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LATEST NEWS
Miami VA part of international breakthrough in cell therapy
An international research team including
scientists at the Miami VA Medical Center
has devised a way to transplant healthy cells
into the body without the usual risk of
rejection. The study, published online
October 28 in the Proceedings of the National
Academy of Sciences, involved a middleaged man with diabetes, but it may be
relevant to a range of diseases. Study coauthor Dr. Andrew Schally, called the results
―historic.‖
The researchers, based in Germany, Israel,
England, and the U.S., developed an artificial
pancreas. In type 1 diabetes the body kills off
the pancreas’ insulin-producing beta cells.
The Israeli scientists developed a
biocompatible chamber that encloses clusters
of islets in their own oxygen-rich
environment. The cells are packed in a gel
that shields them from attack by the host
immune system, and housed in a
biocompatible plastic shell. The chamber,
about 2.5 inches in diameter and a half inch
thick, is surgically implanted and linked to
ports through which the patient can inject
in fresh oxygen until new blood vessels
develop around the graft.

The Miami VA team, including Schally and Dr.
Norman Block, former VA cancer surgeon and
current clinical director of the Endocrine
Polypeptide and Cancer Institute at the Miami
VA, played a key role in the development and
animal testing of the system. They showed that
compounds that mimic growth hormonereleasing hormone (GHRH) could boost the
viability of transplanted beta cells and their
ability to make insulin. This means a graft would
need fewer functioning beta cells to be effective.
The compounds are not yet approved for human
use, but their effectiveness in animal
experiments helped drive the Miami group’s
Israeli and German colleagues to pursue the idea
of an implantable pancreas.
The 63-year-old patient who took part in the
new study was followed for 10 months, after
which time the artificial pancreas was removed.
The graft had remained healthy, with the
transplanted beta cells pumping out insulin. His
blood sugar levels showed small improvements.
The researchers believed that having more islets
available to transplant—or treating the cells with
one of the compounds from Schally’s lab—
could have yielded even better results.

The patient tolerated the transplant well without
taking drugs to suppress the immune system.
The drugs often entail major adverse side effects
and have limited the use of medical transplants
until now.
Lead author Dr. Barbara Ludwig and her group,
based in Dresden, Germany believe that the new
system could be a realistic treatment option for
type 1 diabetes patients within a few years.
Block pointed out that the therapy could
potentially help those with type 2 diabetes—
namely those with more severe forms of the
disease, who rely on daily insulin shots. About
one in five VA patients has type 2 diabetes.
Human beta cells for transplantation are hard to
come by, but research has shown that cells from
pigs are a good alternative. According to Block,
the new study showed that transplanted cells can
be protected from attack by the immune system,
and the approach, in theory, should work as well
with pig cells as with human cells. If so, many
patients could potentially benefit from the
procedure. The new transplant method could
also potentially apply to a variety of other
serious health conditions.

Air Pollution Linked to Dry Eye Syndrome in Study
Dry eye syndrome, a
deficiency in tear production,
can severely hamper
someone's quality of life and
productivity. The condition
affects up to 4 million
Americans aged 50 and older.
Its symptoms include
excessive tearing, discomfort
wearing contact lenses, and
stinging and burning in the
eyes.

Anat Galor, MD, MPSH,
from the Miami Veterans
Affairs Medical Center and
the Bascom Palmer Eye
Institute at the University of
Miami, and colleagues
collected data from 3.41
million patients who visited
any of the 394 eye clinics for
veterans located all across the
U.S. between July 2006 and
July 2011. Of these, 606,708

patients had low tear volume,
which is a sign of dry eye
syndrome.
The large study looked at
different environmental
factors that could be affecting
the eyes of people living in
cities across the U.S. It found
that people living in cities
with higher levels of air
pollution, such as New York
City and Chicago, were
diagnosed with dry eye
syndrome more often than

those living in cities with
better air quality. According
to Galor many people living
in arid and polluted cities
would readily attest to the
irritating effect air pollution
has on dry eye.

when assessing patients with
the condition. Read more

The findings suggest that
doctors need to be aware of
the link between
environmental conditions and
dry eye. The researchers
recommended that doctors
get an environmental history

RESEARCH SERVICE HIGHLIGHTS
Florez joins US Team at the Best of the 2013 ADA-India
and other providers in India (Mumbai
and Bangalore) by a team of four U.S.
faculty/scientists who addressed
growing challenges for the prevention
and management of diabetes and its
complications. Hermes Florez, MD,
PhD and Director of the GRECC at
the Miami VAHS and Chief of the
Divisions of Geriatrics Medicine and
Epidemiology at the University of
Miami was a part of the team this
year.

