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The rapid expansion of free HIV/AIDS treatment programs at urban clinics 

in Zambia has dramatically increased patient survival rates, indicating the pro-

grams• continued expansion in sub-Saharan Africa is viable and producing good 

results, according to a study by UAB researchers published in the August 16 issue 

of the Journal of the American Medical Association and presented by UAB ob-

stetrician-gynecologist Jeffrey S.A. Stringer, MD, at the XVI International AIDS 

Conference in Toronto, t. The New York Times noted: •This group had 5 deaths 

for every 100 patient years, in contrast to 4.34 at UAB. Stringer works both at the 

university and at the Center for Infectious Disease Research in Zambia.Ž

UAB is extending the use of its Da Vinci surgical robot to women who have 

cancer of the reproductive tract. A handful of hospitals, including UAB, use the 

robots for urological surgery, but no others in Alabama have announced their use 

for cervical and other female cancers of the pelvic region.

Basil I. Hirschowitz, MD, UAB professor emeritus, was honored by the Ameri-

can Society for Gastrointestinal Endoscopy and its foundation as the 2006 recipi-

ent of its Special Recognition Award. In 1957, he introduced the � beroptic endo-

scope, initiating the era of fully � exible endoscopy. In 1959, he was recruited by 

the School of Medicine to start a Division of Gastroenterology, which he directed 

for 28 years.

The UAB Health System Department of Marketing Communications has rede-

signed the UAB Health System Web site at its new address, www.uabhealth.org. 

The site provides more than 15,000 pages of information on diseases, UAB facili-

ties, health care services, and physicians. New features include videos, interactive 

animations, an updated physician directory, and enhanced search capabilities. The 

Health System•s referring Physician•s Online Resource Center, www.uabhealth

.org/4docs; UAB Insight, www.uabhealth.org/insight; and UAB Synopsis, 

www.uabhealth.org/synopsis, also re� ect the new look and address.
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ast summer, UAB dedicated the 
Southeast•s largest and most 
technologically advanced center 

for diagnosis and nonsurgical treatment 
of cardiac and vascular diseases. The 
55,000 square foot, $40 million Heart & 
Vascular Center is located in UAB Hos-
pital•s North Pavilion and can serve up to 
80 patients a day. The center brings to-
gether internationally recognized experts 
in adult and pediatric diagnostic and 
interventional cardiology, cardiovascular 
electrophysiology, interventional radiol-
ogy, neuroradiology, and neurosurgery.
 UAB Department of Radiology 
Chair Robert E. Koehler, MD, and UAB 
Division of Cardiovascular Disease Di-
rector Robert C. Bourge, MD, are center 
codirectors. •This center brings a new 
era in heart and vascular care to Ala-
bamians and residents of the Southeast,Ž 
Bourge says. •We now have one of the 
� nest facilities anywhere for minimally 
invasive diagnosis and treatment of dis-
eases of the heart, aorta, peripheral vas-
culature, and abdomen.Ž
 The center is divided into 2 zones: 
1 for minimally invasive catheter-based 
procedures and the other for patient 
preparation and recovery. Three rooms 
are equipped interchangeably to accom-
modate neurovascular and interventional 
radiology and cardiac procedures; others 
are out� tted for both electrophysiology 
and pediatric cardiology procedures.
 •This is among the few vascular 
facilities that integrate multiple services 
in one location, which allows for greater 
interdisciplinary collaboration across the 
spectrum of diseases we treat,Ž Koehler 
says. •Patients bene� t from more timely 
diagnosis and treatment.Ž
 UAB•s Heart & Vascular Center is 
equipped throughout with Philips Medi-
cal Systems• most advanced technolo-
gies, including adult and pediatric diag-
nostic and interventional catheterization 

equipment. Three-dimensional � uoro-
scopic images are acquired, viewed, dis-
tributed, and archived digitally.
 •We now can visualize the heart and 
vasculature from an in� nite variety of 
angles and take on greater interventional 
challenges,Ž Koehler says. •We can mea-
sure severity of arterial narrowing and 
level of blood perfusion in a quantitative 
manner impossible with conventional 
� uoroscopy. Higher resolution with 
brighter, more contrasted images also 
enables us to see and work with smaller 
vessels.Ž

DIAGNOSIS AND TREATMENT

 UAB faculty have pioneered diag-
nostic, medical, and surgical strategies 
for many conditions treated at the center, 
including coronary, peripheral, and cere-
brovascular stents, balloon angioplasty, 
and thrombolytics to treat acute myo-
cardial infarctions, transient cerebral 
ischemia, stroke, and peripheral vascular 
disease (PVD).
 Conditions treated by center special-
ists include coronary atherosclerosis, 
congestive heart failure and intermediate 
coronary syndrome, renal artery-induced 
systemic hypertension, venous thrombo-
sis, abdominal abscesses, biliary stones 
and tumors, gastrointestinal hemorrhage, 
upper urinary tract obstructions, uterine 
� broids, bone tumors, portal hyperten-
sion, and intracranial aneurysms. UAB 
also is a leading treatment center for 
PVD, which affects more than 12 million 
Americans.
 Recent advances in magnetic reso-
nance angiography and computed tom-
ographic (CT) angiography allow for 
less invasive techniques. For example, 
narrowed segments in blood vessels are 
depicted in 3-dimensional images, reduc-
ing the need for more invasive catheter-
ization techniques that are reserved for 
intervention and treatment.

