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ulty on September 1, 2002.
Engel is the school’s first G. Carl
Huber Professor of Developmental Biology, as well as professor
and chair of the Department of
Cell and Developmental Biology.
An expert on the genetics of transcription factors and how they
control the development of red
blood cells, Engel comes to
U-M from Northwestern University,
where he was a professor of biochemistry, molecular biology and
cell biology, and the associate
director for basic sciences of the
Robert H. Lurie Comprehensive
Cancer Center. He also held
Northwestern’s prestigious Owen
L. Coon Chair in Molecular Biology.
“The Medical School is fortunate
to have attracted such an outstanding scientist, mentor and
leader to serve as our newest
department chair and first Huber
Professor,” says Allen S. Lichter,
M.D., dean of the U-M Medical
School. “Strengthening and
enhancing our reputation for scientific research is vital to our goal
of becoming one of the top five
medical schools in the country by
2010. Doug Engel has the vision,
knowledge and experience to
help us meet that goal.”
G. Carl Huber was professor of
anatomy and histology at the
U-M from 1887–1934. He was
an internationally known expert
on the structure of the autonomic and sympathetic nervous
system. During and following
World War I, Huber conducted a
series of investigations on nerve
regeneration, which were responsible for the autotransplant of
peripheral nervous tissue after
traumatic injuries.

6 Fall 2002

“The University of Michigan has
an outstanding reputation as
one of the world’s premier scientific institutions and academic
enterprises,” Engel says. “There is
more activity and excitement
here in genetics and genomics —
areas of particular interest to me
— than at any other institution.
I’m delighted to be part of it.”
Engel uses molecular genetics to
study how tissue-restricted transcription factors, which turn genes
on and off, regulate mammalian
development. His goal is to understand how these factors act to
generate the enormous variety of
potential cell responses involved
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Engel, Ph.D., joined
J.D.the(Doug)
U-M Medical School fac-

“It is the most pre-eminent
organization of its kind in the
country,” says Engel, who
hopes to build the Center for
Organogenesis into a unique
national center focusing
basic, translational and clinical research on multiple
human diseases.
A native of California, Doug
Engel received a B.S. degree
in chemistry from the University of California-San Diego
in 1970 and a Ph.D. in chemistry from the University of
Oregon in 1975. He was a
Helen Hay Whitney postdoctoral research fellow at the

Doug Engel

“There is more activity and excitement here in genetics and
genomics — areas of particular interest to me — than at any
–Doug Engel
other institution. I’m delighted to be part of it.”
in mammalian organ and tissue
formation and function. “When
something goes awry in the normal regulatory processes controlled by these transcription
factors, their misregulation can
result in different forms of cancer,
inherited blood disorders, or
impairment and dysfunction of
several organ systems,” Engel
says.
As part of his responsibilities,
Engel also will direct the U-M
Center for Organogenesis, an
interdisciplinary research center
devoted to the study of how tissues and organs form and are
maintained during embryonic
development. The Center’s goal is
to use this knowledge to create
artificial organs, stem cell therapies or organ transplantation
systems to correct genetic and
acquired diseases.

California Institute of Technology
before joining Northwestern’s faculty in 1978. Author of more than
100 research articles, Engel
serves on the editorial boards of
several prestigious scientific journals. He was appointed as a
Distinguished Visiting Faculty
member by the Mombushyo (the
Japanese version of the National
Science Foundation) in 1997,
and is a fellow of the American
Association for the Advancement
of Science.
“My goal is to see the U-M
Department of Cell and Developmental Biology become one
of the top 10 in the country,”
Engel says. “Our current faculty
are very high quality, but the
department is too small. Dean
Lichter has given me a green

light for new recruitment, and I’m
anxious to get started.”
Kim-Chew Lim, Engel’s wife, also
has joined the Medical School
as an independent assistant
research scientist. She studies
genes involved in breast cancer.
Engel has two adult children,
Geoff and Katrina, who live in
Chicago.
—SFP

Hypertension and
African-Americans:

