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Early HIV vaccine setbacks
dim prospects for near
term but possibilities exist 
Research pipeline is full of potential solutions

The first potential HIV vaccine heading down
the track has been derailed, but vaccine experts
are optimistic that success still may be possible

with some competing approaches, including some
that are just getting started.

Vaccine research presented at the 11th Conference
on Retroviruses and Opportunistic Infections, held
in February in San Francisco, shows unequivocally
that the AIDSVAX vaccine, sponsored by VaxGen
Inc. of Brisbane, CA, provided no protection against
HIV for injection drug users who were enrolled in a
phase III trial in Thailand.1

AIDSVAX was found to be ineffective in earlier
U.S. clinical trials, and a new analysis of that earlier
study also found the vaccine had no impact on vac-
cine efficacy to prevent infection and had no impact
on disease progression in subjects who became
infected.2

Although these first findings are discouraging,
vaccine experts say there are many novel approaches
being explored, so it still is too early to give up on the
idea of a successful HIV-1 vaccine.

“The first two phase III studies on an HIV sub-
unit vaccine were not successful, and the challenge
now is to find other vaccine candidates that might
be successful,” says Kenneth H. Mayer, MD, an
infectious disease physician with Miriam Hospital
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in Providence, RI, a professor of medicine and
community health at Brown University, and a
medical research director at Fenway Community
Health.

There are some exciting and novel vaccine
approaches being studied, but it’s difficult to 
predict which approach may work, he says.

“There are a lot of things in the pipeline that
will take time,” Mayer adds.

Making the best use of limited resources

The vaccine research field has had some contro-
versy over what is the best use of limited resources.

“Are we ready to spend huge sums of money
for clinical trials when the basic research results
suggest an approach may not work, or should 
we spend more money on basic research?” asks
Michael Cho, PhD, an assistant professor in the
Department of Medicine at Case Western Reserve
University in Cleveland.

“There are arguments to both sides, and both
are good and it’s an ongoing debate,” he adds.
“Personally, having done nonhuman primate vac-
cine studies and having looked at the data, I’m
not too optimistic with our current plans for
phase III clinical trials.”

The level of immune response and the type of
immune responses elicited by vaccine candidates
now being prepared for phase III trials are not
potent and not the right type, Cho explains.

One of the studies that is furthest along is the
AIDS vaccine trial in Africa, which is sponsored 
by the National Institutes of Allergy and Infectious
Diseases (NIAID). This Phase I study uses the
experimental canarypox vector vaccine that incor-
porates genes from clade B viruses.

If it turns out that the most advanced vaccine
approaches prove unsuccessful, it might be a
decade or longer before one of the pre-clinical
novel approaches reaches this stage.

However, it’s only a guess at this point, the
experts say.

“I think we don’t really know how long it will
take before we have a vaccine that’s available,”
says Susan Buchbinder, MD, director of the HIV
Research Section of the San Francisco Department
of Public Health.

“There’s a wonderful quote from a polio inves-
tigator 10 years before there was a licensed Salk
vaccine; and the investigator said, ‘We don’t
understand the basics of polio and might not see
a vaccine in our lifetime,’” she says. “So we don’t
really ever know how far away we are.”

The good news about the VaxGen studies is
that these demonstrated the feasibility of the
mechanics of doing clinical vaccine trials, Mayer
explains.

Subjects in both the United States and Thailand
had high rates of retention; and with the educa-
tion offered as part of the trials, there was a gen-
eral tendency toward reducing risk taking, he
notes.

Also, investigators have been using AIDSVAX
data to help improve phase III trial design for
future vaccine trials.

“We’re trying to think about how to evaluate
vaccines that impact viral load during efficacy tri-
als,” says Peter B. Gilbert, PhD, associate member
of the Fred Hutchinson Cancer Research Center in
Seattle. Gilbert was an investigator involved in
the study of the AIDVAX vaccine’s effects on pre-
venting infection and delaying disease. 

Controversial subset

While there was some controversy over the
racial subset in the U.S. AIDSVAX trial, a subse-
quent analysis presented at the retroviruses con-
ference suggested that there isn’t a good reason to
think there was a major difference by racial sub-
groups, Mayer adds.

The U.S. AIDSVAX study found that among a
small subset of African-Americans, there appeared
to be efficacy and increasing efficacy with increas-
ing risk. But these numbers were small, and an
independent analysis found that these differences
did not suggest any sort of protection from the
vaccine among certain ethnic groups.

