
Critics denounce Bush’s
proposed budget for HIV
prevention and care
For second year, Bush proposes flat funding

By late winter, about 700 HIV/AIDS patients
were placed on waiting lists to receive anti-
retroviral drugs in the Southeast, and the

problem is expected to grow worse through the
next year as HIV funding falls short of need.

President George W. Bush’s proposed FY 2003
budget provides no additional funding for the
Ryan White Care Act, HIV prevention, or global
HIV/AIDS initiatives. National Institutes of Health
(NIH) research funding received an additional $300
million in the proposal. (See FY 2003 HIV/AIDS
portfolio, p. 43.)

If the nation’s goal is to treat everyone with HIV
who needs treatment and to cut new HIV infections
by half within the next three years, then this budget
clearly won’t get the job done, critics say.

In fact, the proposed budget could be devastat-
ing for many HIV-infected people who do not
qualify for Medicaid and have no private insur-
ance to cover their antiretroviral medications.
Typically, they are helped by the AIDS Drug
Assistance Program (ADAP), which now needs
$162 million to cover shortfalls for FY 2002 and 
FY 2003, says Bill Arnold, chairman of the ADAP
Working Group in Washington, DC.

“For the last two years, ADAPs have picked up
close to 600 new clients each month on average,”
Arnold says. “Now there are official waiting lists
for enrollment in six or seven states, and some
states have unofficial waiting lists.”
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Cash-strapped states are struggling with their
own dire financial problems and cannot be
expected to pick up the federal government’s
slack when it comes to ADAP funding, says
Laura Hanen, director of government relations
for The National Alliance of State and Territorial
AIDS Directors in Washington, DC.

“We are clearly concerned because for the past
couple of years, the money that ADAPs have
received from the federal government has been
less than the need that’s out there,” Hanen says.

ADAPs provide chief safety net in Southeast

States that appear to be having the most diffi-
culty with ADAP funding are in the Southeast and
include Georgia, Alabama, and North Carolina,
Hanen says.

New York, California, and many states in the
Northeast have liberal Medicaid programs, which
helps ease the burden on ADAP. But many south-
ern states place so many restrictions on who is
eligible for antiretrovirals through Medicaid that
ADAPs are the chief safety net, Arnold explains.

Prevention funding also is a major disappoint-
ment because it flies counter to the Centers for

Disease Control and Prevention’s focus last sum-
mer on improving HIV prevention efforts, says
Tanya Ehrmann, director of public policy for
AIDS Action in Washington, DC.

“The president’s proposed budget certainly is 
a disappointment, and it gives us an uphill battle
to try and obtain some increases in programs that
desperately need more money,” Ehrmann says.

More people are learning their HIV status as a
result of a national push to increase HIV testing,
but now these newly infected people will walk
into a care system that’s grossly underfunded,
Ehrmann says.

Flat funding makes no sense when several
trends are taken into account, Ehrmann explains.
“We have medical inflation of 11%, increasing
numbers of people identified as HIV-positive,
and since 1996 people with HIV are living longer
lives,” she says. “So there are all those factors that
lead to additional needs of the HIV care system.”

AIDS activists also are concerned about HIV
funding at the state level, particularly as states
react to reduced tax revenues and balanced bud-
get statutes by cutting many programs.

In Florida, activists were able to convince the
state legislature to abandon proposed budget cuts
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to ADAP and the Patient AIDS Care waiver
(PAC).

“PAC’s $23 million program was scheduled to
be completely eliminated, and through budget
meetings we were able to prevent that,” says
Gene Copello, PhD, MSW, executive director of
Florida AIDS Action in Tampa.

PAC is a Medicaid program that provides care
for the state’s most ill AIDS patients. It was
designed to reduce nursing home and hospital
admissions through increased home health care,
Copello says.

The legislature and state ended up cutting
some of the program’s services, which will have
an impact on people with AIDS, but the program
will continue, Copello says.

“We also have another program called the
AIDS Insurance Continuation Program [AICP],”
Copello says. The AICP provides money to con-
tinue insurance for people who used to receive
private insurance coverage but who lost their
coverage when they lost their jobs.

“We requested $750,000 new dollars for AICP,
and fortunately Gov. Jeb Bush does have that in
his budget,” Copello says. “So we’re working
with the legislature to make sure that happens.”

However, each year is a new and difficult bat-
tle to maintain and improve HIV funding, and
now Florida AIDS groups are asking the legisla-
ture to put an additional $5 million in ADAP
funding. The state will need another $5 million
from the federal government, or else a drug wait-
ing list will be inevitable, Copello says.