INTERVENTIONAL  CARDIOLOGY

 •Much of what we do saves patients 
from unnecessary procedures,Ž Bourge 
says. •We are committed to appropriate 
diagnostics and guided therapy in mul-
tiple cardiac diseases.Ž
 Five board-certi� ed interventional 
cardiologists trained in advanced cath-
eterization techniques, CT interpretation, 
and other diagnostic approaches perform 
coronary and carotid stenting, among a 
wide range of treatments.

HEART & VASCULAR CENTER € 1
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UAB HEART & VASCULAR CENTER
NEW MULTIDISCIPLINARY STATE-OF-THE-ART FACILITY
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location of coronary vessels in 

relation to atrioventricular and 

interventricular grooves.

Full 3-D volume-rendered image of the 

heart shows surface anatomy of the 

heart and great vessels.  
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 UAB was among the institutions that 
premiered carotid angioplasty and stent-
ing, which was approved for Medicare 
coverage last spring, says UAB cardiolo-
gist Vijay K. Misra, MD.
 Percutaneous and catheter-based 
procedures are offered to correct patent 
foramen ovale, atrial septal defects, and 
other complex congenital heart condi-
tions. UAB is one of few centers in the 
country performing balloon valvulo-
plasty to open stenotic mitral, aortic, and 
pulmonary valves and coarctation of the 
aorta. UAB also is the only Alabama 
center performing alcohol septal ablation 
for hypertrophic obstructive cardiomy-
opathy. For patients with nonrevascular-
izable ischemic conditions, angiogenesis 
trials have been conducted, and novel 
neovascularization treatments (including 
cell therapy using a patient•s own blood 
cells to promote tissue regeneration) are 
on the horizon.
 Center physicians also are using the 
TandemHeart® System, a ventricular 
assist device implanted in the cardiac 
catheterization lab, to provide circula-

tory support for heart failure patients and 
those undergoing high-risk coronary and 
valvular interventions.

ELECTROPHYSIOLOGY

    The center•s advanced imaging technol-
ogy includes several 3-dimensional elec-
tro-anatomic mapping systems for cardiac 
ablation. In 1995, UAB electro-physiolo-
gist G. Neal Kay, MD, was among the 
� rst to perform radiofrequency ablation 
to treat cardiac arrhythmias.  
 Today, UAB electrophysiologists 
perform some 800 ablations a year 
„ more than any other medical center 
in the Southeast. Compared with medi-
cal treatment, catheter ablation achieves 
80% cure rates for atrial � brillation and 
90% for ventricular tachycardia. Many 
heart conduction abnormalities also re-
spond to ablation therapy.
 Center electrophysiologists also per-
form cardiac resynchronization therapy 
to enhance cardiac output in congestive 
heart failure, and they implant cardio-
verter-de� brillators and pacemakers. 
They also use 3-dimensional cardiac 
voltage to map complex cardiac rhythms, 
and advanced cardiac navigation systems 
to chart chamber vessels and treat arrhy-
thmias and coronary artery disease.

INTERVENTIONAL  NEURORADIOLOGY

 •As part of the gradual transition 
from surgical management of cranial 
vascular diseases to catheter-based mini-
mally invasive treatment, UAB neuro-
radiologists and neurosurgeon Mark 
R. Harrigan, MD, collaborate to treat 
intracranial aneurysms and other causes 
of brain hemorrhage in a nonoperative 
way,Ž Koehler says.
 A decade ago, physicians treated 
brain aneurysms medically or with open 
craniotomy. Today, catheter-based op-
tions include microcoil embolization. 
UAB neuroradiologist Joseph A. Horton, 
MD, developed a platinum coil widely 
used to stabilize aneurysms by blocking 
blood � ow. UAB is the only hospital in 
the state using neuroform stents for wide 
neck aneurysms and also offers new 
treatments for intracranial stenosis.

VASCULAR AND INTERVENTIONAL  
RADIOLOGY

 Interventional radiologists are at the 
forefront of the evolution and re� nement 
of minimally invasive techniques to treat 
numerous conditions that traditionally 
required surgical intervention. Center 
radiologists offer long-standing expertise 
in angioplasty and stenting of renal, vis-
ceral, carotid, and peripheral arteries.
 They perform arterial emboliza-
tion to treat bleeding arteries and shrink 
vascular tumors and uterine � broids and 
use catheters to deliver embolic particles 
containing chemotherapeutic drugs to 
liver tumors. They also use innovative 
techniques to manage patients on dialysis 
and transjugular intrahepatic stenting for 
portal hypertension.
 Percutaneous catheter drainage is 
offered to patients with complex biliary 
or urinary obstruction and for those with 
abscesses. Interventional Radiology Sec-
tion Chief Souheil Saddekni, MD, is a 
nationally recognized expert in this � eld.

PEDIATRIC CARDIOLOGY

 Among a broad range of pediatric 
diagnostic and treatment options, UAB 
pediatric cardiologists headed by Edward 
V. Colvin, MD, focus on catheter inter-
ventions, electrophysiology, heart trans-
plantation support, and adult congenital 
heart conditions.
 For a virtual tour of the Heart & 
Vascular Center, go to www.uabhealth
.org/hvc.
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ecently established as •bridges to 
transplantation,Ž ventricular assist 
devices (VADs) implanted at top-

level cardiothoracic surgical centers are 
rapidly gaining acceptance as solutions 
for long-term assistance or continuous 
cardiac support. UAB, a center known 
nationally for implanting the Thoratec 
HeartMate® and other adult mechani-
cal circulatory support devices, is now 
using the Berlin Heart Excor® VAD to 
provide assistance for young children 
with heart failure. In November 2005, 
James K. Kirklin, MD, director of UAB 
cardiothoracic surgery, and colleagues 
on UAB•s heart failure team implanted a 
Berlin Heart in a 14-month-old awaiting 
cardiac transplantation. UAB was the � rst 
hospital in the region to use the device. 
In January 2006, a Mobile, Alabama 
teen with myocarditis became the second 
UAB patient to receive the Berlin Heart, 
which allowed his own heart to recover 
normal function 3 months after surgeons 
implanted the device.

