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Clinicians at academic medical centers are well 
aware of how cancer clinical trials can benefit 
their patients and advance treatment standards. 
Yet participation in these studies is very low, with 
fewer than 5 percent of eligible patients taking 
part. This fact has bothered Neal Meropol, MD, 
for more than 20 years.

“In 1992, we began to ask ourselves why 
patients don’t participate in clinical trials,”  
says Dr. Meropol, Chief of the Division of 
Hematology and Oncology at University 
Hospitals Seidman Cancer Center.  
“We sought to understand how they make 
decisions about their treatment options.”

Fast-forward to January 2015, when an online 
program called PRE-ACT – Preparatory Education 
About Clinical Trials – launched on the premier 
patient information website Cancer.net.  
PRE-ACT, an interactive, video-based program 
developed by Dr. Meropol and his colleagues, 
is designed to help patients make personalized 
treatment choices. It accomplishes this by 
addressing their knowledge gaps and attitudes 
about clinical trials, even before they meet with 
their oncologist for the first time.

Patients who’ve been newly diagnosed with 
cancer are encouraged to visit Cancer.net and 
complete an online PRE-ACT survey. Results of 
this survey are used to tailor an individualized 
video-based educational program to best 
meet their specific needs. Patients then view a 
customized series of 30- to 90-second video clips 
to help empower them through their decision-
making journey. The overall goal of PRE-ACT,  
Dr. Meropol says, is to help cancer clinicians 
better prepare their patients to consider a clinical 
trial when appropriate.

The PRE-ACT development process began 
when Dr. Meropol’s team gathered information 

on patient decision-making through surveys 
and focus groups, with the support of several 
grants. They found that barriers to clinical trial 
participation fell into three broad categories: 
patient logistics and other factors that health 
providers cannot directly affect, knowledge or 
awareness about clinical trials, and attitudes 
about clinical trials. The team hypothesized that 
removing barriers would improve clinical trial 
enrollment, but first they needed to recognize 
the factors behind the barriers. Common reasons 
they identified included fear of side effects, 
concern about receiving a placebo instead of 
treatment, financial concerns and the common 
misconception that clinical trials should only be 
considered a “last-resort” option.

Dr. Meropol ultimately conducted a randomized 
trial of 1,255 patients to test the PRE-ACT 
intervention against online, text-based 
information that was not tailored to individual 
barriers. Study results showed that PRE-ACT 
significantly improved patient understanding 
and attitudes toward clinical trials before visiting 
an oncologist. Those who viewed the tailored 
videos were more satisfied with the amount and 
format of information and felt more prepared 
to consider enrolling in clinical trials, when 
compared with patients who only received 
written information.

“We‘re trying to empower patients to make 
good treatment decisions,” stresses Dr. Meropol. 
“We’re providing more information so they can 
better participate in proactive, shared decision-
making with their oncologist. Ultimately, we 
hope that more patients will choose to take part 
in clinical trials as a result.”

For more information on the  
PRE-ACT program, contact Dr. Meropol  
at Neal.Meropol@UHhospitals.org.

NEAL MEROPOL, MD
Chief, Division of Hematology and Oncology; Associate Director, 
Clinical Research, Case Comprehensive Cancer Center, Case Western 
Reserve University; Dr. Lester E. Coleman, Jr. Chair in Cancer Research & 
Therapeutics, UH Seidman Cancer Center, and Professor of Medicine,  
Case Western Reserve University School of Medicine

PRE-ACT  
        Debuts on Cancer.net      

I hope you agree that oncologists link the highest-quality cancer 
care to basic and applied clinical research. Without it we cannot 
improve the outcomes of our patients. These studies push 
the boundaries of what is currently known, with the goal of 
developing new and effective therapies for our patients. 

We pride ourselves in linking these research efforts to active 
peer-to-peer communication within the hematology/oncology 
community, both within our system and across the nation. 
By advocating for adherence to the protocols we’ve worked so 
diligently to develop, we increase the odds that each and every 
cancer patient will receive the best, most evidence-based care. 

Making the case for participation in our clinical trials is also a 
critical component of highest-quality patient care. These trials 
can benefit patients in the short term, but also can aid new 
generations of patients as the science advances. 

In this issue of Innovations in Cancer, we explore projects at 
University Hospitals Seidman Cancer Center centered on these 
three themes. 