OIs cost more than antiretrovirals

The cost of antiretroviral drugs paid through
ADAP continues to rise. ADAP now pays an
average of $893 per month per covered person,
Arnold says.

“ADAPs probably have the most advantageous
pricing available, or very close to it,” Arnold says.
“In addition to various mandatory discounts,
almost all suppliers have a voluntary rebate that
goes back to ADAPs, and it can be recirculated for
more medications.

“Some combinations are more expensive than
others, and some people are on salvage therapy,
where they have four or five expensive drugs,”
Arnold says.

While the antiretroviral cost continues to be the
biggest expense of the program, there is consider-
able cost to society when HIV patients develop
opportunistic infections. For example, the average

treatment cost of cytomegalovirus retinitis is
$65,734, which is more than six times the cost of
ADAP’s average antiretroviral therapy. (See
opportunistic infection cost chart, above.)

Treating HIV patients with antiretrovirals is
extremely cost-effective for society, although peo-
ple rarely think anything about the money that’s
spent on opportunistic infections when AIDS
patients become sick, Arnold says.

In the last few years, state ADAPs have found
a variety of ways to become more cost-effective.
For example, some states have insurance contin-
uation programs in which ADAP money is used
to pay for COBRA insurance premiums that
keep some HIV patients covered through pri-
vate insurers.

In Indiana, there is a high-risk insurance pool
that receives state funding partially from a tax on
every health insurance premium. This pool will
cover all high-cost residents who are in need of
health care by providing them insurance that will
pay for their medical care and drugs, Arnold says.
ADAPs will pay the insurance premium for HIV-
positive people who are in the insurance pool.

“We spend about $15 million a year just on
insurance continuation,” Arnold says. “Next
year the cost will run up to $25 million a year.”

AIDS advocates hold out hope that during an
election year, Congress will improve the presi-
dent’s proposed budget, as it has in the past.
(See chart on FY 2002 and 2003 HIV/AIDS bud-
gets, p. 45.)

44 AIDS ALERT ® / April 2002

Average Annual Treatment
Costs for Opportunistic

Infections
Cytomegalovirus retinitis $65,734
Non-Hodgkin’s lymphoma $22,181
Tuberculosis $17,938
Leukoencephalitis $17,578
Toxoplasmosis $16,116
Cryptococcal meningitis $16,557
Mycobacterium avium complex $11,052
Cryptosporidiosis $10,721
Pneumocystis carinii pneumonia $8,842
Kaposi’s sarcoma $3,794
Candida esophagitis $3,246
Genital herpes episode $2,560

Source: ADAP Working Group, 1775 T St. NW, Washington,
DC 20009. Telephone: (202) 588-1775.



Still, even during the Clinton years of budget
surpluses, the final budget typically fell short of
what most AIDS groups said was needed.

“I think that the fact we’re back to deficit spend-
ing makes the conversation that much harder,”
Ehrmann says.

“There’s a small pool of money left after
defense funding and new homeland security, so 
I think it’s going to be a tough fight,” Ehrmann
adds.

“We lose more people each year from AIDS
than we lost from the World Trade Center and
Pentagon terrorist attacks,” Ehrmann says.
“That’s not to say that wasn’t an absolutely hor-
rific event, but it is only to point out that other
tragedies occur every day in this country, and we
need to fight AIDS with as much vigor as we
fight terrorism.”  �

Researchers find easy 
way to predict outcomes
Clinicians can get answers within a week

Investigators at the National Institutes of Health
(NIH) in Bethesda, MD, and the National

Cancer Institute have found in a recent study that
by looking at early viral decline, a clinician can
predict a 12-week outcome among patients start-
ing an antiretroviral regimen.1

The key is to buck conventional wisdom and
look at viral load results within a week of treat-
ment.

“If people are suppressed in that first week,
then it is maintained,” says Michael A. Polis,
MD, MPH, a senior investigator with the
National Institute of Allergy and Infectious
Disease, a part of the NIH.

Three different cohorts of treatment-naive
patients were observed after initiation of antire-
troviral therapy. Researchers checked their viral
loads at baseline and at day six of therapy to mea-
sure the rate of viral decline, Polis says.

“We found it was highly predictive of the 12-
week outcome,” Polis says. “If you didn’t decrease
the viral load about a log in that first week, then it
was highly suggestive that persons would not do
well long-term.”

