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[Editor's note: In this issue of AIDS Alert, there are
some articles about new studies presented Feb. 5-8,
2006, at the 13th Conference on Retroviruses and
Opportunistic Infections (CROI), held in Denver, CO.]

Treatment interruption
continues to be controversial
strategy in HIV care
CROI studies show mixed results

Despite national media headlines announcing
the end of treatment interruption as an
antiretroviral strategy, the most recent stud-

ies show mixed results, and so the research proba-
bly will continue.

“The problem with the drug interruption studies
is you can't generalize them because the questions
asked in the trials were very different,” notes Kath-
leen Squires, MD, professor of medicine and direc-
tor of the division of infectious diseases at Jefferson
Medical College in Philadelphia, PA.

For instance, the widely-publicized results from
the SMART study, which involved 5,472 patients in
33 countries, showed that CD4-guided episodic
antiretroviral therapy use is associated with
increased risk of HIV disease progression and
death when compared with continuous antiretrovi-
ral treatment.1
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Likewise, a randomized structured treatment
interruption trial in Abidjan, Cote d'Ivoire, found
that CD4-guided therapy (CGT) with introduc-
tion/interruption thresholds of 250/350 CD4 cell
counts resulted in twice the serious morbidity
rate as continuous therapy, mainly because of
invasive bacterial diseases.2

After a data safety monitoring board (DSMB)
reviewed data in an interim analysis in Octo-
ber, 2005, the DSMB recommended stopping

26 AIDS ALERT ® / March 2006

Study says triple NRTI regimens are not as Effective as
those also containing NNRTI:
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regimens found that patients taking a triple nucleoside
reverse transcriptase inhibitor (NRTI) regimen do not achieve
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transcriptase inhibitor (NNRTI). page 21

Anal cancer incidence rates increased in antiretroviral era:
Investigators compared United States surveillance data for
cancer in the pre-HIV era, HIV era, and antiretroviral
treatment era and found that squamous cell carcinoma of the
anal canal incidence rates increased significantly in the latter
era.                                                                              page 22
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the CGT arm prematurely, and so the arm was
discontinued.2

An HIV Outpatient Study (HOPS) that
addressed early, uninterrupted antiretroviral
treatment suggests that the use of HIV antiretro-
viral therapy without interruptions may reduce
the incidence of the complications of renal insuf-
ficiency, peripheral neuropathy, and lipoatrophy.3

But other studies presented at CROI had differ-
ent conclusions.

An ACTG 5170 study concluded that antiretro-
viral therapy interruption was generally safe
among its cohort of HIV-infected patients, who
had been on antiretroviral therapy for at least six
months and had viral loads fewer than 55,000, as
well as CD4 cell counts over 350, both prior to
starting therapy and at the study entry.4

“To summarize, we found a single treatment
interruption resulted in low progression rates at
two years,” says Daniel J. Skiest, MD, director of
adult HIV services at Baystate Medical Associates
in Springfield, MA.

While patients didn't do well with treatment
interruption on the SMART study, there were sev-
eral studies where patients did fine with treat-
ment interruption, Skiest says.

“It depends on who you choose as subjects and
how you choose to stop therapy,” Skiest says.
“You can't choose people who had AIDS before or
a low CD4 cell nadir.”

In Skiest's study, the patients did best who had
relatively high CD4 cell counts and who had no
AIDS complications, and they have to be watched
carefully, he says.

“There is not a straight black and white
answer because the studies had different conclu-
sions,” Skiest says. “But all of the studies had
different entry criteria and different interruption
strategies.”

The Staccato trial found few resistance muta-
tions during scheduled treatment interruptions.
The patients randomized to be on the scheduled
treatment interruption arm were taken off treat-
ment as long as the CD4 count exceeded 350.5

A pediatric treatment interruption study showed
that a subset of pediatric patients who were treated
with increasing periods off therapy had improved
virologic control despite the periods off therapy.
The 14 children were studied on a repeated super-
vised treatment interruption, with periods of inter-
ruption that began with three days and increased
by two days for each cycle, resulting in a treatment
interruption that eventually exceeded 27 days in
length and included 13 or more interruptions.6

The ACTG 5170 study was begun because
investigators were interested in outcomes of
patients who had started antiretroviral therapy
under the previously more aggressive treatment
guidelines, Skiest says.

“Several years ago, they started therapy when
a patient's CD4 cells were below 500, and now it's
when the CD4 cells are 200 to 350,” Skiest says.
“The question was 'Is it safe to stop therapy in
these patients?'”