The American Diabetes Association (ADA)
hosted its 8th annual ―Best of the 2013 ADA‖
series in Bangalore, India on October 23-24,
2013. The program was brought to physicians

As a member of the recently
published ADA consensus report for
diabetes in older adults (Diabetes
Care 35: 2650-64), Dr. Florez
presented data on the global diabetes
epidemic in the elderly, the need to evaluate
functionality/geriatric syndromes and to
individualize glycemic targets using a patientcentered approach

Dr. Florez also shared lessons learned in the
implementation of Diabetes Prevention Program
(DPP) strategies in South Florida (Healthy
Aging Regional Collaborative) and Latin
America, which includes the evaluation of highrisk patients using metabolic syndrome
components (i.e., abdominal obesity, high
triglycerides, and low HDL-cholesterol), as he

recently reported in the journal Diabetes Obesity
& Metabolism. He also showed potential
benefits with the use of peer-leaders and mobile
cell phones to promote lifestyle modifications
(healthy nutrition and increased physical
activity) in the efforts to prevent and manage
diabetes in aging veterans.

Lifestyle Intervention Delays Diabetes Onset
Mark S. Nash, PhD, FACSM, professor in the
Departments of Neurological Surgery and
Rehabilitation Medicine at the University of
Miami Miller School of Medicine, is principal
investigator on a Department of Defense (DOD)funded multi-center clinical intervention trial
implementing intensive lifestyle intervention in
persons with chronic spinal cord injury (SCI)
having substantive cardiovascular disease (CVD)
and diabetes risk.
Along with his co-investigators at the UM
Medical School, and in collaboration with Drs.
Alberto Martinez-Arizala and Hope Plummer at
the Miami VAMC, Dr. Nash has modified a
clinically-proven 2-phase therapeutic lifestyle
intervention program for persons with chronic
SCI. The intervention consists of a clinical phase
implementing structured resistance exercise
training, a defined Mediterranean-style dietary
plan, and directed educational curricula and
professional support for exercise, dietary, and
psychosocial challenges. The intervention phase
is followed by an extension phase consisting of
intermittent professional support and follow-up.
The program is modeled after the landmark
Diabetes Prevention Program (DPP), which
reported that body mass (BM) reduction ≥7%
through lifestyle intervention delayed diabetes
onset. The program has adapted the lifestyle
intervention and developed specific criteria for
persons with SCI. Testable outcome measures

address component risks for cardiometabolic
syndrome and well-being, and include body
weight and body mass index (BMI),
cardiopulmonary fitness, markers of global CVD
and diabetes (lipids, glucose, insulin), and health
related quality of life.
Current results show that clinical intervention
incorporating exercise training and combined
dietary and behavioral reprogramming lowered
average BMI by more than 8% when compared

to baseline, an improvement that exceeds the
primary study target of 7% reduction in overall
body mass. Total cholesterol (TC) and LDL were
reduced by 8% and 17%, respectively, and HDL
was increased by 5%, reflecting significant
improvements in the lipid profile. Fasting plasma
insulin sensitivity (ISI) increased by 85%,
consistent with reduction in diabetes risk.
Despite the demonstrated effectiveness of
lifestyle intervention incorporating diet and

exercise, their application in clinical
rehabilitation for SCI remains limited. The
overarching aim is to develop clinical guidelines
for persons with SCI based on the data generated
from this study. Dr. Nash and his colleagues
presented several preliminary reports of
abstracted data and analysis earlier this year at
the American Spinal Injury Association (ASIA)
conference, and his study will continue to
actively invite eligible Miami VA participants.

CJU Honors Schally in “Legends in Urology”
The Canadian Journal of
Urology (CJU) invited Dr.
Andrew Schally to contribute to
―Legends of Urology,‖ a
segment that honors those
individuals in their own words
who have made contributions to
the specialty of urology.

international readership that is
indexed and abstracted in Index
Medicus/Medline, Current
Contents/Clinical Medicine,
Science Citation Index
Expanded (SciSearch) and
Journal Citation
Reports/Science Edition.

CJU is a peer reviewed bimonthly journal with an

Kutcher Heads VIP-STAR Study
Veterans Individual Placement and Support Towards Advancing Recovery (VIP-STAR)
The primary objective of CSP#589 VIP-STAR
is to evaluate the effectiveness of Individual
Placement & Support (IPS) in unemployed
Veterans with PTSD. The primary hypothesis is
that, compared to those treated with transitional
work program (TWP), unemployed Veterans
with PTSD treated with IPS will be significantly

more likely to become a steady worker. A steady
worker is defined as holding a competitive job
for greater than or equal to 50% of the 18-month
study follow-up period (i.e., greater than or
equal to 30 of the 78 weeks). All participants
will be followed for 18 months postrandomization.