In the basic research arena, Sanford Markowitz, MD, PhD, 
and colleagues within the GI SPORE at Case Comprehensive 
Cancer Center have discovered that colon cancer among 
African-American patients differs at the molecular level from 
the condition among Caucasians. By honing in on two specific 
mutations they’ve identified, they’re working toward the day 
when targeted treatments are available for the patients most 
disproportionately affected by this disease.

Another example comes from Afshin Dowlati, MD, who is 
working to exploit the ability of the spice derivative curcumin 
to inhibit the cancer-promoting STAT3 intracellular signaling 
pathway. He’s found that even low levels of curcumin increase 

levels of PIAS3 in mesothelioma cells, putting a ‘brake’ on the 
STAT3 accelerator system.

Simon Kim, MD, MPH is advancing highest-quality patient 
care through biostatistical analysis of large patient databases. 
He’s found that almost one-third of American men undergoing 
radical prostatectomy for intermediate- or high-risk prostate 
cancer are not receiving guideline-recommended pelvic lymph 
node dissection – findings that create a wake-up call for 
urological oncologists nationwide.

Also in the arena of evidence-based protocols, Lyndsay Harris, 
MD, argues forcefully against what she terms “useless” tumor 
marker tests in women with early-stage breast cancer. She made 
her case recently in a persuasive Journal of Clinical Oncology 
editorial.

Finally, Neal Meropol, MD, is advancing highest-quality  
care by breaking down barriers to participation in clinical  
trials. His peer-reviewed, video-based patient education  
project, dubbed PRE-ACT, is now available on Cancer.net,  
the patient education website of the American Society  
for Clinical Oncology.

These are but a few of the many patient-centered projects under 
way at UH Seidman Cancer Center. But they represent the best 
of what we offer to our patients and define what we mean by 
“highest-quality care.”

Warm regards,

STANTON L. GERSON, MD
Director, University Hospitals Seidman Cancer Center
and Case Comprehensive Cancer Center at Case
Western Reserve University
Asa and Patrick Shiverick – Jane Shiverick (Tripp)
Professor of Hematologic Oncology,
Case Western Reserve University School of Medicine
Director, National Center for Regenerative Medicine

FROM THE 

Making the case for participation  
in our clinical trials is also a critical component 
of highest-quality patient care. 

The commitment to exceptional patient care begins with revolutionary discovery. University 
Hospitals Case Medical Center is the primary affiliate of Case Western Reserve University 
School of Medicine, a national leader in medical research and education and consistently 
ranked among the top research medical schools in the country by U.S. News & World 
Report. Through their faculty appointments at Case Western Reserve University School 
of Medicine, physicians at UH Case Medical Center are advancing medical care through 
innovative research and discovery that bring the latest treatment options to patients.
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and Francis Wragg Ingalls Professor of Cancer Genetics,  
Case Western Reserve University School of Medicine

applications and determine the biological basis for 
clinical observations made in people with cancer. 
Studies that are part of the GI SPORE must hit a 
human end-point within five years of funding. 
“Within the GI SPORE, the great majority of our 
faculty come from UH Seidman Cancer Center,”  
Dr. Markowitz says. “In addition, all GI SPORE 
projects include at least one oncologist from  
UH Seidman Cancer Center as a project leader.” 

The Cleveland GI SPORE team has long been 
interested in colon cancer’s disproportionate impact 
on African-Americans. Dr. Markowitz posed it as 
a key question in the initial NCI SPORE funding 
proposal in 2010.  The team first looked to address 
the issue with data from its first work on the 
colon cancer genome, which was published in 
the journal Science in 2006 and 2007. However, 
they discovered that those samples included only 
one African-American patient. Studies from other 
groups have similarly overlooked tumors from 
African-Americans. “Since our original paper, there 
have been about 300 colon cancers that have been 
sequenced by different efforts,” Dr. Markowitz 
says. “However, when we looked at those, we 
found just three tumors from African-Americans. 
We thought, ‘This is crazy – no one has done the 
project. Let’s do the project.’”

Going forward, the GI SPORE team plans to address 
whether molecular differences among colon cancer 
patients persist in populations from different 
geographical locations. Another key question is 
whether these differences can explain why colon 
cancer is so deadly among African-Americans.

“Most of all, we’re interested in whether these 
differences open up opportunities to treat these 
tumors in a different way,” Dr. Markowitz says. 
“We’ve taken the first step in a very long journey. 
But that’s where the work needs to go.”

