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Current Controversies, Recent Developments and Emerging Strategies in the
Practical Management of Gastrointestinal Cancer
A Continuing Medical Education Audio Program

OVERVIEW OF ACTIVITY

Because of the prevalent nature of the disease, extensive resources are allocated to colorectal cancer (CRC) research and
education. Interestingly, however, although individually less frequently encountered, the collection of non-CRC gastrointes-
tinal (GI) cancers accounts for more per annum cancer-related deaths than do tumors of the colon and rectum combined.
Published results from ongoing trials in both these fields continually lead to the emergence of novel biomarkers and new
therapeutic targets and regimens, thereby altering existing management algorithms. In order to offer optimal patient
care — including the option of clinical trial participation — the practicing medical oncologist must be well informed of
these advances. This CME program uses a roundtable discussion with leading Gl clinical investigators to assist practicing
clinicians in formulating up-to-date and appropriate clinical management strategies.

LEARNING OBJECTIVES

e Apply clinical research data to optimize the use of anti-VEGF- and anti-EGFR-based therapy in the treatment of
advanced CRC.

e Communicate the benefits and risks of existing and emerging systemic interventions to patients with advanced
hepatocellular carcinoma.

e FEducate patients with neuroendocrine tumors of the Gl tract about novel treatment approaches for unresectable
metastatic disease.

e Counsel patients with Stage Il colon cancer about their individual risk of recurrence based on clinical, pathologic and
genomic biomarkers, and consider adjuvant therapeutic options.

e Communicate the benefits and risks of existing and emerging tyrosine kinase inhibitors for the treatment of high-risk
or metastatic gastrointestinal stromal tumors.

e Summarize key findings from clinical studies of emerging therapeutic regimens for pancreatic cancer, and use this
information to guide treatment decision-making.

e Use clinical and molecular biomarkers to optimize the selection of systemic therapy for patients with gastric or
gastroesophageal cancer.

e Counsel appropriately selected patients with GI cancer about participation in ongoing clinical trials.

ACCREDITATION STATEMENT

Research To Practice is accredited by the Accreditation Council for Continuing Medical Education to provide continuing
medical education for physicians.

CREDIT DESIGNATION STATEMENT

Research To Practice designates this enduring material for a maximum of 4 AMA PRA Category 1 Credits™. Physicians
should claim only the credit commensurate with the extent of their participation in the activity.

HOW TO USE THIS CME ACTIVITY

This CME activity contains an audio component. To receive credit, the participant should review the CME information, listen
to the CDs and additional web audio, complete the Post-test with a score of 70% or better and fill out the Educational
Assessment and Credit Form located in the back of this booklet or on our website at ResearchToPractice.com/
GICUTT112/CME.

This activity is supported by educational grants from Bayer HealthCare Pharmaceuticals, Foundation Medicine Inc,
Genomic Health Inc, Lilly USA LLC, Novartis Pharmaceuticals Corporation, Regeneron Pharmaceuticals and Sanofi.
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This educational activity contains discussion of published and/or investigational uses of agents that are not indicated
by the Food and Drug Administration. Research To Practice does not recommend the use of any agent outside of the
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indications, contraindications and warnings. The opinions expressed are those of the presenters and are not to be
construed as those of the publisher or grantors.

If you would like to discontinue your complimentary subscription to Gastrointestinal Cancer Update, please email us
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Research To Practice (RTP) is committed to providing its participants with high-quality, unbiased and state-of-the-
art education. We assess potential conflicts of interest with faculty, planners and managers of CME activities. Real or
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TRACKS 1-21

Track 1

Track 2

Track 3

Track 4

Track 5

Track 6

Track 7

Track 8

Track 9

Results of CORRECT: A Phase Ill trial of
the oral multikinase inhibitor regorafenib
with best supportive care versus
placebo with best supportive care for
patients with metastatic colorectal
cancer (mCRC) whose disease has
progressed after standard therapies

Effects of prior bevacizumab on
outcomes from the VELOUR study: A
Phase Il trial of aflibercept and FOLFIRI
for patients with mCRC after failure of
an oxaliplatin-based regimen

