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HIV resurges where it started
 three decades ago: MSM 
MSM networks, lax condom use driving increases

Thirty years into an epidemic that began with cryptic reports of a 
new disease among gay American men, there is this discouraging 
finding: AIDs Studies and reports worldwide point to a resurgent 

HIV epidemic among men who have sex with men (MSM). 
HIV incidence among MSM has been increasing worldwide, and con-

dom use has been low in many areas around the world.1

“There have been multiple reports from countries both resource-
rich and limited, and the major contextual factors are related to these 
increased rates of HIV among MSM,” says Susan Little, MD, professor 
of medicine at the University of California — San Diego (UCSD).

The challenge is there has been an incomplete amount of research con-
ducted and available in resource-limited settings, she adds.

“There’s still a significant amount of stigma and discrimination in 
resource-limited settings,” Little says. “A lot of the information available 
is from more recent studies in resource-rich countries.”

In countries with high HIV prevalence, such as those in sub-Saharan 
Africa, the distinct risk associated with being gay is not as high as in 
resource-rich countries, she notes.

“In low prevalence countries, HIV is not as diffused,” she explains. 
“It’s more concentrated in subpopulations,” she adds. “So if you are 

in one of those sub-populations like men who have sex with men, then 
your risk of contracting HIV is much higher than if you are a hetero-
sexual man.”

One challenge is controlling for confounders of transmission, Little 
says.

“For instance, we looked at concurrent partnerships,” she says. 
“There are many factors associated with HIV transmission in an HIV 
population, and one practice is linked to sexual concurrency, having 
multiple sexual partners that overlap in time.”

Studies show that black and Latino MSM have no increased risk when 
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you control for neighborhoods in which they live, 
so their increased risk for HIV infection could be 
most closely linked to their sexual network rather 
than their race or specific sexual practices, Little 
says.1

“Even if you engage in low-risk activities, if you 

engage in those 
activities within 
a sexual network 
with high HIV 
prevalence then 
you are much 
more likely to 
become infected 
than if you are 
engaging in high 
risk activities in 
a low network of 
HIV prevalence,” 
she explains.

One of the key 
areas of future 
HIV research will be to find out what the predic-
tors of infection are among sub-populations of 
sexual networks that have unique characteristics 
driving the epidemic forward, Little says.

“We need much more focused prevention strate-
gies and multi-level prevention approaches that 
don’t just target an individual,” she says. “Because 
even if you target an individual and lower that 
person’s risk behavior, it doesn’t address the per-
son’s sexual network which could place the person 
at high risk for HIV infection.”

There is a need for both individual-level and 
population-level prevention strategies.

“And, frankly, we’re very limited in what those 
interventions might be,” Little says. “The largest 
idea is using antiretroviral therapy as prevention, 
but that has huge resource issues tied up with it.”

Still, some groups worldwide are proposing that 
governments scale up HIV screening and treat-
ment, targeting populations at risk.

“One big strategy is to increase testing,” Little 
says. “If people don’t know their status they can 
escape medical attention and can unwittingly 
transmit HIV.”

In the United States, an estimated 45% of peo-
ple have ever been tested for HIV, and only 10% 
have been tested within the past year, Little says.

“We have a long way to go before we raise the 
level of awareness of how important testing is to 
limit transmission of disease within a population,” 
she adds.

Although national public health guidelines have 
called for widespread HIV testing for five years 
now, routine HIV screening remains uncommon 
except among some communities of high risk, 
Little says. 

Universal treatment is even more problematic. 
HIV providers remain uncertain about treating 
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everyone who is infected, Little notes.
“I support universal treatment, but I understand 

their concerns,” she says.
“My strong support of treatment is drawn from 

my own interpretation and extension of current 
studies,” she adds. “There are no studies that 
address individual risk and risk to a population if 
you start ART significantly above 500 CD4 cell 
counts.”

There is no consensus in the medical communi-
ty about the best use of ART for individuals who 
are newly infected and have both high viral loads 
and high CD4 cell counts. These people are at 
high risk of transmitting HIV, so it would appear 
they’re an ideal group to target for early treat-
ment, Little explains.

“Some people believe those treatments are 
well-tolerated and the benefits to the population 
is quite high, and so they recommend treatment,” 
Little says. “But even if we treat everyone who 
knows their HIV status today, that leaves poten-
tially a large number of people who don’t know 
their status and who have high rates of HIV in 
their blood and can transmit at a higher frequency 
than those with lower levels of virus.”

Breaking down networks 

How does one reach these people with 
unknown infection? One answer is literally door-
to-door. Investigators in San Diego, CA, have 
begun an HIV screening and prevention project 
targeting populations of people who are at a high 
but unperceived risk for HIV infection, Little 
explains. 