Such long-term patients sometimes have
unpleasant side effects from their antiretroviral
treatment, and they have treatment fatigue, Skiest
notes.

Investigators wanted to see what would hap-
pen when therapy was stopped and whether
this would have an impact on the patients' qual-
ity of life.

“We also wanted to see if we could come up
with some predictors that we could measure
before they stop therapy that would predict
how they would do after stopping therapy,”
Skiest says.

The prospective, single-arm, observational
study looked at 167 patients at 31 sites in the
United States. Patients had to be on continuous
antiretroviral therapy for at least six months, and
their viral load had to be under 55,000, he says.

“We purposely chose people who were doing
well and may not need therapy because they had
such good numbers,” Skiest adds.

“So when they entered the study, they stopped
all therapy, and we followed them for 96 weeks,”
Skiest explains. “They could restart at any time if
they wanted to or if their physician wanted us to
start therapy again.”

If a patient's therapy was restarted, investiga-
tors followed the patient's outcomes for 24
weeks, he adds.

At the study's entry, the median CD4 cell count
was 833, and 71 percent of patients had viral
loads of less than 50 copies with a median nadir
in CD4 count of 436, Skiest says.

“The median viral load pre-therapy was 22,611,
and that's not very high,” Skiest says. “That's
reflecting a population of patients who may not
need therapy.”

The CD4 count nadir was predictive of
response to treatment interruption, Skiest says.

“If you had a nadir less than 400 cells than
those patients reached one of the end points
faster and were almost twice as likely to reach
that end point,” Skiest says. “We also found that
the viral load at the time of the study entry, if it
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was over 400, then that predicted a faster time to
reaching the same end point.”

Only 18 percent of the patients enrolled in the
study had viral loads over 400 copies, he notes.

In all, 46 patients restarted therapy, and five
died, although investigators couldn't draw any
conclusions from the deaths, Skiest says.

“Most who died had high CD4 counts when
they died, and four had low viral loads,” he says.
“Three had a significant history of coronary
artery disease, and we thought two or three of
them had died from a cardiac event, but that was
a best guess because there was only one autopsy.”

Researchers will continue to analyze the
results, including the quality of life and neu-
rocognitive measures, Skiest notes.

Research into treatment interruption likely will
continue because there are a variety of possible
advantages to the strategy, and not all of them
have been adequately explored, Skiest says.

Some of the theories have been shown to be
incorrect, including the hypothesis that treat-
ment interruption will allow wild type virus to
re-emerge in people who have resistant virus,
Skiest says.

“That hasn't worked,” he says. “Another theo-
ry is that treatment interruption will boost the
immune system, and that doesn't work.”

It's still open to debate whether a public
health system could spare therapy in patients
who are doing well and save considerable
money, Skiest says.

“Some studies say you can save 50 percent of
antiretrovirals, which is a lot of money for a
developing world,” Skiest says. “So if you can do
it safely and carefully choose patients based on
our study and other studies at the CROI meeting,
then I think that would be a reasonable strategy.”

Squires says this potential benefit of treatment
interruption has a major drawback: “The prob-
lem with that is many patients in resource poor
settings tend to have advanced HIV disease by
the time they present with HIV infection,”
Squires says.

“My interpretation is it wouldn't be a good
idea to cycle people on antiretrovirals,” she
says. “But you have to have a balance between
the availability of the drug, cost of drugs, and
the ability to get drugs to the people who need
them.”

In the United States, there have been a lot of
patients who started HIV therapy under the more
aggressive guidelines and then they stopped
therapy and are doing okay, Skiest says.

“There aren't as many patients now who
would stop therapy because our guidelines are
much less aggressive now,” Skiest adds. “We
don't start until the CD4 count is lower.”

So if treatment interruption is used here it like-
ly will be because the patient requests it for relief
from toxicity of drugs and treatment fatigue, he
says.

“They might take a short break,” Skiest
says. “But you have to be careful about stop-
ping therapy, depending on what regimen the
patient has because there's some concern
about resistance developing, like with non-
nucleoside reverse transcriptase inhibitors
(NNRTIs), which have a longer half life than
other drugs.”   ■
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HIV seroconversion time
is more similar among
patients than not
Very rare case prompted study question

North Carolina investigators came across a
very unusual HIV case that raised the
question of how long it takes for people

infected with HIV to experience seroconversion.
“We had one case that was the genesis of the

whole project,” says Charles Hicks, MD, an asso-
ciate professor at Duke University Medical Cen-
ter in Durham, NC.