National Institutes of Health investigators 
and others concluded that analyses of HIV risk
behavior, antibody response, and type of infect-
ing strain did not support a biologic explanation
for a different vaccine efficacy by racial/ethnic
subgroups.3

Despite this interpretation, the vaccine research
field should take a closer look at the AIDSVAX
studies and see if there are some clues to what
may work in a future vaccine, suggests Marc
Gurwith, MD, senior vice president for medical
affairs with VaxGen.

“I think people are ignoring what might be
clues from our trials,” he says. 

Buchbinder points out that the AIDSVAX data
regarding minority subgroups will never tell
researchers definitively whether the findings
were due to chance or effect. 

“If we found a vaccine that found efficacy in a
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subgroup, particularly one that was so heavily
impacted by the epidemic, then that would be
incredibly good news,” she says.

However, the AIDSVAX study’s data on the
minority subgroup was not significant statisti-
cally because there were not enough African-
Americans enrolled in the trial, Buchbinder
continues.

“The lessons here are that you have to be very
careful when you report results to the public, so
people are clear about what you know,” she says.
“You don’t put out results before you do appro-
priate statistical analyses and hypotheses.”

VaxGen earlier had been criticized for offering
false hopes to African-Americans by releasing
their data regarding that subgroup.

“I don’t want to create any false hopes,” says
Gurwith. “It’s hard to imagine a vaccine that you
give only to certain racial groups, but the only rea-
son I think there’s something there is because it’s a
statistical issue.”

However, researchers should not dismiss the
AIDSVAX results entirely, especially since it may
be years before the HIV vaccine field has any val-
idated approaches, he adds.

VaxGen will not be pursuing further vaccine
research until the company receives outside sup-
port, Gurwith says.

Meantime, there are a number of promising
vaccine approaches at various stages of develop-
ment. (See story on novel, upcoming vaccine
research, at right.)

The key is that government funding is needed
at all levels of vaccine research, the experts say.

“I’m optimistic in the long haul,” Mayer says.
“In the short haul, it’s very clear that with a lack
of success in the VaxGen trials and because that
vaccine wasn’t shown to be beneficial, we’re
years away from a successful vaccine.”
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Novel approaches to HIV
vaccine are being studied
One possibility is vaccine that slows disease

Dozens of potential HIV vaccine candidates
have been studied since the late 1980s, and

many of the latest additions to this field of
research include novel strategies to elicit HIV
antibodies and cytotoxic T-cells, as well as some
that may help slow disease progression among
those who subsequently become infected.

Research presented at the 11th Conference on
Retroviruses and Opportunistic Infections, held
in February in San Francisco, offered a look at
some of the more interesting and promising vac-
cine research that is under way across the world.

For instance, investigators at Case Western
Reserve University in Cleveland and the National
Institutes of Health presented a study that dis-
cussed the development of an HIV-1 vaccine using
the human parainfluenza virus as a novel viral
vector to induce mucosal immunity.1

So far, the approach works, but the next step
will be to try the vaccine on nonhuman primates,
says Michael Cho, PhD, an assistant professor in
the Department of Medicine at Case Western
Reserve University.

“We wanted to develop vaccines that can
respond faster so that the immune system is able
to control HIV-1 at an earlier stage of infection,”
he explains. “The idea is to elicit immunity at 
the mucosal surface where most virus infections
start.”

Recombinant viral vectors work by expressing
HIV-1 proteins and inducing immune responses
against them, Cho says.

“However, viral vectors themselves are non-
pathogenic,” he adds. “So far, we’ve shown that
the recombinant viruses we generated are attenu-
ated compared to wild type, and so we could try
them directly in humans.”

Cho theorizes that this vaccine approach using
only the parainfluenza virus may not be enough
to thwart HIV, so he and co-investigators also 
are exploring the possibility of combining this
approach with other viral vectors and subunit
proteins.

“We’re generating a novel set of viral vectors
based on a vaccinia virus,” he says. “Many of the
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studies in the past have utilized the vaccinia
virus because it can encode a large amount of
HIV-1 proteins, and it does a very good job of
eliciting immune responses.”

The point is that rather than using a single viral
vector or a single HIV-1 protein, researchers may
have to use multiple viral vectors and multiple
viral proteins to elicit cellular immune response
and then still have to overcome the problem of
eliciting broadly reactive neutralizing antibodies,
Cho explains.

“When you immunize with a viral vector, you
not only elicit immune responses against HIV-1
proteins, but also against the viral vector,” he
says. “Subsequent uses of the same vector dimin-
ish the boosting capability.”