Called the Lead the Way Campaign, the project 
is funded through a one-year study of whether a 
comprehensive HIV screening approach will lead 
to increased testing in the general population.

“We’ve identified populations in two zip codes 
and are rolling out an aggressive, comprehensive 
marketing approach to HIV testing in the general 
community,” she says.

“We’re trying to normalize HIV testing, and 
we’re not asking about HIV risk,” she says. “We 
say, ‘Just as you receive a cholesterol test when 
you pass a certain age, you should receive an HIV 
test when you’re an adult.’”

The idea is to reach concentrated sexual net-
works of people who are at high risk of HIV 
transmission even when they engage in relatively 
low risk sexual behavior.

“We don’t know where those concentrated net-
works are until we have a vast majority of people 

tested,” Little says. 
“A CDC statistic shows that 21% of the people 

in this country who are infected are untested,” she 
explains. “If we’re marketing testing and preven-
tion to people who think they are at risk then we 
still have not made a huge impact on that num-
ber.”

The project’s goal is to get people tested early 
and into care and treatment to improve their own 
health and the health of the targeted population, 
Little says.

“It’s non-risk-based testing, and we’re market-
ing testing to adults of all races, ages, and socio-
economic status with the hope that using more 
novel marketing techniques and role models will 
increase HIV testing,” Little says.

“One of the things we’re trying to make people 
in the general community aware of is we can’t 
answer this question without your participation,” 
Little says. “If they think it’s a problem with 
distinct, well-characterized communities then we 
have a challenge controlling this epidemic.”

The Lead the Way Campaign stresses that tak-
ing the HIV test is easy and fast.

“We hope the more people who take the test, 
the freer of stigma it becomes,” Little says. “It 
should be part of a general health screening for 
every adult in the United States.”

One of the zip code communities selected for 
the project has strong interest in HIV care, she 
adds.

“In this community, we believe the awareness 
and compassion and concern about controlling 
HIV as a disease is already quite high,” Little 
says. “If we can demonstrate success in a popula-
tion heavily engaged in HIV treatment and care, 
then our hope is we can take the tools and strate-
gies we’ve learned to expand and generalize to 
other communities and metropolitan areas.”

One of the biggest differences in the Lead the 
Way Campaign’s marketing approach is that it 
will have trained health care professionals going 
door-to-door to do HIV testing.

“We’re taking the lead from politicians who go 
door-to-door to engage community support for 
their cause,” Little explains. “We’ll ask people 
what are their beliefs and concerns about HIV 
testing and then offer them a test.”

If people turn down the offer, that’s fine, but 
the health care professional will ask them why 
not.

“We hope we can modify our approach to pro-
posing or marketing testing within those commu-
nities, so we’ll ask about their beliefs, motivators, 
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and barriers surrounding HIV testing,” Little says. 
“We hope to evaluate 10,500 people in one year.”

The study has a long start-up period in which 
community education and marketing paves the 
way for the door-to-door visits.

“Our hope is that by the time we start door-
to-door testing most people will have heard about 
it so they won’t be caught off guard,” Little says. 
“This is an amazing study and quite a challenge; 
it’s something new, and we really are relying on 
the support and engagement of the community to 
get out the message.”
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ART effective for HIV
prevention in couples

‘A very powerful and desirable strategy’ 

The search for an HIV vaccine will continue, 
but in the meantime, there is little doubt that 

an aggressive HIV screening and early treatment 
strategy could make a big impact on reducing HIV 
transmission. The latest study to show success 
with using antiretroviral therapy (ART) to prevent 
HIV transmission had such early and dramatic 
results that it was halted early.

This new research also emphasizes the impor-
tance of adjusting public health policies to support 
long-term ART adherence.

“This is the largest prevention benefit ever 
reported in the HIV prevention field,” says Myron 
Cohen, MD, director of the Institute for Global 
Health and Infectious Diseases at the University 
of North Carolina at Chapel Hill. Cohen is an 
investigator on the study and also is a professor of 
medicine, microbiology and public health at UNC.

The National Institutes of Health (NIH) 
announced in May, 2011, that an HIV Prevention 
Trials Network study, titled HPTN 052, found the 
risk of transmitting the virus to uninfected sexual 
partners could be reduced by 96% if the HIV-
positive partner adhered to an effective antiretro-
viral therapy (ART) regimen.

“The HPTN study will fuel the argument that 
treatment might be one of the most effective and 

scalable prevention interventions for individuals 
and populations, but [the lack of] resources will 
be the argument thrown at that strategy,” says 
Susan Little, MD, professor of medicine at the 
University of California — San Diego (UCSD).