The research resulted from investigators’ inter-
est in viral kinetics, the rate of drop in the viral
load.

“What one sees when looking closely is that in
the first couple of weeks on therapy, there is the
most dramatic drop in HIV in the bloodstream of
many individuals,” Polis explains. “It’s a two-
phase decline with a very rapid drop initially,
and then further declines in viral load are much
more gradual after the first few weeks or so.”

The study examined whether that first rate of
decline was predictive of long-term outcomes.
They found that if a patient’s viral load dropped
50-fold at day six, the patient almost always
responded well to the drug therapy long-term.
However, patients who had only a five-fold
decrease at day six almost always had a poor
response, with their viral load rebounding three
months later. By using this single measurement
at day six, investigators were able to predict ther-
apy outcome more than 95% of the time.

“It gives us a rough measure of a couple of
different parameters,” Polis says. “One is how
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ADAP Budget Projections
Fiscal Year 2002
Projected ADAP budget need 
for FY 2002: $1,050,767,246
Base budget (from FY 2001): $885,945,624
Projected increase in need 
for FY 2002: $164,821,622
Expected state share increase 
(20% of need): $32,964,324**
Federal increase approved 
for FY 2002: $50,000,000
Current projected FY 2002 
shortfall: ($81,857,298)

Fiscal Year 2003
Projected ADAP budget need 
for FY 2003: $1,171,094,860
Projected base budget 
for FY 2003: $968,909,948
Current projected ADAP shortfall 
for FY 2003: ($202,184,912)

* Source: Connors, Medicaid Working Group
(data from Community Medical Alliance, Santa
Barbara, CA, 1993). The inflation-adjusted annual
cost of treating advanced AIDS, based on this
data, would be $53,056.
** The model assumes a 20% state match of the
annual increase in need ($32,964,324 in FY 2002
and $40,436,982 in FY 2003). The actual amounts
may vary, dependent upon state legislative ADAP
budget actions during calendar 2002 and 2003.

Source: ADAP Working Group, 1775 T St. NW, Washington,
DC 20009. Telephone: (202) 588-1775.



efficacious the drug regimen would be against
the viral strains that exist in any individual, and
secondly, it shows how well a person can toler-
ate therapy.”

Using the six-day viral load test as an indicator
of treatment success is advantageous because it’s
a simple way to get results much earlier than
would be seen with genotyping or phenotyping,
Polis says.

The findings suggest that people who don’t do
well and don’t have a good viral load drop in the
first week could have been affected by any of sev-
eral factors, the most important being that the
virus already is resistant to the drugs in the regi-
men, Polis says.

“But also, one of the major things that are a big
problem currently is the ability to adhere to ther-
apy because of the side effects associated with the
drugs,” he says.

Early viral-load testing might indicate that the
patient’s reports of diligently adhering to the
medication are inaccurate.

“This gives us an empirical conclusion so that
one can say, ‘I don’t know how it happened, but
in the first week, you don’t have a good response
to your therapy, and we need to do something
about it,’” Polis says.

Either the clinician will need to make certain
the patient takes the drugs appropriately and can
tolerate them, or the clinician will need to find
another therapy.

Data mined from two cohorts in the study
involved pediatric patients seen in 1995. They
received monotherapy of either indinavir or
ritonavir. The third cohort was an adult popula-
tion of treatment-naive patients who received a
four-drug therapy of indinavir, nevirapine, AZT,
and 3TC, Polis says.

“It clearly would be useful to see if these find-
ings would generalize to other regimens as well,
but it was consistent across the cohorts, and one
suspects it would be the case,” Polis says.

Clinicians who observe poor results in their
patients after six days of antiretroviral therapy
have a variety of treatment options, Polis suggests.

“There are 17 drugs currently approved for
HIV infection,” he says. “We don’t know how
long the drugs can remain efficacious, but people
are living 20 years or longer with HIV infection,
which was unheard of before the combination
therapies and the more potent agents.”

Currently, the biggest challenge is to find
patients a regimen that is tolerable and to which
they can more easily adhere, Polis says.

“The disease is manageable, and there is no
outer limit of life spans for persons with HIV
infection under the current therapies, but there’s
a fair amount of work that needs to be done to
make therapies more tolerant for people,” Polis
adds.

