
Eureka! Success of combo HIV vaccine
raises hopes, should revitalize research

An HIV vaccine shows surprising efficacy in human trials

When news erupted in late September that a combination of
two previously-failed HIV vaccines — the Sanofi Pasteur’s
Alvac and Global Solutions for Infectious Diseases’ AIDSVAX

— was successful with 31.2% of people vaccinated in a phase III
Thailand clinical trial, a great deal changed for the HIV vaccine
research world.

“It came as a big surprise to everyone,” says Phillip Berman, PhD,
chair of the department of biomolecular engineering in the school of
engineering at the University of California - Santa Cruz. Berman also is
the Jack Baskin professor of biomolecular engineering, and he was a
cofounder of VaxGen, the company which carried out the first large-
scale, phase III clinical trial of AIDSVAX.

“It’s very exciting news,” says Pat Fast, MD, chief medical officer for
the International AIDS Vaccine Initiative in New York, NY.

“This isn’t the final answer, but we think it’s going to give us some
really important clues about how to proceed,” Fast says. “It’s very hard
to solve a problem when you don’t know which direction to go in.”

Both government and corporate sponsors had given up on AIDSVAX
after its failed phase III trial results were published in 2003, says Don
Francis, MD, DSc, executive director of Global Solutions for Infectious
Diseases of South San Francisco, CA.

“So we started a nonprofit, and the Gates Foundation funded us,”
Francis says.

The nonprofit organization which inherited AIDSVAX has pursued
various new vaccines, but had not changed or worked on AIDSVAX in
the past six years.

“It was the same vaccine getting older and older in the bottle,”
Francis says.

Although the results suggested that AIDSVAX might work with an
African American population in the earlier trials, there was no interest
among funders to pursue that lead, Francis says.
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The data were not strong enough so most
observers did not think this was a real effect, Fast
says.

The Thai trial was a landmark event in the 26-
year battle against HIV, says Alan Bernstein, OC,
PhD, executive director of the Global HIV
Vaccine Enterprise in New York, NY.

“It’s cause for modest optimism and some
delight,” Bernstein says. “This is the very first
time that a vaccine against HIV has shown any
efficacy in human trials.”

The vaccine trials did not show any benefit in
lowering viral load among trial participants who
had received vaccination and still became infect-
ed with HIV.

Global cooperation

Skeptics have doubted scientists would find a
vaccine that is effective in preventing HIV infec-
tion because it’s a difficult virus to deal with,
Bernstein says.

“My attitude as a scientist is this is a tough
problem, and because of that we need to attract the
very best scientists to this problem, and we need to
cooperate on a global scale,” he says. “This is all
about global cooperation, and the Thai trial was a
perfect example of global cooperation.”

The Thai trial had 16,000 volunteers in Thailand.
It was conducted as a collaboration of the Thai
Ministry of Public Health and the U.S. Army.

“It took heroic efforts to get so many people to
volunteer for a trial and to have the kinds of
retention rates they did for three years,”
Bernstein says. “No one scientific team or coun-
try could solve this problem.”

Experts in the HIV vaccine world hope the
positive Thai trial results will help researchers
understand what the problem has been with pre-
vious vaccines, as well as which problems with
the successful agents could be improved, Fast
says.

“This is probably the most important clue we
have right now,” Fast says. 

The key is to build a better HIV vaccine step
by step, she notes. (See story on promising HIV
vaccine research, p. 123.)

“There are a couple of potential ways we
might need to improve the vaccine,” Fast says.
“One would be to make vaccines stronger, and
another would be to make them broader.”

Since there’s considerable variability in HIV
viruses, it’s possible an HIV vaccine might pro-
tect against only a small fraction of viruses circu-
lating in a population, Fast explains. 

“If that’s true, then we’ll focus our efforts on
making vaccines broader so that a person in the
highest risk situation who might be exposed to
lots of viruses would be protected,” she says.

“We still need to learn more about what the
risks were in this Thai population,” Fast says. “It
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was a general population, and if they came in
and said they wanted to be in the trial, they were
in the trial.”

One of the more enlightening analyses would
be a description of who became infected and
who didn’t, she adds.

The Thai trial volunteers were given four vac-
cine injections over 24 weeks, Francis says.

The first injection and the second at four
weeks were with Alvac-HIV. Then at 12 weeks
and at 24 weeks, they received a combination of
the two vaccines, he adds.

Trial volunteers were followed for three years
after their last vaccine dose, and the results were
based on three years post-vaccination.