Kenneth Jamerson
Photo: Marcia Ledford

Proper medication and lifestyle changes could eliminate racial
disparities in high blood pressure rates and complications
ypertension is not an equal opportunity
disease. If you are African-American,
H
everything about high blood pressure is more
dangerous for you, says Kenneth Jamerson
(M.D. 1986), an associate professor of internal medicine in the University of Michigan
Medical School.
“When compared to other racial and ethnic
groups in the U.S., African-Americans have
much higher rates of high blood pressure,”
says Jamerson, who serves as medical director for the U-M Health System’s Program for
Multi-Cultural Health. “African-Americans
tend to develop high blood pressure at an
earlier age and are 18 times more likely than
whites to develop kidney failure as a complication of the disease. Blacks make up only
12 percent of the U.S. population, but they
are more than one-third of the patients in any
renal dialysis clinic.”
The good news, according to Jamerson, is
that it doesn’t have to be this way. He and
another U-M physician, Axinlolu Ojo, studied
1,100 African-Americans with hypertensioninduced kidney damage to determine which
type of medication was most effective for
them. They found that, with the right medication and lifestyle changes, the risk of kidney
failure in African-Americans was no higher
than in the rest of the population.
“Until recently, most physicians believed that
diuretics, a class of drugs that helps you
eliminate more urine from your kidneys, was
the best therapy, but we found that was not
the case,” Jamerson explains. Results from
his study showed that blacks with high blood
pressure and kidney damage benefited most
from medications called angiotensin-converting enzyme (ACE) inhibitors, which help preserve kidney function by acting on hormones
produced by the kidney.

“Scientists used to believe that blacks were
genetically predisposed to develop high blood
pressure,” Jamerson says. But a study called
the African-American Study of Kidney Disease
and Hypertension, conducted in part at the
U-M, has so far found little evidence of a
genetic basis for high blood pressure in
blacks. “Interestingly, what our results
show is that blacks in the United
States are genetically more similar
to whites in the United States
than they are to blacks in
Africa,” Jamerson says.
“The bottom line advice
for anyone with high
blood pressure is to be in
regular contact with your
physician, because if an organ
in your body is being damaged by
high blood pressure, you won’t know it

“Scientists used to believe that blacks were genetically
predisposed to develop high blood pressure. Interestingly,
what our results show is that blacks in the United States are
genetically more similar to whites in the United States than
they are to blacks in Africa.”
—Kenneth Jamerson
until it is too late,” Jamerson adds. “If you are
African-American, the message is even more
urgent.”
—SFP

U-M Health System’s African-American
Cardiovascular Health Program: Learn how to
prevent hypertension and what to do if you’ve
been diagnosed with high blood pressure:
www.med.umich.edu/1libr/heart/afamer01.htm
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Extinguishing
the Desire
to Play with Fire
child strikes a match. A frustrated girl starts a fire to attract
Acurious
attention. An angry boy burns down an abandoned building.
Educators at the University of Michigan Trauma Burn Center had all of
them in mind when they created Straight Talk, a hospital-based program for young people who are involved in fire play, fire-setting and
arson. Pamela Pucci, a registered nurse, is the program’s injury prevention educator. She says the main goal is to prevent injuries.
“Education is a critical component of prevention.”
Paul Taheri, M.D., director of the Trauma Burn Center, agrees. “By
showing kids what can happen when they carelessly strike a match or
play with fire, we hope to drive home the importance of caution and
prevention. We want to bring these children through the front door and
educate them about the dangers of fire, rather than having to treat
them after they are already injured,” he says.
Straight Talk was created in 1999 after specialists at the Trauma Burn
Center noticed a 17 percent increase in pediatric burn admissions. To
date, more than 200 children have been through the
“When the program
program, and less than
one percent of them have
was first introduced,
returned to their fire-setting
many agencies
behavior. By comparison,
the recidivism rate for nonwondered what a
participants is 37 percent.

