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   � Gastrointestinal Cancer

Research (GCR), the official

journal of the International Society

of Gastrointestinal Oncology

(ISGIO), has been accepted for

indexing in PubMed Central

(PMC).  As of March 9, 2009 

all articles in the journal

are searchable through

PubMed and available for

viewing or downloading in

PDF format from PMC free

of charge.  Articles in past

issues, beginning with the first

publication of GCR in

January/February 2007, are

also indexed with links to the

full articles.  

GCR was created specifically to provide gastroin-
testinal cancer researchers and clinicians with an

independent authoritative forum for
the timely collection, exchange, and
dissemination of information on
treatment strategies, emerging
science, and research initiatives in
the GI oncology arena. It is currently
mailed to approximately 16,000
medical and radiation oncologists,

surgical oncologists, hematology/
oncology practition -
ers, oncology nurses,

and fellows. 
In addition to orig -

inal articles, re views,
and editorials, GCR has

grown to in clude case
reports and a section cal -

led “END POINTS,” which
features timely point-of-

view pieces, observations,
and commentary on a wide
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GCR Indexed in PubMed
Official Journal Achieves Milestone

� ISGIO IS DEVELOPING AN
online educational web log site, or
“blog,” where registered member
physicians will be able to commu-
nicate with and ask questions of
well-known opinion leaders in the
GI oncology arena.  This project is
one of several initiatives under
way as part of the Society’s com -
mitment to professional develop-
ment and stewardship of the next
generation of GI oncologists.  

As stated in a Gastrointestinal
Cancer Research (GCR) article by
John L. Marshall, MD (Lombardi
Comprehensive Cancer Center,

Georgetown University, Wash ing-
ton, DC), President of ISGIO, “As
more junior ISGIO members in -
teract with senior leaders, collab-
orations are forming all over the
world, and extensive networks are
emerging composed of members
of diverse backgrounds pursuing
common interests and harnessing
synergistic resources. Our senior
members are indeed eager to
work with energetic, focused
researchers, and in exchange,
they can offer the guidance, con -
nections, and support so critical

International Society of Gastrointestinal Oncology
200 Broadhollow Rd., Suite 207, Melville, NY 11747

ISGIO To Launch Mentoring
Program Into the Blogosphere
TOWARD BETTER STEWARDSHIP OF GI ONCOLOGY’S FUTURE

ALSO I N  T H I S  I S S U E :

ASCO's Provisional Clinical Opinion on KRAS T  esting  Page 3

News From ASCO GI 2009
� THE AMERICAN SOCIETY OF CLINICAL

Oncology (ASCO) held its 2009 Gastroin testinal Cancers

Symposium  in San Fran cisco, CA, from January 15 to 17.

Highlights from seve ral presentations, focusing on predictive

and prognostic markers in GI tumors and results of thera-

peutic trials, are summarized below. 

KRAS TESTING EXPECTED
TO CUT COSTS

Shankaran et al reported the
economic implications of KRAS
testing for patients with meta -
static colorectal cancer (CRC),
showing a potential cost savings
of $604 million if cetuximab were
used only to treat tumors with no
KRAS gene mutations (wild-type)
(ASCO 2009 GI Cancers Sym -
posium, abstr 298). The analysis
was based on costs associated
with first-line cetuximab therapy 

(> $60,000) and KRAS testing
(~ $450) for all newly diagnosed
metastatic CRC patients. While
agreeing that KRAS testing saves
money and targets therapy to
patients more likely to benefit, Dr.
Leonard Saltz (Memorial Sloan-
Kettering Cancer Center) noted
in a USA Today article (January
13, 2009) that this cost savings
may be overestimated, however,
because the analysis assumed
that all newly diagnosed patients

(continued on page 2 )

(continued on page 3)

(continued on page 4)
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with advanced CRC would receive
cetuximab as initial treatment, whereas
fewer than 10% actually do. Cetuximab
is more often given later in the patient’s
treatment course, he said. ASCO
recently released a Provisional Clinical
Opinion recommending KRAS testing
for all metastatic colorectal cancer
patients for whom epidermal growth
factor receptor monoclonal antibody
therapy is being considered (see article
on page 3).

