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Can ‘seek and treat’ strategy stop 
HIV epidemic among injection drug 
users?
Seeking a “tipping point” toward elimination 

Even 20-plus years into the North American HIV epidemic among 
injection drug users (IDUs) it is theoretically possible to eliminate 
the epidemic, dramatically cutting transmission among this at-risk 

population, researchers are finding.
A study found that highly active antiretroviral therapy (HAART) 

expansion through the Seek and Treat program of the British Columbia 
Centre for Excellence in HIV/AIDS is effective in controlling HIV epidem-
ics among injection drug users. Moreover, with earlier treatment initia-
tion it may eliminate HIV completely.1

The key is to target the IDU population with a comprehensive program 
that people who have an unknown serostatus, test them regularly, and get 
them into early antiretroviral therapy if they’re HIV positive and medi-
cally eligible for treatment.

“First and foremost, our study reinforces the critical importance of 
making treatment available after diagnosis is made,” says Krisztina 
Vasarhelyi, PhD, an adjunct professor at Simon Fraser University in 
Brunaby, Canada, and coordinator of IMPACT-HIV Project at the 
British Columbia Centre for Excellence in HIV/AIDS. IMPACT stands for 
Interdisciplinary Modeling for the Prevention And Care and Treatment of 
HIV. 

“Early treatment will help prevent the transmission of HIV and lower 
the incidence in the community,” she adds.

The Seek and Treat strategy as well as the Treatment as Prevention 
concept was developed by Julio Montaner, MD, and coworkers at the B. 
C. Centre for Excellence in HIV/AIDS.

“What the models show is that we can wipe out HIV in the injec-
tion drug using community,” says Alexander Rutherford, PhD, scien-
tific director of the Complex Systems Modeling Group at the Centre for 
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Interdisciplinary Research in the Mathematical 
and Computational Sciences (IRMACS) at Simon 
Fraser University. Rutherford also is an adjunct 
professor in the mathematics department at the 
university.

“It’s an idealized picture of the real world, and 
it doesn’t capture everything about the IDU com-
munity, but it tells you that Seek and Treat can 
have the right impact,” he adds. 

“What we have discovered in a lot of these 
models of IDU epidemics is if interventions are 
applied beyond a certain threshold then we reach a 
tipping point, and the tendency of the epidemic is 
to go toward elimination,” Vasarhelyi explains. 

Targets elusive population

Vasarhelyi, Rutherford, and co-investiga-
tors looked at the potential impact of British 
Columbia’s $48 million, four-year pilot project 
called Seek and Treat. The program targets hard-
to-reach populations, including injection drug 
users. Case workers and other professionals seek 
out people to bring into testing and then refer 
HIV-positive, medically eligible individuals to HIV 
providers and other resources.

Using a network model, investigators mathemat-
ically defined target individuals and key param-
eters, such as syringe sharing frequency that results 
in HIV transmission, Rutherford says.

The model addresses social influence in which 
individuals take up behavior that is similar to their 
peers, he adds.

“We try to capture the interface between disease 
transmission and behavior strategies,” Rutherford 
says.

The Seek and Treat concept ties into the concept 
of using treatment as a means of preventing HIV 
transmission, particularly among marginalized 
communities that have difficulty accessing care, 
Vasarhelyi says.

Even though health care, including HAART, is 
available for free to people in British Columbia, 
there are many individuals with the disease who 
are not engaged in care, she notes.

“Universal health care is not enough; there are 
large numbers of people who clinically are eligible 
for HIV treatment, and they are not receiving it in 
Canada,” she adds.

“These include sex trade workers, homeless peo-
ple, injection drug users, and others,” she explains. 
“The idea is to go out into the community and 
offer people rapid HIV testing and engage those 
who test positive in care and treatment.”

More than 5,000 people are on HAART in 
British Columbia, where the epidemic is concen-
trated primarily among men who have sex with 
men (MSM), injection drug use, and sex workers. 
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This number is expected to increase as Seek and 
Treat, which started earlier this year, begins to have 
a positive impact on engaging more people in care.

The impact likely will include reduced rates 
of AIDS-defining illness, and result in a reduc-
tion of emergency room use and hospitalizations, 
Vasarhelyi says.

“We’re looking at what would be the impact of 
HAART expansion on health care costs and utili-
zation,” Rutherford says.

From a public health perspective, the wide-
spread use of HAART among a marginalized 
population could have a big impact on reducing 
transmission rates.

“There have been different mathematical mod-
els that show the use of HAART lowers commu-
nity viral load, and, in doing so, very much lowers 
the risk of infection,” says William McColl, politi-
cal director of AIDS Action in Washington, DC.