But by using different vectors that encode the
same proteins, strong immune responses could
be generated against the target HIV-1 proteins,
Cho points out.

Based on the time needed to evaluate new can-
didates and for other reasons, Cho says he is not
optimistic that there will be an effective HIV vac-
cine within the next decade.

Although the AIDSVAX vaccine had no impact
on the vaccine efficacy and disease progression
endpoints, there could be others that will be suc-
cessful on both realms.

“Some of the vaccines being tested may have
beneficial effects both to prevent infection and to
control viral load,” says Peter B. Gilbert, PhD,
associate member of the Fred Hutchinson Cancer
Research Center in Seattle. “It’s even conceivable
that a pure t-cell vaccine might have effects on
infection and viral load.”

The problem many vaccine investigators are
experiencing is that it’s difficult to find a vaccine
that broadly neutralizes the many HIV strains, he
says.

“But once a person is exposed to the virus
and acquires the virus, the fact that the vaccine
has been there to prime the immune system 
will allow their immune responses to give it a
head start to suppress the viremia, keeping it at
lower levels,” Gilbert notes. “The key endpoint
in these trials will be the initiation of antiretro-
viral therapy.”

A vaccine that successfully slows disease pro-
gression, even if it did not prevent infection,
could be of great public health benefit and save
treatment resources, he adds.

“It could also cut transmission, because if a
person’s virus stays pretty low, then there are
good data suggesting that it would translate into

a reduced probability of transmission to others,”
Gilbert says.

“I think people say they’re going for both pre-
vention and slowing disease progression, but I
think many of us may be are a bit more optimistic
that we’ll get something that controls viral load
before we get something that prevents infection,”
he states.

Among the vaccine research presented at the
recent retroviruses conference, were these studies:
• Foamy viruses as potential vectors.

Investigators from Atlanta and Los Angeles
presented findings about the use foamy viruses,
which are retroviruses endemic in nonhuman 
primates, as vectors. Their study concluded that
foamy viruses can successfully transfer HIV-1 
gag in a variety of cells, and so further study is
warranted.2

• Therapeutic HIV vaccination regimens.
Investigators from the United Kingdom, Swit-

zerland, Sweden, Australia, and France studied
the hypothesis that a therapeutic vaccination of
antiretroviral-treated primary HIV infection sub-
jects could suppress plasma HIV-1 RNA for the
long-term following medication discontinuation.
Their double-blind, randomized study did not
find any significant benefit of vaccination with
ALVAC-HIV over placebo.3

• Broad HIV-1 sensitivity to neutralization with
vaccine sera.
Investigators with ViroLogic Inc. in South San

Francisco tested more than 50 viruses for sensitiv-
ity to various immunologic reagents and defined
three categories of isolates. They concluded that
HIV-1 isolates that are broadly sensitive to neu-
tralization with many immunologic reagents also
have pan-sensitivity to monoclonal antibodies
directed against diverse regions across gp160.4

References

1. Han D, Kim Y, Skiadopoulos M, et al. Developing HIV-1
vaccine using human parainfluenza virus. Presented at the
11th Conference on Retroviruses and Opportunistic Infections.
San Francisco; February 2004. Abstract: 265.

2. Hardy WD, Liu C, Xie Y, et al. Foamy viruses as
potential vectors for HIV vaccine and gene therapy appli-
cations. Presented at the 11th Conference on Retroviruses
and Opportunistic Infections. San Francisco; February 2004.
Abstract: 262.

3. Kinloch S, Perrin L, Hoen B, et al. Evaluation of 2 ther-
apeutic HIV vaccination regimens in HAART-treated pri-
mary HIV infection subjects following analytical treatment
interruption: QUEST PROB3005, a randomized, placebo-
controlled study. Presented at the 11th Conference on
Retroviruses and Opportunistic Infections. San Francisco;

April 2004 / AIDS ALERT ® 41



February 2004. Abstract: 168.
4. Wrin T, Chappey C, Huang W, Petropoulos C. Broad

HIV-1 sensitivity to neutralization with vaccine sera, mono-
clonal antibodies, and HIV+ plasma and sera is a pan-gp160
phenomenon associated with high fusion activity and short-
ened V1/V2 regions. Presented at the 11th Conference on
Retroviruses and Opportunistic Infections. San Francisco;
February 2004. Abstract: 165.  ■

More effort needed 
with ‘down low’ males
CDC expert discusses issue in Q & A

[Editor’s note: AIDS Alert asked Greg Millett,
MPH, a behavioral scientist in the Division of
HIV/AIDS Prevention at the Centers for Disease
Control and Prevention (CDC) in Atlanta to discuss
the phenomenon and impact on the HIV epidemic of
the population of men who have sex with men (MSM)
who also have sex with women. Millett spoke about
this topic at the 11th Conference on Retroviruses and
Opportunistic Infections (CROI), held in February in
San Francisco.] 