“It might be cost-effective, but it’s not inexpen-
sive,” she adds.

HPTN 052 took place at 13 sites in nine coun-
tries, enrolling 1,700 sero-discordant couples, 
including 900 couples in sub-Saharan Africa. 
It began in May, 2007, and continued through 
April, 2011, Cohen says. The study enrolled 
people living with HIV with a CD4 cell count 
between 350 and 550. The couples enrolled had 
to be in a stable relationship and have sex on a 
regular basis. Those enrolled were not eligible for 
treatment according to the latest international 
guidelines of the time.

The results were tremendously satisfying, dem-
onstrating a quick and rapid reduction in sexual 
transmission of HIV among those receiving ART, 
Cohen says.

“It was assumed we wouldn’t see a difference 
in infection rates until 2015,” Cohen says. “But 
the data safety monitoring board that oversees 
the study met on April 28, 2011, and they recom-
mended that the results be made public.”

There was one case of HIV transmission in the 
ART arm and 27 cases of HIV transmission in the 
delayed treatment arm, he says.

Each couple enrolled in the study received 
counseling and condoms, and their rates of trans-
mission were low historically.

“Even with very low rates of transmissions, 
ART offers greater than 96% prevention from 
transmission,” Cohen says. “So we decided to 
essentially stop randomization and offer treatment 
to people in the delayed arm.”

The immediate issue is how to counsel discor-
dant couples about HIV prevention, Cohen says.

“We still have to talk about safe sex and con-
doms,” he adds. “And there were 11 unlinked 
transmission events, showing that ART is not 
going to help someone who is having sex with 
someone else who might be infected.”

The new normal 

The study’s findings underscore the importance 
of adjusting treatment and prevention policies 
and reimbursement to reflect the reality of HIV-
infected patients living long and productive lives, 
says James M. Sosman, MD, FACP, medical direc-
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tor of the HIV care program, division of general 
medicine and infectious diseases, and associ-
ate professor of medicine at the University of 
Wisconsin School of Medicine and Public Health 
in Madison, WI.

Research has come full circle, showing 
improved health benefits, reduced risk of seri-
ous morbidity and mortality, fewer common side 
effects, and now, significantly lower HIV trans-
mission, when ART is initiated early.1

All of this suggests that policy changes involv-
ing economics need to center on the reality that 
people are going to be starting ART earlier and 
taking it for much longer, Sosman says.

“Now we have data that really show that treat-
ment is prevention,” he says. “And that means we 
need HIV patients to maintain impeccable adher-
ence to reduce the risk of new infections.”

Newly-infected individuals have high viral 
loads and are more likely to transmit HIV, Little 
says.

“Those with new infections have much higher 
levels of virus in their blood than people at any 
other stage of infection,” she adds. “And people 
with new infection are often unaware of their 
diagnosis because they’ve been infected for a short 
period of time.”

These facts and the new data emphasize the 
importance of early detection and links to medi-
cal care. While this is something the Centers for 
Disease Control and Prevention (CDC) has been 
promoting for five years, it hasn’t translated into 
routine HIV testing in medical settings, Sosman 
says.

It takes time to bring a change in policy and 
practice regarding HIV screening in hospitals and 
clinics, he adds.

“It’s a long, incremental process going from 
guidelines to policy to implementation,” he says.

Unlike many other chronic illnesses, HIV 
adherence must be extremely high for patients to 
maintain good health, Sosman notes.

“When adherence is not up to snuff then it 
will compromise treatment options over the long 
term,” he explains. “While that can be true of 
other chronic conditions, it’s very true and can 
happen very quickly in HIV.”

One of the benefits of the HPTN 052 interven-
tion and study was that it promoted ART adher-
ence to couples, as opposed to focusing on the 
individual who is HIV-positive, Cohen notes.

“They have a collective goal of protecting the 
health of the HIV-positive partner,” he explains. 

“It’s very powerful and a very desirable strategy 
for this disease.”

HIV adherence is challenging and will take a 
community’s efforts.

“We want to empower the health system 
to allow folks to take their medications over 
decades,” he adds.

“Although we have once-a-day regimens now, 
we have to look at things that would interfere 
with someone taking them over 20 years,” he 
says. “It might not be nausea or diarrhea; it might 
be mental health issues, insurance issues, access to 
care, and all of these issues that can interfere with 
long-term adherence.”

This is a different set of adherence issues than 
HIV clinicians experienced 10 years ago, he notes.