Mechanism of action, response and
toxicities of aflibercept, a potent
angiogenesis inhibitor fusion protein

Targeting angiogenesis — bevacizumab,
aflibercept and regorafenib — in the
treatment of MCRC

ML18147 (TML): Results from a

Phase Ill trial evaluating the addition of
bevacizumab to crossover fluoropyrim-
idine-based chemotherapy for patients
with mCRC experiencing disease
progression on first-line chemotherapy/
bevacizumab

Plasma VEGF-A as a putative biomarker
for predicting clinical outcome in
patients with advanced gastric cancer
(GC) treated with bevacizumab

Perspectives on improved outcome
with the use of bevacizumab beyond
first disease progression in the BRITE
registry

Case discussion: A 60-year-old patient
whose Stage Il colon cancer was
managed without adjuvant therapy 4
years ago presents with K-ras-mutant
bilateral liver and lung metastases and
the disease progresses on FOLFOX/
bevacizumab

Incorporation of aflibercept into the
therapeutic algorithm for mCRC

Track 10 Clinical trials evaluating ramucirumab

—an IgG1 fully human monoclonal
antibody targeting VEGFR-2 — in GC
and hepatocellular carcinoma (HCC)

Track 11 Current status of RAISE: A Phase IlI
study of FOLFIRI in combination with
ramucirumab or placebo for patients
with mCRC progressing during or after
first-line therapy with bevacizumab,
oxaliplatin and a fluoropyrimidine

Track 12 Clinical treatment for a patient with
multiple K-ras wild-type liver metastases
4 years after diagnosis of Stage Il colon
cancer

Track 13 CALGB-80405: A Phase Il trial
of physician’s choice of FOLFOX
or FOLFIRI in combination with
bevacizumab or cetuximab for patients
with mCRC

Track 14 Impact on survival of primary tumor
resection in patients with CRC and
unresectable metastasis

Track 15 NSABP-C-10: Results from a Phase Il
study evaluating primary mFOLFOX6
in combination with bevacizumab for
patients with unresectable metastatic
colon cancer and a synchronous
asymptomatic primary tumor

Track 16 Association of K-ras G13D mutation
with outcome in patients with mCRC
treated with cetuximab

Track 17 Development of next-generation
sequencing techniques to detect
genomic alterations in CRC and other
solid tumors

Track 18 Availability of next-generation
sequencing assays to identify potential
actionable targets in colon cancer and
other solid tumors

Track 19 Validation of the Oncotype DX® Colon
Cancer Assay Recurrence Score® as a
predictor of recurrence in patients with
Stage Il and Il colon cancer treated
with 5-FU/leucovorin with or without
oxaliplatin on the NSABP-C-07 trial

Track 20 Perspectives on the utility of Oncotype
DX for patients with Stage Il and Stage
[l colon cancer

Track 21 Effect of Oncotype DX Colon Cancer
Assay results on treatment recommen-
dations for patients with Stage Il colon
cancer



TRACKS 22-44

Track 22 Clinical presentation and diagnosis of
carcinoid and pancreatic neuroendo-
crine tumors

Track 23 Sequencing of systemic therapeutic
options for patients with pancreatic
neuroendocrine tumors

Track 24 Role of the somatostatin analog
octreotide in the treatment of neuroen-
docrine tumors

Track 25 Therapeutic options for unresectable
pancreatic neuroendocrine tumors

Track 26 Octreotide for the treatment of carcinoid
neuroendocrine tumors

Track 27 Efficacy, multivariate and biomarker
analyses from RADIANT-2: A Phase IlI
trial of octreotide in combination with
everolimus or placebo for patients with
advanced neuroendocrine tumors

Track 28 Emerging roles of everolimus and
sunitinib in the treatment of neuroendo-
crine tumors

Track 29 Early study results and ongoing clinical
trials of bevacizumab-based therapies
for patients with pancreatic neuroendo-
crine tumors

Track 30 Results of the SSG XVIII study: 12
versus 36 months of adjuvant imatinib
for operable, high-risk gastrointestinal
stromal tumors (GIST)

Track 31 Case discussion: A 44-year-old man
with a jejunul mass undergoes resection
for a 6-cm GIST with a mitotic index
of 7 per HPF and has been receiving
imatinib for 25 months