“This very unusual case was used to spur anal-
ysis of a larger cohort of HIV-infected patients we
had been following, who were diagnosed during
acute infection,” Hicks says.

Hicks and co-investigators found that people
infected with HIV typically will have a positive
antibody test within a month's time.1

The case that started the inquiry involved a
man who became sick in September, 2003, and
was given the standard antibody test for HIV. The
test was negative, but because of the man's histo-
ry and the clinicians' suspicion that he might be
HIV-positive, a viral load test was done, and it
showed that the man was HIV infected, Hicks
explains.

“He was acutely infected,” he says. “The man
didn't keep his appointment to follow-up in our
clinic, and from September to December he was
not seen on a regular basis.”

Then in December, 2003, the man returned to
the emergency room with severe shortness of
breath, weight loss, and he was hospitalized with
Pneumocystis carinii pneumonia (PCP), Hicks
says.

“It had only been three months since he was
first sick, and it looked like his disease had pro-
gressed very dramatically,” Hicks says. “Also, an
additional three months had lapsed, and his reg-
ular blood test continued to be negative.”

The man was treated for his pneumonia and
was started on antiretroviral drugs, Hicks says.

“Unfortunately and unbeknownst to his doc-
tor, the virus the man was infected with was a
virus resistant to one or more drugs, so he didn't
develop a decent response,” Hicks says.

In April, 2004, the man was switched to an
alternative treatment, which controlled his viral
load, he says.

Still, the man's HIV antibody test continued to
be negative until September, 2004, a year after he
was diagnosed, and this result was in conjunction
with the man's virus being controlled and his
body rebuilding the T-cell count, Hicks says.

“Our question was how unusual was it for
people after infection to not have a detectable
antibody test, and how long does it usually take
for an antibody test to turn positive,” Hicks says.
“We wanted to know what was going on with
this guy that made his situation so different.”

The study involved patients with symptomatic
acute HIV-1 infection who were diagnosed within
30 days of seroconversion.1

“We found that half of the patients, at the time
of initial evaluation, had a negative antibody test,
but in general that was quickly followed by a
positive antibody test,” Hicks says.

“For those who had a negative antibody test,
it appeared that this was just a function of their
having been diagnosed earlier,” Hicks says.
“With a little more time, everybody's test
turned positive.”

The average time from when people got sick to
when the antibody test was positive was about 25
days, he adds.

Despite investigators' experiences with the
man whose seroconversion took at least a year,
the study showed that most seroconversions take
place within one month of infection, Hicks says.

“For the vast majority of people with symp-
tomatic acute infection, within less than a month
their antibody test is positive,” he says. “But it's
possible in unusual circumstances, as in this one
patient, it can be delayed very dramatically.”

The study's take-home message is that physi-
cians should follow their instincts when present-
ed with a patient who appears to have symptoms
of acute HIV infection and have an RNA test
done if the antibody test is negative, Hicks says.

As for the one unusual case, researchers inves-
tigated several theories about why his serocon-
version was so delayed, but found no definitive
answers.

“Was his virus different from everybody else's,
or was his genetic background one that makes it
harder for him to get the antibodies?” Hicks says.
“Is it the virus or host or a combination interplay
between the two?”

Investigators tested the patient's antibody cells
to see if they could make antibodies, and they
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seemed to function as well as a normal host,
Hicks says.

“It did not appear that his ability to generate
antibodies was in any way abnormal,” Hicks
says. “His virus was a little unusual, and it
appeared to be a dual tropic virus.”

Dual tropic viruses are uncommon, and were a
prominent topic of discussion last year when
mainstream media reports told of the New York
City case of a man who had a multiple-drug
resistant virus, combined with rapid disease pro-
gression, and his virus was a dual tropic virus,
Hicks notes.

The North Carolina case involved rapid dis-
ease progression, but the drug resistance was
more limited than the NYC case, he adds.

“We can't be certain when the man was infect-
ed, but I was certain it was an acute infection in
September, 2003,” Hicks says. “People ask, 'How
do you know he wasn't infected for years and
years and this is the end of a normal pattern
where he gets PCP and complications?'”

There are a number of reasons why that's not
true, Hicks says.

First, the man's symptoms were characteristic
of a new infection: the man transmitted a resis-
tant virus, and this was a relatively new phe-
nomenon, he says.

Also, there was a total absence of antibodies to
HIV, he says.

“We looked very hard in the literature for any
cases of people who had been infected for a long
time, who had antibody response, and as their
infection got worse and worse they lost their anti-
body response,” Hicks says. “But if he had a bad
infection and lost his antibody response, then that
was an unprecedented finding.”