 •Advances in device technology and 
implantation techniques have increased 
the potential role for VADs in children, 
as well as adults,Ž says Kirklin, principal 
investigator of the National Heart, Lung, 
and Blood Institute interagency mechani-
cal circulatory device patient registry, 
based at UAB.
 •European surgeons have used the 
Berlin Heart for 5 years, and we at UAB 
are fortunate to learn from their experi-
ence. The Berlin Heart offers longer-term 
circulatory support, which allows for 
early patient extubation and mobility and 
the possibility of restored organ function. 
The device•s role in maintaining cardiac 
function while patients await transplant 
continues to grow, but its potential as a 
surgical support system before cardiac 
recovery is extremely important,Ž he says.

SMALL DEVICE, SMALLEST PATIENTS

 The Berlin Heart Excor, a miniature 
extracorporeal VAD manufactured in 
Germany, is 1 of only 2 devices in the 

world surgeons can implant in children 
younger than 5 years. Pump sizes may be 
customized for very small patients, and 
the system can be connected biventricu-
larly or to the right or left ventricle. The 
device is awaiting US Food and Drug 
Administration approval. Until then, UAB 
heart failure specialists must seek permis-
sion for its implantation on a case-by-case 
basis. Kirklin estimates UAB will use a 
Berlin Heart for 5 to 6 patients a year.
 External heart-lung pumps and de-
vices have been used in children for more 
than 20 years, but use is typically lim-
ited to a few days or weeks, and patients 
require lengthy intensive care hospital 
stays. Newer VADs are designed as 
either extracorporeal pulsatile pneumatic 
systems (such as the Berlin Heart Excor) 
or implantable electrical systems. Prior 
to VAD development, extracorporeal 
membrane oxygenation (ECMO) was one 
of few options for children with failing 
hearts. ECMO provides respiratory or 
cardiac circulatory support in a rapidly 
deployable setting, but survival rates 
hover at 60%, and the system offers only 
short-term support, with complications 
increasing in the second or third week of 
survival.
 •The Berlin Heart will potentially 
revolutionize support for failing hearts in 
infants and children by allowing them to 
be fully mobile and ambulatory; to eat, 
converse, and play; and to regain normal 
noncardiac organ function until their 
heart recovers or they can undergo heart 
transplant,Ž Kirklin concludes.
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BERLIN HEART EXPANDS OPTIONS FOR 
CHILDREN WITH HEART FAILURE
UAB PIONEERS EXTRACORPOREAL VAD IN SMALLEST PATIENTS
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TREATMENT OF PREHYPERTENSION
PHARMACEUTICAL THERAPY CAN PREVENT PROGRESSION TO HYPERTENSION

rehypertension, higher-than-normal 
or suboptimal blood pressure not 
high enough for classi� cation as 

stage 1 hypertension, represents the most 
recent iteration in an evolving concept. 
Physicians knew the condition as transient 
hypertension in the 1940s, borderline hy-
pertension in the 1970s, and high normal 
blood pressure in the 1990s. Prehyperten-
sion, as used since the seventh report of the 
Joint National Committee on the Preven-
tion, Detection, Evaluation, and Treatment 
of High Blood Pressure, issued in 2003, 
is considered a precursor to full-blown 
hypertension and associated with excessive 
morbidity and deaths from cardiovascular 
causes (JAMA. 2003;289:2560-2572).
 The TRial Of Preventing HYpertension 
(TROPHY) enrolled 809 persons with pre-
hypertension with systolic blood pressures 
between 130 and 139 mm Hg and diastolic 
pressure ranging from 85 to 89 mm Hg. In-
vestigators designed the study to determine 
whether pharmacological treatment of pre-
hypertension with an angiotensin receptor 
blocker could prevent or delay development 
of subsequent hypertension.
 In discussing TROPHY 
� ndings, published in the 
April 20, 2006 New Eng-
land Journal of Medicine, 
UAB cardiologist and study 
coauthor Suzanne Oparil, 
MD, notes, •Untreated pre-
hypertension is a self-accel-
erating condition with evolv-
ing arteriolar hypertrophy 
and endothelial dysfunction 
that facilitate the transition 
from prehypertension to 
established hypertension.Ž

TROPHY RESULTS

 The 4-year multicenter 
trial randomly assigned 
participants (average age  

taking candesartan continued to reap ben-
e� ts after discontinuing therapy.
 Results of the study support the inves-
tigators• hypothesis that pharmacological 
treatment of prehypertension may alter 
the condition•s natural history and prevent 
or delay development of hypertension, 
Oparil says.
 Although 63% of those in the placebo 
group developed hypertension, Oparil does 
not advocate universal pharmacological 
treatment for the estimated 25 million 
people with prehypertension. •Further 
research is needed to determine drug ther-
apy•s cost-effectiveness and more precisely 
who should be treated, for how long, and 
with which drugs and at what doses. Until 
these questions are resolved, a healthy 
lifestyle and regular monitoring remain the 
treatment of choice for prehypertension.Ž