Reference

1. Polis MA. Reduction in plasma HIV-1 RNA by one
week following initiation of antiretroviral treatment corre-
lates with longer-term efficacy. Lancet 2001; 358:760-1765.  �

HIV dementia persists, but
now it’s a chronic disease
Researchers find similarities to Alzheimer’s disease

Highly active antiretroviral therapy (HAART)
has not eliminated HIV dementia, but it has

changed the problem from one that strikes with
severity and quickly leads to death to a process of
slow, chronic cognitive decline, according to new
research.

“What’s been observed is there appears to be
less of the old AIDS dementia, at least among
patients with access to the newer antiretroviral
therapies,” says Dawn McGuire, MD, medical
director of the Western NeuroAIDS Program at
the HIV Institute for Treatment and Research in
San Francisco.

“But there appears to be as much or possibly
an increased frequency of the more insidious cog-
nitive dysfunction, and that’s very troubling,”
says McGuire, who is a co-author on a new study
that details how AIDS dementia has evolved into
a more protracted disorder.

The study found that HIV-1 associated demen-
tia now represents more subtle neurotoxicity than
it did prior to HAART.1

A decade ago, researchers at the University of
California - San Francisco discovered a soluble
factor produced from HIV-infected monocyte/
macrophages, which meant these blood cells
would become activated and enter and exit the
brain, causing brain damage.

“It wasn’t the virus itself that caused brain
damage, and that changed everybody’s thinking,
because we thought it was the virus,” says Lynn
Pulliam, PhD, MS, professor of medicine and 
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laboratory medicine at UCSF and chief of microbi-
ology and director of research at the VA Medical
Center in San Francisco. Pulliam is senior author
on the recent study.

Prior to HAART, the inflammatory cells caused
immediate cell death. Now that HIV patients rou-
tinely are treated with antiretroviral drugs, the
cells still may become activated, but instead of
causing immediate cell death they cause apopto-
sis, which can be reversed, Pulliam says.

“In 1997, it turned out the inflammatory prod-
ucts from monocyte/macrophages were not quite
as toxic as they were in 1991,” she adds.

Pulliam and colleagues have continued to fol-
low HIV-infected patients on HAART and found
that the soluble factors no longer caused cell
death at all and do not appear to be toxic.

“So I looked at more subtle changes in neural
cells, things that were not as overt in a micro-
scope, such as proteases that may be triggered 
in a subtle way to go toward apoptosis and cell
death,” Pulliam says. “It turns out they do trigger
proteases and alter neuronal function.”

This meant that the toxicity still exists, although
it’s far more subtle than it was even five years
ago. “Ten years ago, AIDS patients with AIDS
dementia died within six months; five years ago,
they lived a little longer,” Pulliam says. “Now I
believe they will live even longer, but there will be
problems.”

Another offshoot of the research has been the
discovery that there are some similarities between
the latest form of AIDS-associated dementia and
Alzheimer’s disease. This includes the elevation
of a monocyte/macrophage subset, CD69, in both
dementias.

“Clinically they are very different, and if you
look at the brain under a microscope they are
very different,” McGuire says. “But they share a
common inflammatory pathway, which is very
complex.”

This suggests that some of the treatments now
being used and studied for use with Alzheimer’s
disease patients might also benefit patients who

have AIDS dementia.
“These pathways, so far as they are under-

stood, appear to be affected by anti-inflammatory
drugs and antioxidants,” McGuire says.

Also, investigators are beginning to look at both
Alzheimer’s disease and AIDS populations to see
if AIDS accelerates the dementing process among
older patients who may also have Alzheimer’s dis-
ease, Pulliam says.

From a clinician’s perspective, the findings
suggest that HIV-infected patients should be
observed and screened for cognitive problems,
including the usual symptoms and signs: diffi-
culties with new learning, difficulties retaining
information, problems with concentration, clum-
siness in walking or dexterity, difficulties with
word finding, concentration and memory com-
plaints, and hesitation in speech, McGuire says.

“These are classic symptoms of HIV chronic
impairment, of subcortical dementia, although
memory problems are slightly different on testing
than those associated with Alzheimer’s disease,”
McGuire explains. “Alzheimer’s patients can’t
form new memories, and with HIV dementia
they can form new memories but can’t access
them very easily.”

Mistaking dementia for depression

Some HIV physicians may be missing signs of
cognitive impairment because they assume that 
if their patients are depressed, the cognitive prob-
lems are due to the depression. Also, clinicians
expect that if a patient has AIDS dementia, then 
it will occur when the patient has a low CD4 cell
count and high viral load, and this is no longer
the case, McGuire says.