“It creates the possibility or potential of lower-
ing infection rates to such a low level that you 
can contain the epidemic,” McColl says. “One of 
the groups that has been doing a lot of work on 
that concept is Project Inform in San Francisco, 
California.”

CDC pursuing strategy 

Also, the Centers for Disease Control and 
Prevention (CDC) in Atlanta, GA, has a test and 
treat initiative for the U.S. population as a whole.

Targeting a specific marginalized population 
with this strategy is a way to provide a functional 
cure, McColl notes.

“What we realize with this mathematical model 
is we have the means within our grasp to roll 
back and contain the epidemic,” he adds. “The 
road is long and hard, and it’s difficult to provide 
HAART to everyone, but the long-term implica-
tions are extremely exciting.”

In the United States, the federal government’s 
policy change last December of removing the ban 
on the use of syringe exchange programs could 
have a positive impact on reducing the HIV epi-
demic among injection drug users, as well.

“HIV organizations, civil rights organizations, 
and even substance abuse organizations have been 
calling for the implementation of syringe exchange 
for 20 years,” McColl says.  

“It’s been a lost opportunity, and probably 
tens of thousands of people who contracted HIV 
through this method and the corresponding deaths 
could have been averted with a fast government 
response,” he adds. “Instead, we’ve had dithering 

for 20 years.”
Unfortunately, even the Congressional action to 

remove the ban on syringe exchange was not fol-
lowed by action to increase funding for such pro-
grams, he notes.

“It looks to me like there is little or no funding 
going out with the Fiscal Year 2010 funding,” he 
adds. 

Still, the ban’s elimination likely will result 
in more local authorities deciding to fund such 
programs.

“It should have happened 20 years ago, but it’s 
a positive step forward,” McColl says.
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Disease progression
speeds up over time
Need for earlier treatment, follow-up

Investigators at the Bethesda, MD-based 
Uniformed Services University of the Health 

Sciences have found strong evidence that HIV has 
become more virulent over the past 25 years. This 
research suggests that clinicians need to bring new 
patients into care sooner and more frequently than 
was necessary previously.

“If people are progressing faster to lower CD4 
cell counts, then that has health implications, 
and people will need to progress to antiretrovi-
rals faster,” says nancy Crum-Cianflone, MD, 
MPH, FACP, FIDSA, a research physician in the 
infectious disease clinical research program at 
the Uniformed Services University of the Health 
Sciences. Crum-Cianflone also is on the infectious 
disease staff at the Naval Medical Center in San 
Diego, CA.

“We used to think if you’re diagnosed early 
then you have several years before you need 
medication, but if people are progressing faster 
then they might need HIV medications faster,” 
she adds. “Clinicians will need to follow patients 
closer.”

Crum-Cianflone and co-investigators have 
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analyzed longitudinal data from the prospec-
tive U.S. Military HIV Natural History Study to 
compare CD4 counts of HIV patients during the 
first four years after seroconversion and before 
antiretroviral use. 

Investigators evaluated 2,174 HIV serocon-
verters between 1985 and 2007 as part of a large 
cohort study, called the TriService AIDS Clinical 
Consortium HIV Natural History Study that looks 
at HIV-infected persons who are members of the 
military, retired from the military, or dependents 
of military personnel at seven U.S. military medi-
cal centers. They were able to compare data from 
1985 to 2008.1

They found that HIV-infected patients both 
presented with lower initial post-seroconversion 
CD4 counts over the course of the epidemic and 
appeared to have trends for more quickly progress-
ing to CD4 counts below 500 cells/mm3.2

“We did the first studies 1.5 years ago, and we 
looked at the initial CD4 count after diagnosis 
and compared these from 1985 to 2007,” Crum-
Cianflone says. “We found that patients diagnosed 
more recently, from 2000 to 2007, had initial CD4 
cell counts 102 cells lower than from the 1985 to 
1990 period.”

Looking at untreated infected

The second part of their work was looking at 
patients diagnosed with HIV who had a CD4 
count greater than 500 and who never took HIV 
medication, she adds.

“By the time they reached a CD4 count of less 
than 500, did that happen faster, the same, or 
slower than those diagnosed earlier in the epi-
demic?” she says. 

Researchers found the answer was that those 
diagnosed with HIV more recently had trends of 
progressing to a CD4 count of less than 500 faster 
than those diagnosed earlier in the epidemic, she 
adds.

