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Keynote Address — Causes and Prevention of
Colon Cancer, Dr. Curt Harris, NCI

Risk for CR cancer is dependent upon genetics and
environmental/lifestyle factors.

Caretaker genes: take care of genes through repair,
detoxiycation, anti-oxidants

Gatekeeper genes: cell cycle control, programmed
cell death

Macro environment: what we eat, breath, absorb
Micro environment: what happens in the cells

T free radicals, etc

Number of diseases that predispose to CR cancer
T Peutz Jeghers FAP, HNPCC, Juvenille Polyposis
T but only account for about 8% of all CR cancers

Causes of DNA damage include smoking, sunlight,
well done red meat. 30,000 genes and several
hundred are involved in the cancer process.

Normal cells become hyperproliferative leading to
noncancerous adenomas. If not removed, adenomas
lead to carcinoma. It takes several decades for this
process to occur.

Chronic inpammation and infection increase cancer
risk. Can be due to inherited factors or bowel
disease (Crohnis and colitis). Can also be due to
acquired factors T viral (hep B and C), bacterial
(PID), parasites, chronic physical/metabolic (acid
repux, obesity, asbestos)

Obesity is a chronic inpammatory disease. Free
radicals are associated with inpammation and

cause DNA damage and mutation. They also cause
increased cell proliferation that is associated with
cancer.

Genetic presentation in ulcerative colitis patients
with colon cancer is signiycantly different than that of
sporadic CR cancer.

Cancer prevention T epidemiology studies and
molecular targets

Epidemiology studies T risk factors for CR cancer T
family history (yrst degree relative with CR before 55,
risk increases 15%, 2 or more yrst degree relatives
increases 60%), meat consumption, smoking,
alcohol consumption, obesity. Risk decreased with
vegetable consumption, exercise, NSAIDs, hormone
replacement therapy. No impact seen with vitamins.

What are the controversies and problems?
Womenis Health Initiative Study. By 3 years out,
dieters and nondieters were consuming the same %
of calories from fat. Therefore, their outcomes were
not signiycantly different. This led to misinformation
that fat consumption did not impact on cancer
incidence.

We donit communicate well to the public through the
press. Only a handful of health writers understand
the science and the issues well enough to report
accurately. In smaller communities, their reports rely
heavily on those of papers in larger cities. As the
messages gradually get yltered through re-writes,
there is often miscommunication T either by leaving
the most important information out, drawing false
conclusions, etc.
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What does COX2 do? Promotes PGE2 as a
central mediator. Increased expression of COX2

is associated with a poorer prognosis in many
cancers. Epidemiological studies show that people
taking NSAIDs, including aspirin, have a decreased
incidence of CR cancer. There are multiple studies
that demonstrate this. Always beware of single
study results being used to promote changes in
practice or behavior.

Challenges
Improved communications among stakeholders
Bench to bedside

Qand A

Lack of association between rheumatoid arthritis
and cancer.

RAis a chronic inpammatory disease, an auto-
immune disease yet there is not an increased risk

of cancer in these patients. Are the cells different

or does something different happen in the area of
the joints with the inpammation? Many studies
underway to further explore this. Just proves that
nothing is completely deynite.

Summarize the best current practice for
chemoprevention for CR cancer.

Very complicated issue. COX2 is very attractive

for decreasing CR cancer. Even prospective were
ongoing were very promising. But theyive been
stopped because of the increased risk of developing
cardiovascular disease. When you actually look at
the studies that were ongoing, in the control arm
there were 7 or 8 people who had a cardiovascular
event, in the experimental arm there were 16, so a
two-fold increase. Looking at the total sample sizes,
however, these were relatively rare events. You
need to balance that against the beneyts in terms of
decreased risk of CR cancer. Aspirin seems to be
ok, but still need to talk to your doctor. Other things
you can do T detoxiycation for example T should be
explored. Maintaining a good lifestyle is probably
the best thing that you can do.