“We were fascinated that the protection was
most profound after the first year,” Francis says.
“It started waning after the first year, which had
a 50% protection.”

A vaccine booster shot?

This might suggest any HIV vaccine would
require booster shots, he adds.

“The concept here was you want cell immuni-
ty to be stimulated by this prime, nonreplicating
virus that stimulates cytotoxic T lymphocytes, pro-
viding cell-mediated immunity,” Francis explains.
“Our vaccine stimulated antibody cells.”

Researchers hoped the combination of vac-
cines would provide both protection from infec-
tion and also would abort infection in those who
did seroconvert, he adds.

“Interestingly, all the protection looks like it
was antibody protection because once people got
infected they looked like everyone else who got
infected and there was no aborting of the infec-
tion,” Francis says.

This is what has made HIV infection extremely
rare. While viruses like the polio virus cause dis-
ease in only one out of 100 or 200 people, the
HIV virus appears to cause disease and kill 99%
of people who become infected and are not treat-
ed with antiretrovirals, he adds.

The next step will be to begin manufacturing
more AIDSVAX for additional clinical trials,
Francis says.

“Hopefully, as we analyze the response it will
give us a roadmap of how to make it better,” he
says. 

There are several alternative explanations for
why the vaccine in the Thai trial worked at least
in nearly one-third of participants, while the ear-
lier clinical trial of VAXGEN showed no protec-

tion against HIV infection in general populations,
Berman says.

“A first theory is that it’s necessary for the vac-
cine to stimulate both cellular and antibody-
mediated responses,” Berman says. “So the
French vaccine (Alvac) stimulated cellular
response, and VAXGEN stimulated antibody
response.”

Another possibility is that the Thai trial’s cohort
was a much lower-risk cohort than either cohort in
which VAXGEN was tested, Berman says.

“If VAXGEN was partially effective, we’d
never see it in our results because our cohort was
so high risk,” he adds.

And a third possibility is that the Thai trial
looked primarily at heterosexual transmission,
and based on animal models and epidemiologi-
cal data, it’s easier to protect from heterosexual
transmission than from intravenous drug use or
male homosexual transmission, Berman says.

“I’d like to see a lot more clinical trials to try to
understand the results,” Berman says. “I think
there’s a tendency to get bogged down in labora-
tory assays, doing more and more lab assays, and
what we need is more clinical data and clinical
results to analyze.”

Researchers have many ideas for ways to
improve both components of the vaccine, he adds.

“I’d like to see those move into a clinical trial
as quickly as possible,” Berman says. “And I
think the private industry is going to have to be
involved to manufacture the different compo-
nents and test them in a way that accelerates
drug approval, which is very expensive and
probably beyond the resources that any one
organization can provide.” ■

Promising leads opening
up with vaccine research
One route involves neutralizing antibodies

The recent positive news from the Thailand
HIV vaccine trial comes at a good time for

the field as scientists recently have discovered
other interesting potential ways to prevent infec-
tion from taking hold.

“Even without the Thai trial results there are
other exciting things going on in vaccine
research,” says Alan Bernstein, OC, PhD, execu-
tive director of the Global HIV Vaccine



Enterprise in New York, NY.
For instance, researchers at the International

AIDS Vaccine Institute (IAVI) of New York, NY,
have discovered two new broadly neutralizing
antibodies to HIV.

“It’s certainly very exciting,” says Pat Fast,
MD, chief medical officer of IAVI.

“We believe for a vaccine to work well it will
need neutralizing antibodies,” Fast explains.
“The ideal vaccine that would protect everyone
completely against infection would need neutral-
izing antibodies against HIV.”

With HIV, it’s very difficult to locate strong
neutralizing antibodies because even people with
HIV infection often do not have strong or broad
antibodies, she notes.

“But if you had a vaccine, and you don’t know
which viruses a person will encounter you need
that broad neutralization,” Fast explains. “So we
decided to search for people around the world
who made very strong neutralizing antibodies
and enter them in a study to see what exactly it
is in the virus their antibodies interact with.”

The goal is to mimic the exact shape the anti-
bodies react to and put that into a vaccine, she
adds.

“So we found 1,800 people who’d been infect-
ed with HIV for at least three years and who had
really good antibodies,” Fast says. “We took
some blood cells from those volunteers and sent
those to a company named Theraclone [Sciences
in Seattle, WA] who cloned out the antibodies.”

This method produced antibodies that were
100 times stronger and considerably broader than
anything studied so far, she adds.