The research is supported by studies of a 
European cohort that also found both the initial 
and follow-up CD4 counts are lower and declining 
faster over the epidemic.3

“These studies show people diagnosed 
recently have initially lower CD4 counts than 
those diagnosed earlier in the epidemic,” Crum-
Cianflone says. “We feel this has important 
clinical implications.”

HIV clinicians have observed that many patients 
are diagnosed late in their infection, often entering 
treatment after they’ve already become ill and their 

CD4 counts are far lower than 500 cells/mm3. The 
Centers for Disease Control and Prevention (CDC) 
has addressed this trend by pushing for routine 
and regular HIV testing.

But the recent studies observing a more virulent 
HIV epidemic than observed in the 1980s and 
1990s suggest that even more needs to be done 
from a public health perspective.

“We think the trends suggest that HIV has 
become more pathogenic, and this has resulted in 
more rapid CD4 count destruction as the epidemic 
has evolved,” Crum-Cianflone says. “We don’t 
know why people are progression faster, but it’s 
not because of late presentation.”

Clinicians should keep this trend in mind when 
setting protocols for treating new HIV patients. 
Even if a patient is diagnosed early and has a CD4 
count of greater than 500, the clinician should 
keep a close eye on the patient’s disease progres-
sion, she suggests.

“In our first paper in Clinical Infectious 
Diseases, we looked at the percentage of newly 
diagnosed patients who had CD4 counts of less 
than 350, and we found 25% of people already 
were at that level at diagnosis,” she explains. 
“That’s compared to 12% of people at that level 
at the beginning of the epidemic.”

So twice as many people would already require 
starting antiretroviral therapy in the most recent 
time period, she adds.

“Over time the virus may have changed such 
that our initial immune response against it might 
not be as good, and it can escape the initial 
immune response, more effectively destroying CD4 
counts and damaging our immune system,” she 
speculates.

This means the public health system and clini-
cians need to work even harder to find people 
who are newly infected and prepare for treatment 
soon after. Recent guidelines for the initiation 
of highly active antiretroviral therapy (HAART) 
have suggested that some clinicians may start 
treatment at CD4 cell counts of 500 cells/mm3 
instead of at 350.

“Regardless of where that cutoff is, people 
are needing to be on HAART quicker among the 
more recent converters compared to people who 
were diagnosed earlier in the epidemic,” Crum-
Cianflone says.

The next step for Crum-Cianflone and fellow 
researchers is to look at the virus to see if it has 
been changing genetically over time.

“Is that one reason why we’re seeing a more 
virulent form of HIV as the epidemic occurs?” 
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Crum-Cianflone says.
“We do know in our cohort, HIV patients 

have gotten a little bit older and more non-
white, so we had to control for that in our 
analysis,” she says. “We controlled for their age, 
race, gender, and length of time between testing 
dates, and for every known factor that could 
play a role, and despite controlling for these 
things, we still see a trend of the disease pro-
gressing faster over time.”
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Improvement in early
diagnosis, some still late
Need more people identified sooner 

Investigators analyzing data from 1996 to 2007 
of more than 35,000 HIV-infected patients have 

found that people appear to have higher CD4 
counts when entering care now than they did 14 
years ago. But they’re not high enough.

“What we saw was a such a small increase in 
median CD4 count over the years that the differ-
ence was very small; we were hoping to see much 
more,” says Keri Althoff, PhD, MPH, an assistant 
scientist at Johns Hopkins Bloomberg School of 
Public Health in Baltimore, MD.

“Due to public health efforts to get people 
tested, we were hoping to see that individuals 
were starting into care earlier, but we have to look 
at the data,” she says. “Overall, we were disap-
pointed that we were not doing better.”

Althoff and co-investigators found that CD4 
count at first presentation for HIV care had 
increased each year in the 11-year period studied, 
but still remained less than 350 cells/mm3.1

There were 38% of patients who presented with 

a CD4 count of greater than 350 in 1997, and this 
increased to 46% in 2007.1

Still, the findings were not a sign that national 
testing and early treatment campaigns are work-
ing.

“The individual variation of CD4 counts makes 
this small increase we found clinically insignificant, 
plus more than half of individuals presenting for 
care were at a CD4 count below what is recom-
mended in the guidelines,” Althoff says. “It’s hard 
to interpret our research findings as indicative of 
increases in early HIV care.”

If anything, HIV clinicians and public health 
officials should renew efforts to identify people 
with new HIV infections and consider even 
earlier treatment when they do find them, she 
suggests.

“There are 325,000 individuals in the United 
States and Canada who don’t know their HIV 
status and are not in care, so we should not be 
satisfied,” Althoff says. “We need to do more to 
get people identified sooner and to start care at the 
clinically appropriate time for care.”