Track 32 Case discussion: A 67-year-old man
with gastric GIST refuses adjuvant
imatinib after resection, develops nodal
and liver metastases 3 years later and
attains a partial response to imatinib but
desires to stop therapy after 3 years

Track 33 Use of nomograms to develop a
threshold risk of recurrence at which
to administer adjuvant imatinib therapy
for GIST

Track 34 Current role of mutational testing and
mechanisms of resistance to imatinib
therapy in GIST

Track 35 Efficacy and safety of regorafenib
in patients with metastatic and/or
unresectable GIST after failure of
imatinib and sunitinib

Track 36 Ongoing trial strategies in GIST:
Evaluation of the second-generation
tyrosine kinase inhibitor nilotinib
versus imatinib re-treatment
after disease progression

Track 37 Perspectives on the potential role of
regorafenib in GIST

Track 38 Transarterial chemoembolization (TACE)
with or without sorafenib in HCC

Track 39 GIDEON registry: A global investigation
of therapeutic decisions by oncologists
and hepatologists/gastroenterologists on
the use of sorafenib in the management
of HCC

Track 40 Use of sorafenib in advanced Child-
Pugh B HCC and management of
treatment-related hand-foot syndrome

Track 41 Clinical criteria for liver transplant in
HCC

Track 42 Appropriate use of TACE and multidisci-
plinary management of HCC

Track 43 Potential role for mTOR inhibitors in the
treatment of HCC

Track 44 Challenges in the development of
therapeutic agents for HCC



ADDITIONAL AUDIO AVAILABLE EXCLUSIVELY ONLINE

Please visit www.ResearchToPractice.com/GICUTT112 for further discussion from the Think Tank.
An additional 72 minutes of dialogue is available for download or online listening.

Track 1 Case discussion: A 69-year-old man Track 8 Practical considerations and challenges
status-post Whipple procedure for — disease subclassifications and
a 3.5-cm adenocarcinoma of the inadequate preclinical/animal modeling
pancreas with 2 positive lymph nodes — in the diagnosis and treatment of
and negative margins pancreatic and biliary tract cancers
Track 2 Potential use of neoadjuvant Track 9 Perspectives on current therapeutic
FOLFIRINOX for patients with borderline agents and regimens — gemcitabine,
resectable or unresectable pancreatic FOLFIRINOX, FOLFIRI and nanoparticle
cancer (PC) albumin-bound (nab) paclitaxel —
Track 3 Next-generation sequencing and in PC
detection of actionable targets in PC Track 10 Critical evaluation of clinical trial
by immunohistochemistry, microarray designs
quorescence in sif[u hybridization and Track 11 Clinical management of HER2-
mutational analysis I
positive GC
Track 4 Cladssmtcatlon, d';fgrﬁm'atl metmagement Track 12 Therapeutic options for HER2-negative
and outcomes of biliary tract cancers advanced GC
Track 5 C?Se di§cussion: A 75-year-old man Track 13 Role of neoadjuvant chemotherapy in
with a history of abdominal distress, GC and potential considerations for the
burping and suspected gallbladder addition of trastuzumab for patients
disease is diagnosed with unresectable . "
oS with HER2-positive GC
extrahepatic bile duct cancer and
receives cisplatin/gemcitabine Track 14 Preoperative chemoradiation therapy
Track 6 Frequent mutation of isocitrate for espphageal or gastroesophageal
dehydrogenase (IDH)-1 and IDH-2 in Junction cancer
cholangiocarcinoma identified through Track 15 Case discussion: A 39-year-old man

Track 7

broad-based tumor genotyping

Adjuvant therapy in the treatment of
biliary tract cancer

with confirmed HIV infection presents
with a 4-cm squamous cell anal
carcinoma

Video Highlights of the Clinical Investigator Think Tank

Check out highlight clips from this fascinating
Think Tank featuring our esteemed clinical
investigator panel discussing and debating

some of the key clinical management issues in
the field of gastrointestinal cancer. Visit
www.ResearchToPractice.com/GICUTT112/Video
for more information.
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POST-TEST

QUESTIONS (PLEASE CIRCLE ANSWER):

1.