AIDS Alert: What have been the results of any
interventions — sponsored by the CDC or not —
that have been tailored specifically to reduce risk
behavior among MSM who also have sex with
women but do not identify as gay or bisexual?

Millett: There have been interventions for non-
gay-identified men that have been sponsored by
community-based organizations, but I am not
aware of any that have been scientifically evalu-
ated for effectiveness. CDC has several studies that
recruit gay and nongay-identified MSM, including
one study that is devoted to determining HIV risk
behavior of nongay-identified MSM. However, the
point of my talk was that we need to first deter-
mine where heterosexually identified MSM fit on
the spectrum of HIV risk and then develop appro-
priate interventions for the population.

AIDS Alert: Does the CDC have any data sug-
gesting how much this particular population has
contributed to the increases in women HIV cases
in recent years?

Millett: No. The CDC does not have specific
data to show the impact of bisexual behavior on
HIV rates in women. We have studies that touch
on the risk, but none that specifically link the
two.

The AIDS Care study shows that 45% of black
MSM were reported to also be having sex with

women. A series of studies headed by Linda
Valleroy of CDC found that young MSM may
serve as a bridge for HIV transmission to women. 

That study of MSM found that one in six of
them recently had sex with women. A CDC
study on young men who have sex with men
who do not disclose their sexual orientation 
was released last year. One of the main findings
was that HIV-infected nondisclosures were less
likely to know their HIV status and more likely
to have had recent female partners. However,
these studies mostly recruited gay- or bisexu-
ally-identified men. There is limited data on 
heterosexually identified men who have sex
with women.

The CDC’s most current AIDS data for women
show 42% reported being exposed heterosexually
and 36% did not know or did not report their
risk. These women possibly could have become
infected because their male partner had engaged
in a risk behavior such as IDU [intravenous drug
user], or sex with another man. 

AIDS Alert: Are there any interventions aimed
at women who may or may not know whether
their partners are “on the down low” and there-
fore at higher risk for HIV?

Millett: To clarify, the term come to be known
as the “down low” is defined as heterosexually
identified bisexually active black men who do not
disclose their same-sex behavior to their female
partners. 

There are no interventions or programs I’m
aware of that specifically target women who have
partners in the particular segment defined previ-
ously, but there are a few studies that look at why
some women might be at increased risk of HIV. 

A study from Morehouse School of Medicine in
Atlanta found among a sample of 250 African-
American women that 70% perceived themselves
at little or no risk for HIV, 45% had unprotected
sex in the past two months, and 60% did not ask
their partners about their HIV status. 

There are clear prevention steps we can take to
reduce the risk of HIV infection among men on
the down low and their male and female partners.
Some of these tactics are to develop and deliver
prevention efforts for MSM regardless of their
sexual identity; ensure prevention messages for
women remind them to use protection during sex-
ual encounters; make testing a more routine part
of medical care; and expand HIV testing beyond
traditional medical settings into churches, com-
munity centers, and nightclubs. 

AIDS Alert: Under the CDC’s new initiative to
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increase HIV testing, counseling, and prevention
for positives, there is a push to get partners of
HIV-positive people in for testing and counseling,
as well. How effective might these new strategies
be with this specific population of men who may
be hiding their sexual activity from wives, girl-
friends, and sometimes even from male lovers?
And how could community-based organizations
adapt this new strategy that focuses more on doc-
umentation and outcomes to suit the nuances of
culturally sensitive issues, such as the down low
black man?

Millett: It is difficult to reach MSM with HIV
prevention messages when they do not identify
as gay or bisexual. We must come up with ways
to aim messages at men, regardless of their sexual
identity, and assume some are having sex with
both men and women. Making HIV testing a rou-
tine part of medical care will help identify those
becoming infected, and partner notification will
help identify who is infecting who. 

AIDS Alert: What are some of your other
thoughts about this subset of MSM and how
health care professionals best can reach them
and convince them to be tested and receive 
prevention education?