Thinking About a Place No One Wants to Talk

About, Dr. James Herbert, USC

A SC has high % of African Americans in rural areas.
Issues of transportation and other access issues
are worse.

A CR cancer is one of three cancer sites for which
primary prevention is a logical goal.

A Many counties in SC have higher incidence rates
when compared to US averages.

A Mortality is even worse than incidence rates when
compared to US averages

A Therets around a 15 year gap on average for the
information to be available and for widespread
change to start to occur T example of tobacco
used

Dr. Irene Prabhu Das, DHEC - SECAP study

134 practices participated in study. Looked
resources available to handle increased volume
without increasing expenses (staff, equipment, etc)
A State divided into 6 regions to look at availability,
demand, etc.

A Forecasting model used to estimate demand
T people over the age of 50 not yet screened

A 484,000 people estimated to be unscreened.
Under 65 population unscreened signiycantly
higher. Most unscreened have insurance.

A Screening scenarios to estimate unmet CRC
Screening need in SC T FOBT, FOBT+pex sig,
Flex sig, Colonoscopy are the four options.

A The national data shows that you cannot do a full
scale screening program on a state level in a 1
year period T need several years.

A Capacity exists for Option 1 7 100% FOBT with
follow up as indicated with pex sig.

First discussion session - What can we do with
our individual interests, expertise, etc. to tackle
the issue of CR cancer in SC?

A One uniyed voice- perhaps SCCA T to advocate for
a rational recommendation for CR screening

A Clearinghouse of resources in state T link
fragmented organizations T increase research
T encourage networking

A Everyone should undergo FOBT screening at an
early age

A Follow the template used for breast, prostate and
cervical cancer T individuals go into community as
an outreach effort

A Lack of trust in community with medical community.
How to get individuals to trust clinical trials and
enroll in them. Perhaps successful participants to
advocate at community level.

A Communicate clearly with all disciplines.

A Work with primary care docs and also work
directly with the public. Katie Couric. Go through
churches.

A Meetings like this around common goals, grants,
passion for work

A Effective outreach programs T Getting Out the



Message.

A Increasing access to care, particularly in
underserved populations. Translational research
and communication regarding it.

A Reminding patients diagnosed to pass along
screening information to their family members.

The Bench - Trends, Opportunities
Frank Berger, USC

Bench research focusing on identiycation of genes
that cause and that modify the nature of CRC.
Includes control of cell growth (oncogenes, tumor
suppression), apoptosis or programmed cell death,
angiogenesis, chromosome integrity, metastasis,
stem cells. It may be that a very small proportion of
the cells are responsible for cancer T itis the stem
cells that may be the problem.

One process is associated with 80% of sporadic CR
cancers. Within that process beta-catenin plays a
pivotal role. When activated, the pathway turns on
and off on a regular basis in response to speciyc
signals and response pathways. This process

is altered in CR cancer, whereby the signaling
pathways are off and thus do not turn on and off as
they should.

Gene expression proyling T looking at 30000
genes in the human genome to predict response
to treatment, likelihood of metastasis, likelihood of
recurrence, etc.

Research into what is the role of the normal, host-
derived cells and what impact do they have on
neoplastic cells. Atumor is an organ T normal and
cancer cells, circulatory system, inpbammatory cells.

Animal models are increasingly important. Critical
in determining how cancer initiates, develops and
progress in a whole animal. Need to translate
information gained in animal models and cells in
culture to humans.

Ken Tew, PhD, MUSC - Rational drug design and
development by academic/corporate cooperation

Need to identify chemicals that have speciyc activity
against pathways. In the beginning, itis not cancer
site speciyc, but pathway speciyc. Only after the
activity is conyrmed, then you look at speciyc
disease sites.

Drug development process takes 10-12 years from
discovery to FDA approval. Itis very expensive

as well. Believe that the expenses reported

in association with drug development are not
exaggerated. Academic institutions cannot do this
independently.

Provided detailed explanation of GST Pi, which is
overexpressed in many cancers, including CRC.

We have the tools within SC to lead drug discovery.
Collaboration is key.

