

Elderly patients have been shown to benefit
from 5-FU-based regimens for adjuvant
treatment of colorectal cancer with a 71%
five-year survival rate for those receiving
5-FU-based therapy compared with a 64%
rate among untreated patients.” Moreover,
similar toxicities between elderly and
younger patients have also been observed.”
Therefore, when asked if elderly patients
benefit from adjuvant chemotherapy regardless
of the stage of their disease, Dr. Goldberg
referenced an abstract he recently presented at
ASCO to answer the question.* He explained
that the analysis in the abstract looked at the
use of FOLFOX in three different settings: the
adjuvant setting, the first-line setting, and the
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second-line  setting. It compared the
experience in four different trials for patients
above and below the age of 70.

“We found in all three settings that
individuals who were enrolled in clinical
trials—and, obviously, those are a selected
group of patients—tolerated the chemotherapy
essentially as well as did younger patients,”
stated Dr. Goldberg, adding,
derived the same benefit from either adjuvant
or advanced disease therapy as did younger

patients. The toxicities that were slightly but

“They also

significantly increased in older patients were
neutropenia and thrombocytopenia, but they
did not result in severe complications.” Dr.
Goldberg explained that grade 3 to 4
neutropenia was seen in 43% of patients less
than 70 years old and in 48%
of patients 70 years old or older (P = 0.04).
Thrombocytopenia was observed in 2% of
patients less than 70 years old compared with
5% of patients at least 70 years old (P = 0.04).
“In particular, there was no difference in the
early death rate while on treatment between
older and younger patients.”

Dr. Goldberg then cited a recent study
that showed similar results. “Data from the
large analysis recently published in the
Journal of Clinical Oncology showed that
patients with high risk for recurrent stage III
colon cancer tend to recur within three years
of diagnosis.*” He shared that in his
practice, most patients who are 70 years of
age or older are likely to live longer than
three years unless they have a severe
comorbid disease. Therefore, he concluded,
as long as the physician carefully considers
which patients to treat, combination chemo-
therapy should be considered in stage III
patients regardless of age.

Managing Toxicities Related to
Chemotherapy

Nausea and Vomiting

To begin the discussion on managing
treatment-related toxicities, Dr. Salgo asked
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the panelists to share their strategies for
managing patients’ nausea and vomiting.

Dr. Ryan responded that, currently, he
thought nausea and vomiting were well
controlled. He explained, “with 5-FU/
leucovorin, it is rarely an issue because
5-FU/leucovorin does not cause much nausea
and vomiting. What little it does is well
controlled with standard antiemetics. The
same is likely true for FOLFOX. The
addition of oxaliplatin causes a bit more
nausea and vomiting, but the majority of
patients will deal with it very well with
standard antiemetics such ondansetron,
adding prochlorperazine and lorazepam
when necessary. It tends not to be a
significant problem for most of our
patients.”

Although patients often anticipate that
they will experience nausea and vomiting on
chemotherapy, Dr. Grothey explained, “This
is the old perception of chemotherapy, when
we did not have the effective antiemetic
agents we do today, such as SHT-3
antagonists.” He noted that patients can be
counseled on what to expect in terms of
nausea and vomiting and that fatigue is

actually often a greater problem for patients.

Diarrbea

On the issue of managing diarrhea, Dr. Ryan
stated, “Typically, I tell my patients that one-
third of patients will experience limited or no
side effects during therapy. One-third will
have some mild to moderate side effects that
can be controlled fairly easily. And one-third
may have a hard time in the first cycle, or the
first several cycles, until it is under control.
For those patients who have a hard time with
diarrhea, dose reductions are helpful, as well
as a liberal use of loperamide.”

Dr. Grothey interjected that in the
adjuvant setting in particular, diarrhea is not
often a problem. This is especially true when
patients are being treated with FOLFOX
instead of an irinotecan-based therapy, which
is more likely to cause diarrhea.
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“I still see a fair amount of diarrhea in
the adjuvant setting,” Dr. Ryan countered.
“Generally speaking, in the adjuvant setting
the patients are healthier and can tolerate a
bit more diarrhea than in the metastatic
setting, but I still see a fair amount of it.”

Dr. Grothey stressed that the likelihood
of experiencing diarrhea is “very dependent
on the patient. We cannot yet predict exactly
who is going to suffer from diarrhea.
Although it can be a problem, it is less of a
problem than one might think. It is rare that
I have discontinued therapy for this reason.