For more information about treatment for  
colon cancer at UH Seidman Cancer Center  
or to refer a patient, call 1-866-UH4-CARE.

[

RESEARCH IDENTIFIES GENETIC MECHANISMS 
UNDERLYING COLON CANCER IN AFRICAN-AMERICANS
It’s long been known that African-Americans are disproportionately affected 
by colon cancer, both in incidence and mortality. However, to date, physician-
scientists have not been able to explain why this difference exists. “The 
differences persist even when people have tumors of similar stage and are 
cared for in the same way,” says Sanford D. Markowitz, MD, PhD, a medical 
oncologist at University Hospitals Seidman Cancer Center. 

But now, a team from UH Seidman Cancer Center and the Case 
Comprehensive Cancer Center at Case Western Reserve University has 
discovered part of the answer. By using whole-exome and targeted DNA 
sequencing to analyze colon tumors from 103 African-American and 129 
Caucasian patients, they’ve identified specific genetic mutations that underlie 
colon carcinogenesis in African-Americans. 

“We’ve found a set of 15 genes that are three times more likely to be  
mutated in colon cancer among African-Americans as among Caucasians,”  
Dr. Markowitz says. “Forty (40) percent of the African-American patients  
in our study had cancers with mutations in one or more of these genes.”  
The team published its findings earlier this year in the Proceedings of the 
National Academy of Sciences (PNAS).

The research team is particularly interested in two of the identified genes that 
were found exclusively in African-American patients: ephrin type A receptor 
(EPHA6) and folliculin (FLCN). EPHA6 belongs to a family of proteins linked to 
carcinogenesis, although this study marks the first time this particular gene has 
been implicated in colon cancer. In addition, people born with FLCN mutations 
are known to be susceptible to certain cancers.

The colon cancer sequencing project is part of the GI specialized program of 
research excellence (GI SPORE) at Case Comprehensive Cancer Center. Funded 
with an $11.3 million grant from the National Cancer Institute (NCI), the GI 
SPORE aims to speed the translation of basic scientific findings into clinical 

Emerging Options for  
EARLY DETECTION
Colonoscopy is the gold standard for early 
detection of colon cancer, but many people 
simply don’t do them. To provide patients 
with an alternative, Dr. Markowitz and 
colleagues in the GI SPORE developed a 
clinical stool test that identifies the abnormal 
DNA made by colon tumors. This test, known 
as Colosure, is currently under investigation  
in two large clinical trials, including one at 
UH Seidman Cancer Center. A second stool 
test that was also inspired by the group’s  
DNA findings, called Cologuard, is also part  
of the trial. Approved by the U.S. Food and 
Drug Administration in 2014, Cologuard 
builds on the success of the earlier test but 
uses a somewhat different technology.

Specifically, the GI SPORE team is evaluating 
the tests’ effectiveness in identifying large 
colon polyps before they become cancerous, 
especially among African-American patients. 
About 40 percent of the participants in 
the trial are African-American. “Early data 
suggest that this approach works very well 
with this population,” Dr. Markowitz says.

Importantly, the team is also clarifying what  
it means when the DNA stool test is positive 
for colon cancer and the colonoscopy is 
negative. Patients who meet these criteria  
are being followed for a year and then  
are returning for repeat testing.

“This is a critical clinical question,”  
Dr. Markowitz says. “When you have  
a patient in your office who presents  
this conundrum, what should you do?  
Which test is right?” The team hopes  
to have answers within the year.

]
“We wondered whether colon cancer is the same disease molecularly  
in African-American individuals as it is in Caucasian individuals,” adds 
pathologist Joseph E. Willis, MD, Vice Chair of Pathology for Clinical Affairs at 
UH Case Medical Center and a senior author of the PNAS study. “Or could 
colon cancer be the same disease behaving differently in one population 
compared to another. This study gave us our answer. Colon cancer in 
African-Americans is a different disease molecularly.”

CRACKING THE CODE
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About one-third of American men 
who undergo radical prostatectomy 
for intermediate- or high-risk prostate 
cancer do not receive guideline-
recommended pelvic lymph node 
dissection (PLND), according to 
research recently published in the 
Journal of Urology. 

The study, co-authored by Simon Kim, 
MD, MPH, a urological oncologist at 
University Hospitals Seidman Cancer 
Center, involved analysis of nearly 
51,000 cases on nonmetastatic 
prostate cancer among men ages  
40 to 80 in 2010 and 2011, 
aggregated into a facility-based, 
clinical surveillance data set by the 
National Cancer Data Base (NCDB). 
The NCDB captures approximately  
70 percent of all new malignancies 
in the U.S. 