Millett: We hope health care professionals will
adopt routine HIV testing. If patients are identi-
fied as positive, they should be linked to counsel-
ing that can help them take steps to reduce their
risky behavior. Providers also can work within
the community to help test people outside tradi-
tional medical settings, who might not be able to
afford or have access to health care services.  ■

Medical literacy becoming
a bigger challenge
Interventions aimed at disadvantaged populations

Just as HIV prevention programs are not a one-
size-fits-all solution, so also must adherence

interventions be tailored for the particular clinic,
community, and population they serve.

This is why standard adherence approaches
that may include verbal instructions followed by
written literature may not work for certain at-risk
individuals, according to two experts.

“As individuals who are becoming HIV-posi-
tive continue to reflect communities at risk, we’re
seeing an increased diversity of individuals with

cultural, educational, and socioeconomic back-
grounds that are accessing and utilizing HIV pri-
mary care and are subsequently being prescribed
antiretroviral therapy,” notes Michael Relf, 
PhD, RN, ACRN, chairman of the department of
professional nursing at Georgetown University,
School of Nursing and Health Studies in Washing-
ton, DC. 

Relf spoke about HIV adherence and health liter-
acy at the 2003 Association of Nurses in AIDS Care
Conference, held in November in New York City.

“Today’s health system is focused on an indi-
vidual who can read and organize and communi-
cate with a health care provider,” he says. “In
today’s system, we’re seeing an increasing num-
ber of people who haven’t had access to health
care, who come from vulnerable populations, and
accessing health care is a new skill they need to
acquire.”

This population also experiences barriers
involving stigma, lack of knowledge about health
services, inability to communicate with a primary
care provider, and lack of literacy, Relf adds.

In San Francisco’s Tenderloin district, which
has many homeless and marginally housed indi-
viduals, there are additional health care barriers
due to mental illness, substance use issues, fre-
quent incarceration, and lack of personal privacy,
says Mary-Lawrence Hicks, NP, director of nurs-
ing training for the San Francisco AIDS Education
and Training Center (SFAETC) and a nurse prac-
titioner with Positive Health Program, University
of California at San Francisco.

The Tenderloin area’s HIV population is served
through an AIDS clinic called Tenderloin Care, or
TLC, which offers an array of health care services
to the disadvantaged HIV-infected residents who
are unable to travel far to receive their health care,
she says.

“So our experience has been that the biggest
hurdle people face for HIV is being able to stay
on the drugs,” Hicks adds. “I feel like our role as
health care providers is to really help support
adherence.”

Hicks and Relf recommend these adherence
strategies that are used at their clinics:
• Discuss a patient’s fears about medications.

“One of the things we do up front is work with
people before they start antiretroviral treatment
about their expectations for medications and
what their fears are,” Hicks says.

People infected with HIV may know other
people with HIV who have been taking antiretro-
viral drugs that cause diarrhea or otherwise make
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them feel sick, or they may fear that if they’re tak-
ing HIV drugs that people they haven’t told
about their HIV status will find out that they’re
HIV-positive, she explains.

Health care providers often overlook the possi-
bility that patients can be more afraid of the
drugs than they are of the disease. For instance,
it’s quite common for a clinician to tell an HIV
patient that he or she should begin to think about
being on antiretroviral drugs because soon there
will be a risk for opportunistic infections, Hicks
notes.

If the provider doesn’t ask the patient about
his or her fears or other barriers to starting medi-
cation, then the patient may simply say it’s OK 
to start the drugs, but will not pick them up or
begin taking them, she says.

“One thing we’ve learned is that providers 
are very bad at predicting who will adhere and
who won’t,” Hicks says. “They may say that this
person is organized and will take the drugs or
this one is chaotic and won’t, but they often are
wrong.”

Simply asking patients questions about their
readiness to start drug therapy is a less successful
approach than having a conversation between 
the provider and patient with input from other
experts, including a social worker or pharmacist,
she explains.
• Keep instructions simple during patient’s

visit.
Clinicians sometimes assume that patients

understand the basics about HIV disease, includ-
ing what their CD4 cell count numbers and viral
load numbers mean, Relf says.

But when Relf and colleagues interviewed 27
HIV-infected patients about their relationship
with their providers, they found that clients often
have vague ideas about the medical aspects of
their disease.

For example, patients might say, “My CD4 is
this, my viral load is that; one is high, one is low,
and I think that’s OK,” he says.

Other patients talked about taking medications
and said that their doctor told them not to skip a
dose and not to double doses if they missed one,
but they still didn’t understand clearly how impor-
tant it was to take their pills as prescribed. For
example, a patient would say that if he had a bad
day he’d take all of his medications by 3 p.m.,
whereas on a good day he’d take them throughout
the day, Relf points out.