49 years) to the angiotensin receptor block-
er candesartan or placebo for 2 years. After 
2 years, investigators switched all partici-
pants to placebo for an additional 2 years. 
All participants received in-depth lifestyle 
modi� cation instruction throughout the 
study.
 The study•s main endpoint was devel-
opment of clinical hypertension, de� ned 
by blood pressure readings �140/90 mm 
Hg and target organ damage (heart attack, 
stroke, or kidney damage). 
 During the � rst 2 years, hypertension 
developed in 40.4% of participants in the 
placebo group and 13.6% of those in the 
candesartan group, representing a statisti-
cally signi� cant relative risk reduction of 
66.3% in the candesartan group at the end 
of year 2. Serious adverse events occurred 
in 5.9% of those receiving placebo and 3.5% 
of participants taking candesartan. After 
4 years, hypertension developed in 63% of 
the placebo group versus only 53.2% in the 
candesartan group (relative risk reduction, 
15.6%; P<.0069), indicating that individuals 

ACE, angiotensin-converting enzyme; ARB, angiotensin receptor blocker; CCB, calcium channel blocker

*Treatment determined by highest BP category  •Treat patients with chronic kidney disease or diabetes to BP goal of � 130/80 mm Hg  JAA.2003;289:19

SYSTOLIC BP, 
mm Hg*

DIASTOLIC BP, 
mm Hg*

  Normal <120   and  <80    

  Prehypertension 120-139   or    80-89No antihypertensive drug 
indicated

Drug(s) for compelling 
indications

  Stage 1  140-159   or    90-99
  Hypertension   

Thiazide diuretics for 
most; may consider ACE 
inhibitor, ARB, �`-blocker, 
CCB, or combination

Drug(s) for the compelling 
indications. Other anti-hy-
pertensive drugs (diuretics, 
ACE inhibitor, ARB, �`-block-
er, CCB) as needed

  Stage 2  �150   or    �100
  Hypertension   

2-Drug combination for 
most (usually thiazide-
type diuretic and ACE 
inhibitor or ARB or 
�`-blocker or CCB)

Drug(s) for the compelling 
indications. Other anti-
hypertensive drugs (diuret-
ics, ACE inhibitor, ARB, 
�`-blocker, CCB) as needed

P

WITHOUT COMPELLING 
INDICATIONS•

WITH COMPELLING 
INDICATIONS•
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REDUCING DIABETES RISK IN AFRICAN 
AMERICANS WITH HYPERTENSIVE RENAL 
DISEASE
UAB STUDY FINDS RAMIPRIL EFFECTIVE

ompared with �`-blockers and cal-
cium channel blockers, the angio-
tensin-converting enzyme (ACE) 

inhibitor ramipril signi� cantly lowers risk 
of type 2 diabetes in African Americans 
with hypertensive renal disease, accord-
ing to a retrospective study led by UAB 
nephrologist Denyse Thornley-Brown, MD 
(Arch Intern Med. 2006;166:797-805).
 •Traditionally, physicians have not 
considered ACE inhibitors bene� cial for 
African Americans. Yet analysis of the 
African-American Study of Kidney Dis-
ease and Hypertension (AASK) showed 
ramipril reduced risk of developing type 
2 diabetes by 50% compared with the �`-
blocker amlodipine besylate and the calci-
um channel blocker metoprolol succinate,Ž 
says Thornley-Brown.
 The multicenter National Institutes of 
Health AASK study investigated nearly 
1094 nondiabetic African Americans aged 
18 to 70 years with chronic hypertensive 
renal disease by randomizing patients 
to ramipril, metoprolol, or amlodipine. 
Thornley-Brown•s team speci� cally com-
pared incidence of type 2 diabetes and 
impaired fasting glucose (IFG) among 
treatment groups.
 •We found patients taking ramipril were 
36% less likely than patients randomized 
to metoprolol to develop the composite out-
come of IFG or diabetes, and 24% less likely 
than amlodipine-treated patients to develop 
the disorders,Ž Thornley-Brown says.
 Treatment with ramipril-based anti-
hypertensive therapy also produced a 
smaller rise in fasting serum glucose (FSG) 
levels compared with the other approaches. 
Overall, 14.5% of AASK participants 
developed diabetes, and nearly 43% devel-
oped increased FSG levels. •In participants 

taking ramipril, 
lower FSG levels at 
the end of the � rst 
year and averaged 
over years 1 through 
3 are associated 
with approximately 
a 50% lower risk for 
diabetes compared 
with other treatment 
groups,Ž she ex-
plains. Ramipril also 
lowered diabetes risk 
in women and par-
ticipants with a body 
mass index <25.