Also the broadly neutralizing antibodies dis-
covered are associated with a strain that is infect-
ing people in the developing world, while previ-
ously discovered antibodies were associated with a
strain circulating in the Americas, Europe, and
Australia.

Targeting Africa and Asia 

IAVI researchers are focusing on developing a
vaccine that would be effective in Africa and
Asia because these are the regions where the vac-
cine is most needed, Fast says.

“We’re hoping this research gives us insights
that will allow us to make a vaccine,” she adds.

The next step is to see if those antibodies can
recognize the virus and then be incorporated into
vaccine design, Bernstein says.

“We’ll triage our own immune system to make

those antibodies before we’re infected with the
virus,” he explains. “That’s the rationale for
wanting to have those antibodies, and it’s very
exciting work.”

University of California at Santa Cruz
researchers are trying to develop better vaccine
antigens to more broadly utilize antibody
responses.

One approach makes use of natural HIV varia-
tions, which occur in each infected individual,
says Phillip Berman, PhD, chair of the depart-
ment of biomolecular engineering in the school
of engineering at the University of California -
Santa Cruz. Berman also is the Jack Baskin pro-
fessor of biomolecular engineering.

The goal is to identify epitopes and identify
mutations that allow viruses to escape the
immune response, Berman says.1

“The first thing we discovered was this novel
hydrogen-bonded ring structure in the part of the
HIV envelope protein that mediates viral fusion
and entry into cells,” he adds. “The antibodies
we hope to make will provide better exposure of
the sites recognized by neutralizing antibodies,
which we think normally are hidden within the
molecule.”

Another important line of work involves
investigation into the mechanics of what happens
in HIV infection for long-term nonprogressors,
Bernstein says.

“There are about 100 or 200 people [they’re
aware of] who are able to naturally control the
virus,” he says. “So how do their bodies work
and what’s going on?”

So far, clues suggest there’s something differ-
ent about their immune systems.

“So the question comes up: Can we exploit
that information and incorporate it into vaccine
research?” Bernstein says.

In the spring of 2010, there are plans to pub-
lish a global scientific strategic plan for the vac-
cine research field, Bernstein notes.

“One of the themes emerging is the need for
the field to start encouraging new people from
other fields to work on HIV vaccine research,” he
explains. “I think these recent positive results are
real reasons for optimism and will encourage
funders, young people, and scientists from other
areas to come into this field.”

The key is collaboration between nations, sci-
entists and scientific fields, and HIV organiza-
tions, Bernstein says.

“I do believe the HIV vaccine is solvable,” he
adds. “It’s a wonderful opportunity for govern-
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ments all over the world to step up to the plate
and help us go from 30% vaccine success to 100%
success.”
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HIV baby boom: Following
perinatally-infected children
How is their disease different in adulthood?

HIV clinicians and investigators now have a
unique opportunity to learn more about the

disease as the last large group of U.S. babies
infected with HIV at birth are approaching adult-
hood with prospects of living decades longer.

The discovery in the early 1990s that adminis-
tering antiretrovirals to pregnant women prior to
delivery and to their infants for six months after
birth could have a big impact on reducing moth-
er-to-child (MTC) HIV transmission rates was
one of the major medical breakthroughs in the
HIV research, says Rohan Hazra, MD, medical
officer for pediatric, adolescent and maternal
AIDS branch of the Center for Research for
Mothers and Children at the Eunice Kennedy
Shriver National Institute of Child Health and
Human Development (NICHD) of the National
Institutes of Health (NIH) in Bethesda, MD.

“At that point it became feasible to think about
eradicating pediatric HIV,” Hazra says. 

This discovery quickly was followed by high-
ly-active antiretroviral therapy (HAART), which
meant children infected with HIV, as well as
infected adults, could live nearly normal lives for
far longer than ever believed possible during the
early years of the AIDS epidemic.

In the United States, the number of newly
infected babies is miniscule, he adds.

Also, the annual mortality rate from HIV among
children in the United States has plummeted from
five to 10% to less than 1%, Hazra says.

“The mortality rate keeps diminishing because
these children survive into adulthood,” he says.
“We have about 10,000 perinatally-infected chil-

dren in this country, and it’s a population that
now is marching into adulthood.”

These are the first wave of perinatally-infected
children who soon will be adults, but they will be
followed by millions of children worldwide as
antiretroviral therapy has become more widely
available.

“We’re trying to put some spotlight on this
population,” Hazra says. “Now that these chil-
dren have survived they have a lot of issues
related to psychosocial and medical care.”