Unlike another recent study in which investiga-
tors with the Uniformed Services University of the 
Health Sciences analyzed CD4 counts over time 
and found they were decreasing at the time period 
of seroconversion, Althoff’s study does not include 
data on seroconversion.

“We don’t know how long they were living 
with HIV prior to coming into care, and we 
don’t know how much they knew about their 
HIV status prior to coming into care,” Althoff 
says. “All we know is their immune status when 
they came into care.”

In the late presentation for HIV care research, 
investigators uncovered some clues showing dif-
ferences in immune status at first presentation 
for HIV care between some demographic groups. 
For instance, people whose HIV risk was through 
heterosexual contact did not see any increase over 
time of their CD4 counts, Althoff says.

“That’s very important because heterosexual 
high risk plays an important role in the North 
American epidemic,” he says.

Discouraging findings among blacks

Also, investigators found that African American 
HIV-infected individuals had a lower mean 
increase in CD4 counts over time than did white, 
Latino, and other groups.

“We still see that African Americans are not 
presenting for care at the higher CD4 cell counts, 
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and that’s highly discouraging because that group 
is disproportionately impacted,” Althoff says.

The Uniformed Services University study and 
Althoff’s late presentation for HIV care study are 
complementary, she notes.

“We’ve known for a long time that when 
someone is diagnosed with HIV, the sooner we 
can get them into care the better their progno-
sis,” she says. “The successful models for testing 
and linking people to care need to be further 
evaluated and replicated.”

Both studies suggest HIV clinicians consider 
early treatment for patients, particularly when 
there’s reason to believe their disease is progress-
ing quickly.

This work reinforces other recent research 
into the impact of starting highly active antiret-
roviral therapy (HAART) at the standard time 
period of when patients’ CD4 counts fall below 
500 cells/mm3. A 2009 New England Journal of 
Medicine study found that deferred antiretrovi-
ral treatment of patients with a 351 to 500 CD4 
count was associated with a 69% increase in the 
risk of death as compared with an early initia-
tion of therapy.2,3

There now is considerable evidence that the 
benefit of early treatment outweighs its risk.

For instance, community viral load research 
shows decreases in HIV risks in communities 
where viral load is decreasing over time, Althoff 
says.

“Evidence is pointing toward this initiation of 
care at higher CD4 counts than 350,” she adds.

The take-home message for HIV clinicians is 
that they should serve as community advocates 
for universal HIV testing, Althoff suggests.

“HIV clinicians should be educators for their 
colleagues on the importance of providing HIV 
testing,” she adds. “HIV clinicians can help sup-
port the movement to make HIV testing part of 
routine care, like cholesterol testing.”
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The needlestick that 
changed her life
ANA pres recalls injury that led to HIV, HCV

Karen Daley, PhD, MPH, RN, FAAN, remem-
bers the stick as if it happened in slow-motion, 

the details still clear to her 12 years later. She had 
helped a co-worker draw blood from a patient in 
the emergency department. She turned to reach 
behind her for the sharps container. Mounted high 
on the wall, it was overfilled, but she couldn’t see 
it well because it was above eye level.

As she released the device, she felt a deep 
puncture through the index finger of her gloved 
hand. Someone else’s needle had stuck her. Source 
patient unknown.

The odds, seemingly, were in Daley’s favor. 
What’s to say that source patient had a blood-
borne disease? Even if he or she did, the rate of 
conversion for hepatitis C is estimated at just 5 in 
1,000 (.5%) and at 3 in 1,000 (.3%) for HIV. 

At first, she was inclined to just rinse off her fin-
ger and ignore the injury. “I wanted to just forget 
about it and go home,” she recalls.

She reported to urgent care for evaluation 
because her co-worker urged her to do so. She 
declined the post-exposure prophylaxis for HIV 
because she was aware of the toxic nature of the 
side effects of the anti-viral medicines.

Even when she began to have symptoms — 
weight loss, nausea, fatigue, abdominal pain — she 
didn’t connect them to the needlestick. After all, 
she was suffering from emotional stress because of 
the recent death of her brother.

But Karen Daley, now president of the 
American Nurses Association in Silver Spring, 
MD, was doubly unlucky. She became infected 
with both hepatitis C and HIV from that needle-
stick. It was a moment that altered her life — and 
made her a vocal advocate for sharps safety.

“When my needlestick occurred, few employ-
ers were making safety devices available to work-
ers. Only 15% of employers provided any type of 
sharps safety device,” says Daley. 