“In this population-based cohort 
of prostate cancer patients, 
only 70.8 percent underwent a 
concomitant PLND at the time of 
radical prostatectomy,” says Dr. 
Kim, who is also affiliated with Yale 
University’s Cancer Outreach and 
Public Policy Effectiveness Research 
Center. “Furthermore, our study 
indicated that two-thirds of patients 
are not receiving extended PLND. 
This is in direct contrast with some 
guideline recommendations that have 
specified that anatomically extended 
PLND is necessary whenever PLND 
is performed.” Extended PLND was 
defined in the study as removal of nine 
or more lymph nodes.

Although previous studies have 
documented falling rates of 
PLND performed with radical 
prostatectomy, this research 
is among the first to investigate 
whether hospital-related factors 
and surgical approach may be 
responsible for the trend. To that 
end, the results are striking: At high-
volume hospitals, the rate of PLND 
was nearly 16 percentage points 
higher than the similar rate at low-
volume hospitals. However, PLND  
was performed less frequently with 
robotic-assisted radical prostatectomy 
(67.5 percent) than with the open 
surgical procedure (81.8 percent).  

“There may be a variety of factors  
that explain this,” Dr. Kim says.  
“It’s possible that some urologists  
may not be as comfortable performing 
PLND. The influence of robotics is also 
significant. Although approximately  
80 percent of patients receive care  
this way, the diffusion of this  
advanced treatment technology  
may be hindering the surgical care  
for some patients.”

Dr. Kim is quick to point out that 
high-quality studies have not shown 
that extended PLND improves survival 
among patients with intermediate- 
and high-risk prostate cancer. 
Nevertheless, he says, it is the standard 
of care and can provide valuable 
information to the clinician – and the 
patient. A 2014 study in the journal 
European Urology found that nearly 
45 percent of node-positive prostate 
cancer patients experience freedom 
from biochemical recurrence for  
10 years with surgery alone.

“If a patient 
has a PLND 
and two or 
fewer lymph nodes 
are positive for cancer, he may  
achieve a durable treatment  
response in regards to being free from 
biochemical relapse with prostate 
cancer surgery alone,” Dr. Kim says. 
“That’s a very different paradigm 
from 10 years ago. Historically, we 
used to say to these patients, ‘We 
will treat you with hormones, but the 
disease will likely impact the longevity 
of your life.’ Now we’re starting to 
challenge that treatment paradigm. 
For younger men in particular with 
high-risk disease, it is reasonable to 
treat aggressively with multi-modal 
treatment to aim for the cure.” 

To learn more about this  
study, contact Dr. Kim at  
Simon.Kim@UHhospitals.org. 

“PIAS3 acts as a kind of ‘brake’ on cancer 
growth,” says Dr. Dowlati, Director of the 

Center for Cancer Drug Development at 
University Hospitals Seidman Cancer Center. 
“In mesothelioma cells, its absence removes 

that brake, allowing cancer cells to grow. We 
theorized that by increasing the amount of 

intracellular PIAS3 within these cells,  
we could inhibit the STAT3 pathway.”

To test this idea, Dr. Dowlati and his research 
team looked to curcumin, a derivative of the 
Asian spice turmeric. “Curcumin does many, 

many things in any cell, but one of the things 
it can do is increase intracellular PIAS3,” he 
says. For its study, the team analyzed tissue 

samples from mesothelioma solid tumors, 
noting the level of PIAS3 expression and 

STAT3 activation. Tissue samples came from 
three locations in the U.S. and included 

information about how long each patient 
lived with the disease. In addition, the 

team examined the effects of curcumin and 
peptides extracted from PIAS3 segments on 

mesothelioma cells in the laboratory.

Pelvic lymph node dissection underused  
in radical prostatectomy, study finds

CONSIDERING 
CURCUMIN

Derivative of the spice turmeric  
shows promise against mesothelioma, 

squamous cell lung cancer
Among cancers, mesothelioma expresses the lowest amount  

of PIAS3, a relatively large protein molecule known for  
its ability to block the cancer-promoting STAT3 intracellular 

signaling pathway. Presented with this fact, thoracic  
oncologist Afshin Dowlati, MD, saw an opportunity. 

with the

“We found that even low levels of curcumin increase PIAS3 
levels within mesothelioma cells,” Dr. Dowlati says. “This then 
puts a brake on the STAT3 accelerator system, and the cancer 
cells die.” The researchers also determined that low PIAS3 levels 
are responsible for activating the damaging STAT3 pathway, 
while high PIAS3 levels offer mesothelioma patients some 
measure of protection. “Results showed that those patients  
with a high PIAS3 level had a 44 percent decreased chance  
of dying within one year, which is substantial,” Dr. Dowlati  
says. The team published its findings in the journal Clinical 
Cancer Research. 