From peds to adult care

The children will now have to transition from
the pediatric-centered medical care system to the
adult HIV care system, he notes.

“They’re used to being in a pediatric care sys-
tem where there’s a lot of time spent on them,
and it’s very inclusive, involving family mem-
bers,” Hazra explains. “On the adult-side there’s
less hand-holding, and you’re seen as an adult
and are expected to take care of yourself.”

It’s important that U.S. researchers follow the
perinatally-infected children as they transition to
adulthood to gather information that could prove
very useful in coming decades, Hazra says.

“We’re trying to learn lessons that might help
with planning around the world as millions of
children around the world gain the benefits of
antiretrovirals,” he says.

“From a research standpoint, we’re trying to
capture transition between models of care,”
Hazra says. “We think this is an extremely
important population to follow.”

Hazra and other investigators have begun
enrolling HIV-infected children in the Pediatric
HIV/AIDS Cohort Study (PHACS), which will
look at long-term outcomes related to the chil-
dren’s bone health, liver and kidney disease, car-
diac disease, and cognitive functions.

“One area that needs a lot of research involves
what’s going on in their brains,” Hazra says. “In
the absence of antiretroviral therapy, HIV gets in
the brain very early in children.”

For HIV-infected infants, the physical manifes-
tations are very different from adults, he notes.

Adults who progress to AIDS might develop
dementia very late in the disease, with about 10%
of HIV-infected adults developing dementia if
untreated, Hazra says.

“In infants, the disease we used to see a lot of
is encephalopathy, which developed early on in
the first year to 1.5 years of life and was seen in



up to 40 to 50% of untreated infants,” Hazra says.
“So that manifestation of HIV has almost dis-

appeared in this country,” he says. “With anti-
retroviral therapy you almost never see devastat-
ing encephalopathy.”

There are occasional cases where children 
didn’t adhere to therapy, he adds.

But another cognitive issue has arisen with
HIV-infected youth.

“As these youths age we’re seeing high rates of
certain conditions, like a lot of attention deficit dis-
order, depression, and other psychiatric abnormali-
ties,” Hazra says. “There are cognitive impair-
ments, trouble with learning, reading, and process-
ing speed and with what psychologists call execu-
tive function — how well you organize your life.”

Since these children being studied are all peri-
natally-infected, their disease cannot be seen in
isolation. The children might all have one or
more parents who also are HIV-infected, and
most of them are minorities who come from eco-
nomically-disadvantaged backgrounds, he adds.

“So when we say there are high rates of atten-
tion deficit disorder, we mean it’s higher than the
general population,” Hazra explains. “But is it
really higher than peers from the same environ-
ment, who are not HIV infected?”

So PHACS investigators also are enrolling an
uninfected peer group.

There will be 450 perinatally-infected youth,
ages seven to 16 years, at 15 centers and 227
uninfected youth at the same centers, which are
located in the United States and Puerto Rico.

“These are the kinds of studies we’re going to
be doing, looking at their neurological status and
evolution,” Hazra explains. “We have this group
we can compare it to and tease out how much is
HIV infection and how much is other aspects of
the environment and host genetics, as well.”

The impact of ART

Investigators also are very interested in the
impact of HIV and ART on the perinatally-infect-
ed children’s bone health and their cardiovascu-
lar risk factors.

“The 29-year-old with perinatal infection has
had the disease for 29 years and has the risk of
whatever metabolic disease you have with HIV
and ART,” Hazra says.

Another interesting lead investigators will fol-
low involves the children (5% of the cohort) who
were not on ART and did not meet the criteria
for needing ART, despite having been infected

perinatally.
“There’s a small, distinct percentage of youth

who were able to come off ART and stay off
ART,” Hazra says. “We identified that group, and
now we’re looking at how we can design more
careful studies to see if there are things we can
tease out of that population to predict how we
can do better, whether we can find ways to con-
trol the virus.”

The PHACS cohort includes youth who were
infected before HAART was available, so they’ve
survived despite suboptimal therapy early on,
Hazra notes.

“Once the combination therapies became
available, they were difficult to take and were
not child friendly,” he says. “So adherence has
been quite difficult in the pediatric population.”

Plus children entering their teen-age years go
through all of the emotional struggles common
with adolescents, and these also make it difficult
to adhere to their medication, he adds.

“So these youth are special; they’re survivors,”
Hazra says.