“I think with close testing they would find that
a majority of these patients who’ve had HIV for 
a number of years actually have some dementia,”
McGuire says.

Not all HIV patients will develop dementia,
but those who do develop it typically will have
been infected for six to 10 years, and they might
attribute their symptoms to depression, anxiety,
or aging, McGuire says.

“Take subjective complaints of memory prob-
lems seriously,” she advises. “It’s reasonable 
to try a trial of an antidepressant if there are
other clinical signs of depression, but do not
hesitate to have the patient undergo psychomet-
ric testing.”

At present, the best treatment appears to be 
to keep the patient as healthy as possible under
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‘Ten years ago, AIDS patients with
AIDS dementia died within six months;
five years ago, they lived a little longer.
Now I believe they will live even longer,

but there will be problems.’



HAART, because there are no fully studied treat-
ments for AIDS dementia, McGuire says.

Last year, Pulliam published her finding that 
a synthetic antioxidant, CPI-1189, reversed all
toxic soluble factors produced from monocyte/
macrophages from AIDS dementia patients.
Clinical trials in AIDS dementia patients were
just completed, and there was a positive effect.

“I am conducting a study with a potent antiox-
idant that is a product derived from olive oil and
potentially can be produced for pennies a day,”
McGuire says. “At the end of this small study I’m
doing, I hope to have some lab evidence that it is
reducing free radical damage, and if that’s the
case, I’m going to lobby for funds and collabora-
tive investigations to look into this.”

In the laboratory, at least, both antioxidants
and anti-inflammatories appear to be very suc-
cessful in delaying the cognitive damage in brain
cells with AIDS-associated dementia, Pulliam
says.

Reference
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Patients benefit from
using own CD4 T-cells
Stimulating CD28 receptor causes HIV resistance

HIV researchers continue to explore novel
ways to fight the disease and enhance the

benefits of antiretroviral therapy. One new
approach involves transferring activated autolo-
gous CD4 T-cells into HIV-infected patients with
a goal of augmenting natural immunity to HIV
infection.

Reconstituting CD4 helper cell activity, along
with decreasing CCR5 expression, may augment
natural immunity to HIV infection, according to
the study published in Nature Medicine.1

“Around 1994, we were a lab interested in T-cell
activation, and we developed a way to grow T-cells
more efficiently than had been previously pub-
lished,” says Bruce L. Levine, PhD, an investigator
in the Abramson Family Cancer Research Institute
at the University of Pennsylvania, and director of

the Clinical Cell and Vaccine Production Facility at
the University of Pennsylvania Cancer Center in
Philadelphia.

“The director of the program I work for
thought that it could provide a way to reconsti-
tute the immune system in infections or cancer,”
Levine says.

So Levine and other researchers began to study
the benefits of this approach among HIV-infected
patients.

“We got cells from HIV-infected donors at the
U.S. Navy, and I grew them in the lab with and
without antiretroviral drugs in a growth media,”
Levine explains. “So the thinking at the time was
that if you activate HIV-infected CD4 cells, then
you activate the virus, and you wouldn’t be able
to culture those cells for a long time, and that’s
why we had antiretroviral drugs in media.”

However, investigators found that the virus
didn’t grow under either condition. This led to
the discovery that stimulating the CD28 receptor
would turn off the production of CCR5 receptors
within the CD4 cells, and this would lead to HIV
resistance, Levine says.

CD4 T-cells were co-stimulated

After publishing their findings, Levine and co-
investigators set up a clinical trial.

“At first we enrolled three drug-naive people
and used this method of stimulation on their T-
cells,” Levine says. “So they came into a blood
bank and underwent apheresis, a procedure
used to donate platelets for patients undergoing
chemotherapy.”

Using a negative selection method, investiga-
tors took the antibodies against the unwanted
cells and added them to the white cell popula-
tion, and then removed them with magnetic
beads. This left a population that was fairly
enriched for CD4 T-cells, Levine says.

The next step was to stimulate the enriched
cells for two weeks and then harvest and wash
the cells. They were concentrated and infused in
three escalating doses six weeks apart, he says.

“This was a phase I trial designed to test safety
and feasibility, so we were looking for increases
in CD4 counts and for the CD4-to-CD8 ratio,”
Levine says. “The second element was to observe
whether there was a lack of increase in the viral
load.”

Investigators saw no spikes in viral load in any
of the patients, and there was an increase in CD4
count, he notes.
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“In the first three patients, it was so remark-
able that we filed an amendment to include peo-
ple who had been on drug therapy before,”
Levine says. “The second cohort of five patients
went through the study and had the same dose
protocol.”