No one has reported cases of dual tropic virus
in which the disease progression went to the
point of losing antibody response, Hicks says.

Also, the man's antibody cells were able to
make antibodies to tetanus and diphtheria, prov-
ing that they worked, he says.

“The man's in treatment and is doing well,”
Hicks says. “His T cells are above 200, and he's
on a protease inhibitor regimen.”   ■
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Earlier treatment and more
effective drugs needed in
battle against HIV
Study offers insight into viral compartmentalization

Abetter clinical strategy with HIV care
would be to begin treatment soon after
infection, an HIV researcher suggests.

Once a patient's CD4 cell count has begun to
decline, there will be impairment of immune
responses both in the short term and long term
effect, says Rafael Zioni, MD, a senior fellow in
the department of laboratory medicine at the
University of Washington in Seattle, WA.

Early antiretroviral treatment will enable the
patient to save more CD4 cells for a better
immune response later, Zioni says.

“Once the virus enters the body and the virus
starts to replicate, it is able to adapt to a new
host,” Zioni says. 

This adaptation results in the virus increasing
its genetic diversity, he adds.

“When you allow the virus to replicate freely
without a drug shutting it down in the initial
stages, then the viral diversity will be increased,”
Zioni explains. “By the randomness of the situa-
tion, the virus then creates better and better
viruses that are able to adapt to different tissues
or different cell lines and so on.”

Then when the patient finally is treated with
antiretroviral drugs, the virus is so diverse that it
can more easily adapt to the drugs, Zioni says.

“If you give the drug in the most initial stages
then you are able to decrease the viral diversity
and slow down the adaptation mechanism and
reservoir information,” he adds.

Zioni, together with H. Zhu, are the lead inves-
tigators of an evolutionary study that observed
HIV-1 compartmentalization between monocytes
and CD4-T-cells in late infection of untreated and
treated patients.1

“So we took 21 patients and looked at virus
characteristics to see if the virus was different
from the T-cell virus in the blood because if
there was no difference that would tell us the
virus in the monocytes was similar to the T-
cells,” Zioni says.

“But we found that the virus in the blood

30 AIDS ALERT ® / March 2006



monocytes has a different evolution than the
virus in blood T-cells,” Zioni says. 

The virus is evolving in separate evolutionary
patterns with or without treatment, Zioni says.

“Studies have shown that tissue macrophages
are much more resistant to the drugs than blood
CD4 T-cells,” Zioni says.

Blood monocytes, when infected, are able to
transfer the virus from the blood to tissue
macrophages, which are able to act as reservoirs
for harboring the virus, Zioni says.

This led to researchers' interest in the evolu-
tionary point of view of whether HIV-1 variants
in blood monocytes tend to compartmentalize
over time, Zioni says.

“We found that treatment tends to accelerate
the compartmentalization phenomenon, which
may explain the difference in replication capacity
between blood monocytes and blood T-cells dur-
ing treatment,” Zioni notes.

Treatment is able to shut down the virus, but if
it does not shut down the virus equally in the two
compartments, then the different compartments
would be even louder when you do evolutionary
studies, Zioni explains.

The study concluded that HIV-1 in blood
monocytes evolved significantly during treat-
ment, and there's a need for new drugs targeting
HIV-1 in monocyte-macrophage lineages.1

Both better drugs and better treatment regi-
mens are needed, he says.

“And the second thing is the timing of treat-
ment is important,” Zioni notes.

When treatment is initiated very early then the
virus becomes less compartmentalized, he adds.

If the treatment starts early, but not early
enough, or if the virus is heterogeneous or the
drug treatment does not specifically affect this
compartment, then we'll see the virus replicating
more, and the compartmentalization occurs even
faster than expected,” Zioni says.

“If we have a drug that is effective against the
major CD4 T-cells, but which is not effective on
blood monocytes, then we have a compartment
that is able to harbor a virus,” Zioni explains.
“The virus, on one hand, is replicating, and on
the other hand, it is able to harbor a virus that is
able to go from the blood to the tissue and con-
tinue the cycle of creating new reservoirs in the
tissue.”

The main source of HIV in the brain comes
from the blood monocytes infecting the brain
and becoming like special tissue macrophages in
the brain, he adds.

The goals of HIV treatment are to reduce trans-
mission and provide better outcomes for patients,
and very early treatment works better at achiev-
ing these goals, Zioni asserts.