Laws spurred sharps safety

California became the first state to mandate 
safety-engineered sharps devices in 1998. In 1999, 
when the National Institute for Occupational 
Safety and Health issued an alert to hospitals 
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regarding sharps injuries, an estimated 600,000 
to 800,000 health care workers were being stuck 
every year.

Yet hospitals were still arguing that new safety 
devices were too expensive. “You hope employers 
and workers will do the right thing for the right 
reason. That’s not always the case and it wasn’t 
the case here,” says Daley.

Daley traveled the country, speaking out about 
her needlestick and its dire consequences — and 
the simple device that could have saved her health. 
She testified before state legislatures and Congress, 
and helped promote ANA’s campaign, “Safe 
Needles Save Lives.”

Other states began requiring the use of safety 
devices, but the passage of the Needlestick Safety 
and Prevention Act in 2000 propelled the issue 
forward with a mandate that employers purchase 
the safety devices.

Now, when Daley has her blood drawn for 
regular lab work, she is gratified to see the nurse 
or phlebotomist using safety equipment. “Nurses 
who practice now as recent grads don’t know 
there was a time when we didn’t have access to 
these devices. It’s just the norm,” she says.

Maintaining enforcement is critical, she says.  
“I want every nurse in the country and every 
employer to realize what their obligation is under 
this law, and I want to see them comply with 
that,” she says.

Moving forward after stick

The day that Daley learned she was both HCV 
and HIV positive was her last day of work as a 
practicing nurse. Emotionally, the news was dev-
astating. “I was dealing with a life-threatening ill-
ness,” she says.

Physically, she was in bad shape. She devel-
oped acute hepatitis and she had a high HIV 
viral load. She went on a year-long therapy for 
hepatitis C and was able to clear the infection. 
She also took anti-viral drugs for HIV, which 
was a struggle.

“I had a difficult couple of years trying to get 
on a regimen that was tolerable for me,” she says. 
“At one point, I had to stop the entire treatment. I 
couldn’t eat. The fatigue was so excessive.”

She tried about four different drug protocols 
until finding one she could maintain. She has been 
on the same drug regimen for seven years.

As ANA president, Daley is committed to 
working on some of the remaining gaps in 
sharps safety — the lack of access to safety 

devices in the OR, the failure of some employ-
ers to include frontline nurses in device selection 
(as required), the lack of availability of safety 
devices in some categories.

Most of all, Daley wants to promote a culture 
of safety that compels workers to report their 
injuries and that encourages timely post-exposure 
prophylaxis.

“Where there are opportunities for us to make 
the workplace a healthier, better place, we have an 
ethical obligation to do so,” she says. “We’ve still 
got some work to do.”  n

ABSTRACT & 
COMMENTARY

Thinner: Trying to solve
the lipoatrophy puzzle
‘A visual reminder of HIV-positive status’

By Dean L. Winslow, MD, FACP, FIDSA, Chief, 
Division of AIDS Medicine, Santa Clara Valley, 
Medical Center; Clinical Professor, Stanford 
University School of Medicine. Dr. Winslow 
is on the speaker’s bureau for GSK and Cubist 
Pharmaceuticals, and is a consultant for Siemens 
Diagnostics.

synopsis: Adipose tissue pathology and lipoat-
rophy frequently occur among patients receiving 
stavudine (d4T) and zidovudine (ZDV). Elevated 
ratios of total cholesterol to HDL correlated with 
lipoatrophy severity.

source: Hammond E, et al. Human immuno-
deficiency virus treatment-induced adipose tissue 
pathology and lipoatrophy: prevalence and meta-
bolic consequences. Clin Infect Dis. 2010;51:591-
599.

Two-hundred eleven adipose biopsies were 
obtained from 59 patients participating in 

the Western Australia HIV cohort study. Tissue 
was examined for adipocyte DNA content, adi-
pocytokine expression, and adipose macrophage 
content. Whole-body, dual-energy X-ray absorp-
tiometry (DEXA) scans were used to assess body 
composition.

Compared with 78 treatment-naïve control sub-
jects, 98 ZDV-treated patients (48%) and 49 d4T-
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treated patients (67%) had leg fat measures < 10% 
threshold value. Adipose samples from patients 
currently receiving either ZDV or d4T demon-
strated adipocyte mitochondrial DNA depletion, 
macrophage infiltration, and elevated pro-inflam-
matory cytokine levels, compared with samples 
obtained from control subjects and those receiv-
ing non-thymidine analogue nucleoside reverse 
transcriptase inhibitors. Improvements in adipose 
tissue pathology after NRTI switching (21 patients 
underwent longitudinal sampling) were demon-
strated. Elevated levels of total/HDL cholesterol 
levels correlated with lipoatrophy severity and 
increased body mass index in thymidine analogue-
treated patients.