If there can be a way to halt ART without neg-
atively impacting the children’s health, then it
would be worth pursuing, he says.

“It’d be nice to give some youths a break when
they’re struggling with other issues in their
lives,” Hazra adds.  ■

ADAPs across nation are
running out of money
Many  states are in trouble

AIDS Drug Assistance Programs (ADAPs) in
more than a dozen states were starting wait-

ing lists or expected to restrict antiretroviral drug
access soon, according to an ADAP update in
early October, 2009.

Nebraska’s ADAP reported the largest waiting
list with 70 people on the list, followed by
Kentucky with 50 people, Montana with 24 peo-
ple on the list, and fewer than 10 on the lists in
Iowa, South Dakota, and Wyoming.

The number of people on ADAP waiting lists
has more than doubled in less than a year.

Other ADAPs are being closely monitored for

126 AIDS ALERT®/ November 2009

HIV/AIDS News Update



November 2009 / AIDS ALERT® 127

potential funding problems, including those in
Arizona, California, and Arkansas, the ADAP
update says.

Total enrollees in ADAPs increased by 7.8% in
grant year 2008, according to a report by CANN-
Community Access National Network of
Washington, DC.

Economic pressures forcing ADAPs to initiate
waiting lists, cap enrollment, make formulary
changes, and to do other cost-containment meas-
ures include increasing enrollment, likely due to
increasing numbers of HIV-infected people losing
their jobs and health insurance, state budget cuts,
and higher drug prices.  ■

Woman, protect thyself:
New options in protection

In 2007, the Centers for Disease Control and
Prevention reported that 26% of HIV/AIDS

diagnoses among adolescents and adults were
among females.1 What will it take to expand the
number of available options for female-con-
trolled prevention of infection?

Two scientific groups are examining new
forms of barrier protection that can be used by
women to fight HIV infection. Researchers at 
the Infectious Diseases Research Centre at the
Université Laval in Québec, Canada, have just
published two articles on the recently completed
Phase I/II trial of the Invisible Condom.2,3 The can-
didate microbicide offers a physical barrier in the
form of a gel that blocks the entry of pathogens
into the mucosa and a chemical barrier, sodium
lauryl sulfate (SLS), within the gel that kills sexual-
ly transmitted pathogens including HIV.

The Canadian scientists are searching for the
funds for the upcoming Phase III trial to be carried
out in nearly 5,000 women, says Rabeea Omar,
PhD, CCRP, an associate professor at the
University and project chief of its Infectious
Diseases Research Centre. In its currently pub-
lished work, investigators report on the results of
the randomized, doubled-blind, placebo-controlled
study in healthy women from Yaoundé,
Cameroon. Scientists enrolled 260 women in the
study and randomly assigned them into three
study arms: gel alone, gel plus SLS, and placebo
gel. Thirty-seven sexually abstinent women
applied gel intravaginally once a day for 14 days,
while 75, 74, and 74 sexually active women

applied gel intravaginally once, twice, or three
times daily, respectively, for 14 days.2 Because the
Invisible Condom formulations and applicator
were found to be comfortable, well tolerated, 
and acceptable when applied intravaginally,
researchers carried out an extended safety study.3

Women applied gel intravaginally twice daily for
eight weeks; 194 sexually active women applied
placebo (41), polymer alone (76), or polymer/SLS
(77). The Invisible Condom gel formulations were
well tolerated with no reported serious adverse
events.3

Researchers at the University of Utah in Salt
Lake City are designing a vaginal gel that blocks
HIV by becoming impermeable in response to the
pH change induced by the presence of semen. The
gel includes a polymer engineered to bind to HIV
surface proteins to halt viral transport to suscepti-
ble tissues and HIV target cells. The microbicide
candidate, dubbed as a “molecular condom,” was
one of 10 microbicide-related projects named in
May 2009 as $100,000 recipients of the Bill &
Melinda Gates Foundation’s Grand Challenges
Explorations grants. The grant program is
designed to develop a pipeline of creative scientific
ideas that could change the face of global heath.4

Patrick Kiser, PhD, an associate professor of
bioengineering at the University of Utah’s
College of Engineering, and research associates
have published early research testing the behav-
ior of the new gel and showing how it traps HIV
particles.5 Kiser says his team is working on
studying the movement of other viruses, as well
as sperm, in these gels. They also are looking at
testing the gels in animal models.