GENETIC MARKER OF INCREASED

ESOPHAGEAL CANCER RISK

IDENTIFIED

Cheung et al from M. D. Anderson
Cancer Center (MDACC) examined the
relation between polymorphisms in the
epidermal growth factor (EGF) gene,
gastroesophageal reflux disease (GERD),
and development of esopha geal adeno-
carcinoma, and found a significant

interaction between the G/G EGF variant
and GERD for esophageal cancer risk
(ASCO 2009 GI Cancers Symposium,
abstr 2). The researchers performed
EGF genotyping on DNA samples from
309 esophageal cancer patients and
275 matched controls [Table 2-1].  EGF
variants (A/G or G/G) (P = .02) and
GERD (P < .001) were more common
among the patients than the controls.
The G/G variant was associated with
higher risk of cancer when compared
with the A/A (wild-type) EGF genotype
for patients who experienced GERD
more than once a week (P < .001) or for
more than 15 years (P < .001).  The
authors concluded that EGF polymor-
phism affects esophageal cancer risk
thorough an interaction with GERD, and
that genotyping persons with severe
GERD or long-term sufferers of the
condition may help to identify those at
greatest risk for cancer development. 

MISMATCH REPAIR GENE

POLYMORPHISMS MAY PREDICT

RESPONSE TO TREATMENT FOR

PANCREATIC CANCER 

The role of mismatch repair (MMR)
genes on treatment response in patients
with pancreatic adenocarcinoma was
investigated by Li et al (ASCO 2009 GI
Cancers Symposium, abstr 118). The
authors examined 15 single-nucleotide
polymorphisms (SNPs) of eight MMR
genes from 154 patients who were to
receive preoperative gemcitabine-based
chemoradiotherapy as participants in
phase II trials at MDACC. Their results
showed that certain SNPs of MMR
genes may predict response to therapy

and may be prognostic markers for
tumor resectability and survival in these
patients. For example, median survival
was longer in patients with fewer
adverse SNP genotypes than those with
more adverse genotypes; median
survival times were 8.3, 13.0, 16.3,
23.9, and 36.2 months in patients with
6-7, 5, 4, 3, or 2 adverse genotypes,
respectively (P < .001), and 20 of 25
patients with 0-1 adverse genotype were
alive 3 to 5 years after diagnosis.  

OCTREOTIDE LAR SLOWS

GROWTH OF METASTATIC NET

Arnold et al reported interim data from
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News From ASCO GI 2009 (cont’d from page 1 )

CALL FOR ABSTRACTS AND EDUCATIONAL GRANTS

Abstract Submission Requirements
ISGIO invites all participants to submit abstracts describing original work to the 2009
Conference Organizing Committee.

Abstracts must be written in English and begin with a concise Title followed by a
list of all Authors and their respective Affiliations. The body of the abstract should
not exceed 500 words and must contain the following labeled sections: 

• Background, including a statement of the hypothesis or research question; 
• Methods, an explanation of the study design and experimental

methods used; 
• Results, a summary of the major findings; and 
• Conclusions, a summary of the overall findings and implications of the results

Educational Grants
Young investigators and fellows are eligible for up to a $1,000.00 educational grant to
attend the Conference.

To qualify for the educational grant, you must submit a request in writing to the 2009
Conference Organizing Committee, along with one of the following two items:
(1) A data-driven abstract on clinical or basic science regarding GI cancer
(2) A letter from the Chief of Division of Medicine (or comparable position) stating that you have

been working on a GI research project.

E-mail all materials and contact information (full name, affiliation, mailing address, phone, fax
and e-mail address) no later than midnight August 31, 2009, to rae.bretana@isgio.org. Approved
authors will be notified by September 4, 2009.