hospital was doing

“A distraught grandmother
teaching fire safety.
once called for help with
her 10-year-old grandson,
Now, those same
who had just set his 10th
agencies are the ones
fire,” says Pucci. “He had
been to a psychiatrist. The
referring children
fire department had spoto us.”
ken to him. Nothing
helped. He and his grand–Pamela Pucci
parents drove three hours
to attend one of our classes. In the two years since, he has not set
one fire.”
Straight Talk places a special emphasis on the medical consequences of playing with fire — an aspect rarely addressed by other
programs. “When the program was first introduced, many agencies
wondered what a hospital was doing teaching fire safety,” says Pucci.
“Now, those same agencies are the ones referring children to us.”
The program, sponsored by the FRIENDS of U-M Hospitals and Health
Centers, is geared toward children ages eight to 17. The juvenile court
system, fire departments, parents, schools and other community
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Pamela Pucci and Paul Taheri

agencies can all make referrals. Day-long sessions are held once
each month.
Classes give high-risk youths and their parents the opportunity to
interact with medical professionals, injury prevention specialists,
local firefighters and burn survivors.
Children learn about fire’s damaging effects on the body: scalds;
electrical, chemical and fire injuries; the anatomy and function of the
skin; the different degrees of burn and the treatment process. They
also hear from a burn victim, who speaks to them about the emotional difficulties of a burn injury and the recovery process. “Survivors
play an extremely important role,” says Pucci. “The program gives
them the opportunity to come back and teach prevention.”

Less than one percent of Straight Talk
participants have
returned to their
fire-setting behavior.
By comparison, the
recidivism rate for
non-participants is
37 percent.
In addition to hearing first-hand medical
knowledge, children and their parents
watch “In an Instant...” — a video that pulls
no punches in telling the stories of children and teens with painful burn injuries. Prior to Straight Talk’s premier, volunteers from the community participated in a trial run. Here, volunteer children
Produced by Victor/Harder Productions, peer into the Trauma Burn operating room.
Inc., the video recently won a Golden
Eagle award from CINE, a national organization that recognizes excellence in non-theatrical films.
Kids also learn from firefighters about fire investigation, and search
and rescue efforts. Hearing about the dangers of fighting fires
reminds the program’s participants that their high-risk behavior puts
others in danger. “Firefighters have families and lives that they risk
every time they respond to a call,” says Pucci. “Many kids fail to realize that.”

FORMER SURGERY CHAIR
NAMED INTERIM EXECUTIVE
VICE PRESIDENT FOR
M E D I C A L A F FA I R S

The program concludes with a talk from a social worker. During the
presentation, children learn why and where people set fires. They also
learn about consequences like punishment, probation and economic
costs.
At the end of the class, children and their families are given a home
safety kit. The package includes a video, smoke detector tester, emergency beacon light, a fire safety book and home safety magazines.
Families can also obtain free fire extinguishers and smoke detectors
through the program. “The goal is to provide them with the supplies
they need to have a safe home,” says Pucci.
Pucci emphasizes that Straight Talk is not a “scared straight” program. Instead, she says, the class is meant to be an educational,
hands-on experience. “There are so many people who don’t understand the full scope of a burn injury,” she says. “Every day is a constant fight to teach parents and children about the dangers and
life-long consequences of playing with fire.”
—GS

To learn more about Straight Talk, visit the U-M Trauma Burn Center
Web site at: www.traumaburn.org.
Pamela Pucci can be contacted at pspucci@umich.edu.

Lazar Greenfield

Lazar J. Greenfield, M.D., professor of
surgery at the U-M Medical School, has
been appointed by U-M President
Mary Sue Coleman to serve as the
University’s interim executive vice president for medical affairs following
Gilbert S. Omenn, M.D., Ph.D., who
stepped down from the post at the conclusion of his five-year term on July 31.
Greenfield will serve until a new permanent executive vice president takes
office.

Greenfield has been a member of the U-M faculty since 1987,
when he became chair of the Department of Surgery, a position
he held until earlier this year. A leading vascular and thoracic
surgeon, he is the author of 128 book chapters, more than 360
scientific articles in peer-reviewed journals, and two major textbooks of surgery. Greenfield is renowned for his development of
an intracaval filter device, which bears his name, used to prevent pulmonary embolism. He is a member of the Institute of
Medicine of the National Academy of Sciences, has served on
15 scientific editorial boards, and is a fellow of the American
College of Surgeons.
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Stroke and Gender Differences
en and women differ significantly in the way they describe their
M
symptoms during a stroke, says Lewis Morgenstern (M.D. 1990),
director of the U-M Stroke Program. The difference can affect how and
when women receive emergency stroke treatment.
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‘ B I O L O G I C A L LY I N T E R E S T I N G…S O C I A L LY C O N S E Q U E N T I A L ’