The study is a multisite, prospective,
randomized controlled clinical trial comparing
Individual Placement and Support (IPS)
Employment to Transitional Work Programs
(TWP) in unemployed Veterans with PTSD. The
objectives of the multi-site study are to test the
effectiveness of IPS compared to VA TWPs in
the recovery of Veterans with PTSD and to learn
more about IPS impact on PTSD symptoms, self
esteem, community integration, quality of life,
and health outcomes in a large geographic and
urban-rural diverse Veteran population. The
proposed study will enroll 540 participants at 12
to 15 VA sites over 1 year and follow each
participant for 1.5 years
Gary S. Kutcher, PhD, Clinical Director, PTSD Division, Miami VA Healthcare System

PRESENTATIONS
Ginory, Almari, DO, David, Daniella, MD, Sanfilipo, Michael, MD. Resiliency in veterans with PTSD.
29th Annual Meeting of the International Society for Traumatic Stress Studies. Philadelphia, PA.
November 7-9, 2013
The prevalence of PTSD is between 6-8%, with
combat exposure being associated with an
increased incidence of acute and chronic PTSD,
impairment, and decreased quality of life.
Resiliency may be protective against the
development of PTSD and associated with both
earlier symptom remission and improvement in
quality of life. The study evaluated the
relationship between resiliency and treatment
response in veterans receiving PTSD
rehabilitative treatment. The study was
conducted at the Miami VAMC PTSD
Residential Rehabilitation Program and
approved by the Miami VAMC IRB. Patients
were voluntarily enrolled. The Connor-Davidson
Resiliency Scale, Quality of Life Inventory, and
symptom measures for PTSD and depression
were administered within two weeks of
admission and two weeks of discharge. 29

subjects were enrolled and 22 completed the
study with two lost to follow-up and five
receiving an early discharge. Higher resiliency
scores post-treatment were associated with
higher quality of life and lower symptom scores
for PTSD and depression. Changes in resiliency
were positively correlated with changes in
quality of life (r=0.79, p 0.0001). Resiliency is
modifiable with treatment. Improvement in
resiliency was enhanced with treatment and
significantly correlated with improvement in
quality of life and PTSD and depression
symptoms scores.
Dr. David also presented the study entitled
Posttraumatic Stress Disorder and Suicide Risk
in Older Veterans at the VISN 8
GRECC/MAGEC Suicide Prevention
Conference in Miami, FL on September 2013.

GRECC Geriatric Research, Education, and Clinical Center
Paul Schiller, PhD, GRECC investigator, gave two oral presentations at the
Tissue Engineering and Regenerative Medicine International Society
(TERMIS-EU) meeting in Istanbul, Turkey in June 17-20, 2013. The two
presentations were titled: Human MIAMI cellular constructs promote
angiogenesis in an aged mouse model of critical limb ischemia, with
GRECC-affiliated co-authors Drs. G. D’Ippolito and G.J.-R. Delcroix, and
TGF-β3-releasing pharmacologically active microcarriers and human
cartilage microparticles to enhance hyaline cartilage formation by
MIAMI cells, with GRECC-affiliated co-authors Drs. G.J.-R. Delcroix, G.
D’Ippolito, and T. Reiner.

Gianluca D’Ippolito, PhD, GRECC Investigator presented a poster titled
Non-expanded MIAMI (ne-MIAMI) cells directly isolated from human
bone marrow: characterization, interaction with scaffolds and therapeutic
applications at the 2013 Tissue Engineering and Regenerative Medicine
International Society (TERMIS-Americas) meeting in Atlanta, GA,
November 10-13, 2013. GRECC co-authors on the work included Drs.
Gaëtan Delcroix and Paul C. Schiller,
The group headed by Hermes Florez, MD, PhD,, GRECC Director,
presented a poster at the annual meeting of the American Geriatrics Society
held on May 3-5, 2013 in Grapevine, TX. Their work was titled Diabetes is
associated with physical function decline in older veterans enrolling in a
lifestyle intervention program. GRECC-affiliated authors/co-authors on the
poster was L. Oropesa, F.A. Andrade, M.M. Byrne, M. Gutt, C.M.Guanipa,
A.L. S Orial, L.M. Salgueiro, W. Valencia, B.A. Roos, S. Dang, G.A.
Howard, and H.J. Florez.
Priyamvada Rai, PhD, GRECC investigator, was the senior author and
presenter of a poster entitled Impairing repair of oxidized
nucleotides inhibits proliferation of oncogenic RAS-driven cells in June
2013 at the Gordon Research Conference on Cell Growth & Proliferation
held in West Dover, VT. GRECC-affiliated co-authors on the poster were
Drs. D. Burton, W. Balkan, and T. Reiner.
Dr. Rai presented a seminar on her work entitled Enhancing oxidative
DNA damage-induced tumor suppression in oncogenic RAS-driven
tumors at Stony Brook University, Department of Pharmacology in
October 2013.