October 1–3, 2009
The Sheraton Philadelphia City Center, Philadelphia, PA

Visit www.isgio.org for Society & Conference Registration & Information 

GASTROINTESTINAL
ONCOLOGY C ONFERENCE

SAVE THE DATE
The 6th Annual Meeting of 
The International Society of Gastrointestinal Oncology

2009

CME/CNE credit provided

Table 2-1. Risk of EA by EGF A61G polymorphism in the overall cohort and in GERD vs. 
no GERD subsets

No. cases/
controls Adjusted odds ratio of EA by EGF A61G gene polymorphism

A/G vs. A/A genotype G/G vs. A/A genotype

OR (95% CI) P value OR (95% CI) P value

Entire study cohort 309/275 1.22 (0.8–1.8) 0.30 1.90 (1.2–3.0) 0.007

GERD subset 205/62 1.52 (0.8–2.9) 0.21 3.39 (1.4–8.0) 0.005

No GERD subset 104/213 0.93 (0.6–1.6) 0.79 0.67 (0.3–1.4) 0.30

Abbreviations: EA = esophageal adenocarcinoma; GERD = gastroesophageal reflux disease; OR = odds ratio; CI =
confidence interval

(continued on page 4 )



   � ON JANUARY 14, 2009, THE AMERICAN
Society of Clinical Oncology (ASCO)
released its first Provisional Clinical
Opinion (PCO). As stated on ASCO’s web
site, PCOs “are intended to offer timely
preliminary clinical direction to oncolo-
gists following the publication or presen-
tation of potentially practice-changing
data from major studies.”

This foundational PCO recommends
routine testing of tumor KRAS gene
status for all metastatic colorectal cancer
patients (CRC) for whom epidermal
growth factor receptor (EGFR) mono -
clonal antibody treatment is being
considered; it further advises that
patients with KRAS mutations should not

receive such treatments.  The complete
PCO as published by ASCO is shown in
the Box. 

This recommendation was based on
retrospective analyses of data from 10
phase II and III trials regarding patient
outcome in relation to KRAS mutation
status. Results showed a lack of efficacy
of cetuximab or panitumumab treatment
against tumors harboring KRAS
mutations. The assays used in these
trials were able to detect KRAS
mutations in codons 12 and 13,
although mutations occur uncommonly
in other codons, according to the PCO
authors. More information about the
PCO is available at www.asco.org. �

Provisional Clinical Opinion: Based

on systematic reviews of the rele -

vant literature, all patients with

metastatic colorectal carcinoma

who are candidates for anti-EGFR

antibody therapy should have their

tumor tested for KRAS mutations

in a CLIA-accredited laboratory. If

KRAS mutation in codon 12 or 13

is detected, then patients with

metastatic colo rectal carcinoma

should not receive anti-EGFR

antibody therapy as part of their

treatment.

3VISIT US AT HTTP://WWW.ISGIO.ORG

Helmy M. Guirgis, MD, PhD
University of California,
Irvine, CA

I am delighted to be attending 
the International Society of
Gastrointestinal Oncology’s
(ISGIO) annual Gastrointestinal
Oncology Conference. I will present
a methodology to evaluate anticancer
drugs used for GI malignancies; 
it is an attempt to standardize the
methodology. I have been impressed
by the contents of this well-run
meeting. The speakers have presented
the most up-to-date information
and have engaged in interesting
exchanges regarding controversies in
the field. I have learned a lot and
will be able to take what I have
learned back to my colleagues and
to my practice. It is clear that the
ISGIO is committed to mentoring
junior attendees at this conference;
the encouragement given to the 
“little guys” by senior Society
members has been inspiring. 

I S G I O  I M P R E S S I O N S
PROGRAM DESCRIPTION
The 2009 Gastrointestinal Oncology Conference, the official meeting of the International Society of Gastrointestinal Oncology, 
will provide an educational forum for presenting and discussing the latest advances in the broad field of GI cancer research, as
well as critical issues relevant to the care of persons with GI cancer.

The conference will feature distinguished speakers covering a broad spectrum of topics ranging from basic science to clinical
therapeutics. Presenters and discussants will explore current issues and debate controversial topics. Case presentations will be
given by the faculty and the audience will participate by an interactive audience response system to stimulate discussion on
diagnosis and management. This program should be of interest to professionals actively engaged clinically or scientifically in 
all facets of GI cancer research and care.