Dr. Dowlati and his team made a similar discovery with 
squamous cell lung cancer, also finding an association between 
high PIAS3 levels and improved survival. For every unit elevation 
in PIAS3 gene expression, risk of death from squamous cell 
lung cancer fell by 43 percent. In addition, the team found that 
curcumin treatment increased endogenous PIAS3 expression 
and decreased the growth and viability of Calu-1 cells, a model 
of squamous cell lung cancer. This study was published in the 
journal Cancer Medicine.

For Dr. Dowlati, the next step in this research is planning for a 
clinical trial to determine whether curcumin actually has anti-
cancer effects in humans and if low PIAS3 levels can predict for 
that response. He’s also working with collaborators to develop 
novel methods of delivering PIAS3 peptides that can withstand 
the bloodstream environment and deliver the molecules where 
they are needed, such as nanotechnology.

As for curcumin, Dr. Dowlati’s next steps include the search for 
viable analogs that have greater bioavailability, as well as a focus 
on its potential to prevent disease. “Our findings could pave  
the way for the use of curcumin as a chemopreventive agent,” 
he says. “That’s where we hope to go in the future.”

To learn more about this upcoming clinical trial,  
contact Dr. Dowlati at Afshin.Dowlati@UHhospitals.org.  
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On the subject of tumor marker tests 
among patients with early-stage 
breast cancer, the current guidelines 
from the American Society of Clinical 
Oncology (ASCO) and the National 
Cancer Comprehensive Network 
are very clear. Neither organization 
recommends testing for CA-15.3, 
CA-27.29 or carcinoembryonic antigen 
(CEA) for screening, diagnosis, staging 
or surveillance of possible recurrence of 
breast cancer after primary treatment. 

“There’s no evidence that measuring 
these tumor markers benefits these 
patients,” says Lyndsay Harris, MD, 
Director of the Breast Cancer Program 
at University Hospitals Seidman  
Cancer Center. 

Nevertheless, the practice persists – 
and appears to be growing. A SEER-
Medicare study of nearly 40,000 older 
women, recently reported in the Journal 
of Clinical Oncology, found that 42 
percent of women had at least one 

tumor marker test in the first two years 
after their breast cancer diagnosis, with 
an average of 5.7 tests per woman.

In a strongly worded editorial 
accompanying this study, Dr. Harris 
argues that her fellow oncologists 
should stop performing these “useless” 
tests. Dr. Harris, also a Professor of  
Medicine at Case Western Reserve 
University School of Medicine, points to 
the lack of evidence that these tests are 
beneficial in this population of patients, 
as well as their potential to cause harm.

“There is significant morbidity associated 
with unnecessary tumor marker testing 
in the early-stage setting, including 
the distress and ongoing anxiety of the 
patient with a positive tumor marker 
in the setting of a negative metastatic 
workup, and the excess testing resulting 
from this finding,” she writes.

Tumor marker tests aren’t perfect,  
Dr. Harris emphasizes. “False negative” 
results may provide patients with the 

mistaken sense that they are immune 
from metastatic disease, while “false 
positive” results may be attributable to 
liver dysfunction, not recurrent breast 
cancer. Even with “true positives,” the 
results are rarely clinically useful, she 
says. “A positive result may give you 
two, three or four months lead time, but 
there is no evidence that this lead time 
is clinically meaningful to the patient in 
terms of improving survival.” 

Dr. Harris says she hopes oncologists will 
begin to use these tests more judiciously. 
“We need to emphasize not only the 
lack of benefit, but also the significant 
harms of use of serum tumor markers in 
early-stage disease,” she says.

For more information  
about the Breast Cancer  
Program at UH Seidman  
Cancer Center or to  
refer a patient,  
call 1-866-UH4-CARE. 

 

TIME TO STOP “USELESS” TUMOR MARKER TESTS  
IN PATIENTS WITH EARLY BREAST CANCER

EDITORIAL: 