Altogether they studied eight patients with a
total of 51 infusions. After each patient received
the first three doses, investigators again amended
the protocol to include a second part where the
subjects could receive additional infusions every
eight weeks, Levine says.

“The investigational lab aspects were looking
at immune response of these people before and
after their infusions and were looking at some
measures of their immune system to give us an
indication of whether the cells we infused were
persisting or dividing,” he says. “The most
remarkable of those were that we showed an
increase in IL2 response and a decrease in vivo 
on CD4 T-cells of the CCR5 receptor, which is
the HIV coreceptor.”

The research demonstrates that HIV resistance
is created by infusing the stimulated CD4 T-cells
in HIV patients, Levine says.

Supplement to drug therapy

“The study shows the uniqueness of this
method of stimulation, and it shows that the
cells when they are infused are highly resistant
to HIV,” Levine adds.

Also, there were no upward spikes in viral
load among the treatment-naive subjects. Among
the people receiving highly active antiretroviral
therapy (HAART), when the viral load was unde-
tectable, it remained so, Levine says.

“We looked by more sensitive methods for
changes in the latent HIV viral load, and that
either did not change, or in a couple of patients
it looked like it decreased,” Levine says. “But
it’s hard to separate the effect of the drugs and
the effect of the infusions because this is a small
study.”

Should clinical research lead to a new treat-
ment approach for HIV infection, it will give a
boon to the arsenal of HIV drugs and treatment,
especially these days when there are increasing
reports of drug-resistant virus, Levine notes.

“Drug regimens are difficult to adhere to for
most people, so it appears to us as though drug
therapy has several problems with it,” he adds.
“In addition to that, drugs do not eradicate HIV
from the body, and there’s a latent HIV reservoir,

so we see this new approach as a supplement to
drug therapy.”

It should help patients on HAART by reconsti-
tuting their immune systems and giving them
greater immunity to HIV as well as to oppor-
tunistic pathogens. “And perhaps it will reduce
this latent HIV reservoir and help with the goal
of having patients live healthy with HIV for the
long term,” Levine says.

Investigators are pursuing this method and
now are continuing trials based on the technique,
Levine says.

“This is a gene transfer trial that’s currently
run at Walter Reed Army Medical Center in
Washington, DC, and patients are coming in
there and we’re doing the subprocessing at
Penn,” he says.

A current randomized phase I/II trial involves
using this method of activation and immune recon-
stitution in treating cancer patients, Levine says.

“This method has potential for wide applica-
tion in treating cancer and autoimmune disease
as a supplement, not as stand-alone therapy,” he
says. “We see it not as a substitute for drug ther-
apy, but as a supplement to it.”

The trial is open only to active-duty or retired
military personnel.

“A third trial opening up will be open to the
general population, but as with all trials, there
will be certain inclusion and exclusion criteria,”
Levine says.

The third trial is expected to begin in the sum-
mer, he says.

[Editor’s note: For more information about the clin-
ical trials, go to the following Web sites:

• www.uphs.upenn.edu/abramson/tr/ClinicalTrials.
htm 

• www.uphs.upenn.edu/abramson/
• www.uphs.upenn.edu/abramson/tr/

ClinicalCellProductionFacility.htm
You can also contact Bruce L. Levine, PhD,

Director, Clinical Cell and Vaccine Production Facility,
University of Pennsylvania Cancer Center, Room 553,
BRB 2/3, 421 Curie Blvd., Philadelphia, PA 19104-
6160. Telephone: (215) 573-6788. Fax: (215) 573-8590.
E-mail: LevineBL@mail.med.upenn.edu.]

Reference

1. Levine BL, Bernstein WB, Aronson NE, et al. Adoptive
transfer of co-stimulated CD4+ T cells induces expansion of
peripheral T cells and decreased CCR5 expression in HIV
infection. Nature Med 2002; 8:47-53.  �

April 2002 / AIDS ALERT ® 49



FDA commemorates 20th
anniversary of HIV/AIDS
Articles published in magazine and on-line

By Richard Klein
Director, HIV/AIDS Program
Office of Special Health Issues
Food and Drug Administration
Washington, DC

The year 2001 marked the 20th year that the
world has been engaged in the war against

AIDS. While many tragic and serious events
have understandably overshadowed HIV and
AIDS over the past months, the epidemic is no
less a part of our lives, no less serious, and no
less tragic than it has always been.