Endocrine, Polypeptide and Cancer Institute
Ferenc Rick, PhD, Abi-Chaker A, Szalontay L, Perez R, Halmos G,
Block NL, and Schally AV presented the abstract entitled Gastrinreleasing peptide antagonist when combined with luteinizinghormone-releasing hormone antagonist enhances shrinkage of
benign prostatic hyperplasia in rats. (MP-07.19) at The Society
International D’Urologie (SIU) Annual Meeting in Vancouver,
Canada in September 8-12, 2013.
Rick F, Abi-Chaker A, Szalontay L, Perez R, Halmos G, Block NL
and Schally AV presented the abstract entitled Combining Gastrinreleasing peptide antagonist with growth-hormone-releasing
hormone antagonist augments shrinkage of benign prostatic
hyperplasia: A preclinical study. ( MP-07-20) at The Society
International D’Urologie (SIU) Annual Meeting in Vancouver,
Canada in September 8-12, 2013.
Andrew Schally, Ph.D., MDhc (Multi),D.Sc.hc was invited to Hong
Kong and People’s Republic of China between November 2nd and 12th
to arrange a major award for research on ophthalmology from Li Ka
Shing Foundation in Shantou. The project is based on Schally’s
recent findings of high levels of hypothalamic hormones such as
LHRH and GHRH and their receptors in the human eye. According to
Schally, hypothalamic analogues should be useful for treatment of
eye diseases such as glaucoma, diabetic retinopathy, macular
degeneration, and eye tumors. Li Ka Shing Foundation is a
philanthropic institution and independent of the government of China.
While in China, Dr. Schally presented the lecture entitled
Hypothalamic Hormones: from neuroendocrinology to therapy of
cancer and other diseases at the 9th International Symposium of
Ophthalmology in Guangzhou and at the Chinese University of Hong
Kong, Prince of Wales Hospital.

AWARDS, APPOINTMENTS AND HONORS

Bal Lokeshwar, PhD, GRECC investigator, served as a reviewer on
3 study sections, including the NIH Molecular Targets and Cancer
Therapeutics, NIH Cancer Health Disparities/Diversity in Basic
Cancer Research, and on NIH Cell biology IRG.

Carlos Perez-Stable, PhD,
GRECC investigator, served
as a scientific reviewer for the
2013 DoD Prostate Cancer

Research Program (PCRP)
Pre-Proposals, Endocrinology
Section in July.

PUBLICATIONS
The work of the Comprehensive High-Level Activity Mobility Predictor
(CHAMP) Team, collaboration between VA and DoD clinicians and
researchers and wounded veterans, will be published in the Journal of
Rehabilitation Research & Development (JRRD).
Development and reliability testing of the Comprehensive High-Level
Activity Mobility Predictor (CHAMP) in male service members with
traumatic lower-limb loss
Robert S. Gailey, PhD, PT and his team developed a new outcome called
the Comprehensive High-Level Activity Mobility Predictor (CHAMP) that
assists clinicians at U.S. Department of Defense medical treatment facilities
and Department of Veterans Affairs medical centers to determine the
capabilities of service members (SMs) with traumatic lower-limb loss (LLL) in the performance of highlevel mobility. The goal of the outcome measure is to assist the clinician to determine current function,
measure change in function over time during rehabilitation, and help predict when the SM with LLL can
return to high-level activity such as sport. It was found that the CHAMP is a safe and reliable outcome
measure of high-level mobility for SMs with traumatic LLL.
Construct validity of Comprehensive High-Level Activity Mobility Predictor
(CHAMP) for male servicemembers with traumatic lower-limb loss
One of the primary steps in developing the CHAMP was to confirm that it
actually measures what it is intended to measure. Gailey’s team found that
the CHAMP was a valid measure of high-level mobility in service members
with amputation. They also determined that the CHAMP has the ability to
discriminate between different levels of lower-limb loss in young, male
service members.
Factors related to high-level mobility in male servicemembers with
traumatic lower-limb loss
Ignacio A. Gaunaurd, PhD, MSPT- Currently, many service members