In research published in the November 2002 issue of the Annals of
Emergency Medicine, Morgenstern described how women were 62 percent more likely than men to describe sensations other than the traditional symptoms of sudden weakness or numbness on one side of the
body, difficulty speaking or understanding, facial drooping, dizziness or
vision changes. The study, conducted with colleagues at the University
of Texas, is the first to document significant gender differences in the
perception and reporting of stroke symptoms.
Because emergency responders and emergency room physicians often
go by patients' descriptions and the traditional symptom list when diagnosing and treating a suspected stroke, women’s symptoms may be
overlooked during the precious hours when stroke therapies work best,
says Morgenstern. Delayed treatment can mean long-term disability or
even death from a stroke.
“These gender differences are both biologically interesting and socially
consequential,” says Morgenstern, an associate professor of neurology,
epidemiology, emergency medicine and neurosurgery in the U-M
Medical School and the U-M School of Public Health. “They are important to medical education, too, because often medical students are
trained that stroke is a man’s disease, which it is not.”
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Previous studies have shown that women who have a stroke are more
likely to die than men, or if they survive, more likely to have a poor out-

Lewis Morgenstern and stroke patient Valdina Wiley

come. Researchers also have discovered that women face longer
delays than men in being evaluated for a stroke by emergency room
physicians. Stroke is the leading cause of disability in American adults,
and the third leading cause of death.
—KG
For more details on stroke prevention and warning signs, visit:
www.med.umich.edu/1libr/topics/brain13.htm

When a Stroke Strikes,
Speed is Essential
How fast you get treatment when having a stroke could be more important than who provides it, says Phillip Scott, M.D., director of the U-M’s
Emergency Stroke Team and an assistant professor of emergency medicine. Scott directed a study of 140 stroke patients treated with clotbusting drugs called tissue plasminogen activators or tPA. If treatment
was received within the recommended three hours of the stroke’s
onset, Scott found that the complication rate for patients treated by
emergency room physicians was the same as for those treated by specialized stroke teams. But successful treatment depends on getting to
the ER in time. “Any sudden change in speech, sensation or strength is
a medical emergency,” says Scott. “Call 911 and get to the nearest
emergency room as quickly as possible.”
—KG
For more details, read the complete press release at:
www.med.umich.edu/opm/newspage/2002/stroke.htm
Phillip Scott
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DEAN'S RIDE TO DEXTER
Medical School faculty, staff, students and their families pedaled down
Huron River Drive between Ann Arbor and neighboring Dexter on Sunday,
June 30, as part of Dean Lichter’s Ride to Dexter. The bikers left Ann Arbor
at 10 a.m., then rendezvoused for lunch at Dexter-Huron Metropark
before heading back to campus. The 86 participants and their family
members each received T-shirts commemorating the first occurrence of
what is planned to be an annual event.
Visit www.medicineatmichigan.org/magazine to see additional photos from this event.

DNA is the Rodney
Junk
Dangerfield of the genetics
world. It makes up nearly half of
all human DNA, but since it doesn’t include genes, many scientists
dismiss it as useless gibberish.
New U-M research, however, suggests that segments of junk DNA
called LINE-1 or L1 elements
deserve more respect.
“L1s have helped build our
genome and their movement continues to influence its evolution,”
says John V. Moran, Ph.D., an
assistant professor of human
genetics and internal medicine in
the U-M Medical School, recruited
here as part of the prestigious
Biological Scholars Training Program. Moran is one of only a few
scientists who study L1s in the
human genome. “The more we
learn about L1s, the more we’ll
learn about the evolution of the
human genome,” he says.
“Some L1 elements are transposable, meaning they make copies
of themselves and then move to
new locations in the genome.
Although L1s make up 17 percent of our DNA, very little is
known about them,” Moran adds.
“Until now, everyone thought they
were just intracellular DNA parasites left over from the distant
evolutionary past.”