When the smoke and dust of the tragic events
of Sept. 11 and the war on terrorism start to settle,
AIDS will still be here, silently infecting over
40,000 new people a year in the United States,
and millions worldwide.

This year’s theme for World AIDS Day —
Youth and AIDS in the 21st Century — reflects
the growing percentage of young people being
infected. People under the age of 25 now repre-
sent half of all new HIV infections.

The knowledge and values we pass on to our
youth will impact the decisions they make and
the kinds of behaviors they choose. Each of us
carries within us the power to make a difference.

[Editor’s note: The U.S. Food and Drug Admini-
stration (FDA) has published the articles cited below 
in commemoration of the twentieth anniversary of the
HIV epidemic. They appear in the November-December
2001 issue of the FDA Consumer, the magazine of the
U.S. Food and Drug Administration, and on-line at
the links provided below.

• “Living with AIDS - 20 Years Later,” by Ann
Christiansen Bullers: www.fda.gov/fdac/features/2001/
601_aids.html

• The Last Word: “Living With the Enemy: Never
Letting Our Guard Down,” by Jeffrey S. Murray, MD,
MPH: www.fda/gov/fdac/departs/2001/601_word.html

• “Home Diagnostic Test: The Ultimate House
Call?” by Carol Lewis: www.fda.gov/fdac/features/
2001/601_home.html]  �

FDA Notifications
FDA seeks candidates 
for medical officer positions 
in Washington, DC area

The Divisions of Antiviral Drug Products
(DAVDP), Special Pathogen and Immunologic

Drug Products (DSPIDP), and Anti-Infective
Drug Products (DAIDP) are seeking medical offi-
cers. Position offers the opportunity to provide
scientific and regulatory guidance to sponsors at
all phases of drug development from clinical trial
design to evaluation of clinical trial data submit-
ted for product approval. Range of products for
each division is as follows: DAVDP — includes
all antiviral drug products for AIDS, hepatitis,
herpesviruses, influenza, smallpox, and other
viral diseases (physicians with clinical or research
experience in hepatology are encouraged to
apply). DSPIDP — includes fluoroquinolones,
antiparasitics, antifungals, antimycobacterials,
agents for peptic ulcer disease, opportunistic
infections, transplant, and chronic fatigue syn-
drome. DAIDP — includes oxazolidinones, gly-
copeptides, streptogramins, drug products for
sepsis, drug products for Lyme disease, macro-
lides, cephalosporins, monobactams, penems,
penicillins, aminoglycosides, topical and otic
antimicrobials. A multidisciplinary team approach
facilitates interaction with a wide range of scien-
tific disciplines. The position of Medical Officer
involves working with the pharmaceutical indus-
try, individual investigators, other government
agencies and academia. The position also offers
opportunities to work on a variety of initiatives
including antimicrobial resistance and bioterror-
ism. Training is offered and encouraged.

QUALIFICATIONS: Applicants must have 
a Doctor of Medicine or Doctor of Osteopathy
degree from an accredited medical school.
Graduates of foreign medical schools must be
certified by the Education Commission for
Foreign Medical Graduates. Candidates for Civil
Service or U.S. Commissioned Corps must be
U.S. citizens. Permanent U.S. residents may
apply for staff fellowship appointments. 

SALARY: Civil Service Salary GS-14, $81,905
to $102,965, plus a physician comparability
allowance up to $24,000 (depending on years of
experience) and an excellent benefits package.
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This is a term appointment (2 years), with the
possibility of conversion to a permanent
appointment.

HOW TO APPLY: Submit curriculum vitae
with cover letter indicating that you are applying
under source code 102012 to: 

Food and Drug Administration
Center for Drug Evaluation and Research
ATTN: Recruitment Team
7520 Standish Place, MPN1, Room 229, HFD-10
Rockville, MD 20855

Changes approved for Sustiva

The FDA approved on Feb. 1 a new formula-
tion of Sustiva (efavirenz), a non-nucleoside

reverse transcriptase inhibitor, for the treatment
of HIV infection. Sustiva will now be available as
a 600 mg tablet to be taken once daily in combi-
nation with a protease inhibitor and/or nucleo-
side analogue reverse transcriptase inhibitors.

Sustiva will continue to be available in the 50
mg, 100 mg, and 200 mg capsules in addition to
the new 600 mg tablet.

In addition, the Sustiva label was revised to
include new statements in the “dosage and
administration” section. The revised statements
are shown in italics below.

