_*" News for the VA research community

Vol. 3, No. 9/Sept. 2003

VN ResearchOunents

Abstracts sought for first ORD-wide scientific meeting

T hefirst national scientific meeting

encompassing al areasof VA
research will be held March 9 - 12,
2004, in Washington, DC. Theeventis
designed to encourage the sharing of
research ideas and collaboration across
the spectrum of VA research, from
bench to bedside. Applicants are asked
to submit abstracts for posters, work-
shops, oral presentations and panels by
Oct. 17, 2003.

Transfer.

Thetheme of the meeting—"From
Benchto Bedside: Today’sVA Re-
search Leading Tomorrow’sHealth

Care”—isbased onthe new vision
statement for VA research.

“Thisisone of many activities
planned to implement thevision,” said
Dr. Shirley Meehan, VA's deputy
director for Health Services Research
and co-coordinator of the event with
Bob Patts, director of Technology

According to Potts, the meeting
represents an important new direction for
VA research that emphasizesinnovative
collaborationsamong basic, clinical and
hedth servicesinvestigators.

“Thisevent will cut across all the
different aspects of our research
enterprise,” said Potts. “It will bring
together peoplewho normally don’t
have the opportunity to meet, and
exposeinvestigatorsto new areas of
potential collaboration.”

Guidelinesfor submission and other
details, including contact peoplefrom
each of the four Office of Research and
Development services, arein the Hot
Topics area of the VA Research
website (www.va.gov/resdev). Il

Vision Update

Minority programs, clinical centers of excellence among new initiatives

Each month, VA Research Currents will highlight key
issues relating to the implementation of VA's new vision:
“Today's VA Research Leading Tomorrow's Health Care.”
You are invited to e-mail questions or comments to
researchinfo@vard.org.

VA's Office of Research and Development (ORD)
recently announced funding for two new training programs:
Mentored-Minority Research Training programs, which
will create partnerships between VA and minority-serving
institutionsto increase scientific career opportunitiesfor
underrepresented minorities; and Clinical Research Centers
of Excellence, which will create anational network of
research facilitiesto train young investigatorsfor leadership
rolesin clinical research.

Expanding research opportunitiesfor minoritiesand
increasing cooperation with minority-serving institutions
(MSls) are major strategic prioritiesfor ORD and the
national VA research community. To accomplish those

objectives, ORD devel oped three new Mentored-Minority
Research Training programs. The programswill be
coupled with anational campaign to reach out to leadership
at MSlsand increase VA's participation at professional and
educational meetingsand conferences.

Thethree new mentoring programswill provideresearch
training for individuals at the high school through mid-
career level.

» The Mentored-Minority Research Enhancement
Coordinating Center supportsinstitutional collaborations
between VA and M SIs. Theseinclude Historically Black
Colleges & Universities(HBCUSs), Hispanic-Serving
Institutions (HSIs), Tribal Colleges & Universities (TCUSs),
and institutions of higher learning with sizeable concentra-
tions of Asian Americans, Pacific Islanders, Native Hawai -
ians, Native Americans, and Alaskan Natives. Students and

see VISION on page 2
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Study shows benefits of extended therapy for stroke survivors

Stroke survivorswho received therapi st-supervised,
progressive therapy after completing in-hospital rehabilita-
tion significantly improved their endurance, balance and
walking ability, according to asmall study reported in the
Aug. 15 onlineissue of the journal Sroke.

“Thisstudy goesbeyond the commonly held therapy
paradigm that stroke patients achieve their most dramatic
recovery within thefirst 30 days after stroke,” said lead

author PamelaW. Duncan, Ph.D., director of the VA
Rehabilitation Outcomes Research Center at the
Gainesville VA Medica Center and aphysical therapist
professor at the University of Florida, Gainesville. “We

demonstrated that by providing ahome-based exercise

program that’s much more aggressive than what istypically
prescribed, stroke survivors canimprovetheir walking

see STROKE on page 3

VISION (cont. from page 1)

faculty from theseinstitutionswill
partner with VA mentors.

* The Mentored-Minority Supple-
mental Program provides one-to-one
training in research on VA-funded
research projects. Eligible program
participantsinclude high school,
undergraduate, graduate, and
pre-doctoral students currently enrolled
in good academic standing, or those
who have graduated within the last two
years.

» The Mentored-Minority Early
Career Enhancement Program offersa
supportive career path for mentored
research in VA. Eligible participants
arethose who have completed (within
the last two years) their clinical
fellowship or PhD doctoral trainingin
health servicesor biological sciences.
Upon compl etion of the Mentored-
Minority Early Career Enhancement

VA Research Currents
is published monthly for the
Office of Research and Devel opment
of the Dept. of VeteransAffairs
by VA R& D Communications
103 S. Gay St., Rm. 517
Baltimore, MD 21202
(410) 962-1800, ext. 223
researchinfo@vard.org

Program, awardees are expected to
remain in VA and pursue additional
training opportunities offered through
the Research Career Scientist and
Career Development programs.