“I am of the opinion that if we want a better
outcome for our patients, it's better to treat them
in the initial stages,” Zioni says. “We could
reduce the virus' ability to destroy so many CD4
cells in the initial stage and allow us to have bet-
ter control in the next stage.”   ■
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HIV patients' moods,
social support have impact
on medication adherence
Study provides stress and coping model

Investigators have found that HIV-infected
patients who use an avoidance-oriented cop-
ing strategy and who have poor social support

and a generally negative mood have poorer med-
ication adherence.1

“What we were trying to do is determine
whether the idea of stressful events had an
impact on the extent to which men and women
who were HIV positive adhered to their antiretro-
viral regimen,” says Maria M. Llabre, PhD, a pro-
fessor of psychology at the University of Miami
in Coral Gables, FL.

“How individuals coped with stress was a key
factor because possibly one way in which you
could modify individuals' behavior was to
encourage them to cope in a particular way or to
facilitate a particular coping style,” Llabre
explains.
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The study found that negative mood, social
support, and coping strategies all were related to
adherence, she says.

“We tested a model that identified coping as a
mediator, linking negative mood and social sup-
port to adherence and that model was consistent
with the data,” Llabre says. “For example, indi-
viduals with low levels of support might be
inclined to use denial as a way of coping, and
then that denial might make them less likely to
adhere to the medication.”

Researchers measured coping strategies using
the five 4-item scales from the situational version
of the COPE Inventory, asking participants to
choose answers that described how they dealt
with HIV problems. Another measure used was
the Profile of Mood States (POMS), which is a 65-
item 5-point adjective rating scale, and the mea-
sure for social support was the Social Provisions
Scale (SPS) and the Tangible Support scale from
the Interpersonal Support Evaluation List (ISEL).1

For medication adherence, investigators used self-
report and electronic monitoring, and viral loads
were collected at all assessment appointments.1

“People who measured high on the coping
strategy of denial and the behavioral disengage-
ment scale tended to adhere less,” Llabre says.

“One goal was to see whether these psychoso-
cial variables predicted adherence because the
idea then would be to modify some of the psy-
chosocial variables and indirectly improve adher-
ence,” she says.

“We also studied what we referred to as posi-
tive ways of coping,” Llabre says.

For instance, there was a scale of active coping,
a scale that looked at acceptance, and a scale that
looked at finding benefits in a bad situation,
Llabre says.

“But when we looked at those they didn't pre-
dict adherence in our sample,” Llabre says. “In
other samples they have been shown to predict
adherence, but we didn't find that in our data.”

A possible reason for this result could be that the
scales the investigators used were more positive cop-
ing than positive active ways, and it's the more active
measures that relate to adherence, Llabre notes.

The measures for negative coping strategies
would include these kinds of items:

• The measure for denial states, “I pretend it
has not really happened.”

• In the behavioral disengagement scale, one item
says, “I reduce the amount of effort I put into solv-
ing the problem.”

People with these types of negative coping

strategies have the idea that they don't have to
deal with problems, Llabre says.

“Instead of using the coping strategies sepa-
rately on separate scales, we put them together in
a factor which we call avoidant coping,” she
explains. “But denial is more of the way a person
thinks about it, where behavioral disengagement
is more the way a person acts on it.”

The study also found a very strong relation-
ship between adherence and viral load, which
highlights the importance of educating HIV
patients about the need to adhere to their
antiretroviral therapy, Llabre says.

“The data we used for this study came from an
intervention study,” Llabre says. “We felt it was
important to have participants meet with a phar-
macist when they came to get their refills, rather
than to just get a prescription.”

Part of the intervention involved probing what
may have been some barriers to adherence,
Llabre adds.

“We do believe that piece is important because
here you have someone who can serve as not
only a support person, increasing the social sup-
port aspect, but you can also identify what might
be other individual characteristics that might be
preventing that person from adhering,” Llabre
says. “So if that could be incorporated into the
treatment of HIV/AIDS, we think that would be
a valuable piece.”

Meantime, the study suggests that it's impor-
tant for clinicians to test HIV patients for nega-
tive mood, social support, and avoidant coping
strategies to identify those who might additional
adherence support, she says.

“A case worker could be trained to incorporate
the pharmacy interview or a pharmacist could
incorporate the coping strategies interview,”
Llabre says.

“Another point of the study is that adherence
is a variable, so to measure it reliably, you have to
measure it multiple times and use different meth-
ods,” Llabre says.