“Adults: The recommended dosage of SUS-
TIVA is 600 mg orally, once daily, in combination
with a protease inhibitor and/or nucleoside 
analogue reverse transcriptase inhibitors (NRTIs).
It is recommended that SUSTIVA be taken on an
empty stomach, preferably at bedtime. The increased
efavirenz concentrations observed following admi-
nistration of SUSTIVA with food may lead to an
increase in frequency of adverse events. Dosing at
bedtime may improve the tolerability of nervous sys-
tem symptoms.”

In addition, the “Clinical Pharmacology” and
“Precautions” sections have been updated to
include drug interaction information on Sustiva
with the following medications: St. John’s wort,
lorazepam, methadone, cetirizine, and rifabutin.
The “Adverse Reaction” section was also revised
to update the incidences of adverse events and
laboratory abnormalities seen in clinical trials.

The revised label is in PDF format at this 
web site: www.fda.gov/cder/foi/label/2002/
213601bl.pdf.
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12. Which statement most accurately describes
AIDS dementia, according to the latest studies?
A. AIDS dementia and Alzheimer’s Disease

have similar processes of cognitive decline.
B. Whereas patients with AIDS dementia died

within six months a decade ago, now they
will live longer while receiving antiretroviral
therapy, but there still will be subtle and
chronic evidence of cognitive decline.

C. Patients who progress to AIDS dementia
may expect to quickly lose their ability to
retain short-term memories.

D. AIDS dementia involves neural damage
that can be cured by anti-inflammatory
drugs and antioxidants.

13. New research at the National Institutes of
Health shows that clinicians may predict a
patient’s long-term outcome on antiretroviral
therapy if they take what measures?
A. A genotypic and phenotypic test at day 3

after initiating combination drug therapy
B. Checking the patient’s viral load at day six

after initiating drug therapy to determine
whether the viral load dropped by at least
50-fold

C. Checking the patient’s viral load at day 36
after initiating drug therapy to determine
whether the viral load dropped to unde-
tectable levels

D. None of the above

14. President George W. Bush’s proposed FY
2003 budget for HIV/AIDS programs offers no
additional funding for most care, treatment,
and prevention programs. Critics, including
the ADAP Working Group of Washington, DC,
say there will major problems if the ADAP
program doesn’t receive an additional $162
million in funding. Which of the following is a
potential problem if the ADAP program con-
tinues to be underfunded?
A. Waiting lists for drugs among HIV patients

in several Southeastern states will grow
longer, and more states will be forced to
resort to waiting lists or more restrictive
drug formularies to cover budget shortfalls.

B. The rate of new HIV infection among
Southeastern states likely will rise by 5%
to 10% in the next two years.



Shortage of Cytovene IV 

MedWatch, the FDA Safety Information and
Adverse Event Reporting Program, has

advised health care professionals of a critical
shortage of Cytovene-IV, indicated for the treat-
ment or prevention of cytomegalovirus disease.

This shortage in supply is expected to last
through the second quarter of 2002. Roche
Laboratories is urging physicians to explore alter-
native treatment therapies or management strate-
gies for their patients. This temporary situation
affects only the IV formulation of Cytovene and
not the oral formulation of Cytovene (ganciclovir
capsules). This MedWatch Safety Alert is avail-
able at www.fda.gov/medwatch/SAFETY/2002/
safety02.htm#cytove, including a link to a copy of
the letter from Roche Laboratories.  �
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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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C. Medicaid will be forced into deficit spend-
ing in some states as these programs pick
up the slack of ADAPs.

D. All of the above

15. University of Pennsylvania researchers have
discovered a possible new method for treat-
ing HIV patients. What does this potential
supplement to HIV drug therapy involve?
A. The technique is an IL2 therapy that

boosts patients’ immune systems.
B. Patients are given a dose equal to 20% of

the CD4 cells in their body after activating
the CCR5 coreceptor.

C. CD4 T-cells from healthy, uninfected peo-
ple are engineered to have HIV resistance
and then are transferred into an HIV
patient to help to stimulate that person’s
immune response.

D. The technique involves taking a patient’s
own CD4 T-cells, purifying them, exposing
them to tiny metal beads coated with anti-
bodies for CD28, and growing them in cul-
ture for two weeks before removing the
beads, washing the cells, and infusing the
cells — which now have HIV resistance —
into the patient. The result is an increase
in CD4 cells with no increase in viral load.
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