(SMs) who experience traumatic lower-limb loss seek to return to high-level mobility activities such as
sport. Yet, it has been reported that less than a quarter of them actually return to high-level activity. The
purpose of this study was to examine the possible relationship between different factors that can be
affected by rehabilitation, other factors associated with lower-limb loss, and high-level mobility, as
measured by a new outcome measure called the Comprehensive High-Level Activity Mobility Predictor in
SMs with traumatic lower-limb loss. The Team found that rehabilitation-related factors such as lower-limb
strength and balance and other factors such as the number of knee joints, waist circumference
measurement, and prosthetic foot type were related to high-level mobility. These results could help guide
rehabilitation programs and clinical interventions to help maximize the potential of our SMs with traumatic
lower-limb loss return to high-level mobility activities.
Comparison of 6-minute walk test performance between male Active Duty
soldiers and servicemembers with and without traumatic lower-limb loss
Alison A. Linberg, DPT, ATC and the CHAMP Team established reference
data for a commonly used functional outcome measure, the 6-minute walk
test, for service members with and without lower limb loss. These data will
help clinicians and military and nonmilitary individuals with lower-limb loss
track progression of rehabilitation and set realistic function and mobility
goals for rehabilitation.
Comparison between microprocessor-controlled ankle/foot and
conventional prosthetic feet during stair negotiation in people with
unilateral transtibial amputation
Vibhor Agrawal, PhD and the CHAMP Team compared prosthetic feet
with different ranges of motion at the ankle during stair negotiation to
determine work symmetry between the intact and prosthetic limbs. All
participants received standardized functional training specific for each foot.
It was found that the microprocessor-controlled prosthetic foot, with active
dorsiflexion, resulted in greater work symmetry than conventional prosthetic
feet during stair ascent. While descending stairs, subjects employed a similar
movement strategy with all feet. Prosthetic users who encounter stairs
frequently may benefit from a microprocessor-controlled foot.
A comparison of three agility tests with male servicemembers: Edgren Side
Step Test, T-Test, and Illinois Agility Test
Michele A. Raya, PhD, PT, SCS, ATC and CHAMP Team established the
reliability and validity of three similar yet distinct tests that assess agility
performance, called the Edgren Side Step Test, T-Test, and Illinois Agility
Test, in young, fit Active Duty service members (SMs). They found these
tests to be reliable in that two clinicians can administer each of these tests to
the same SM and be confident that they are scoring the performance in the
same way. It was found that all three tests assess different aspects of agility,
and together have the potential to be used as a comprehensive assessment of
high-level mobility for sport and tactical activities.

Amputee Mobility Predictor-Bilateral: A performance-based measure of mobility for people with
bilateral lower-limb loss
The Team identified a lack of performance-based instruments designed for use with people with bilateral
lower-limb amputation. To address this deficiency, they modified the Amputee Mobility Predictor (AMP)
to more accurately reflect the functional capabilities of people with bilateral lower-limb amputation. The
modified version is called the AMP-Bilateral (AMPB). They found that the AMP-B and the AMP have a
strong relationship with the 6-minute walk test in the higher functioning service members with bilateral
lower-limb loss. The AMP-B can assist clinicians at the Department of Defense medical treatment
facilities and Department of Veterans Affairs medical centers determine the capabilities of service
members and veterans with traumatic bilateral lower-limb loss in the performance of mobility-related
tasks.

GRECC Geriatric Research, Education, and Clinical Center
Histologic, Biomechanical, and Biological Evaluation of Fan-Folded
Iliotibial Band Allografts for Anterior Cruciate Q1 Ligament
Reconstruction Q13
Gaëtan J.-R. Delcroix, Ph.D., David N. Kaimrajh, M.S., Dinah Baria,
Ph.D., Sonya Cooper, B.Sc., R.N., M.B.A., Teresita Reiner, D.V.M.,
Loren Latta, Ph.D., Gianluca D’Ippolito, Ph.D., Paul Schiller, Ph.D., and
H. Thomas Temple, M.D. Arthroscopy. 2013 Apr;29(4):756-65. doi:
10.1016/j.arthro.2012.11.007. Epub 2013 Jan 28.

The purpose of this study was
to thoroughly characterize the
fan-folded iliotibial band
(FITB) allograft and compare
it with anterior tibialis
tendons (ATs) and native
anterior cruciate ligaments
(ACLs) to determine whether
it measures up to those
tissues. The team compared
the histologic structure,
tensile strength to failure,
creep, and stress-relaxation
properties of FITBs with
those of ATs and ACLs. In
vitro cytotoxicity and

biocompatibility of FITBs
were also compared with
ATs. No structural difference
was observed between the
tissues studied. FITB ultimate
tensile strength (3,459 _ 939
N) was not significantly
different (P > .9999) from
ultimate tensile strength of
ATs (3,357 _ 111 N) and was
significantly greater (P ¼
.0005) than that of ACLs (886
_ 254 N). No significant
difference (P > .9999) was
observed in the increase in
length resulting from creep
testing between FITBs (9.5 _
3.0 mm) and ATs (9.7 _ 4.0