PRELIMINARY SCIENTIFIC PROGRAM

Session 1: Esophageal Cancer
• Increasing Importance of Esophageal Cancer: Epidemiology and

Combined-Modality Approaches

• Esophagus Sparing Strategies in Patients with Esophageal Cancer

• Case Presentation 1: Locally Advanced Esophageal Cancer

• Case Presentation 2: EMR Before or After Radiation

• Case Presentation 3: Barrett’s Dysplasia Treated With an Ablative
Approach

Session 2: Pancreatic Cancer
• Metastatic Pancreatic Cancer: How to Select the Best Treatment

Options

• Current Strategies for Managing Localized Pancreatic Cancer

• Case Presentation 1: Metastatic First-Line Pancreatic Cancer

• Case Presentation 2: Locally Advanced Pancreatic Cancer

Session 3: Advanced Colorectal Cancer
• Advanced CRC: Progress and Problems

• Curable Metastatic Colorectal Cancer

• Case Presentation 1: First-Line Advanced

• Case Presentation 2: Metastatic but Potentially Curable

• Case Presentation 3: Second-Line and Third-Line

Session 4: Hepatobiliary Cancer
• Case Presentation 1: First-Line Therapy for Advanced HCC

• Case Presentation 2: Patient Who Had a Transplant

• Case Presentation 3: Second-Line Therapy for Advanced HCC 

Session 5: Emerging Science
• Keynote Presentation: Molecular Origins of Cancer

• Cancer Stem Cells: Cancer Initiation, Therapy Resistance, 
and Metastases

• Biomarkers in GI Cancers

Session 6: Adjuvant Colon Cancer
• Biomarker Signatures That Predict Benefit From Therapy

• Case Presentation 1: Stage II

• Case Presentation 2: Stage III

• Case Presentation 3: Stage IVa After Primary Surgery for
Previously Untreated Synchronous Liver Metastases

Session 7: Gastric Cancer
• Molecular Biology: East and West

• Localized Gastric Cancer: East and West

• Case Presentation 1: Preoperative Therapy

• Case Presentation 2: Metastatic First-Line

• Case Presentation 3: Chemoradiation as Adjuvant Therapy 

• Advanced Gastric Cancer: An Update 

Session 8: Rectal Cancer 
• Current Approaches to Localized Rectal Cancer

• Case Presentation 1: Preoperative Chemoradiation

• Case Presentation 2: Postoperative Chemoradiation

• Case Presentation 3: Is Radiation Necessary in This Case?

ASCO Releases First “Provisional Clinical Opinion”
States Position on KRAS Testing in mCRC

variety of topics of interest to the GI on -
cology community. Journal supplements
and special single-topic issues are
published yearly as well.

Access to journal contents will
continue to be available through the
ISGIO web site (ww.isgio.org) and the

GCR web site (www.myGCRonline.org).
Authors are invited to submit high-

quality original reports or review papers,
case reports, letters to the editor, or com -
mentary to GCR. More information on
manuscript preparation and submission
is available at www. myGCRonline.org.  �

GCR Indexed in PubMed
(cont’d from page 1 )

Visit www.isgio.org 

for membership 

information, conference

abstracts, and 

announcements of 

upcoming ISGIO events. 
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News From ASCO GI 2009 
(cont’d from page 2 )

to advancing a successful, rewarding
career in GI oncology.”1

Worldwide, gastrointestinal tumors
account for a substantial burden of the
most commonly diagnosed malignan-
cies, with colo rectal and gastric cancers
ranking third and fourth, respectively. In
the United States in 2008, approxi-
mately 20% of new cancer cases
(271,000/ 1.4 million) were tumors of
the gastrointestinal tract, with colorectal
cancer accounting for more than half of
those (~ 150,000).  