Because L1s are so ancient and
because they sometimes carry
segments of genes with them
when they jump to a new location, Moran believes they have
played an important role in
human evolution by increasing
genetic diversity.
In recently published research in
Nature Genetics and Cell, Moran
and his team found that some
human L1 elements can jump to
chromosomes with broken strands
of DNA, slip into the break and
repair the damage. They also discovered that L1s can delete DNA
when they jump to a new location
— possibly knocking out genes or
creating devastating mutations in
the process. Jumping elements
may have a significant influence
on the human genome.
Collaborators on the two research
studies include Nicolas Gilbert,
Ph.D., a postdoctoral fellow in
human genetics; Sheila LutzPrigge, U-M research associate;
and Tammy A. Morrish, a U-M graduate student in human genetics.
—SFP
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Junk DNA Gains Respect

John Moran

Read the complete stories online at:
www.med.umich.edu/opm/newspage/2002/junkdel.htm
www.med.umich.edu/opm/newspage/2002/junkdna.htm
To learn more about research in the Moran lab, go to:
www.med.umich.edu/hg/research/faculty/Moran/
moranweb.htm

Because L1s are so ancient and sometimes carry
segments of genes with them when they jump to
a new location, Moran believes they have
played an important role in human evolution by
increasing genetic diversity.
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A NEW LEADER FOR THE UNIVERSITY
n August 1, Mary Sue Coleman, Ph.D., a
biochemist and former president of the
O
University of Iowa, became the University of
Michigan’s 13th president and the first
woman to hold the post.
Coleman also received tenured joint faculty
appointments as a professor of biological
chemistry in the U-M Medical School and a
professor of chemistry in the U-M College of
Literature, Science, and the Arts.

“Caring for patients
and training
tomorrow’s physicians
are excellent examples
of the way a great
university fulfills its
public service mission.”

“I am delighted that the University of
Michigan has such a strong and dynamic academic medical center,” Coleman says. “It contributes enormously to Michigan’s stature as
a world-class research university. Medical
School research is generating promising collaborations within our academic community
and with scientists across the country and
around the world. Caring for patients and
training tomorrow’s physicians are excellent
examples of the way a great university fulfills
its public service mission.”

—U-M President Mary Sue Coleman

U - M H E A LT H
SYSTEM AGAIN
MAKES TOP 10

The magazine’s annual report not only
ranks the honor roll of “Best Hospitals,” but
also assesses hospitals in various medical
specialties. Again this year, UMHS was
recognized in nearly all the specialties,
ranking in the top 15 in 12 of the categories. Four specialties were within the
top 10: cancer (9); ear, nose and throat
(4); geriatrics (10); and respiratory disorders (10).
—CH
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Coleman was elected to the National Academy
of Sciences’ Institute of Medicine in 1997,
where she co-chairs the Institute’s Committee
on the Consequences of Uninsurance.
—SFP

To learn more about President Coleman, go
to: www.umich.edu/pres

Before joining the U-M, Coleman was president of the University of Iowa from 1995-
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The University of Michigan Health System
once again has been named one of the
10 top hospitals in the country, according
to U.S. News & World Report’s annual
survey released in July. U-M came in eighth
this year, maintaining its coveted spot
of being among the nation’s leading
health care institutions. Last year, it ranked
seventh.

2002. She also served as provost and vice
president for academic affairs (1993-95) at
the University of New Mexico, and as vice
chancellor for graduate studies and research
(1992-93) and associate provost and dean
of research (1990-92) for the University of
North Carolina at Chapel Hill. Prior to her
career in academic administration, Coleman
spent 19 years on the biochemistry faculty
and as a cancer center administrator at the
University of Kentucky in Lexington. Her
research focused on the immune system’s
response to cancer, especially in leukemia.

New Life for Life Sciences
U-M President Mary Sue Coleman has appointed Alan R. Saltiel,
Ph.D., the John Jacob Abel Collegiate Professor of the Life Sciences
and professor of internal medicine and physiology in the Medical
School, as the new director of the University’s Life Sciences
Institute, filling the vacancy left by the resignation of Jack E. Dixon,
Ph.D. Saltiel is a leader in the field of signal transduction, the study
of how hormones, particularly insulin, send messages within cells.
Coleman also appointed six charter faculty to help define the scientific focus of the Institute and guide the critical faculty recruiting
efforts to come. All six members have Medical School ties: David
Ginsburg, M.D., Warner-Lambert /Parke-Davis Professor of Genetics and Internal Medicine; Daniel
J. Klionsky, Ph.D., professor of molecular, cellular and developmental biology and biological chemistry; John B. Lowe, M.D., Warner-Lambert/Parke-Davis Professor of Pathology; Rowena G.
Matthews Ph.D., G. Robert Greenberg Professor of Biological Chemistry; Carol A. Fierke, Ph.D., professor of biological chemistry; and Gary D. Glick, Ph.D., professor of biological chemistry. Fierke,
Glick, Klionsky and Matthews also hold appointments in the College of Literature, Science, and
the Arts.