mm). During stress-relaxation
testing, FITBs reached 181 _
46 N, which was not
significantly different (P >
.9999) from ATs (166 _ 40
N). It was shown that
cytotoxicity of FITBs and
ATs was negligible. In vitro
biocompatibility of FITBs
and ATs was good, whereas
FITBs had a higher
propensity to favor the
attachment and infiltration of
cells that proliferated for at
least 4 weeks on their contact.
The team found that FITBs,
ACLs, and ATs shared a
similar structure made of

aligned collagen fibers. No
significant difference was
observed between FITB and
AT ultimate tensile strength,
creep, and stress-relaxation
viscoelastic properties.
Ultimate tensile strength to
failure of ACLs was lower

than that of FITBs and ATs,
whereas ACLs were superior
to both FITBs and ATs
during creep and stressrelaxation testing. FITBs and
ATs showed low cytotoxicity
and excellent
biocompatibility in vitro, with

a somewhat higher propensity
of FITBs to favor cell
attachment and infiltration
over time. The study
suggested that FITBs have the
potential to perform as well as
ATs for ACL reconstruction.

EGFR siRNA lipid nanocapsules efficiently transfect glioma cells in vitro
Resnier P, David S, Lautram N, Delcroix GJ, Clavreul A, Benoit JP, Passirani C.
Int J Pharm. 2013 Oct 1;454(2):748-55. doi: 10.1016/j.ijpharm.2013.04.001. Epub 2013 Apr 10
Glioma are the most common
malignant tumors of the central
nervous system and remain
associated with poor prognosis,
despite the combination of
chemotherapy and radiotherapy.
EGFR targeting represents an
interesting strategy to treat
glioma. A high level of
endothelial growth factor
receptors expression (EGFR),
involved in the malignancy of the
tumor, has been observed in
glioma. The strategy consisted in
using EGFR siRNA entrapped
into lipid nanocapsules (LNCs)
via cationic liposomes. In vitro
analyses on U87MG human

Cortizas EM, Zahn A, Hajjar
ME, Patenaude AM, Di Noia
JM, Verdun RE. Alternative
end joining and classicalNHEJ pathways repair
different types of double
strand breaks during class
switch recombination. Journal
of Immunology 191:1301300,
2013.

glioma cells were performed to
evaluate firstly the capacity of
LNCs to efficiently deliver the
siRNA and secondly the effect of
EGFR siRNA targeting on
U87MG proliferation. The
complement protein consumption
was evaluated by CH50 assays to
verify the suitability of the
siRNA LNCs for systemic
administration. The EGFR
siRNA LNCs exhibited an
adequate size lower than 150 nm
as well as a neutral surface
charge. The IC50 profile together
with the 63% of protein
extinction demonstrated the
significant action of EGFR

Parrondo R, de Las Pozas A,
Reiner T, Perez-Stable C.
ABT-737, a small molecule
Bcl-2/Bcl-xL antagonist,
increases antimitoticmediated apoptosis in human
prostate cancer cells. PeerJ.
2013 1:e144
Burton DG, Giribaldi MG,
Munoz A, Halvorsen K, Patel

siRNA LNCs compared to
scrambled LNCs. Dose and timedependent survival assays
showed a decrease of U87MG
growth evaluated at 38%.
Finally, low complement
consumption demonstrated the
suitability of EGFR siRNA
LNCs for intravenous injection.
EGFR siRNA LNCs
demonstrated their capacity to
efficiently encapsulate and
deliver siRNA into U87MG
human glioma cells, and will
therefore be usable in the future
for in vivo evaluation.
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Nicotine potentiates proatherogenic effects of oxLDL by
stimulating and upregulating macrophage CD36 signaling
Ming-Sheng Zhou, Kiranmai Chadipiralla, Armando J. Mendez,
Edgar A. Jaimes, Roy L. Silverstein, Keith Webster, and Leopoldo
Raij
foam cell formation. Raij’s
Cigarette smoking is a major
team investigated a role for
risk factor for atherosclerosis
the CD36 pathway in
and cardiovascular disease.
nicotine-induced activation of
CD36 mediates oxidized LDL
macrophages and foam cell
(oxLDL) uptake and
formation in vitro and in vivo.
contributes to macrophage
Nicotine in the same plasma