“Having said that,” he continued, “I
would submit that it is more often a problem
with capecitabine, because patients have to
react to the onset of diarrhea by stopping
capecitabine. Therefore, if 1 talk to my
patients about capecitabine therapy, the first
thing that I tell them is if they encounter side
effects  like
cramping, stop the capecitabine and note

diarrhea and abdominal
whether the diarrhea resolves over 24 hours.
It is always safer to stop than to continue.”
Dr. Grothey stressed that it is important to
educate patients on how to take this drug,
because ultimately they decide each day
whether or not to continue therapy.

Dr. Ryan concluded the discussion on
managing diarrhea with a caution about
fluoropyrimidine therapy, stating, “It is
important to recognize that dihydropyri-
midine dehydrogenase (DPD) deficiency still
exists, and it is important to be able to
recognize that overwhelming toxicity to
fluoropyrimidine has not gone away.
Therefore, if you have a patient who gets
admitted with neutropenic fever, mucositis,
and severe diarrhea after one cycle of therapy,
consider stopping therapy because that
patient is likely DPD deficient.”

Managing Neurotoxicity

Dr. Salgo next revisited the issue of
neuropathy, which the panel had previously
touched on, by asking the panelists to weigh
in on how they manage this toxicity.

Dr. Ryan explained that neurotoxicity is
a manageable problem and that the key to
managing it is early recognition and, in the
setting, dose reduction or

discontinuation of oxaliplatin therapy when

adjuvant

neurotoxicity is first noticed. This approach,
he acknowledged, is different from the
approach in the metastatic setting,
particularly in patients who are responding
to therapy and the desire is to continue
therapy to achieve maximum response. He
pointed out that anecdotal evidence suggests
that calcium magnesium infusions may be
helpful, but more data are needed to support
these claims.

Dr. Grothey returned to Dr. Ryan’s point
about changing the oxaliplatin dose to
minimize neurotoxicity, noting that this is an
unresolved issue related to treatment in the
adjuvant setting. He explained that in the
adjuvant setting the desire is to maintain
dose intensity to achieve a maximum
response for at least six months of therapy,
compared with the practice of adjusting
therapy in the palliative setting in order to
preempt neurotoxicity. “I would argue that
treating to maximum response really does
translate into major gains for patients,” he
posited. Therefore, he explained, “In the
adjuvant setting the physician will really
want to deliver chemotherapy.”

“I would disagree in the sense that, in
the adjuvant setting, those are the patients to
whom you really worry about giving
permanent neuropathy,” countered Dr. Ryan.
“This is a situation where you are more
likely to have a patient coming in at the
three- or four-month mark with a very
difficult decision to make: Do you continue
treatment or do you stop it, and is it
important to get a full six months of therapy
or is three months of oxaliplatin enough?”

“I think that is an important point,”
interjected Dr. Goldberg, adding, “As much
oxaliplatin as I can get in is worth giving,
and my suspicion is that in time we will find
that this somewhat arbitrarily picked six-
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month range of treatment may be more than
is necessary to get benefit.”

When Dr. Grothey countered that
physicians need to look to the published data
for guidance, Dr. Goldberg agreed but posited
that “three months of oxaliplatin therapy is
better than no oxaliplatin therapy.” Both Dr.
Grothey and Dr. Philip concurred.

Dr. Phillip went on to state, “The
question is, will we ever have clinical trials
that look at a shorter duration (i.e., less than
six months) of adjuvant systemic treatment
to reduce the occurrence of toxicities and
minimize cost? There may be a trend right
now to prolong therapy for longer than six
months in some of the clinical trials (e.g.,
ongoing NSABP CO-8 trial).”

Managing Myelosuppression

When asked how he manages myelosuppression,
Dr. Ryan replied, “Dose reduction is the
principal way that we deal with
myelosuppression. Occasionally, due to the
oxaliplatin, you may delay the dose to three
weeks.” He asserted that a much more
pressing problem he witnesses is how to
manage myelosuppression in rectal cancer
patients who have had radiation and
chemotherapy preoperatively and are in their
third or fourth month of adjuvant therapy. He
asked his fellow panelists whether growth
factors should be considered for these
patients, pointing out that there is a dearth of
clinical data to answer such questions.

“I have a strong feeling about this one,”
asserted Dr. Grothey, “because we use modified
FOLFOX 6 as kind of unofficial standard of
care with a one-day bolus of 5-FU. The bolus
5-FU is the first thing I stop when I see the
patient develop myelosuppression. I am not
trying to stray too far from the published data
on FOLFOX 4, but if I see that a patient runs
into problems, we might have to delay the dose
or delay the next administration of the cycle of
chemotherapy. I do not reduce the dose. I drop
the bolus 5-FU and keep the rest of the infusion
5-FU and oxaliplatin dose intact.”
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Dr. Goldberg commented on dose
adjustments by noting, “I tend not to use the
bolus of 5-FU, and I am also not a strong
believer that you need high-intensity oxaliplatin
in order to achieve benefit. I was interested to
see that in some of Dr. Aimery de Gramont’s
recent publications, he is no longer using 130
milligrams per meter squared of oxaliplatin. He
is using either 100 mg/m? or 85 mg/m>.* I try to
maintain dose intensity for the infusional 5-FU,
because the data show it has little association
with myelosuppressive side effects. I then try to
maintain the oxaliplatin as best I can.”