Diabetes’ Toll on Vision
K E L L O G G R E S E A R C H E R S E D G E C L O S E R T O U N D E R S TA N D I N G
T H E P A T H W AY S O F D I A B E T I C E Y E D I S E A S E
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iny cells called pericytes may play a pivotal role in setting off the
T
chain of events that leads to diabetic eye disease, according to
Donald G. Puro, M.D., Ph.D., professor of ophthalmology and visual sciences and of physiology in the U-M Medical School. Pericytes are tiny
cells which sit on the wall of capillaries throughout the body but are most
concentrated in the retina.
Diabetes takes its toll on vision by damaging blood vessels in the retina,
and Puro believes pericytes could be involved in the flow of blood in the
retina. Diabetes affects some 16 million Americans, many of whom don’t
realize they have the disease. About two-thirds of the patients Puro sees
in Kellogg’s General Ophthalmology Clinic suffer from diabetes.
Using a technique developed by Puro’s team to isolate capillaries from
the retina, the researchers study the functions of pericytes under controlled laboratory conditions. After viewing the isolated vessels with
time-lapse photography, members of the team observed an intriguing
phenomenon: the pericytes contract, and this action may change the
flow of the blood. According to Puro, “It’s reasonable to ask whether
pericytes are part of a control mechanism that is essential to blood flow
in the retina. Perhaps diabetes causes the pericytes to malfunction, and
this is the first action in a cascading series of events leading to vision
loss.”
For some reason the eye’s capillaries are extremely vulnerable to the
elevated glucose that accompanies diabetes. “It’s the Holy Grail,” says
Puro. “If we can prove which feature makes the eye so vulnerable, presumably we could modify it.”
Puro notes that Kellogg has the only research team studying capillaries
with the patch-clamp technique, in which fine-tipped glass tubes form
a seal with the surface of a pericyte. The method essentially allows
researchers to “listen in” on vital aspects of cellular activity. Says Puro,
“We think pericytes respond to all sorts of signals about how to control
blood flow in the retina.”

Donald G. Puro

eye disease. This line of research reveals that pericytes operate as a
community rather than simply as individual units. Puro and his coworkers recently discovered that this communication between cells within
retinal capillaries is severely disrupted soon after the onset of diabetes, bringing the research team a step closer to understanding how
diabetes affects vision: it may disrupt the ability of capillaries to supply essential oxygen and nutrients to the nerve cells of the retina.
“We are still trying to better understand what is ‘normal behavior,’” Puro
says, “so that we can intervene when the cells begin the abnormal
behavior associated with diabetes. If we can understand the process
early on, we could almost certainly prevent damage down the road.”
—BN

In a related series of experiments, the Kellogg research lab is collecting
more clues to describe the chain of events and the pathways in diabetic

Diabetes takes its toll on vision by damaging blood
vessels in the retina, and Puro believes pericytes
could be involved in the flow of blood in the
retina.

Medicine at Michigan 13

Research in a Land in Conflict
or a Pennsylvania Catholic and an Israeli
Jew, Steve Gruber and Gad Rennert have a
F
lot in common. They are both cancer geneti-
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D E S P I T E T H E H O S T I L I T I E S , L I F E — A N D I N T E R N AT I O N A L
STUDY — GOES ON