“One of the reasons we were able to detect adher-
ence is because we used multiple approaches to
adherence,” Llabre explains. “So you need to keep in
mind that just asking the patient once about adher-
ence will result in a lot of error in the information.”   ■

Reference:
1. Weaver KE, et al. A stress and coping model of medica-

tion adherence and viral load in HIV-positive men and
women on highly active antiretroviral therapy
(HAART). Health Psych. 2005;24(4):385-392.
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Special Coverage: Retroviruses Conference 2006

Study says triple NRTI regi-
mens are not as effective as
those also containing NNRTI
Men and women fared the same under treatment

Arecent study that compares non-protease
inhibitor regimens found that patients
taking a triple nucleoside reverse tran-

scriptase inhibitor (NRTI) regimen do not achieve
as effective viral suppression as those taking a
regimen containing two NRTIs and one non-
nucleoside reverse transcriptase inhibitor
(NNRTI).1

“As the main study found, a triple nucleoside
regimen does not achieve as good a response and
less people are as likely to get good suppression
of viral load as people who start antiretroviral
therapy with a NNRTI-containing regimen,” says
Kathleen Squires, MD, professor of medicine and
director of the Division of Infectious Diseases, at
Jefferson Medical College, Thomas Jefferson Uni-
versity in Philadelphia, PA.

The phase III, double-blind, placebo-controlled
study randomized patients to take zidovudine
(ZDV)/lamivudine (3TC)/abacavir (ABC), or
ZDV, 3TC, and efavirenz (EFV), or ZDV, 3TC,
ABC plus efavirenz.1

“Our first major objective was to see whether the
drop in viral load would be the same across the
three arms of the study,” Squires says. “The other
objective was to look at how rapidly viral load falls,
measure the frequency determination in the regi-
mens, and show the dynamics of HIV infection.”

Investigators also were interested in whether
viral suppression would differ between men and
women since most studies are done primarily
with men and some data has suggested that viral
loads in men and women are somewhat different,
Squires notes.

“The second objective was to look at whether
there were differences in viral loads of men and
women when they started the study and then see
how fast viral load fell in men and women once
they started therapy,” Squires adds.

Most of the participants of the main study were
willing to have their blood drawn on nearly a daily
basis, and they agreed to participate in the sub-
study, she says.

Analysis of the three treatment arms showed
that viral decay was faster in one of the two
efavirenz arms. The arm that contained efavirenz
plus two NRTIs resulted in more rapid viral
decay than the triple-NRTI arm and the triple
NRTI plus NNRTI arm, Squires says.

“There was a trend with the triple-nucleoside
arm, but there was no statistical difference,” she
adds. “The parent study was stopped because the
triple-nucleoside arm was not performing as well
as the efavirenz plus two NRTI arm.”

The gender analysis found that the patients all
had fairly advanced HIV infection, and there was
no difference at baseline in the viral loads of men
and women, Squires says.

“When we measured viral dynamics there was
no difference in the rate at which viral load fell in
men and women after starting therapy,” Squires
says. “That tells us the drug regimens are equally
effective in men and women.”

This information is important because existing
data from clinical trials come primarily from
men, she notes.

“We know for a lot of disease conditions men
and women are different in terms of responses to
therapy and symptoms and so forth,” Squires
explains. “So it's important to look at both men
and women and say these drugs do the same
thing or different things, and in this study we can
say the drug's ability to lower viral load appears
to be equally effective in both men and women.”

The patients included in this research had fair-
ly advanced HIV disease with a median CD4 cell
count at the time they started therapy of 250,
Squires says.

“At the time this clinical trial started, it was at
a time when we weren't treating HIV patients
until they were more advanced in their infec-
tion,” Squires says. 

“The retroviruses conference may change
that because of some of the presentations,”
Squires adds. “There is accumulating evidence
that perhaps it's not as good to wait until
patients are more advanced in HIV disease,
especially since the regimens we're using today
are much easier for patients to take in terms of
number of pills, times of day, and in terms of
side effects, which tend to be much milder than
what we saw previously.”

The latest research, including studies presented
at the 13th Conference on Retroviruses and Oppor-
tunistic Infections, held Feb. 5-8, 2006, in Denver,
CO, suggests that maybe HIV clinicians are waiting
too long to treat patients, Squires says.   ■
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tunistic Infections, held Feb. 5-8, 2006, in Denver, CO.
Abstract: 110.

Anal cancer incidence
rates increased in
antiretroviral era
Rates increased for men and women

Investigators compared United States surveil-
lance data for cancer in the pre-HIV era, HIV
era, and antiretroviral treatment era and

found that squamous cell carcinoma of the anal
canal incidence rates increased significantly in
the latter era.1

“We took advantage of this public access data
and tried to look at trends in anal cancer inci-
dence,” says Elizabeth Chiao, MD, MPH, an
instructor at Baylor College of Medicine in Hous-
ton, TX.