Commentary
While ZDV and the dideoxynucleoside ana-

logue reverse transcriptase inhibitors are no 
longer considered to be components of “first-
line” antiretroviral regimens in the developed 
world, due to their low cost they are still used 
extensively in the developing world. Giving 
these drugs their due, many patients would not 
be alive today if ZDV, d4T, and ddI had not 
been available in the early 1990s and served as 
a “bridge” until modern HAART became avail-
able in the mid-late 1990s. Unfortunately, the 
prominent lipoatrophy, which resulted from the 
use of these agents, provides a visual reminder to 
the patients themselves (and the world) of their 
HIV-positive status.

This paper nicely characterizes the adipose 
tissue pathology associated with nucleoside-
analogue induced lipoatrophy. One interesting 
aspect of the results is the correlation between 
adipose tissue mitochondrial toxicity and whole-
body lipid metabolism. While the mechanism of 
this is not entirely certain, the authors postulate 
that mitochondrial adipocyte DNA depletion 
associated with thymidine analogue NRTI treat-
ment not only induces cell death and fat loss, 
but also causes persistent defects in adipose tis-
sue function that increase exposure of the liver 
and skeletal muscle to fatty acids. The loss of 
“fatty acid trapping” contributes to both dyslip-
idemia and insulin resistance.

While the beneficial metabolic effects of switch-
ing from thymidine analogues to “safer” NRTIs 
(tenofovir, abacavir, 3TC, FTC) were not rigor-
ously addressed in this study, the authors cite 
earlier work suggesting that this benefit is likely to 
be greatest in those who have evidence of adipose 
tissue inflammation but have not yet progressed to 

more severe fat loss.1
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Unique approach to HIV
research in drug users
Developer warns it’s not answer for every study

Researchers at Temple University in 
Philadelphia, PA, have developed a novel 

approach to assessing the potential social risks to 
participants in a research study before the study 
commences.

The approach, called rapid policy assessment 
and response (RPAR), also has been used for 
non-research health interventions in dealing with 
groups such as drug users and sex workers. It 
pulls together analysis of existing laws in the study 
population with a rapid collection of data about 
how those laws are implemented on the ground, 
potentially affecting patients or subjects.

In a recent article in The American Journal of 
Bioethics, author scott Burris describes its use 
as an assessment tool prior to an HIV preven-
tion drug trial. Burris, JD, a professor of law at 
Temple, says he was hired by the HIV Prevention 
Trials Network (HPTN) to conduct an assessment 
of the social risks that might be faced by drug 
users in Thailand and China who were recruited to 
participate in a trial of the opiate addiction treat-
ment suboxone.

The assessment confirmed what many research-
ers knew anecdotally — that drug users in both 
countries faced serious social risks. In China, drug 
users are often assigned to detoxification and “re-
education” camps. In Thailand, they face pressure 
to enter treatment facilities and even the possibility 
of extrajudicial killings.

But the assessment also concluded that if 
researchers implemented thoughtful protections 
and coordinated with authorities, those risks 
might be minimized and in fact, participation in a 
study could actually protect participants.

Expensive approach

Burris, who is critical of what he calls the over-
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regulation of research, doesn’t believe that this 
intensive RPAR approach is necessary or even 
preferable for most studies. For one thing, it’s 
expensive — the process conducted for the HPTN 
cost about $135,000.

“I never did this as a way of saying this should 
be the new norm,” he says. “If it did become the 
norm, we would be adding yet another layer of 
burden on our research system via the IRB.

“I did it to say that there may be situations 
in which the social risk question is more than 
usually piquant, in which there may be a real 
reason to be concerned. And then we don’t have 
to speculate — on a major project that has suf-
ficient resources, it can sometimes be possible to 
investigate further.”

When asked by the HPTN to assess the poten-
tial risks to participants in the suboxone trial, 
Burris’ group first reviewed the laws in each coun-
try as they pertained to injection drug users, HIV 
and health care. This was carried out by lawyers 
in both countries. Then, independent researchers 
at both sites looked at how those laws were actu-
ally enforced in China and Thailand, and how that 
enforcement could affect drug users who might be 
recruited to the trial.

The RPAR assessment itself was approved by 
IRBs at Temple and other universities where the 
RPAR researchers were based. Its protocol pro-
vides for ongoing monitoring, particularly collect-
ing adverse event reports related to social risks.