GREATER RISK, 
FEWER STUDIES

 AASK is the � rst 
study focusing solely 
on antihypertensive 
drug interventions in 
African Americans 
„ a group previously 
representing only 
20% of participants in hypertension trials, 
despite their signi� cantly increased risk for 
hypertension and related end-stage renal 
disease, Thornley-Brown says.
 AASK study � ndings established ben-
e� ts of ACE inhibitors for delaying onset 
of end-stage renal disease in patients with 
chronic kidney disease due to hypertension. 
However, because diabetes was not a primary 
outcome, investigators did not record some 
data related to diabetes, such as baseline in-
sulin levels and family history. Additionally, 
long-term usage data of ACE inhibitors in 
African Americans are unavailable.
 •ACE inhibitors may be appropriate 
� rst-line antihypertensive therapy in 

African Americans with renal disease sec-
ondary to hypertension,Ž Thornley-Brown 
says. •However, because current medical lit-
erature has not adequately assessed African 
Americans with normal renal function or 
with other causes of renal disease, we do not 
recommend ramipril as � rst-line therapy for 
all hypertensive African Americans. Future 
studies of African Americans with renal 
disease will allow physicians to further cus-
tomize the most bene� cial treatments.Ž
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renal disease .



lthough millions remain un-
diagnosed, more than 30% of 
the US population suffers from 

hypertension, de� ned as blood pressure 
>140/90 mm Hg. Medical management 
can control hypertension, yet the Ameri-
can Heart Association reports two thirds 
of Americans fail to take any or all of 
their prescribed medicines, including 
those for blood pressure control.
 •Combining targeted behavioral 
interventions can dramatically improve 
blood pressure control, reduce risk for 
chronic disease, and delay or eliminate 
the need for antihypertensive medica-
tions,Ž says UAB nutrition scientist Jamy 
D. Ard, MD, who worked with a team of 
researchers on the 18-month follow-up to 
the Lifestyle Interventions for Blood Pres-
sure Control (PREMIER) study, funded 
by the National Heart, Lung, and Blood 
Institute (NHLBI).
 PREMIER determined the blood 
pressure-lowering effects of 2 lifestyle 
intervention programs compared with 
advice alone. Investigators randomized 
810 men and women who were generally 
healthy but had higher-than-optimal blood 
pressure to 1 of 3 groups. Participants 
received either advice only; comprehen-
sive lifestyle intervention, including an 
intensive behavioral program to reduce 
salt and alcohol intake, increase physical 
activity, and encourage weight control or 
weight loss; or comprehensive lifestyle in-
tervention plus the Dietary Approaches to 
Stop Hypertension (DASH) eating plan.
 Previous studies revealed DASH pro-
motes blood pressure reduction to a level 

similar to treatment with antihypertensive 
medication. When participants combined 
DASH with reduced sodium intake, ben-
e� cial effects on blood pressure emerged 
as early as 4 weeks and extended to all 
individuals in the study, regardless of 
age, gender, or ethnicity (Ann Inter Med. 
2001;135:1019-1028). Combining DASH 
with reduced sodium intake may be par-
ticularly important for sodium-sensitive 
groups, including African Americans and 
seniors, Ard adds.
 PREMIER researchers found patients 
could comply with multiple lifestyle 
modi� cations, and all 3 groups showed 
a reduction in hypertension. Reduction 
was greater, however, in the interven-
tion groups and most signi� cant in the 
intervention-plus-DASH cohort. At study 
entry, 37% of participants had elevated 
blood pressure. At 6 months, hypertension 
rates in the advice-only group dropped 
about 5%, but fell 22% in the intervention 
group that included the DASH diet.
 Ard and others investigated if con-
tinued monitoring and counseling could 
extend combined lifestyle and health 
improvements seen in PREMIER beyond 
the initial 6 months. Those in interven-
tion groups (who attended 18 counseling 
sessions in the � rst 6 months) participated 
in monthly group sessions supplemented 
with 3 individual counseling sessions. 
They kept food diaries, monitored dietary 
calorie and sodium intakes, and recorded 
minutes of physical activity. Self-moni-
toring and group sessions provided feed-
back, reinforcement, problem solving, and 
support. More than 60% of PREMIER 

participants in intervention groups who 
had elevated blood pressure at study entry 
had successfully controlled their blood 
pressure at 18 months.
 •Patients who continued with be-
havioral counseling, increased physical 
activity, and the DASH diet maintained 
their reductions in mean blood pressure 
over 18 months. This study shows people 
at risk for hypertension and cardiovas-
cular disease can make multiple lifestyle 
changes to accrue substantial bene� t,Ž 
he says. •We now have evidence that 
lifestyle changes can effectively control 
blood pressure and reduce heart disease 
risk. With rising insurance costs, Ameri-
cans are constantly asked to pay more for 
health care and prescriptions. There is a 
signi� cant � nancial incentive for patients 
to take small steps that may eliminate 
some of the medicines they take to con-
trol blood pressure.Ž

MAINTAINING  WEIGHT

 As director of UAB•s Risk Reduction 
Clinic, which provides evidence-based 
care for people with diseases affected by 
weight and nutrition, Ard is well-versed 
in the dif� culties faced by patients strug-
gling with their weight.
 •The DASH eating plan offers a wide 
variety of foods and can be easily adapted 
to � t taste preferences,Ž Ard emphasizes. 
•It improves cholesterol pro� les, lowers 
diabetes risk, and, as the PREMIER study 
shows, substantially bene� ts blood pres-
sure. DASH focuses on high-� ber foods, 
including fruits and vegetables, and low-
fat dairy products. When many patients 

6 € NUTRITION SCIENCES
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LIFESTYLE INTERVENTIONS CAN REDUCE 
HYPERTENSION
ABSTRACT

CME
OBJECTIVE

A national study con“ rms that people with hypertension can substantially reduce blood pressure with 
multiple lifestyle changes.

The reader will understand how to encourage people to incorporate selective lifestyle changes that can 
affect blood pressure and other cardiovascular risk factors.