The Phase Ill CORRECT trial of regorafenib in
combination with best supportive care versus
placebo in combination with best supportive
care for patients with mCRC whose disease
progressed on standard therapies reported

a statistically significant improvement in
median overall survival for patients who
received regorafenib.

a. True
b. False

. Common side effects associated with afliber-

cept include

a. Asthenia
. Diarrhea
. Mucositis
. Neutropenia

b
c
d
e. All of the above

. The Phase Ill ML18147 (TML) trial evaluating

the addition of bevacizumab to crossover
fluoropyrimidine-based chemotherapy for
patients with mCRC experiencing disease
progression on first-line chemotherapy/
bevacizumab reported a statistically signifi-
cant improvement in median overall survival
for patients who received bevacizumab
beyond progression.

a. True
b. False

. The Phase lll RAISE study is evaluating

FOLFIRI with or placebo for
patients with mCRC progressing during or
after first-line therapy with bevacizumab,
oxaliplatin and a fluoropyrimidine.

a. Aflibercept
b. Bevacizumab
¢. Ramucirumab

. Analyses of data from the CRYSTAL and

OPUS trials reported an association between
the presence of K-ras G13D mutation and
survival benefit among patients with mCRC
who had received cetuximab.

a. True
b. False

6.

10.

Recently reported data from the Phase Il
NSABP-C-07 study validated the Oncotype
DX Colon Cancer Assay Recurrence Score

as a predictor of recurrence in patients with
Stage 11 or Il colon cancer treated with 5-FU/
leucovorin with or without oxaliplatin.

a. True
b. False

. The randomized PROMID study, which

evaluated octreotide versus placebo as
therapy for patients with carcinoid neuroendo-
crine tumors, reported a significant improve-
ment in time to disease progression for
patients who received octreotide.

a. True
b. False

. A randomized Phase Il trial of regorafenib

for patients with metastatic and/or unresect-
able GIST progressing despite prior treatment
with imatinib and sunitinib demonstrated an
improvement in for patients
who received regorafenib.

a. Disease control rate

b. Progression-free survival
c. Bothaand b

d. Neither a nor b

. The Phase Ill SSG XVIII trial comparing 12

months to 36 months of adjuvant imatinib
therapy for patients with high-risk GIST
reported no benefit for patients receiving the
longer course of imatinib therapy.

a. True
b. False

The frequency of adverse events for patients
with GIST who received imatinib for 3 years
on the SSG XVIII trial was significantly higher
than the frequency for patients who received
imatinib for 1 year only.

a. True
b. False



EDUCATIONAL ASSESSMENT AND CREDIT FORM

Research To Practice is committed to providing valuable continuing education for oncology clinicians, and your input
is critical to helping us achieve this important goal. Please take the time to assess the activity you just completed,
with the assurance that your answers and suggestions are strictly confidential.

PART 1 — Please tell us about your experience with this educational activity

How would you characterize your level of knowledge on the following topics?
4 = Excellent 3 = Good 2 = Adequate 1 = Suboptimal

BEFORE AFTER

Available research data — CORRECT, ML18147 (TML) and VELOUR trials
— evaluating continued anti-VEGF therapy for patients with mCRC whose 4321 4321
disease has progressed on chemotherapy/bevacizumab

Data supporting the utility of the Oncotype DX assay in guiding treatment

planning for patients with Stage Il or 1l colon cancer 4321 4321
Use of next-generation sequencing to detect genomic alterations in CRC 4321 4321
GIDEON registry: A global investigation on the use of sorafenib in the 43921 43921

management of HCC
Duration of adjuvant imatinib for high-risk GIST 4321 4321

RADIANT-2: A Phase Il trial of octreotide with everolimus for patients

with advanced neuroendocrine tumors 4321 4321

Was the activity evidence based, fair, balanced and free from commercial bias?
O Yes © No

Please identify how you will change your practice as a result of completing this activity (select all that apply).
O This activity validated my current practice

> Create/revise protocols, policies and/or procedures

> Change the management and/or treatment of my patients

0 Other (please eXplain): .. oo

The content of this activity matched my current (or potential) scope of practice.
O Yes © No