concentration range found in
smokers increased the
CD36(+)/CD14(+) cell
population in human
peripheral blood mononuclear
cells, increased CD36
expression of human THP1
macrophages, and increased
macrophage production of
reactive oxygen species,
PKCδ phosphorylation, and
peroxisome proliferatoractivated receptor-γ (PPARγ)
expression. Nicotine-induced
CD36 expression was
suppressed by antioxidants
and by specific PKCδ and
PPARγ inhibitors, implicating
mechanistic roles for these
intermediates. Nicotine
synergized with oxLDL to
increase macrophage
expression of CD36 and

cytokines TNF-α, monocyte
chemoattractant protein-1, IL6, and CXCL9, all of which
were prevented by CD36
small interfering (si)RNA.
Incubation with oxLDL (50
μg/ml) for 72 h resulted in
lipid deposition in
macrophages and foam cell
formation. Preincubation with
nicotine further increased
oxLDL-induced lipid
accumulation and foam cell
formation, which was also
prevented by CD36 siRNA.
Treatment of apoE-/- mice
with nicotine markedly
exacerbated inflammatory
monocyte levels and
atherosclerotic plaque
accumulation, effects that
were not seen in CD36-/apoE-/- mice. The results

show that physiological levels
of nicotine increase CD36
expression in macrophages, a
pathway that may account at
least in part for the known
proinflammatory and
proatherogenic properties of
nicotine. These results
identify such enhanced CD36
expression as a novel
nicotine-mediated pathway
that may constitute an
independent risk factor for
atherosclerosis in smokers.
The results also suggest that
exacerbated atherogenesis by
this pathway may be an
adverse side effect of
extended use of high
concentrations of nicotine
independent of their mode of
administration.

Treatment of Anxiety Disorders
David, Daniella. and Davidson, J.R.T. Essentials of
Psychopharmacology, Third Edition edited by Alan F. Schatzberg, M.D.,
and Charles B. Nemeroff, M.D., Ph.D. 2013. American Psychiatric
Association
Over the past decade and a half, there has been substantial progress in the
understanding of the anxiety disorders. Particularly fruitful has been the
search to develop new treatments for the six major anxiety disorders:
obsessive-compulsive disorder (OCD), panic disorder, social phobia
(social anxiety disorder), specific phobia, generalized anxiety disorder
(GAD), and posttraumatic stress disorder (PTSD). In the chapter David
and colleagues review the main findings from double-blind, and some open-label, trials in each disorder.
Both short-term and continuation/maintenance treatment studies are included.
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Grants Funded
Sandra Winkler, PhD, research health scientist in the Miami
VA Research Service and assistant professor at Nova
Southeastern University College of Health Care Sciences was
recently awarded a three-year grant totaling nearly $1 million
in funding from the U.S. Department of Health & Human
Services Agency for Healthcare Research & Quality to pursue
her study. The project costs will be 100% financed with
federal funds.
The purpose of the project is to increase the impact and
effective use of amputation-related evidence-based health
information. The project compares dissemination of evidencebased health information in e-learning and virtual world
environments to determine the effectiveness of each.
Winkler's research titled Dissemination of Amputation and
Prosthetic Evidence-based Medicine (DAP-EM) will
translate into educational and supportive programs for amputees to benefit amputees functionally and
psychologically and potentially help reduce "phantom limb pain" which commonly occurs in amputees as
a result of the trauma they experienced. According to Winkler patients will be able to enter their virtual
island and simulate what it is like to once again use their missing limbs.
Participants in the study will be able
to virtually experience everything
from riding on a jet ski to diving in
a coral reef. The virtual world will
also include a historical tour of
prosthetics, educational seminars,
and a forum for participants to
anonymously meet and discuss
common issues and challenges they
face in the real world. They will be
able to "test" different prosthetic
models in a virtual shop, allowing
them to gain a sense of different types of devices and determine what may be the best for them. The

project will also support clinicians and caregivers by allowing them to simulate and learn more about life
as an amputee. According to Winkler, the research can eventually be translated to help individuals with
other chronic conditions.
Doctoral students from NSU will also be a part of the research, including working with military spouses in
a virtual world environment and helping amputees plan home modifications using a virtual home.
There are currently approximately 2 million people living with limb loss in the United States, according to
the National Limb Loss Information Center. This number is projected to increase to 3.6 million by 2050.
Approximately 185,000 amputations occur in the Unites States each year. The expected lifetime costs of
veterans with amputations ranges from $1.4 to $1.8 million, not including surgery or future technologies.
For more information about this study, please visit http://www.virtualhealthadventures.org.