Jamy D. Ard, MD, no con” icts of interest



are � rst evaluated at the Risk Reduction 
Clinic, they report eating very little, yet 
fail to lose weight. While a majority may 
eat smaller-than-average meals, they are 
choosing high-calorie items with low nu-
tritional content.Ž
 He advises physicians whose patients 
attempt lifestyle changes to offer consis-
tent support, but also request account-
ability. •Ask patients to record everything 
they eat and every physical activity they 
perform, and take a moment at their fol-
low-up visit to review the log. Encourag-
ing people to self-monitor is the � rst step 
in making them self-aware.Ž
 Patients who are newly diagnosed 
with hypertension, diabetes, or other con-
ditions that demand lifestyle changes af-
fecting an entire family may bene� t from 
early referral to a nutritionist. However, 
Ard says, those who have been effectively 
managed with drugs and want to attempt 
lifestyle changes to avoid additional 
medications may bene� t more from their 
primary physician•s continuous support.
 Once lifestyle modi� cations become 
routine, less intense monitoring is re-
quired, but physicians should continue to 
encourage patients to record activities and 
focus on overall health more than imme-
diate results, such as weight loss.
 •Maintaining weight is as important, 
and potentially easier to focus on, than 
losing weight,Ž Ard says. PREMIER data 
showed 75% of the 5% to 6% weight loss 
from baseline to 6 months was preserved 
at 18 months.
 •These modest improvements should 
be viewed in the context of public health 
goals that emphasize preventing weight 
gain and increasing healthy food choic-
es,Ž he says. •Participants who followed 
DASH ate more � ber and less saturated 
fat, reduced sodium intake, and boosted 
their nutrition. Future data will help fur-
ther de� ne predictors of success.Ž
 The NHLBI Joint National Commit-
tee on Prevention, Detection, Evaluation, 
and Treatment of High Blood Pressure 
(JNC 7) revised clinical guidelines in 
2003, emphasizing the bene� ts of DASH 
and combining lifestyle changes, but 
suggesting most patients would require 

2 medications to control hypertension. 
•Maintaining a healthy lifestyle that 
includes the DASH dietary pattern can 
have additional bene� ts on cholesterol 
and quality of life, even for patients who 
take multiple medications to achieve ad-
equate blood pressure control. Those who 
successfully implement lifestyle changes 
may eventually be able to discontinue one 
or more drugs,Ž Ard says.

HIGH RISK FOR HYPERTENSION

 Ard•s next step is focusing on mul-
tiple lifestyle modi� cations to control 
hypertension in African Americans, who 
comprised only 34% of the original PRE-
MIER study. He is principal investigator 
for UAB•s arm of the NHLBI-funded 
Altering Diet in African American Popu-
lations to Treat Hypertension (ADAPT) 
trial. Other ADAPT collaborators include 
researchers from Tuskegee University and 
the Mineral District Medical Society, a 
group that promotes elimination of health 
disparities. The 6-month ADAPT study 
incorporates the DASH plan, but accounts 
for cultural food preferences. Participants 
learn to shop for and cook healthy alter-
natives, such as low-fat sweet potatoes 

instead of candied yams or smoked turkey 
in place of pork seasonings, and to incor-
porate convenience foods into everyday 
meals. Researchers will measure changes 
in blood pressure, weight, nutritional in-
take, insulin, glucose, and lipid levels to 
identify outcomes.
 African Americans are at greater risk 
for hypertension and related end-stage 
renal disease. A recent study also found 
they are 2 to 3 times more likely than 
whites to have left ventricular hypertro-
phy, which results from poorly controlled 
blood pressure and may lead to arrhyth-
mias, ischemic heart disease, congestive 
heart failure, and sudden cardiac death 
(Hypertension. 2005;46:124-129).
 •This study can help physicians 
educate patients about changes in diet 
and physical activity that can help them 
take control of their blood pressure and 
health,Ž says Ard. •We want to make this 
information available in a format that 
makes it easy to incorporate these changes 
into everyday lives.Ž
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LIFESTYLE RECOMMENDATIONS

MODIFICATION RECOMMENDATION
AVERAGE SYSTOLIC 

BP REDUCTION

Weight reduction Maintain normal body weight (body 
mass index 18.5-24.9).

5-20 mm Hg/10 kg

DASH eating plan Adopt a diet rich in fruits, vegeta-
bles, and low-fat dairy products with 
reduced saturated and total fat.

8-14 mm Hg

Dietary sodium 
reduction

Reduce daily sodium intake to 1.5 g. 2-8 mm Hg

Physical activity Regular aerobic physical activity at 
least 30 minutes a day.

4-9 mm Hg

Moderation of alco-
hol consumption*

Men: limit to �2 drinks/day.
Women and lighter weight persons: 
limit to �1 drinks/day.

2-4 mm Hg

* 1 drink = 12 oz beer, 5 oz wine, 1.5 oz 80-proof whiskey (Modi“ ed from NHLBI, JNC 7, 2003)
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remote river-bound area in West 
Central Africa is probably where 
the main (M) group of HIV-1 

„ the strain that causes the vast majority 
of human HIV infections „ � rst crossed 
from chimpanzees to humans, according 
to a Science paper coauthored by UAB 
investigators Brandon F. Keele, PhD, 
Yingying Li, MD, Jun Takehisa, PhD, 
Mario L. Santiago, PhD, Frederic Bibol-
let-Ruche, PhD, Yalu Chen, George M. 
Shaw, MD, and Beatrice H. Hahn, MD 
(2006;313:523-526).
 Hahn has spent 20 years tracing 
HIV•s evolution, and led the global team 
of scientists that identi� ed its origins. In 
1999, Hahn•s team sequenced speci� c 
strains of SIVcpz (simian immunode� -
ciency virus from chimpanzees) from 
captive chimps and compared them 
with HIV-1. One subset of the virus was 
closely related to HIV-1, and the genetic 
link implicated West Central Africa as 
the origin of the pandemic.
 