Clinical Research Center sof
Excellence (CRCOES) aredesigned to
advance VA's capacity for integrating
state-of -the-art science with clinical
practice. Clinical research has been
defined as patient-oriented investiga-
tionsfocusing on mechanisms of
human disease, therapeutic interven-
tions, clinical trials, epidemiologic and
behavioral studies, outcomes and
health servicesresearch, and the
development of new medical technolo-
gies. While agrowing number of
academic generalists have pursued
careersin outcomesresearch, thereis
still aneed for sub-specialistswith a
solid foundationin key clinical
research disciplines— statistics,
epidemiology, study design, qualitative
methods. Therefore, CRCoE awards
will primarily support the training and
development of junior faculty inthe
scientific disciplinesthat form the basis
for clinical research, and facilitate the
integration of clinical researchwith
clinical carefor patients.

Despitelargeinvestmentsin bench
research, resulting discoveriesare not
being efficiently converted into clinical
practice that improves health care for

veteransand all Americans. By the
same token, much of clinical practiceis
not based on rigorous clinical research.
Enhancing evidence-based clinical
practiceisamajor strategic priority for
VA. Through CRCoES, VA aimsto
increasetraining opportunitiesfor
clinician-investigators and promotethe
progression of important bench-
research findingsto clinical trials.

Initially, CRCoE awards will focus
on the devel opment of anational
network of research facilitiesto
support training for the next generation
of leadersin clinical research. To that
end, CRCoEswill receive up to
$400,000 of funding to create acore
facility of methodologiststofacilitate
mentoring and grant devel opment.
CRCoEsalso will receive salary
support for junior faculty. In addition
to providing mentoring servicesat their
local VA facility, CRCoEswill work
together to support the mentoring and
development of clinical researchers
throughout VA. CRCoEs also will
provide anational clinical research
“consultation resource” to support VA
investigator-initiated research ideas.
Finally, once established, CRCoEswill
beresponsiblefor developing and
maintaining aclinical-research portfo-
liointheir chosen areas of excellence.

Drafts of the program announce-
ments discussed above are available on
ORD’swebsite: www.va.gov/resdev. B
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New oral drugs halt cytomegalovirus in mice

wo new oral drugs developed by

T VA scientistsand colleagues at the
University of California, San Diego
(UCSD), show powerful activity
against cytomegal ovirus, acommon
and sometimes dangerous herpesvirus.
The research was presented Sept. 14 in
Chicago at the 43¢ annual Interscience
Conference on Antimicrobia Agentsby
Earl Kern, PhD, of the University of
Alabamaat Birmingham, whoseteam
successfully tested the drugsin virus-
infected mice.

The new compounds are modified
formsof cidofovir, an intravenous drug
used primarily to treat cytomegal ovirus
eyeinfectionsinAIDS patients. The
compounds have al so proved effective
against smallpox and cowpox in recent
mouse and tissue-culture studies. Since
they can be taken oraly, the new drugs
may be especially useful ina
bioterrorist attack.

“Cidofovir’sdrawback is poor
biocavailahility. It can only be given
intravenously,” said Karl Y. Hostetler,
MD, an endocrinol ogist with the San
Diego VA Healthcare System and
UCSD who developed the cidofovir
derivatives with James Beadle, PhD, of
VA and UCSD. “If you’ ve got thou-
sands of people exposed to smallpox, a
drug that needsto beinjected would be
difficult tousewidely.”

Hostetler’sgroup created the new
compounds, called HDP-CDV
(hexadecyloxypropyl-cidofovir) and
ODE-CDV (octadecyloxyethyl-
cidofovir), by “disguising” cidofovir in
partialy degraded fat molecules. These
molecul es are rapidly absorbed through
cell membranes. Insidethecell,
enzymes remove thefatty part of the
mol ecule and the cidofovir bindsto the
virus and stopsit from replicating.

Though HDP-CDV and ODE-CDV
are being developed mainly for useasa
smallpox treatment, the compounds
may play avaluablerolein treating
cytomegalovirusinfection. Thisvirus,
while often harmless, canresultin
deadly infectionsin AlDS patients,
transplant patients and others with
suppressed immune systems. Currently,
few safetreatment options exist.

“Itisexciting that these compounds
appear to have another possible use,”
said Hostetler.