The report showed that the Chinese and Thai 
governments imposed heavy punishments on drug 
users and had interfered with or opposed needle-
exchange programs in the past. But it also high-
lighted examples of health researchers and officials 
who had been able to carry out projects with drug 
users by negotiating with police, for example, to 
keep them from waiting at treatment centers to 
arrest patients.

Added risk

Burris says one important focus of the assess-
ment was to determine how much additional 
risk study participants would be exposed to, 
beyond the intrinsic risk of being a drug user in 
these cultures.

“One can say that anytime you’re work-
ing with drug users in research, drug users are 
exposed to all sorts of social risks associated with 
their drug use,” Burris says. “So the question that 
arises is would participating in the research exac-
erbate that risk?”

“Not surprisingly, we found that assuming 
that the work is done with a reasonable amount 
of circumspection, concern for confidentiality 
and appropriate consultation with authorities, we 
thought it was pretty unlikely that there would be 
a marginal addition to risk,” he says. “Indeed, we 
found it appeared it could actually be protective in 
some way.”

He says that the message for IRBs isn’t to start 
requiring researchers to do the intensive assessment 
his group did in this trial. In fact, researchers may 
be able to thoroughly examine issues of social risk 
by a less involved process, such as a more formal-
ized desk review of existing data.

“For IRBs, I think the question is has the 
researcher thought through the issues, and col-
lected the necessary information to make a reason-
ably good judgment and then in fact, made a good 
judgment?” Burris says.

“As a general matter, IRBs will do better in 
assuring that the researcher has thought things 
through, than in trying to imagine it through them-
selves,” he says. “In research like ours, researchers 
have usually done research like this before, while 
IRB members typically don’t have a clue — they’ve 
never been there, never dealt with drug users. You 
have to be cautious in substituting the IRB’s judg-
ment for that of the researchers.”
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FDA draft guidance on
Hepatitis C/HIV coinfection

The Food and Drug Administration (FDA) is 
announcing the availability of a draft guid-

ance for industry entitled “Chronic Hepatitis C 
Virus Infection: Developing Direct-Acting Antiviral 
Agents for Treatment,” which includes coinfection 
with HIV.

FDA 
Notifications

FDA 
Notifications
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At present, there are a large number of drugs 
for the treatment of chronic hepatitis C (CHC) 
in active development. The purpose of this guid-
ance is to assist sponsors in all phases of devel-
opment of direct-acting antiviral agents (DAAs), 
defined as agents that interfere with specific 
steps in the hepatitis C virus (HCV) replication 
cycle. The guidance outlines the types of non-
clinical studies and clinical trials recommended 
throughout the drug development process, such 
as early phases of clinical development, phase 
3 protocol designs, and endpoints for the treat-
ment of CHC to support approval of treatments 
for CHC, including patients with compensated 
and decompensated cirrhosis and those coin-
fected with HIV. The guidance also addresses 
pre-approval access in the form of treatment 
investigational new drug applications (INDs) 
and intermediate-sized safety protocols (collec-
tively known as expanded access).

Important issues addressed in this guidance 
include: drug development methods to reduce 
the emergence of drug resistance, types of trial 
designs to assess optimal dose and treatment 
duration, combination therapy with multiple 
investigational drugs, recommendations on 
development of drugs to meet unmet medi-
cal needs, and use of treatment INDs or other 
smaller safety protocols to provide early access 
of multiple DAAs for patients at risk of immi-
nent progression of liver disease.

The draft guidance, when finalized, will rep-
resent the agency’s current thinking on develop-
ing DAAs for treatment of CHC virus infection. 
It does not create or confer any rights for or on 
any person and does not operate to bind FDA or 
the public. An alternative approach may be used 
if such approach satisfies the requirements of the 
applicable statutes and regulations.

The draft guidance is available on the FDA 
web site at http://www.fda.gov/downloads/Drugs/
GuidanceComplianceRegulatoryInformation/
Guidances/UCM225333.pdf.

Although comments are accepted for any 
guidance at any time, to ensure that the agency 
considers your comment on this draft guidance 
before it begins work on the final version of the 
guidance, please submit written or electronic 
comments on the draft guidance by November 
15, 2010, and include the docket number, FDA-
2010-D-0462, in any comment you submit.

You may submit written comments on the draft 
guidance to the:

Division of Dockets Management (HFA-305) 

Food and Drug Administration 
5630 Fishers Lane, rm. 1061, 
Rockville, MD 20852
You may also submit electronic comments at 

http://www.regulations.gov/search/Regs/home.htm
l#submitComment?R=0900006480b4e9b3.  