In 2006, Kiser and colleagues published a
study on their development of another molecular
condom candidate. The candidate was designed
to be applied vaginally as a liquid, turn into a gel
coating at body temperature, and then in the
presence of semen, turn into liquid and release
an anti-HIV drug.6 When the candidate did not
appear to perform as expected, scientists devel-
oped the current formulation, which also
changes in response to changes in pH in the vagi-
na caused by the introduction of semen during
sex. However, unlike the old gel, which became
liquid at the higher pH of semen, the new candi-
date forms into a semisolid at the pH of semen,
creating a mesh of cross-linked molecules.

The new gel is applied as a gel, then becomes
more solid and impenetrable as changes in pH
alter the strength of the bond between the gel’s
two key components. These components are



polymers — long, chain-like molecules made of
many smaller, repeating units of phenylboronic
acid and salicylhydroxamic acid. Scientists also
plan to examine the gel’s possible use as a con-
traceptive, as well as its effectiveness against her-
pes and human papillomavirus.

“My whole lab is devoted to developing new
biomedical technologies that are controlled by
women to control their reproductive health,”
says Kiser.
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HIV primary care: You’ve
come a long way, baby
‘I honestly can tell them that they won’t die of AIDS’

By Dean L. Winslow, MD, FACP, FIDSA,
Chief, Division of AIDS Medicine, Santa Clara

Valley Medical Center; Clinical Professor,
Stanford University School of Medicine. Winslow
serves as a consultant for Siemens Diagnostics,
and is on the speaker’s bureau for Boehringer-
Ingelheim and GSK.

Synopsis: Updated evidence-based guidelines
for HIV primary care have been released that
update those published in 2004. Due to improved
survival of HIV-infected patients related to
newer antiretroviral agents, attention to primary
care/health maintenance is more important now
than in the past.

Source: Aberg JA, et al. Primary care guide-
lines for the management of persons infected
with human immunodeficiency virus: 2009
update by the HIV Medicine Association of the
Infectious Diseases Society of America. Clin Infect
Dis. 2009;49:651-681.

The 2009 update of HIV primary care guide-
lines make several new recommendations,

and the evidence basis for these is documented
in the paper. The following changes are present
in the 2009 guidelines:

• Formatting changes have been incorporated
to help readers more easily track recommenda-
tions and see the brief evidence-based summary
pertaining to the specific recommendation. 

• Tables on immunizations and routine health
care maintenance have been added (and make
useful handouts for med students and residents
doing brief HIV outpatient rotations). 

• An expanded list of diagnostic tests (to be
done at baseline and at periodic intervals) is pre-
sented. 

• All patients should have a genotypic resist-
ance test performed at baseline whether or not
antiretroviral (ARV) therapy will be initiated. 

• Patients who are seronegative for varicella
zoster virus (VZV) or who do not have a history
of chickenpox or zoster should receive post-expo-
sure prophylaxis with VZV immune globulin
(VariZIG) within 96 hours after exposure to a
patient with chickenpox or zoster. 

• Varicella primary immunization may be con-
sidered for VZV-negative adults with CD4 >
200/uL and children with CD4% > = 15%. 

• Guidelines for CSF examination in patients
with syphilis are clarified, including recommend-
ing lumbar puncture in those with late-latent
syphilis and those with syphilis of unknown
duration. 

• HLA-B*5701 testing should be performed
prior to initiating abacavir (ABC) therapy to
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reduce the risk of hypersensitivity reaction. 
• Urinalysis and calculated creatinine clear-

ance should be obtained prior to initiating thera-
py with drugs with potential for nephrotoxicity
such as tenofovir. 

• Tropism testing should be performed prior
to initiating CCR5-antagonist agents such as mar-
aviroc. 

• Providers should assess breast cancer risk
for female patients 40-49 years old and inform
patients in this age group of the benefits and
risks of mammography. 

• Hormone replacement therapy (due to its
use being associated with increased risk of breast
cancer, cardiovascular and thromboembolic dis-
ease) is not generally recommended and should
only be used for a limited time and in lowest
possible dose for women with severe
menopausal symptoms. 

• Emphasis is to be placed on general adherence
to care, rather than just adherence to medications. 

Commentary 

It has been an interesting journey caring for
patients with HIV/AIDS since I finished my ID
fellowship training in 1981. Three wonderful
nurse colleagues of mine (Arlene Bincsik, Pat
Lincoln, and the late Helen Smolka) and I started
Delaware’s multidisciplinary HIV clinic in
Delaware in 1985 with the simple vision that it
was the right thing to do. All of us basically did
this as volunteers. While I do believe we were
able to prolong our patients’ lives and improve
the quality of their lives, the inexorable tide of
this terrible disease eventually washed these
patients away, although we remember them all.
We attended a lot of memorial services in those
bad old days. The early nucleoside analogue
reverse transcriptase inhibitors definitely
improved survival and delayed progression of
AIDS, but for generally less than two years. Even
the first HIV protease inhibitors (while dramati-
cally altering the natural history of HIV disease)
were often limited by significant side effects.