•We needed to con� rm the same simian 
strain in wild-living chimps to identify 
the natural viral reservoir,Ž she explains. 
•But the strategy we used in captivity 
„ testing chimps for blood antibodies to 
pinpoint those positive for SIVcpz infec-
tion „ is not feasible for chimps in the 
wild.Ž
 In the wild, Pan troglodytes troglo-
dytes, the chimp subspecies carrying the 
SIVcpz strain of interest, live in isolated 
areas of Cameroon, Gabon, and the 
Congo Republic. Local trackers collected 
chimp fecal samples from jungle � oors 
and put the material in test tubes � lled 
with RNAlater, a reagent that eliminates 
the need to process samples immediately 
or � ash freeze them for later study.
 After much trial and error, Keele 
developed methods for extracting SIVcpz-
speci� c antibodies and nucleic acids 
from RNAlater-preserved samples. The 
strategies allowed investigators to screen 
thousands of samples and hone in on the 
positives for subsequent virus detection. 

Samples contained only minute amounts 
of virus, but Li, working at what Hahn 
calls •the limits of detection,Ž completed 
painstaking laboratory studies to charac-
terize genomes. Keele and Li also devel-
oped genotyping approaches to amplify 
host markers. The information provided 
a genetic � ngerprint, identifying chimps• 
subspecies and individuals, which allow-
ed investigators to determine viral preva-
lence in chimp communities.
 Investigators detected SIVcpz anti-
bodies in as many as 35% of chimpanzees 
in some ape communities. The groups 
with high SIVcpz prevalence live in the 
southern-most corner of Cameroon, close 
to the Sangha River, which � ows into the 
Congo River and travels to Kinshasa, the 
Congo Republic capital where the � rst 
HIV infection was documented in 1959.
 Hahn speculates that in the early 
20th century, some unknown human, 
possibly a hunter who butchered an 
infected chimp, carried the virus down 
river to Kinshasa, sparking the HIV pan-
demic. •Our � ndings offer the � rst clear 
picture of the origin of HIV-1 and the 
seeds of the AIDS epidemic,Ž she says. 
Studying SIVcpz in its natural host may 
help answer important questions about 
HIV; for example, why only one HIV-1 
group, group M, spread pandemically. 
(Groups N and O infected only a few 
people and never spread beyond Africa.) 
•Many cross-species transmissions prob-
ably have occurred,Ž she says. •Group M 
may have unknown properties that allow 
substantial secondary spread. Identifying 
factors that turn a cross-species transmis-
sion into a viral pandemic may help � ght 
other zoonotic diseases.Ž
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NATURAL RESERVOIR OF PANDEMIC HIV-1
SPREAD TO HUMANS BEGAN IN WEST CENTRAL AFRICA
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AB•s newly launched clinic for 
risk assessment and prevention 
of breast and ovarian cancer 

integrates the most up-to-date evaluation 
tools, screening techniques, and preven-
tion programs, arming high-risk women 
with knowledge to make informed deci-
sions about strategies of care. The clinic, 
which also features a signi� cant clinical 
research component, is one of a handful of 
high-risk assessment entities in the United 
States dedicated to breast and ovarian can-
cers, say clinic codirectors gynecologic 
oncologist Mack N. Barnes III, MD, and 
breast surgeon Helen Krontiras, MD.
 •Risks for breast and ovarian cancers 
often are closely associated as family his-
tory can confer risk for both diseases,Ž 
Barnes says. •If dual assessment is in-
dicated, we perform both evaluations, 
including genetic counseling and testing, 
in one location.Ž Increased access to 
screening and prevention programs for 
medically underserved patients at risk for 
breast and ovarian cancer also is a key 
component of the clinic.
 UAB•s clinic joins 4 established 
risk assessment and prevention clinics 
funded by the Lynne Cohen Foundation, 
a nonpro� t group dedicated to improving 
breast and ovarian cancer survival. •The 
collaboration allows us to offer a menu of 
screening and prevention research trials 
to patients who choose to participate,Ž 
says Krontiras, who emphasizes that the 
clinic•s primary mission is comprehensive 
clinical evaluation and counseling.
 During an initial 1-hour evaluation, 
patients are assessed by Barnes or Kronti-
ras and have prompt access to screening 
tools such as mammography, magnetic 
resonance imaging, pelvic ultrasound, 
and serum-based tests. A cancer genetics 
counselor provides formal genetic risk 