In experiments by Kern'sgroup,
oral treatment with HDP-CDV or
ODE-CDV significantly reduced virus
replicationin miceinfected with
cytomegalovirus. In one group of mice,
human retinal tissuewasimplanted
into the eyes of the mice and later
infected. Drug treatment was begun 24
hours after infection and continued for
four weeks. HDP-CDV outperformed
regular cidofovir by 90 percentin
reducing viral load. In another group of
mice, into which human thymusand
liver tissue wasimplanted and later
infected, HDP-CDV and some doses of
ODE-CDV resulted in no detectable
virusat al, starkly outperforming
regular cidofovir.

Besides showing the effectiveness of
the new drugs, the experimentsrepre-
sented akey advance on another front:
Human cytomegal ovirus does not infect
animal cells; Kern'steam bypassed the
problem by devel oping mouse models
into which human tissue could be
implanted and then infected.

According to Hostetler, HDP-CDV
and ODE-CDV may be associated with
side effects, and formal toxicity testing
will determinewhether the compounds
are safe enough for human use. |

STROKE (cont. from page 2)

ability, balance and cardiovascular
endurance.

Duncan said the study wasthe first
toincorporate multiple components—
strength, balance, endurance and upper
extremity function—into acomprehen-
sive strokerecovery program. Strokeis
the leading cause of disability in older
Americans, and fallsareamajor
problem for stroke survivors.

Theresearchers studied 92 stroke
survivors from the Kansas City Stroke
Registry. Each had mild to moderate
stroke deficitsand had completed in-
hospital rehabilitation. One group
received the new comprehensive,
progressive exercise program. The
other group received “usual care”—
varied levelsof therapy, ranging from
no additional therapy to limited physi-
cal or occupational therapy.

Theintervention group received
physical therapy focusing on their
strength, balance, cardiovascular
endurance and use of their arms and
handsin 36 supervised sessions during
the 12-week study. Among the usual
care patients, 46 percent received no
therapy during this period, whilethe
remainder received an average of about
9 physical therapy visitsand 10
occupational therapy visits.

Both groups showed improvement
after three months, but the intervention
group improved significantly morein
balance, endurance and mobility. The
intervention group bicycled during
stress tests an average of 1.39 minutes
longer than they could at enrollment,
while the usual care group bicycled an
average of 0.16 minuteslonger.
Patientsin theintervention group
walked about 200 feet farther in six
minutes compared to their baseline,
while usual-care participantswalked
an average of 110 feet farther. |
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| Career milestones |

ChristineElnitsky, PhD, RN, was
named chief of research policy manage-
ment. A nurse researcher with a back-
ground in community health and
epidemiology, Elnitsky will help
develop Office of Research and Devel-
opment policy, guideitsimplementation
inthefield, and act as aliaison between
ORD’sscientific function and regula-
tory bodies. Her past health-services
research at the VA San Diego
Healthcare System focused on health
delivery systems, program eval uation
and outcomes, older populationswith
chronicillness, health policy, commu-
nity needs assessment, and population
health. She can be reached at (202)
254-0199.

MarvellaE. Ford, PhD, associate
director of VA's Houston Center for
Quality of Care and Utilization Studies,
wasinvited to serve on the National
Institutes of Health Risk Prevention
and Health Behavior 3 Study Section,
Center for Scientific Review, for a
four-year term.

Statins may help against macular degeneration

According to aVVA and University of Alabamaat Birmingham study published
in the September British Journal of Ophthal mology, elderly men who take
cholesterol-lowering drugsknown as statinsarelesslikely to devel op age-rel ated
macular degeneration (ARMD). ARMD occurswhen light sensitive cells at the
back of the eye, or macula, break down. The condition isthe leading cause of
blindnessin older adultsin the United States.

Using anonymous VA databases, the researchers evaluated 6,000 elderly male
patients, including 550 who had recently been diagnosed with macular degenera-
tion. Researchersfound asignificantly lower occurrence of macular degeneration
in men who were taking statins. For every three cases of the disease found in men
taking statins, researchersfound 10 casesin men not taking statins.

According to senior author Robert J. Crain, MD, chief of ophthalmology at the
Birmingham VA Medical Center, the study suggeststhe need for aclinical trial to
test the effectiveness of statinsin curbing theincidence and progression of the
disease. In explaining how statins may work against ARMD, Crain pointed to
recent research showing that cholesterol depositsare present inthe Bruch's
membrane of aging eyes.

Though thereis currently no medical treatment that arrests the devel opment of
ARMD, especidly in the early stages before vision loss occurs, the naturally
occurring carotenoid known as lutein—found in corn, squash, red grapes and
many other fruits and vegetables—has been shown to help prevent the condition.
A yearlong study led by Stuart Richer, OD, PhD, of the Chicago VA Healthcare
System, recently tested whether [utein, along with other antioxidants, vitamins
and minerals, could improve visionin 90 veteranswith ARMD. Theresultsare
pending publication. [
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