It is truly wonderful to have the 28 or so effec-
tive antiretroviral agents we have in 2009. They
are all effective, are generally tolerated extremely
well, and allow patients to live normal lives. In
my HIV clinic patients who take their ARVs reli-
giously, I honestly can tell them that they won’t
die of AIDS. However, since they can be expected
to live almost normal life-spans, I spend an
increasing percentage of time trying to persuade

patients to stop smoking, trying to get them to
maintain ideal body weight, exercise, abstain
from drugs, and to practice safe sex, all the while
managing an increasing burden of Hepatitis C
virus co-infection, type 2 diabetes, hypertension,
hyperlipidemia, and cardiovascular disease, etc.

These latest guidelines should provide an
excellent reference to the practicing clinician on
evidence-based primary care recommendations
for HIV-infected patients.  ■

Prism HIV O Plus 
assay licensed

The Food and Drug Administration (FDA)
licensed, on Sept. 18, 2009, the Abbott Prism

HIV O Plus assay, a new screening tool designed
to detect the presence of antibodies to the two
types of the virus that causes AIDS, HIV 1 and
HIV 2. Both types can be transmitted by sexual
contact, through blood, and by mother to child
transmission.  

The new assay is one of five assays that run on
the fully automated Abbott Prism System.

HIV type 1 consists of various subgroups,
including group M, the most common subgroup
of the virus in the United States, and group O,
found primarily in Cameroon and other areas of
West Africa.

HIV type 2 is found mostly in West Africa.
Both types have been detected in the United
States and Europe.

The Abbott Prism HIV O Plus assay detects
antibodies to HIV type 1, groups M and O, and
HIV type 2. It is the second donor screening test
licensed for the detection of antibodies to HIV
type 1, group O.

The Abbott Prism HIV O Plus assay is licensed
to screen donated blood and blood specimens
from other living donors (e.g., organ or tissue
donors) for these specific types of HIV and sub-
groups of HIV type 1. The assay is also licensed
to screen specimens from organ donors when
specimens are obtained while the donor’s heart

FDA FDA 
NotificationsNotifications

FDA 
Notifications



is still beating and from cadavers. Positive results
from the screening test require confirmation from
supplemental tests.

The Abbott Prism HIV O Plus assay and the
Abbot Prism system are manufactured by Abbott
Laboratories, Abbott Park, Ill.  ■

FDA approves generic
combination of efavirenz,
lamivudine & tenofovir

On Sept. 3, 2009, the FDA granted tentative
approval for a generic fixed-does combina-

tion tablet containing efavirenz, lamivudine, and
tenofovir disoproxil fumarate, 600mg/300mg/
300mg. This new fixed-dose combination is man-
ufactured by Matrix Laboratories Limited of
Hyberdad, India. It is indicated for use alone or
in combination with other antiretroviral products
for the treatment of HIV-1 infection. 

“Tentative approval” means that FDA has con-
cluded that a drug product meets all required
quality, safety and efficacy standards, but is not
presently eligible for final approval or marketing
in the U.S. because of existing patents and/or
exclusivity rights. However, tentative approval
does make the product eligible for purchase out-
side the United States under the President’s
Emergency Plan for AIDS Relief (PEPFAR).

As with all generic applications, FDA conducts
an on-site inspection of each manufacturing facil-
ity, and of the facilities performing the bioequiva-
lence studies, to evaluate the ability of the manu-
facturer to produce a quality product and to assess
the quality of the bioequivalence data supporting
the application prior to granting approval or ten-
tative approval to these applications.

A complete list of all  Approved and
Tentatively Approved Antiretrovirals in
Association with the President’s Emergency Plan
can be found on the FDA web site.  ■

FDA published 2 new 
rules regarding INDs

On Aug. 12, 2009, the Food and Drug
Administration (FDA) published two new

rules related to investigational drugs.
One new rule, “Expanded Access to

Investigational Drugs for Treatment Use,” seeks
to clarify the methods available to seriously ill
patients who lack satisfactory alternatives to
have access to unapproved medicines, while bal-
ancing the need to safeguard the individual
patient and ensure the continued integrity of the
scientific process that brings safe and effective
drugs to the market. The second, “Charging for
Investigational Drugs Under an Investigational
New Drug Application,” clarifies the specific cir-
cumstances and the types of costs for which a
manufacturer can charge a patient for an investi-
gational drug, either as part of a clinical trial, or
for treatment use outside the scope of a clinical
trial through expanded access.