assessment and discusses 
pros and cons of avail-
able DNA tests. •Pri-
mary care physicians 
often cannot � t such 
time-intensive evalu-
ations into busy daily 
practices,Ž Barnes says. 
•After an assessment, 
we work with referring 
physicians to carry 
out appropriate 
screening and pre-
vention strategies,Ž 
Krontiras says.
 •Patients at 
high risk for breast 
cancer generally come 
from 1 of 2 groups,Ž 
she explains. •Fam-
ily history of breast 
and ovarian cancer 
increases risk, but inher-
ited mutations cause only 
about 5% to 10% of these 
cancers. Other risk fac-
tors are increasing age, 
certain hormonal fac-
tors, nulliparity or late parity, and 
histologic precursors found on biopsy.Ž 
Tamoxifen is the only Food and Drug Ad-
ministration-approved preventive therapy 
for breast cancer, but clinical trials are 
evaluating raloxifene, another selective es-
trogen receptor modulator, and other classes 
of drugs, such as aromatase inhibitors.
 •Family history and genetic status are 
key factors in ovarian cancer risk assess-
ment,Ž Barnes says. •Ongoing research will 
help scientists better target populations for 
ovarian cancer prevention. We also are in-
vestigating risk-reducing strategies, such as 
COX-2 inhibitors and oral contraceptives. 
Prophylactic surgery also is an option. A 

recent study con� rmed 
oophorectomy in 

women with BRCA 1 
or 2 mutations reduces 

ovarian cancer risk by 80% and cuts breast 
cancer risk by 50%.Ž For those at highest 
risk of breast cancer, bilateral prophylactic 
mastectomy reduces risk by at least 90%, 
Krontiras says. Prevention strategies for 
both diseases also may include lifestyle 
modi� cations and more frequent screening.
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UAB•S BREAST AND OVARIAN CANCER RISK 
ASSESSMENT AND PREVENTION CLINIC
COMPREHENSIVE PATIENT EVALUATION AND PREVENTION PROGRAMS

U Hormonal factors, personal and 

family history, genetics, and 

environment can contribute to 

breast and ovarian cancer risks.
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GENE THERAPY TARGETS DEADLY 
EPITHELIAL OVARIAN CANCER
FIRST CLINICAL USE OF NEW IL-12 DRUG IS PROMISING

atients with epithelial ovarian can-
cer may have a new therapeutic 
option when investigators at UAB 

and Baylor College of Medicine complete 
their phase 1, open-label, dose-escala-
tion and ef� cacy trial of EGEN-001, a 
nonviral interleukin (IL)-12 gene therapy 
anticancer approach.
 •Epithelial ovarian cancer is the dead-
liest, most commonly diagnosed form of 
the disease,Ž says Ronald D. Alvarez, MD, 
director of UAB•s Division of Gynecologic 
Oncology. •Without effective screening or 
prevention methods, it typically presents 
in advanced stages, when 5-year survival 
rates fall below 40%.Ž
 More than 20,000 new cases of ovari-
an cancer will be diagnosed in the United 
States this year. Although surgery and 
chemotherapy result in remission in the 
majority of patients, relapse is common.
 •EGEN-001 builds on our under-
standing of cancer biology, targeting 
cancer cells with DNA that encodes 
for IL-12, a cytokine shown to 
stimulate an immune response 
and produce an antiangiogen-
ic effect in ovarian cancer 
models,Ž Alvarez says.
 The product, which is 
manufactured by a Huntsville, 
Alabama biotechnology company, 
is composed of an IL-12 gene ex-
pression plasmid and a novel bio-
compatible delivery polymer that 
increases local concentration of the 
potent cytokine. Study participants 
receive EGEN-001 doses through 
intraperitoneal infusion once 

weekly for 4 weeks and are hospitalized for 
24 hours following infusion so physicians 
can evaluate the drug•s tolerability and ad-
minister laboratory tests measuring IL-12 
and interferon gamma concentration.
 Direct administration of IL-12 is 
often poorly tolerated and strongly as-
sociated with hepatic toxicity, but some 
studies suggest � nding new means of 
administration could decrease the drug•s 
side effects and harness its antitumor ef-
fects (J Immunother. 2003;26[2]:181-183).
 •Other vectors have been used to 
increase IL-12 in patients with a variety 
of illnesses, but fears of potential toxic-
ity have limited their use,Ž Alvarez says. 
EGEN-001 uses a new proprietary choles-
terol compound as a biopolymer, allow- 
ing sustained exposure of IL-12 while 
potentially reducing the risk or severity of 
adverse effects.
 Patients with recurrent epithelial 
ovarian cancer whose intra-abdominal 
disease does not exceed 5 cm, who have 

not received abdominal radiation, and 
who have not responded to standard 

therapy may be eligible for this � rst 

trial, says UAB gynecologic oncologist 
Mack N. Barnes III, MD. •Once phase 1 
data are collected and reviewed, we may 
explore the option of combining EGEN-
001 with chemotherapy.Ž

ADVANCING  THERAPIES

 The EGEN-001 trial is part of UAB•s 
new era of clinical research committed 
to improving outcomes for patients with 
ovarian cancer. In 1999, the National 
Cancer Institute awarded the UAB Com-
prehensive Cancer Center a $9 million 
Ovarian Cancer Specialized Program 
of Research Excellence grant to support 
novel research initiatives.
 •There is an urgent need for new can-
cer therapies,Ž Alvarez emphasizes. •The 
EGEN-001 gene therapy study represents 
an innovative way to capitalize on scien-
ti� c advances to create more effective 
treatment modalities for ovarian cancer 
and other deadly cancers.Ž

P

FOR MORE
INFORMATION

DR. RONALD ALVAREZ

DR. MACK BARNES

1.800.UAB.MIST
mist@uabmc.edu

Targeting ovarian cancer cells 

with DNA that encodes for IL-12 

stimulates the killer T cells to 

attack cancer cells.


















