Michael Wargovich, PhD, USC — Cancer
Chemoprevention Research: A Strength in South
Carolina

//Sorry, JoEllen, | got a call and was outside on the
porch while this presentation was made.//

Second discussion question: How can bench
researches promote and disseminate their work
so that it goes beyond the lab and becomes
relevant to the people?

A Work with primary care physicians and local
medical oncologists to identify educational
opportunities

A Needs to be an understanding of scientists and
their specialized training so that the community
understands better. Need an effective
communicator.

A Involve clinicians, give them freedom, statewide
registry to link interested parties throughout the
state, need coordinators/physician extenders

A Using a communication expert to work with
researches to reyne their messages and then
get them into the community. Have a community
liaison who is both an expert in the science and
knows the community.

A Create a mult-disciplinary team to facilitate
dissemination

A Connect researchers with the media in a balanced
way

A Every community should have a culturally
competent knowledgeable resource to serve as
ambassador

A Put a human face on researchers, have media
do reports on an ongoing basis, us the site-
speciyc colon meetings more effectively, online
teleconferences, use the resources that are there
and underutilized

A Simplify the information so that lay public



understands. Make data actionable.

A Needing a robust mechanism, educate the public
especially on the fear factor, SC needs to have
parity with surrounding states in terms of coverage
for screening, participation in clinical trials, etc.

Mrs. Jenny Sanford, First Lady of South Carolina
Mother is melanoma survivor who owes her survival
to her participation in a clinical trial at NIH. Four of
six of the siblings have had melanoma. After cousin
died of colon cancer, it was learned that both of her
motheris parents had colon cancer before age 60.

To the Bedside: Approaches to Prevention,
Screening and Treatment

Colorectal Cancer: Barriers, Trials and Progress
James Bearden, Gibbs Regional Cancer Center

A SWOG study on the barriers to placing people over
age 65 on clinical trials T top reasons included
lack of clinical trials in the community, lack of
marketing, Tuskegee effect, feel like a guinea pig,
community physician not interested

A 2-4% of patients participate in clinical trials; only
1.5% of those over 65.

A Review of clinical trials available in SC indicates
that there are over 25 sites throughout the site
offering clinical trials.

Bill Butler, MD, SC Oncology Associates,
Columbia, SC

Screening for Colon Cancer: Intertia in the Face
of Compelling Evidence

A Universal adoption of screening guidelines would
reduce colon cancer mortality by 30-50%.

A Of the 45% not getting screening, 95% didnit get a
recommendation from an MD.

A Screening rates are increasing overall but not for
AAs and those with less than an HS education.

A Women prefer a female endoscopist T are willing
to pay more and wait longer

A Major problem is that there is not one speciyc
recommendation, but rather several. This is
confusing to the clinicians as well as to the general
public.

A Reviewed pros and cons of FOBT as a screening
method including low cost, noninvasive. As many
as 1/3 of patients in a large study did not get follow
up after positive FOBT.

A National Polyp Study estimated that 76-90%
of cancers could be eliminated with routine

colonoscopy.

A Reviewed pros and cons of Colonoscopy as
screening method including sensitivity, ability to
treat (polyp) during procedure. Cons include cost,
need for anesthesia. 95% of CR cancers are
accessible via colonoscopy.

A Molecular stool screening T can ynd DNA in
stool samples that can detect cancers earlier.
Depending on the number of markers screened,
anywhere from 70-91% of CR cancers can be
detected.

A Whatis needed T simplify recommendations,
provider education, convince insurers that paying
for prevention is better than cure

From the Digit to the Digital
Brenda Hoffman, MD, MUSC

Part of the controversies over CT vs standard
Colonoscopy has to do with the inconsistencies in
the medical literature. The differences can be traced
to differences in methodologies in the studies.

If you have a CT colongraphy, youive received
your annual radiation dose for the year. Therefore
females could not have mammo in the same year.

Efforts are underway to ynd better ways to deliver
the prep for colonoscopy. Other efforts are looking
at options for sedation. Some concerns re: missing
pat lesions on colonoscopy.