Fixed combination tablet approved

On Sept. 10, 2010, the FDA granted tentative 
approval for a fixed dose combination formulation 
of lamivudine, nevirapine, and stavudine tablets, 
150 mg/200 mg/30 mg indicated for use alone or 
in combination with other antiretrovirals for the 
treatment of HIV-1 infection. This fixed-dose com-
bination is manufactured by Hetero Drugs Limited 
of Hyberdad, India.

The FDA’s tentative approval means that 
although a product meets all of the safety, effi-
cacy, and manufacturing quality standards 
required for marketing in the U.S., existing pat-
ents and/or proprietary issues currently prevent 
marketing of the product in the United States. 
Tentative approval, however, does qualify the 
product for consideration for purchase under the 
President’s Emergency Plan for AIDS Relief, or 
PEPFAR program.

This Fixed Dose Combination product was 
reviewed for PEPFAR under the FDA guidance 
titled Fixed Dose Combinations, Co-Packaged 
Drug Products, and Single-Entity Versions of 
Previously approved Antiretrovirals for the 
Treatment of HIV developed to clarify what 
regulatory requirements apply to such applica-
tions, what issues might be of concern, and how 
these issues should be addressed. The guidance 
is intended to encourage sponsors to submit 
applications for combination and co-packaged 
products, and to facilitate submission of such 
applications to FDA.

A complete list of all Approved and Tentatively 
Approved Antiretrovirals in Association with the 
President’s Emergency Plan is available on the 
FDA web site.

FDA approves generic abacavir

On Sept. 29, 2010, the FDA granted tentative 
approval for a generic formulation of abacavir 
sulfate tablets, 300 mg, indicated in combination 
with other antiretroviral agents for the treatment 
of HIV-1 infection in adults.

This generic formulation is manufactured by 
Hetero Drugs Limited, of Hyberdad, India. The 
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16. Canadian researchers have found that a “seek 
and treat” strategy to target HIV patients has 
the potential to eliminate HIV infection among 
which population impacted by the epidemic?
A. Men who have sex with men
B. Injection drug users
C. Sex workers
D. African American women

17. A new study has found that the HIV epi-
demic has become more virulent in recent years, 
resulting in higher initial CD4 cell counts among 
recent seroconverters. In which population were 
these findings made?
A. U.S. military personnel, retirees and depen-
dents
B. Men who have sex with men
C. Injection drug users
D. African Americans

18. A look at data over an 11-year period has 
shown that which percentage of HIV patients 
first presented for care with a CD4 count of less 
than 350 cells/mm3?
A. 12%
B. 44%
C. Greater than 50%
D. less than 10%

Answers: 16. B; 17. A; 18. C

CNE/CME QUESTIONS

n Obesity epidemic 
and HIV treatment

n Condom use 
encouraged even 
when patients are on 
ART

n Researchers 
find evidence HIV 
pandemic is a century 
old

n Preventing bone 
disease, fractures in 
HIV patients

COMING IN FUTURE MONTHS

application was reviewed under expedited review 
provisions for the President’s Emergency Plan for 
AIDS Relief (PEPFAR). 

Current patent information about approved 
drugs can be found in FDA’s Orange Book.

As with all generic applications, FDA con-
ducts an on-site inspection of each manufactur-
ing facility, and of the facilities performing the 
bioequivalence studies, to evaluate the ability of 
the manufacturer to produce a quality product 
and to assess the quality of the bioequivalence 
data supporting the application prior to grant-
ing approval or tentative approval to these 
applications. 

You can find a complete list of all Approved 
and Tentatively Approved Antiretrovirals in 
Association with the President’s Emergency Plan 
on the FDA web site.

This formulation of abacavir sulfate, a 
Nucleoside Reverse Transcriptase Inhibitors 
(NRTI) is a generic version of Ziagen® Tablets, 
300 mg, a product of VIIV Healthcare Co.  n
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CNE/CME OBJECTIVES

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

Physicians and nurses participate in this medical 
education program by reading the issue, using the 
provided references for further research, and study-
ing the questions at the end of the issue.

Participants should select what they believe to be 
the correct answers, then refer to the list of correct 
answers to test their knowledge. To clarify confu-
sion surrounding any question answered incorrectly, 
please consult the source material.

After competing this activity at the end of each 
semester, you must complete the evaluation form 
provided and return it in the reply envelope provided 
to receive a letter of credit. When your evaluation is 
received, a letter of credit will be mailed to you.