“It’s an issue of low health literacy,” he says.
“We give them written or even verbal information,

but at the end of the provider-patient interaction,
the typical thing is ‘Do you have any questions,
and the person says, ‘No.’ Because they don’t even
know where to start.’”

A better strategy is to limit each patient visit to
no more than three important pieces of informa-
tion and then ask the patient specifically about
each of those three, Relf says.

A provider could say, “Tell me how you’re
going to take your Trizivir today? Tell me what a
low-fat diet means to you? Tell me how you will
follow-up at the radiology center to get a chest X-
ray?” he suggests.

“By making simple, open-ended questions,
you’re giving clients a chance to clarify what they
understand and don’t understand,” Relf says.
• Provide adherence education and assistance.

Relf is involved in a five-year project that is
examining outcomes for a health literacy inter-
vention designed for HIV-infected patients at
greatest risk for failing to adhere to their treat-
ment. (See story on health literacy intervention,
p. 45.)

Through the pilot project, investigators learned
which HIV patients are most likely to have prob-
lems with adherence and which obstacles most
influenced their ability to receive health care 
services.

“Many patients talked about personal issues in
their lives, including addiction, mental health,
stigma, and being victims of violence,” Relf adds.
“If you try to get them to a primary care provider
at least once a quarter and they’ve got other
obstacles in their lives, then it’s very difficult for
them to engage in health care.”

So investigators are conducting a clinical trial to
test two different models of care for new clients
who have a high probability of not becoming reg-
ular users of health care services, he says.

“These are individuals who will not show up
for appointments, who will drop out, and then
later resurface,” Relf notes.

These individuals will be referred to a reten-
tion care coordinator who will work with them
for six months or 12 months to help them learn
the skills they’ll need to manage their own pri-
mary care treatment, he explains.

The individuals also will receive health literacy
education that teaches them basic skills necessary
for accessing health care.
• Develop rapport and use motivational inter-

viewing techniques.
The AIDS clinic in San Francisco’s Tenderloin

district has been encouraging clinical staff to use
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a technique called motivational interviewing,
Hicks says.

This technique takes providers away from the
standard method of telling patients what to do
and, instead, engages them at their own level of
understanding and motivation, she states.

“Let the patient have an equal partnership in
the plan,” Hicks says.

The health care provider uses reflective listen-
ing when speaking with the patient. For example,
a patient might say that her husband tells her to
take her medications because if she doesn’t then
she’ll die and what will happen to the children.

“So you say, ‘I hear that you’re getting direc-
tion from other people, what are your thoughts
on this?’” she says.

The goal is to get the patient to take responsi-
bility for taking her medication rather than
assigning that responsibility to the provider or a
family member.

In another potential motivational interviewing
scenario, the following could occur:

“Alison says to the provider, ‘I don’t want to
take the medications,’ and the provider says,
‘Well, what would have to happen for you to be
willing to think about being on medication?’”
Hicks continues.

“The patient says, ‘I have to believe I’d get bet-
ter on medicine.’ This is where the provider would
reflect this statement back to her, saying, ‘So you
are worried that the medication will make you
sicker?’” she says. “The patient says, ‘You’re damn
right!’”

Then the provider might say, “So you’re afraid
medication will make you sicker or kill you, and
I’m saying you need them, so that’s a big gap.”

When the patient agrees with that assess-
ment, the provider then can ask what it would
take to convince the patient to begin the medi-
cations. She might reply that she’d have to meet
someone who took the medicine and got better,
because she already knows people who took 
the medicine and went on to die anyway, Hicks
explains.

This is where a clinic’s peer educators could
come in to speak with the woman and reassure
her that they have been taking antiretroviral
drugs and are healthier as a result, she notes.

Once the patient receives this firsthand reas-
surance, she is more likely to follow her medica-
tion regimen.

“She and the provider had gotten to a real
impasse before that, and this method helped her
explore what was in the way,” Hicks adds.  ■

Study looks at care model
to improve drug adherence
Retention care counselor is major feature

Researchers at Georgetown University in
Washington, DC, have developed an exten-

sive intervention aimed at improving HIV medi-
cal adherence among people most at risk of not
taking their drugs or not showing up for medical
appointments.

While the research still is under way, a pilot
study upon which the intervention is based had
positive outcomes, including fewer primary care
visits, fewer nonlife-threatening emergency
department (ED) visits, and fewer unplanned
hospitalizations, says Michael Relf, PhD, RN,
ACRN, chair of the department of professional
nursing at Georgetown University’s School of
Nursing and Health Studies.