Coming soon T capsule colon endoscopy, self-
propelling CRC screening device, aeroscope

Who will be doing the driving? If the newer
technologies become mainstream, nurses and
family doctors may be the primary providers of these
screening methodologies.

We need a cheap, easy, non-messy test that can be
done anywhere.

Third discussion question: Right now, how
knowledgeable is our state providers and
clinicians re: CR screening guidelines? Do you
think it’s a priority? If not, how does it become a
priority?

A Most are not knowledgeable. ltis also not a priority.
Insurance companies need to see this as a priority.

A Gastroenterologists are up to speed on guidelines,
but thereis confusion re: the recommendations.



Problem with follow up. State is not a mandated
screening state so insurers are not required to
cover costs. Need to raise issue with insurers.

A Not advocated by primary care community.
Financial issue needs to be resolved.

A Confusion among providers re: guidelines. Simpler
message with one clear answer would be of
tremendous help.

A Not enough uniformity. Electronic medical records
and email reminders could help.

A Focus in on illness and disease not prevention.
Educate the public to advocate on their own
behalf. Kiosks with health screening that they
could print and save. Could even print out list of
gastroenterologists in their area.

A Blue Cross and other insurers need the information
that we have. Encourage placement of info
on their public/patient websites re: physician
recommendation of screening. Better follow up on
FOBT positive yndings. Bundle CR screening with
other screening (i.e., mammo, prostate screening).

Rep. James Smith, Jr.:
Update on House Bill 3536

Bill for mandatory coverage of CR cancer screening.
Encouraging trends in state Medicare program.
Recommendation that all state health plans include
the same coverage. Plan to bring reps from BC/
BS. BC/BS has not come out in support of this bill.
Theyire reluctant to change, but once they see the
change, they tend to get on board. Itis just a matter
of time. It makes good ynancial sense.

Hearing date will be announced T need everyone

to some out in favor of this. Make sure your local
rep knows your position on this and that you expect
them to vote in favor of this. Hold them accountable.
You need to be knowledgeable participants driving
this process.

Labor, Commerce and Industry Committee will
oversee this bill through the process. Thereis

an Insurance Subcommittee. Overall, itis a fairly
divided committee. If the bill gets out of the House,
anticipate Senate approval will go more smoothly.

Names of subcommittee members will be provided
so that it can be distributed to participants.

www.scstatehouse.net T lots of information as well
as a webcam.

To the Trenches: Making Change Happen in
South Carolina
Nancy Cheney, American Cancer Society

Provided overview of the ACS

Jo-Ellen DeLuca, Patient Advocate

Overview of advocacy and organizations and some
of their unique offerings, including Susieis Cause,
the Wellness Center, C3, NCCTG, One Voice
Against Cancer (OVAC), Colon Cancer Alliance.

A SCCA T 800 members. Many task forces,
overarching cancer control plan

A South Carolina report card T D for new cancer
cases and F for cancer deaths (ranked 48th in the
nation).

A Have identiyed insurance coverage as an issue
T only state from DE to GA that doesnit have
mandatory screening legislation.

A Asking all sites performing colonoscopy to register
so that there is complete information regarding
availability.

A Need to come up with creative partnerships
T NPR, Starbucks, just be creative!

A Referred to all of the educational materials
available at back of room.

Dr. Jane Zapka, Sc.D., MUSC and University of
Massachussetts

Increase in breast cancer screening from 1987 to
2003 can be attributed to focused efforts on the part
of advocates. Also, increased awareness due to the
diagnosis of several prominent women T Betty Ford
for example.

While passion has been there, so too has been the
knowledge re: the science T the professionalization
of advocacy. We need the same to occur with CR
cancer. We can fast track this T we know how to
fast track.

Need to be mindful and vigilant re: issues of
disparities. Even though weire below 50% overall,
there still needs to be a speciyc focus on disparities.

Activism and Advocacy as Science
NCI document — Theory on Prevention