Managing Hand-Foot Syndrome

Dr. Salgo concluded the discussion of
managing  toxicities by asking for
recommendations for how physicians can
manage hand-foot syndrome.

“It tends not to be much of an issue when
using FOLFOX,” explained Dr. Ryan. “The
two-day infusion does not cause much hand-
foot syndrome, compared with the older
method of 300 mg/m?> 5-FU given as
continuous infusion.” He went on to note that
patients on FOLFOX usually do not need
major dose adjustments as a result of hand-
foot syndrome. However, he noted that in
treatment with capecitabine, dose reduction is
the best way to manage hand-foot syndrome,
to the agreement of the other panelists.

Treatments Under Investigation

Dr. Salgo turned to the panel for their
thoughts on adjuvant therapies for colorectal
cancer that may emerge in the coming years.
“What  treatment
investigational agents do you think might

approaches  and

impact the future of colorectal cancer
therapy in the adjuvant setting?”

Dr. Goldberg replied that bevacizumab
and cetuximab are currently under
investigation for adjuvant use, one in the
North Central Cancer Treatment Group
NO0147 study” and the other in the NSABP

VOL 7  NO 7

15



16

Colorectal Cancer

C0-8 study. However, he cautioned that
currently these agents have not been shown to
be effective in the adjuvant setting and
therefore in this setting “should not be used at
this time outside of the context of the clinical
trial.” In his opinion, biologic agents currently
have no role in the adjuvant treatment of
colorectal cancer.

Offering his thoughts on the subject, Dr.
Phillip mentioned the population of resectable
stage IV patients, suggesting that bevacizumab
has been considered for use in this group of
patients. However, he cautioned that there is no
evidence and there may never be sound clinical
trial data to support its use in resectable stage
IV patients. Nevertheless, he stressed that
such patients are at greater risk of relapse or
progression than, for example, stage III
patients. Therefore, the biologics—specifically,
bevacizumab—may be useful for resected stage
IV patients or patients in whom treatment will
be given prior to resection as neoadjuvant or
preoperative therapy. He also asserted that a
case for using cetuximab could be made based
on the high response rate in palliative care trials,
in which cetuximab was combined with
chemotherapy in patients who may go for a
resection.”® However, advised Dr. Philip, “we
need to wait for mature data for the use of
cetuximab in this setting, given the general lack
of data on the efficacy of cetuximab and other
EGFR-blocking agents in the setting of frontline
therapy of patients with advanced colorectal
cancer.”

Final Thoughts

“Readers should realize that it is an exciting
time for the medical treatment of colorectal
cancer in the adjuvant setting,” observed
Dr. Grothey in formulating the first take-

away message from this Medical Crossfire.
“We have seen a lot of changes happening.
We now need to translate these changes into
clinical practice without being overly
optimistic and without trying to overachieve
by extrapolating too much. We are walking a
fine line,” he suggested. “We recognize that
many patients will succumb to their disease
in stage II, stage III, and of course stage 1V,
but that there is hope on the horizon.” He
concluded by urging, “Clinicians should
enroll patients into the clinical trials that are
trying to move us forward.”

In his final remarks of this Medical
Crossfire, Dr. Goldberg broadened his focus to
include other members of the health care team.
“Consider the experience of the surgeons in
your community in performing liver resections
as you decide whether or not referral of your
potentially resectable patient to a tertiary-care
center is warranted.”

Dr. Philip focused his final thoughts on the
challenges of treating patients despite, at times, a
lack of data. “The major point is that in
colorectal cancer, and other cancers as well, there
may be a push to use new treatments before we
have trials to justify their use. We will have to
make decisions without having the data to
support them. That will be the challenge: to meet
the demand of a disease that in its advanced state
kills most patients.” He predicted that “most
patients will be demanding a translation of those
new advances to their treatment, and the
mechanism of clinical trials will not be necessarily
keeping up with the available agents.”

Dr. Ryan agreed with Dr. Philip’s
remarks, briefly concluding, “I would emphasize
that the data right now are evolving and it is
critical to pay attention to the studies that are
ongoing and look for results as the next five
years unfold.” W
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