cists with active research programs and physicians who treat patients with colorectal
cancer. Both are married and raising young
families. Steve Gruber has three children,
ages 11, seven and one. Rennert has 12- and
15-year-old daughters.
“Not only do our professional lives overlap
completely, our personalities are similar, too,”
says Gruber, M.D., Ph.D., the director of clinical cancer genetics at the U-M Comprehensive Cancer Center and an assistant
professor of internal medicine and epidemiology. “The only difference is that I’m not nearly
as talented as Gadi.”
Gadi is Gad Rennert, M.D., Ph.D., the chair of
community medicine and epidemiology at the
Technion Faculty of Medicine and Carmel
Medical Center in Haifa, Israel. Rennert
directs the National Cancer Control Center for
Clalit Health Services, Israel’s largest HMO.
He also speaks five languages and is, according to Gruber, “one of the most amazing people
I have ever met.”
The two scientists met about a year after
Steve Gruber joined the U-M Medical School
faculty in 1997. Fresh from a fellowship at
Johns Hopkins, with a medical degree from
Penn and a Ph.D. from Yale, Gruber wanted to
study how genes, diet, exercise and other factors interact to produce colon cancer.
He was looking for a research partner. Along
the way, he found a friend and discovered that
even science is not immune to the world’s
troubles.
Gruber knew that descendants of Ashkenazi
Jews — a closely related ethnic group that formerly lived in Eastern Europe — have unusually high rates of colon cancer. He thought
they would be the ideal study population. But
finding them, along with organizing and managing a complex field study, is expensive and
a big job for a young scientist early in his
research career.
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That’s when Dean Brenner, M.D., a professor
of internal medicine and pharmacology in
the Medical School, entered the picture,
Gruber recalls. “Dean said, ‘There’s no question you should do this study in Israel, and I
know the perfect person to talk to. In fact, I’m
going there in two weeks. Why don’t you
come with me?’ So I flew to Israel with Dean,
who introduced me to Gadi, and it just
clicked.”
So a new international research collaboration — the Molecular Epidemiology of Colorectal Cancer (MECC) Study — was born, and
funded in 1999 with a $4.8 million grant
from the National Cancer Institute and additional funding from the Irving Weinstein
Foundation.
Today, the study includes 4,200 people living
in northern Israel — half who have been diagnosed with colorectal cancer and half who
haven’t. Gruber’s lab handles DNA and

molecular profiling of blood and tumor tissue
samples from people in the study. Rennert
manages 12 field researchers who visit study
subjects in their homes to take blood samples and administer an 800-question survey
on diet, physical activity, medical history and
other lifestyle factors.
“We understand genes aren’t the whole story,
because some people with a genetic susceptibility develop the disease, while others do
not,” says Gruber. “This is why Gadi’s field
research is so important. Without it, we would
have no way of understanding the role of diet
and other environmental factors.”
Rennert selects his study subjects with
painstaking care to eliminate sample bias.
“First, we include every person in our defined
geographic area with colorectal cancer. Then
we find a control subject without cancer who
matches each patient’s demographics as
closely as possible,” Rennert explains. “Let’s
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No matter what happens
in the Middle East,
Gruber says he and
Rennert are determined
to continue their work
on colorectal cancer.

Steve Gruber and Gad Rennert

say I have an 82-year-old male patient with
colon cancer who is an Ashkenazi Jew living on
a certain street in Haifa. To find a matching
control subject, we go to the same street and
find an 82-year-old male Ashkenazi Jew who
does not have cancer. This is not easy to do,
but it’s the only way to ensure reliable data.”
As the research developed, so did the friendship. Rennert and Gruber stayed in constant
touch by e-mail and telephone, and visited
each other’s laboratories several times a
year. With their wives, they went to concerts
and picnics together, and their children
became trans-Atlantic pen pals.
But in September 2000, after several years of
relative peace between the Jewish and
Palestinian populations in Israel, hostilities
began again. The U.S. State Department
issued a travel advisory and, for the first time,
Steve Gruber had to postpone a planned visit
to Israel.
“We had to figure out new ways to keep data
flowing back and forth, but we were able to
continue with minimal interruptions,” Gruber
says. “The biggest change for me is that I
worry about him. Whenever I see in the news
that there’s been another bombing, I pick up
the phone to see if everyone is OK. When

Gadi’s daughter had her Bat Mitzvah, I was
really nervous for her.
“There was a bus bombing near Haifa not
long ago, so I called Gadi’s office and spoke
to Ronit Almog, one of the study coordinators,” Gruber adds. “She was bringing samples back from a hospital near the West Bank
and had driven past that same intersection
just an hour before the bombing.”
Gruber and Rennert find it ironic that conflict
in the Middle East could interfere with
research designed to benefit the entire population. “In our study, we have Arabs, we have
Sephardic Jews, we have Ashkenazi Jews, we
have everybody,” Rennert says. “Our results
definitely will make a major contribution to
understanding how colorectal cancer develops
and progresses in the Arabic, as well as the
Jewish, population.”
“What’s so wonderful about this collaboration
is the fact that we can learn how genetic and
environmental contributions differ among
ethnic groups living in the same geographic
area,” Gruber says. “Colon cancer isn’t as
common in the Arab population, but we still
need to learn how to care for everyone who
suffers from this disease.”