The pilot intervention lasted 18 months, and
the larger study will divide patients between six-
month and a 12-month interventions, using the
same strategy and education as the pilot project.

In the first phase of the study, investigators
retrospectively studied a six-month window of
new patients to the clinic and identified a profile
of those who were regular users, those who were
sporadic users, and those who were nonusers,
including people who were no-shows to appoint-
ments, Relf explains.

“A nonengager is a person who voluntarily
comes to the clinic to enroll in care and completes
the intake appointment with social services, com-
pletes the phlebotomy appointment, and partici-
pates in an intake history and physical and then
never comes back,” he says.

Providers, staff, and nurses were asked which
factors they believed influenced retention of care,
and when people didn’t show up for appoint-
ments, they were called to ask what had influ-
enced them to drop out of care.

Through this study, investigators identified
three main factors that influence care and reten-
tion with the university’s clinic:
1. African-Americans are four times more likely

to be nonregular users of care.
2. Individuals with a history of drug use who

either continue to practice substance abuse 
or who haven’t been sober for long are more
likely to be nonregular users of care.

3. People who are unemployed are 1.8 times
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more likely to be nonregular users of care.
“Using these three simple questions of race

ethnicity, employment status, and years clean
from substance use, we have a statistical formula
to determine the probability of retention,” Relf
says. “In statistical terms, the model we’ve come
up with is highly sensitive and highly specific.”

Anyone entering the clinic who has a 75% prob-
ability of nonregular use of care is referred to the
study, he adds.

Once referred, patients are assigned to a reten-
tion care coordinator who explains the study to
them and discusses the services that will be avail-
able, and if the person agrees to participate he or
she is assigned to the retention care coordinator
for six or 12 months.

Investigators plan to enroll 256 clients total,
evenly divided between the six-month and 12-
month arms.

“Then we’ll follow up all 246 for 18 months
after enrollment to look at retention, care, rates of
hospitalizations, CD4 cell counts, and adherence
to antiretroviral therapy,” Relf says.

Teaching needed skills

During the intervention, the retention care
coordinator will teach the patient health care
skills, including helping them ask questions of
their providers, he states.

“The retention care coordinators will chaper-
one them to the clinic,” Relf explains. “If the
provider tells a patient that his lipid panel shows
this, then the retention care coordinator will say,
‘I’m not sure I understand what a lipid panel is.
Can you explain it to both of us?’”

This shows the patient that it’s OK to ask ques-
tions. Retention care coordinators also will meet
with providers when necessary to help them
improve the feedback they give to patients.

The program also will provide other services,
such as giving patients assistance with child care
or transportation when these are a problem at the
time of a clinic appointment, he says.

“The retention care coordinator will call
patients three days before to remind them of 
the appointment and to ask if they need any
assistance with transportation or child care,”
Relf adds.

“One of the major challenges in many regions
across the country is that money that used to exist
to help people get back and forth to appointments
no longer exists,” he continues. 

“So in this grant, we built in a small pot of

money for barrier elimination, and the two biggest
barriers for our clients are transportation and prob-
lems with child care,” Relf explains

If clients are at high risk or don’t have access to
a telephone, the clinic will send them a postcard
reminder or someone will visit their home to
remind them of the appointment.

“Our goal is to not wait one or two weeks,” he
says. “If you miss an appointment on Wednesday
afternoon, we will start trying to contact you and
all of the list of contacts you provide us to get you
back into care on Thursday if need be.”

Four program modules

Participants in the study intervention also will
receive four modules in a health literacy program:
1. Scheduling and cancelling an appointment.

“So many folks who are coming to our clinic
have never had access to regular preventative
primary care,” Relf says.

For instance, their typical way to handle their
health care is to go to the ED if they wake up
with a sore throat or just ignore the symptoms, 
he adds.

This module teaches them an alternative strat-
egy of calling up an on-call nurse and scheduling
an appointment to be seen at the clinic.

They also are taught to reschedule appoint-
ments when something comes up and they can’t
make it.

And since some individuals will decide to
skip their appointment if they are feeling well,
they are taught that the goal is to prevent illness
and complications, so they should make their
appointment regardless of how they feel, Relf
says.
2. Taking your medications.

“Many of our clients have ADAP [AIDS Drug
Assistance Program] and Medicaid, but don’t
know what ADAP means and what Medicaid
entitles them to receive,” he explains.

This module discusses their health coverage
under ADAP and Medicaid and also focuses on
how they can remain successful in taking their
medications.