“As the world’s population expands,
and as the elderly population continues
to grow, the need for oncologists, partic-

ularly GI oncologists, will become criti -

cal,” stated Al B. Benson III, MD (Robert

H. Lurie Comprehensive Cancer Center,

Chicago, IL), ISGIO’s immediate past

president.2

The ISGIO Mentorship Blog will

facilitate communication between junior

oncologists and mentors on non-clinical

matters, including issues concerning co -

operative group participation, insight on

seeking grants, Food and Drug Ad mini-

stration regulatory issues, tips on journal

article submission, and other questions

a practitioner might face while navi gating

a new career through highly challenging

waters. Participation will be limited to

registered blog members only. When the

blog site is ready to launch, an online ap -

plication form will be available by click ing

the “Mentor” tab at www.isgio.org.   �

References
1. Marshall JL: ISGIO and the future of GI

oncology: a very different society making a very
important difference.  Gastrointest Cancer Res
3(1):1, 2009

2. Benson AB: ISGIO’s role in the global advance-
ment of GI Oncology: Will we be ready for the
future? Gastrointest Cancer Res 2(1):1, 2008

the first randomized, double-blind,
placebo-controlled phase IIIb study of
octreotide in metastatic NET of the
midgut, the PROMID trial (Placebo-
controlled prospective Randomized
study on the antiproliferative efficacy of
Octreotide LAR in patients with meta -
static neuroendocrine MIDgut tumors)
(ASCO 2009 GI Cancers Symposium,
abstr 121).  A total of 85 patients with
treatment-naïve, well-differentiated meta -
static or locally inoperable NETs of the
midgut that were functionally active
(hormone-secreting) or inactive (non–
hormone-secreting) have been enrolled
so far. Assessment was based on 67
patients with tumor progression and 16
deaths.The median time to tumor
progression (the primary study end
point) was 14.3 months and 6 months
for the octreotide and placebo groups,
respectively (HR: 0.33; 95% CI: 0.20–
0.57; P = .000037), translating to a
67% risk reduction for tumor progres-
sion in the octreotide group. Fur ther-
more, more patients in the octreotide
group (64%) than in the placebo group
(37%) had stable disease after 6
months of treatment.  Median survival
has not yet been estimated because of

the low number of deaths that have
occurred so far. 

HIGH RESPONSE AND ENCOURAG -

ING RESECTION RATES WITH

NEOADJUVANT CHEMOTHERAPY

PLUS CETUXIMAB FOR UNRE -

SECTABLE CRC LIVER METASTASES  

The addition of cetuximab to FOLFOX6
(n = 56) or FOLFIRI (n = 55) as neoad-
juvant therapy for colorectal cancer
patients with unresectable liver metas-
tases resulted in response rates of 75%
and 79%, respectively, in patients with
wild-type KRAS tumor status, according
to data from the randomized multi-
center, phase II CELIM study (ASCO
2009 GI Cancers Symposium, abstr
296). KRAS status was known in 99
patients, and 71% had wild-type KRAS
tumors. Overall, about 40% of patients
had their tumors converted to re sec-
table status and subsequently under-
went surgery, with R0 resection rates of
approximately 35% [Table 4-1]. The
median time to surgery was 5 months.
Grade 3/4 adverse effects seen most
commonly before surgery were skin tox -
icity (33%), neutropenia (23%), diar -
rhea (14%), and neuropathy (10%). �

ISGIO To Launch Mentoring
Program Into Blogosphere (cont’d from page 1 )

Table 4-1. Efficacy according to treatment arm

FOLFOX-Cet FOLFIRI-Cet All patients

PR/CR 85% 66% 75%

95% CI 71.9–93.1% 51.7–78.5% 65.9–83.1%

Resection 40% 43% 42%

R0 resection 37% 34% 35%

Responses are unconfirmed. 
Abbreviations: Cet = cetuximab; CI = confidence interval; CR = complete response; FOLFOX = 5-fluorouracil,
leucovorin, oxaliplatin; FOLFIRI = 5-fluorouracil, leucovorin, irinotecan; PR = partial response. 