“We're not the first group to have done that,”
Chiao says. “A lot of groups have looked at anal
cancer incidence and have reported that it has
increased in the last three decades or so,” Chiao
says. “So we broke it up with time cohorts that
responded with basic epidemiologic trends in
HIV epidemic.”

The time cohorts were from 1973 to 1981, the
pre-HIV era; from 1982 to 1995, the HIV era, and
from 1996 to 2001, the era of highly-active
antiretroviral drugs (HAART), Chiao explains.

“Truthfully, HAART was introduced in mid-
1995, so these are rough estimates,” Chiao notes.

The study found that the anal cancer incidence
per 100,000 population increased from 0.6 per
100,000 population in the HIV era to 1.2 per
100,000 in the HAART era, Chiao says.

The incidence of anal cancer increase was most
notable among men in the 35 to 54 age range,
although there also was an increase in anal cancer
incidence among women between the HIV era
and HAART era, Chiao adds.

Since the surveillance data came from a
National Cancer Institute (NCI) program called

Surveillance, Epidemiology, and End Results,
and it did not include HIV information, there
are other possible explanations for the results,
Chiao notes.

“Non-HIV infected men could be having sex
with men, and this could explain it, but it's a little
odd how it would follow trends of the HIV epi-
demic,” Chiao says.

Also, it is known that people with HIV disease
are at a much higher risk for anal cancer than
people who not infected with HIV, Chiao says.

“There have been studies that have looked at
anal cancer incidence in an HIV-infected popula-
tion, and they estimate that whereas in the gener-
al U.S. population the incidence is possibly one
per 100,000 or so, a relatively rare cancer, in the
HIV population the incidence is 49 to 144 per
100,000 person years,” Chiao says.

One theory explaining why anal cancer incidence
increased in the HAART era is the hypothesis that
partial immune reconstitution from HAART leads
to longer life from HIV, but human papillomavirus
(HPV) infection persists, Chiao explains.

“Even though HAART improves survival,
your risk of HPV infection and persistent HPV
infection and the ability to control those infec-
tions is still not quite normal, so you're at higher
risk for prolonged HPV infection and dysplasia,”
Chiao says. “There could be an element that your
own immune system is not effectively controlling
it or that you're continually being exposed with
unprotected intercourse.”

Also, HIV-infected women have a more diffi-
cult time controlling HPV infection than do
women who are not HIV infected, Chiao says.

Traditionally, anal cancer has been a cancer of
women with a ratio of 1.6 women to 1 man in the pre-
HIV era of people who have the cancer, Chiao says.

“Now the ratio is 1.2 women to 1 man, so HIV
may be changing the epidemiology of anal can-
cer,” she says.

The main issue for HIV clinicians to consider is
whether or not HPV and anal cancer screening
should be pursued actively in HIV infected
patients, Chiao says.

There are a number of similarities between
anal cancer and cervical cancer, which are both
HPV related and preceded by changes in the
squamous cells in the canal, Chiao notes.

Since screening for cervical cancer has been very
successful in reducing the incidence of cervical
cancer, the question is whether screening for anal
cancer among HIV-infected men might also reduce
the risk of anal cancer in that population, she adds.
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Cost effectiveness modeling has shown that
such screening would be cost effective, but the
nation's medical community still questions
whether such screening is feasible, Chiao says.

“Even if an individual clinic doesn't have the
resources to do the anal cancer screening, at least
they should use an external anal exam to look for
lesions or evidence of HPV infection,” Chiao
says. “And at least once a year they should ask
patients whether they've had symptoms of
change, such as bleeding or a sensation of mass.”

Reference:
1. Chiao EY, Krown SE, Stier EA, Schrag, D. A population-

based analysis of temporal trends in the incidence of
squamous anal cancer in relation to the HIV epidemic.
JAIDS. 2005;40(4):451-455.

FDA will hold public workshop on NAT on
March 8 at NIH

The Food and Drug Administration will be
conducting a public workshop entitled
“Behavior-Based Blood Donor Deferrals in

the Era of Nucleic Acid Testing [NAT).” 
The workshop will provide an opportunity for

public discussion on the scientific basis for
behavior-based donor deferral criteria, and the
value of their continued use now that nucleic acid
based tests (NAT) are available for certain trans-
fusion-transmissible agents.