GRECC Geriatric Research, Education, and Clinical Center
Priyamvada Rai, PhD, GRECC investigator was successful in funding an
NIH/NCI R01 for the period 2013-2018 for $1.5 million. The grant entitled
MutT Homolog 1 as a Novel Mediator of RAS Oncogene-Induced ProMalignant Pathways proposes to study MutT Homolog1 (MTH1), a protein
which eliminates oxidized DNA precursors and which is found to be
preferentially elevated in non-small cell lung cancer tumors. The long-term
goal is to use MTH1 as a prognostic marker and therapeutic target to improve
treatment of NSCLC tumors that carry mutations in the RAS oncogene.

Allen Andrade, MD, GRECC physician/investigator, was able to secure
funding for one year through the VA T-21 mechanism for his study entitled
Integration of Home Telehealth to Expand the Reach and Scope of Home
Based Primary Care – Processes and Outcomes for $190,000. The study
involves delivering Self-Management Skills Training to geriatric PACT
veterans with urinary incontinence and overactive bladder - individualized
patient education and self-management training (behavioral therapy) to older
veterans with these conditions.

Stuti Dang, MD, GRECC physician/investigator, in collaboration with the
Tampa VAHS, was successful in funding her project entitled Integration of
Home Telehealth to Expand the Reach and Scope of Home Based Primary
Care – Processes and Outcomes. The project is funded through the VA T-21
mechanism for $171,000 for one year. The project involves integration of

Home Telehealth to expand the reach and scope of Home Based Primary Care – Processes and Outcomes.
The project addresses unanswered questions in HBPC programs regarding the feasibility, processes, and
added value of HT, a care coordination program, in an already closely case managed HBPC population.
Dr. Dang also obtained VA T-21 funding for the project entitled Integration of MyHealtheVet into the
management of heart failure patients in the Patient Aligned Care Teams (PACTs), in collaboration with
the Tampa VAHS Poly Trauma Center. The project will implement MyHealtheVet (MHV) for veterans
with heart failure, as an educational and monitoring platform and generate pilot data on the effectiveness
of MHV for heart failure regarding patient outcomes. The long-term goal is to evaluate the added value of
using MHV as a case management platform for the PACTs.
Dr. Dang also was able to successfully fund a second year for $66,700 for her project entitled Online and
Telephone Skills-Building Program for Caregivers of Veterans with Stroke, in collaboration with the
Gainesville VA GRECC. The project evaluates a brief, low-cost, on-line and telephone skills-building
intervention, using the existing and previously tested English and Spanish language VA RESCUE stroke
caregiver website. The project also involves a feasibility test of the intervention targeting Spanish-speaking
caregivers as a novel strategy to reduce cultural disparities. The objectives are to 1) reduce caregiver
burden and depression, 2) improve caregivers’ problem-solving abilities and quality of life, 3) improve
Veterans’ functional abilities, and 4) reduce Veterans’ healthcare utilization. Deliverables are on-line
resources for stroke caregivers and an intervention toolkit for PACT providers and other clinicians
throughout the VA to use in their practice.
Willy Valencia-Rodrigo, MD ,GRECC physician/investigator, in collaboration with the Durham, NC
GRECC, funded his project entitled Gerofit Dissemination and Implementation Program for at least this
year for $180,000 through the VA T-21 mechanism. The program is a patient-centered and family centric
program of exercise and health promotion to targeting vulnerable veterans with high falls risk and risk for
institutionalization. This is a site expansion and continuation of the Gerofit program that has been ongoing
for many years at the Durham VAMC GRECC.

Jorge Ruiz, MD, GRECC Associate Director for Education and
Evaluation, was able to secure funding for a second year through the
VA T-21 mechanism for his project entitled Delivering and Filling
Information Prescriptions to GeriPACT Older Veterans Using
MyHealtheVet, for $288,000. The project is a continuation of the first
year which involved creation of an Information Prescription Service
(IPS). The IPS will provide individualized patient education and selfmanagement training to chronically ill older veterans. This approach
makes use of information prescriptions as the catalyst for the
provision of individualized health care information to chronically ill
patients and caregivers on how to help manage health problems.

Silvina Levis, MD, Acting Associate Director for Clinical Affairs and
Co-investigators: Remberto Rodriguez MD, Jason Dahn PhD,
Panagiota Caralis MD were able to secure funding from Pfizer for the
project entitled Technology and collaborative care improve the use of
hormone therapy in Postmenopausal Women Veterans.
The program is collaboration between the Miami GRECC and Miami
VAMC Primary Care to assist primary care providers and their patients
in optimizing the assessment and management of menopausal
symptoms in women veterans. The project includes a series of
information technology, phone, face-to-face, and print interventions
that will use the technology and model of collaborative care already
established in the Miami VHA. The program will be administered by the South Florida VA Foundation for
Research and Education, Inc.
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