Rennert is proud of the fact that not one
member of his field research team has left the
project, even though travel to and from their
site visits is much more dangerous now. “It’s
already a way of life for us,” Rennert says. “We
use public transportation less; we consider the
safest way to travel. There’s a higher level of
awareness. It’s not foolproof, but it’s how we’ve
learned to behave, because otherwise we’d
never go anywhere.”
Gruber still travels to Israel, but now he stays
in a different hotel away from Haifa’s central
commercial district. “The crisis does influence
every element of daily life, but everyone refuses
to have their lives dictated by conflict. Despite
the hostilities, life goes on.”
No matter what happens in the Middle East,
Gruber says he and Rennert are determined to
continue their work. In fact, Gruber has applied
for an extension to his research funding, so the
study can continue for several more years.
—SFP
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The Pain of Fibromyalgia
BRAIN-SCAN STUDY FINDS IT’S REAL
hen fibromyalgia patients say they’re in
pain, they aren’t kidding. A new brainW
scan study found that a gentle finger squeeze
produced measurable pain signals in the
brains of people diagnosed with fibromyalgia.
Twice the squeezing force was required before
healthy people felt the same levels of pain.
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The study is the first to compare what
fibromyalgia patients report they feel and
what's happening in their brains when they
feel it. The findings were published in the
May 2002 issue of Arthritis & Rheumatism,
the journal of the American College of
Rheumatology.
Lead authors Richard Gracely, Ph.D., professor
of internal medicine and neurology in the U-M
Medical School,
and Daniel Clauw
(M.D. 1985), U-M
professor of internal medicine, conducted the study at
Georgetown
University Medical
Center and the
National Institutes
of Health. They are
now continuing their
Richard Gracely
work at the University of Michigan
Health System. In
an accompanying
editorial, Clauw
and Leslie Crofford,
M.D., an associate
professor of internal medicine in the
Medical School,
stressed the importance of research
Daniel Clauw
on fibromyalgia.
Patients and many physicians say fibromyalgia
is a specific, diagnosable chronic disease. It
affects more than two percent of Americans,
particularly women of childbearing age, and is
characterized by tenderness and stiffness as
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well as fatigue, headaches, gastrointestinal
problems and depression. Skeptics say fibromyalgia is rooted more in psychological and
social factors than in physical, biological
ones. Their argument has been bolstered by
the failure to find a clear cause, an effective
treatment or a non-subjective way of assessing patients.
The new study confirms scientifically what
patients have been telling skeptics in the
medical community for years. “The brain scan
technology gave us an opportunity to look at
the neurobiology of tenderness, the hallmark
of fibromyalgia,” says Clauw. “These results,
combined with work done by others, convinced us that some pathologic process is
making these patients more sensitive. For
some reason, still unknown, there’s a neurobiological amplification of their pain signals.”
Gracely and Clauw used a super-fast form of
MRI brain imaging called functional MRI
(fMRI) to test 16 fibromyalgia patients and
16 people without the disease while a device
applied precisely calibrated, rapidly pulsing
pressure to their thumbnails. Fibromyalgia
patients reporting pain from mild pressure
had increased activity in 12 brain areas,
while the control subjects feeling the same

pressure had increased activity in only two
areas of the brain.
The study was supported in part by the
National Fibromyalgia Research Association,
the U.S. Army and the National Institutes of
Health.
—KG
For more details, read the complete press
release at:
www.med.umich.edu/opm/newspage/2002/
fibromyalgia.htm
To learn more about fibromyalgia, visit:
www.med.umich.edu/1libr/topics/
muscle15.htm or www.arthritis.org