Donor deferrals based on geographical, medi-
cal and behavioral factors associated with an
increased risk for exposure to transfusion trans-
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CE/CME questions

9. Clinical trials involving HIV treatment interrup-
tion strategies and presented at the 13th Con-
ference on Retroviruses and Opportunistic
Infections (CROI), held in February 2006,
reached which conclusion:
A.Treatment interruption works well as a strate-
gy and does not result in accelerated HIV dis-
ease progression.
B. Treatment interruption should be discontin-
ued as a strategy because it has resulted in
patients progressing more rapidly to morbidity
and mortality end points than does continuous
therapy.
C. Some studies had positive findings about
treatment interruption, and some had negative
findings, so there was no conclusive evidence
to end debate about the use of treatment
interuption as a strategy.
D. Treatment interruption works well in adults,
but not in pediatric patients.

10. One study has found that if a drug is effective
against the major CD4 T-cells, but is not effec-
tive against blood monocytes, then what hap-
pens?
A. Antiretroviral therapy will begin to fail after 18
months.
B. Then there will be a compartment that is able
to harbor the virus, and this will continue the
cycle of creating new reservoirs in the tissue.
C. The virus will begin to mutate into drug-resis-
tant forms.
D. All of the above.

11. A recent study that compares non-protease
inhibitor regimens found that patients taking a
triple nucleoside reverse transcriptase inhibitor
(NRTI) regimen do not achieve as effective viral
suppression as those taking a regimen contain-
ing which of the following:
A. Two NRTIs and one non-nucleoside reverse
transcriptase inhibitor (NNRTI).
B. Three NRTIs plus a fusion inhibitor
C. One NRTI and two NNRTIs
D. None of the above

12. Public-access surveillance data for anal cancer
found that anal cancer rates increased signifi-
cantly in which era?
A. Hepatitis C era
B. HIV era
C. Pre-HIV era
D. Highly active antiretroviral therapy (HAART) era

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. 24. 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.

FDA FDA 
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FDA 
Notifications



missible infectious diseases are a first line of
defense against introducing newly emerging
infectious agents into the blood supply.

As tests are developed to detect evidence of infec-
tion with such agents, behavioral and other risk-
based deferrals are generally retained, to provide
additional protection, particularly for imperfect tests
and imperfect inventory management. As more
advanced tests become available, particularly the
highly sensitive and specific NAT tests capable of
directly detecting infectious agents in blood at very
early stages during infection, a question arises
whether specific risk factor based deferrals should be
modified or even eliminated. In the case of behavior-
based criteria, retention of the deferrals has raised
concerns of a social as well as a scientific nature. 

To enable the FDA to assess the value of current
behavior-based donor deferrals in this era of NAT
testing for certain infectious agents and to consid-
er the scientific basis for the retention or potential
modification or elimination of those deferrals, the
FDA will attempt to bring timely data and current
thinking to bear on several key issues.

The public workshop will feature presentations
by national and international experts from gov-
ernment and academic institutions and industry.
Discussions will include:

• Current practices in the United States and
abroad regarding blood donor deferrals 
based on high-risk behavior;

• Comparison of selected tissue donor deferral 
policies to blood donor deferral policies;

• Behavioral risks for transfusion-transmitted 
diseases;

• Residual risks of infection from transfusion, and
• Potential alternative approaches to donor 

screening and testing.
The workshop will be held on March 8, 2006,

from 8 a.m. to 5:3O p.m. at the National Institutes
of Health, Lister Hill Auditorium, NIH Building
38A, 8600 Rockville Pike, Bethesda, MD 20894. 

There is no registration fee for this meeting; howev-
er, seating space is limited to 176 attendees and early
registration is recommended on or before Feb. 17,
2006. On-site registration will be limited to space avail-
able on the day of the workshop beginning at 7:30 a.m.

Please mail, fax, or e-mail your registration infor-
mation (including name, title, firm name, address,
and telephone and fax numbers) or use the registra-
tion form in this announcement and mail, fax or e-
mail it to Rhonda Dawson, Food and Drug Admin-
istration, HFM-302, 1401 Rockville Pike, Rockville,
MD 20852; Fax: 301-827-2843; E-mail: rhonda.daw-
son@fda.hhs.gov.   ■

Correction
In the January issue, we included a letter which

marked the beginning of the next semester of CME.
In the letter we stated that once the CME activity
was complete, the activity would be valid for 6
months. It should have read that the CME activity
would be valid for 36 months. We apologize for any
inconvenience.   ■
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CE/CME answers
Here are the correct answers to this month’s
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CE/CME objectives

After reading this issue of AIDS Alert, CE par-
ticipants 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 associ-
ated with those issues, based on overall 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. ■