“Our senior members are indeed
eager to work with energetic,
focused researchers, and in
exchange, they can offer the
guidance, connections, and 

support so critical to advancing
a successful, rewarding career 

in GI oncology.”

John L. Marshall, MD

A total of 732 eligible patients were ran -
domly assigned to receive capecitabine,
oxaliplatin, and bevacizumab (CB) vs. the
same CB regimen plus a weekly cetuxi-
mab infusion (CBC).

Results showed that PFS, the pri -
mary study end point, was shorter with
CBC as compared with the standard CB
regimen (median, 10.7 mo vs. 9.4 mo,
respectively, P = .01; hazard ratio for dis -
ease progression or death in CBC group:
1.22 [95% CI: 1.04–1.43]). Median
overall survival (OS) durations (20.3 mo
vs. 19.4 months, P = .16), response rates
(~50%), and disease control rates
(complete response, partial response, or
stable disease) (~94%) were similar in
the two treatment groups. 

OUTCOME BY KRAS STATUS

Results were analyzed according to
tumor KRAS gene mutation status, and

confirmed findings from other studies
showing lack of response to EGFR in -
hibitor treatment when KRAS mutation is
present. Among the tumors analyzed in
this study, 39.6% harbored an activating
KRAS mutation. In patients treated with
cetuximab, PFS was significantly shorter
in those with KRAS mutations vs. wild-
type tumors (8.1 vs. 10.5 mo, P = .04).
Furthermore, among patients with KRAS-
mutant tumor status, both PFS (8.1 vs.
12.5 mo, P = .003) and OS (17.2 vs.
24.9 mo, P = .03) were significantly
inferior when cetuximab was added to
treatment (CBC) as compared with CB
alone. No significant PFS difference was
noted between the two treatments for
patients with wild-type KRAS tumors.

CETUXIMAB-RELATED CUTANEOUS

EFFECTS CORRELATE WITH PFS

Grade 3 or 4 adverse effects occurred

more frequently in the CBC group
(81.7% vs. 73.2%), with the difference
attributed primarily to cetuximab-related
skin rash. Other common serious ad -
verse events observed in both treatment
groups included hand-foot skin reaction,
diarrhea, hypertension, fatigue, and
sensory neuropathy. 

EGFR expression was determined
for 496 tumors and 64% were consid-
ered positive. The authors reported that
no correlation was observed between
EGFR expression and KRAS status and
incidence of skin rash. On the other
hand, the severity of cutaneous effects
correlated with PFS (P < .001), with PFS
improving as the severity increased. For
example, PFS was 7.8 months for cetux-
imab-treated patients with grade 0-1,
10.2 months with grade 2, and 11.4
months with grade 3 cutaneous effects.
As reported by the authors, however, the

11.4-month PFS for patients with grade
3 cetuximab-related skin effects was not
significantly different from the PFS
achieved with CB treatment alone.  

The effects of treatment on quality of
life (QOL) were also determined in this
trial. While baseline measures of global
health status and QOL were similar in the
two treatment groups, patients who
received CB had significantly better
improvements in these parameters over
the course of the study. 

The authors concluded that results
of this trial argue against use of dual anti-
EGFR and anti-VEGF monoclonal anti -
bodies combined with chemotherapy in the
setting of metastatic colorectal cancer. �

CAIRO2 Trial of 5-FU–Based
Chemotherapy + Bevacizumab With
or Without Cetuximab
NEGATIVE RESULTS WITH DUAL ANTIBODY
THERAPY IN METASTATIC  CRC
The addition of cetuximab to standard first-line 5-fluorouracil–based
chemotherapy plus bevacizumab resulted in a shorter duration of progres-
sion-free survival (PFS) and poorer quality of life (QOL) in patients with
previously untreated metastatic colorectal cancer as compared with treat-
ment with chemotherapy plus bevacizumab alone, according to published
results of the Dutch Colorectal Cancer Group’s phase III CAIRO2 trial (N
Engl J Med 360(6):563–572, 2009).

Visit www.isgio.org  for membership
information, conference abstracts, 
and announcements of upcoming 

ISGIO events. 