The changes are meant to consolidate and clar-
ify the requirements and facilitate making inves-
tigational drugs and biologics more widely avail-
able to seriously ill patients, including those with
HIV/AIDS, who have no other treatment
options. The proposed changes also seek to clari-
fy the specific circumstances and the types of
costs for which a manufacturer can charge for an
investigational drug made available for the pur-
pose of treatment, or in clinical trials.

The FDA hopes the new rules will increase
awareness in the patient and healthcare commu-
nities of the range of options available for obtain-
ing investigational drugs for seriously ill patients,
encourage companies to make such drugs avail-
able, and reduce barriers to obtaining them.

The new expanded access rule defines three
categories of patient populations to whom inves-
tigational drugs could be made available for the
purpose of treatment outside of a clinical trial
through expanded access, when there is no satis-
factory alternative therapy, and defines require-
ments and safeguards for each. They are individ-
ual patients, groups of patients smaller than that
typical of a treatment IND or treatment protocol
(FDA may ask a sponsor to consolidate expanded
access under this section when the agency has
received a significant number of requests for
individual patient expanded access to an investi-
gational drug for the same use), and larger popu-
lations where widespread treatment use is appro-
priate (the Treatment IND). 

The FDA has allowed many types of access to
investigational therapies since the 1970s. Some of
the larger programs, including those under the
Treatment IND (Investigational New Drug) regu-
lations, enabled tens of thousands of patients
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with HIV/AIDS, cancer and cardiovascular dis-
eases to receive promising therapies before the
products were approved for marketing.
However, the existing regulations did not ade-
quately describe the full range of programs avail-
able, explicitly recognizing only emergency use
for individual patients, and widespread treat-
ment use access for large groups of patients.  The
new rule is meant to clearly reflect the full range
of treatment use programs available, and ensure
broad and equitable access to investigational
drugs for treatment use.

The new rule updates applicable regulations to
include all circumstances under which access to
investigational drugs is permitted.  ■

■ Research looks at gender differences
in ART discontinuation

■ Alcohol use is associated with poor
ART adherence

■ ADAP funding problems continue
through 2009

COMING IN FUTURE MONTHS

14. Study results of a combination of HIV vac-
cines, Alvac and AIDSVAX, showed that the
combination had been successful in which
percentage of people vaccinated in a phase
III Thailand clinical trial?
A. 77.2%
B. 51.8%
C. 31.2%
D. 24.4%

15. According to an HIV vaccine expert, which of
the following is needed to produce an ideal
vaccine that would protect everyone against
HIV infection?
A. Neutralizing antibodies against HIV
B. A combination vaccine that targets three
different HIV entry points
C. Antiretroviral drugs combined with an anti-
body vaccine approach
D. All of the above

16. Due to the successful strategies to prevent
mother to child HIV transmission with anti-
retroviral therapy and the use of ARTs in chil-
dren and adults infected with HIV, the annual
mortality rate among children in the United
States has declined in which way?
A. It’s dropped from 22% to 2%
B. It’s dropped from 15% to zero
C. It’s dropped from five to 10% to less 
than 1%
D. It’s dropped from 4% to 2%

Answers: 14. C; 15. A; 16. C.

CNE/CME questions

CNE/CME objectives

The CE/CME objectives for AIDS Alert, are to
help physicians and nurses be able to:
• Identify the particular clinical, legal, or 
scientific issues related to AIDS patient care;
• Describe how those issues affect nurses, physi-
cians, hospitals, and clinics;
• Cite practical solutions to the problems associ-
ated with those issues.

Physicians and nurses participate in this medical
education program by reading the issue, using
the provided references for further research, and
studying the questions at the end of the issue.
Participants should select what they believe to be
the correct answers, then refer to the list of cor-
rect answers to test their knowledge. To clarify
confusion surrounding any question answered
incorrectly, please consult the source material.
After competing this activity at the end of each
semester, you must complete the evaluation form
provided and return it in the reply envelope pro-
vided to receive a letter of credit. When your eval-
uation is received, a letter of credit will be mailed
to you.
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