“Many times, I’ve had patients say, ‘I just
took my last pill and I need a refill,’ and here
it’s 4 p.m. and the probability of successfully
getting them a refill on their prescription is
challenging,” Relf notes. “So we want to teach
patients that when you open the pill bottle and
have a four- or five-day supply left, then it’s
time to call for a refill.”
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The idea is to teach them to use their time
wisely and, therefore, reduce the stress in their
lives, he adds.

This module also covers the basics of whom
they need to call to get their refill and what they
should do if their pharmacy says they don’t have
any refills remaining in their prescription.
3. Calling for after-hours answers.

This module offers suggestions for how to 
handle medication side effects and other health
issues.

Often these patients will just go to the ED
when they’re not feeling well even though their
symptoms are an expected reaction to the medi-
cation, Relf says.

This module explains how patients can call an
on-call provider and how to clarify their health
complaint so the provider might help them decide
whether it is an expected problem or something
that requires immediate attention.

Also, since many patients use complementary
therapies, such as family and cultural folk reme-
dies, the session encourages them to discuss these
with their provider, he says.

“There’s no reason to be ashamed if the folk
remedy is one that’s successful for the patient,”
Relf adds.
4. Talking to your provider.

This last module is an empowerment module
designed to teach patients the skills they need to
ask their providers questions and to speak up
when they don’t understand something the
provider told them, he says.

“Many of us have been brought up to believe
that you go to the appointment and the provider
does all the diagnosing and question asking, and
the patient answers,” Relf says. 

Through this session patients learn they can
listen to their providers suggestions and then ask
questions or make their own suggestions.

“The provider will say, ‘This is what we’re going
to do’ or ‘This is what I recommend that we do,’”
Relf says. “That’s when the patient says, ‘What
about this?’ Or, ‘I’ve heard this is an option.’”

It empowers patients to give them the skills
they need to ask questions or to say, “I’m not
ready to start medications” or “It’s too hard for
me to exercise three days a week,” he explains.

The four modules will be delivered during the
first three months of care in individual sessions
with the retention-care coordinators, Relf says.

“With the modules we’re helping clients
develop new skills to advocate and manage
their own health care for the future,” he says.  ■
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CE/CME questions

13. Which of the following statement is true about
the AIDSVAX vaccine candidate’s phase III clin-
ical trial results?
A. AIDSVAX had no impact on vaccine efficacy

to prevent infection and on disease progres-
sion in subjects who became infected.

B. AIDSVAX did not prevent infection of HIV,
but it did slow disease progression among
those who subsequently became infected.

C. AIDSVAX was found to have no efficacy
among white trial participants, but African-
Americans in the U.S. trials did have a signif-
icantly reduced rate of HIV infection.

D. none of the above

14. Which of the following is not a good strategy for
promoting a patient’s medication adherence?
A. Providers might use motivational listening to

hear what a patient’s obstacles are.
B. Providers might keep the instructions simple,

perhaps limiting them to three items per visit.
C. Providers might provide adherence educa-

tion and assistance.
D. All of the above are good strategies.

15. In developing a potential HIV vaccine, why
might investigators desire to use multiple 
vectors?
A. to transfer HIV-1 gag in a variety of cells
B. to elicit cellular immune response and possibly

to overcome the problem of eliciting broadly
reactive neutralizing antibodies

C. to better suppress plasma HIV-1 RNA
D. none of the above

16. According to Greg Millett, MPH, from the CDC,
the term "down low" males generally applies to:
A. any male who has sex with both men and

with women
B. bisexual black males who do not reveal their

same-sex behavior to their female partners
C. Hispanic males who have sex with black men
D. all of the above

CE/CME directions
To complete the post-test for AIDS Alert, study the
questions and determine the appropriate answers.
After you have completed the exam, check the
answers on p. 48. If any of your answers are incor-
rect re-read the article to verify the correct answer.
At the end of each six-month semester you will
receive an evaluation form to complete and return
to receive your credits.
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CE objectives

After reading this issue of AIDS Alert, CE
participants should be able to:

• identify the particular clinical, legal, or
scientific issues related to AIDS patient care;

• describe how those issues affect nurses,
physicians, hospitals, clinics, or the health
care industry in general;

• cite practical solutions to the problems
associated with those issues, based on over-
all expert guidelines from the Centers for
Disease Control and Prevention or other
authorities and/or based on independent
recommendations from specific clinicians at
individual institutions.  ■
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CE/CME answers

Here are the correct answers to this month’s
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13. A 14. D 15. B 16. B
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