Please respond to the following learning objectives (LOs) by circling the appropriate selection:

4 =Yes 3= Willconsider 2=No 1 =Already doing N/M = LO not met N/A = Not applicable
As a result of this activity, | will be able to:
e Apply clinical research data to optimize the use of anti-VEGF- and anti-EGFR-based

therapy in the treatment of advanced CRC.. .. ....... ... ... . . . . . . . 432 1 N/M N/A
e Communicate the benefits and risks of existing and emerging systemic interventions

to patients with advanced hepatocellular carcinoma.. .. ........... ... .. ... .. .. ..... 4321 NM NA
e Educate patients with neuroendocrine tumors of the Gl tract about novel treatment

approaches for unresectable metastatic disease. . ........... .. ... ... 4321 N/M N/A

e Counsel patients with Stage Il colon cancer about their individual risk of recurrence
based on clinical, pathologic and genomic biomarkers, and consider adjuvant

therapeutic OpLioNS. . . . .ot 4321 N/M N/A
e Communicate the benefits and risks of existing and emerging tyrosine kinase

inhibitors for the treatment of high-risk or metastatic gastrointestinal stromal tumors........ 4321 N/M N/A
e Summarize key findings from clinical studies of emerging therapeutic regimens for

pancreatic cancer, and use this information to guide treatment decision-making. ......... 4321 NM NA
e Use clinical and molecular biomarkers to optimize the selection of systemic therapy

for patients with gastric or gastroesophageal cancer. .. ........... ... ... ... ........ 4321 N/M N/A
e Counsel appropriately selected patients with Gl cancer about participation in ongoing

clinical trials. .. ..o 4321 N/M NA



QID 1033

EDUCATIONAL ASSESSMENT AND CREDIT FORM (continued)

Please describe any clinical situations that you find difficult to manage or resolve that you would like to see
addressed in future educational activities:

Would you recommend this activity to a colleague?
O Yes ™ No

As part of our ongoing, continuous quality-improvement effort, we conduct postactivity follow-up surveys to
assess the impact of our educational interventions on professional practice. Please indicate your willingness to
participate in such a survey.

) Yes, | am willing to participate in a follow-up survey.

> No, I am not willing to participate in a follow-up survey.

PART 2 — Please tell us about the faculty and moderator for this educational activity

4 = Excellent 3 = Good 2 = Adequate 1 = Suboptimal
Faculty Knowledge of subject matter Effectiveness as an educator
Tanios Bekaii-Saab, MD 4 3 2 1 4 3 2 1
Emily K Bergsland, MD 4 3 2 1 4 3 2 1
Charles S Fuchs, MD, MPH 4 3 2 1 4 3 2 1
Richard M Goldberg, MD 4 3 2 1 4 3 2 1
Axel Grothey, MD 4 3 2 1 4 3 2 1
Matthew Kulke, MD, MMSc 4 3 2 1 4 3 2 1
Bert H O’Neil, MD 4 3 2 1 4 3 2 1
Alan P Venook, MD 4 3 2 1 4 3 2 1
Moderator Knowledge of subject matter Effectiveness as an educator
Neil Love, MD 4 3 2 1 4 3 2 1
Please recommend additional faculty for future activities:
Other comments about the faculty and moderator for this activity:
REQUEST FOR CREDIT — Please print clearly
NamMe: .. Specialty: ...

Professional Designation:
© MD & DO O PharmD O NP O RN O PA O Other ...

Research To Practice designates this enduring material for a maximum of 4 AMA PRA Category 1 Credits™.
Physicians should claim only the credit commensurate with the extent of their participation in the activity.

I certify my actual time spent to complete this educational activity to be hour(s).

The expiration date for this activity is October 2013. To obtain a certificate of completion and receive credit for
this activity, please complete the Post-test, fill out the Educational Assessment and Credit Form and fax both
to (800) 447-4310, or mail both to Research To Practice, One Biscayne Tower, 2 South Biscayne Boulevard,
Suite 3600, Miami, FL 33131. You may also complete the Post-test and Educational Assessment online at
www.ResearchToPractice.com/GICUTT112/CME.
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