“We don’t have patients take as many pills as 
many times a day with as many short-term side 
effects as we did 10 years ago,” Sosman says. 
“But adherence issues still are potent.”
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Q&A interview:

Ugandan ART study 
foreshadowed HPTN 052

[Editor’s note: The recent HPTN 052 study 
that showed such dramatic success from antiret-
roviral therapy (ART) being given early to help 
prevent HIV transmission among HIV discordant 
couples followed on the footsteps of early research 
that suggested such a trend. One such study was 
conducted in Uganda between 2003 and 2007. 
It followed ART-naïve, HIV-infected adults in 
an AIDS program that provided many standard 
prevention interventions, including annual coun-
seling and testing for cohabiting partners, risk 
reduction plans, condom distribution, and pre-
vention support. The HIV-infected partners were 
started on ART. The study found that despite a 
reported increase in sexual activity that was 41% 
at 36 months, consistent condom use was high 
with discordant partners, and estimated HIV 
transmission risk was reduced 91%.1 AIDS Alert 
asked two investigators with the Ugandan study 
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to discuss their research findings, particularly in 
light of the recent announcement that HPTN 052 
was halted early so all study participants could be 
offered early ART. Rebecca Bunnell, ScD, MED, 
associate director for public health practice at the 
National Center for Chronic Disease Prevention 
and Health Promotion of the Centers for Disease 
Control and Prevention (CDC) in Atlanta, GA, 
and Jonathan Mermin, MD, MPH, director of 
the division of HIV/AIDS prevention at the CDC, 
answered a few questions about their study and 
its implications in this email question-and-answer 
(Q&A) exchange.]

AIDS Alert: What was the chief finding of your 
study on Ugandans with HIV and antiretroviral 
therapy?

Bunnell & Mermin: Providing antiretroviral 
therapy and sexual behavior education through a 
home-based care program was associated with a 
91% reduction in estimated HIV transmission risk 
even though the median HIV viral load at base-
line was high, at 122,500 copies/ml.  The reduced 
risk occurred even in a challenging rural African 
setting where the average per capita daily income 
was less than $1, there was no access to electric-
ity or running water, and three-quarters of people 
had not had education beyond primary school. 

AIDS Alert: What are the implications of these 
findings, especially in light of the recent good 
news that ART significantly reduces the risk of 
HIV transmission?

Bunnell & Mermin: These results are consis-
tent with the recent findings of a randomized 
trial among people with relatively high CD4 cell 
counts, a measure of immune function.  In our 
study, people with HIV had advanced disease, 
with CD4 cell counts below 250 cells/uL and high 
viral loads, suggesting a high chance of transmis-
sion.  Together, the two studies support efforts 
to increase access to antiretroviral therapy and 
sexual behavior education to all people with HIV, 
and highlight the synergistic effects of prevention 
and care.

AIDS Alert: The CDC has focused on HIV 
screening and referral to care for some time now. 
Do you think the findings, such as those in your 
study and the HPTN -052 study, will lead to pub-
lic health policy and guidance changes? Why or 
why not?

Bunnell & Mermin: In the United States and 
internationally with Ministries of Health, CDC 
has highlighted the importance of HIV screening 

and linkage to care—both for the life-prolonging 
effects of antiretroviral therapy and care and 
for the prevention benefits, yet in most coun-
tries in Africa less than 25% of people with HIV 
know they have the virus. In the United States, 
the Department of Health and Human Services 
therapy guidelines already support offering anti-
retroviral therapy to people with CD4 cell counts 
below 500 cells/uL and are permissive for all 
people with HIV regardless of CD4 cell count with 
consideration of particular circumstances, such as 
being in an HIV-discordant couple. The findings 
of these new studies and previous research support 
a flexible approach, and may have implications 
for many countries that are currently balancing a 
tremendous need for HIV-related care, restricted 
health sector budgets, and a realization that pro-
viding antiretroviral therapy to more people with 
HIV, even with higher CD4 cell counts than cur-
rently indicated by some Ministries of Health and 
the World Health Organization, will help people 
live longer, healthier lives and reduce the number 
of new HIV infections. The difficult choice pre-
sented here is a classic public health conundrum: 
potential benefits to individuals and society are 
clear, but resources are limited. Will we make an 
explicit choice, and if so, what scientific, ethical, 
and economic factors will be incorporated into 
our decision-making?
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HPV vaccine may 
prevent anal cancer
By Stan Deresinski, MD, FACP, FIDSA

Associate chief of infectious diseases, Santa 
Clara Valley (CA) Medical Center. 

GARDASIL™ (Human Papillomavirus 
Quadrivalent [Types 6, 11, 16, 18) Vaccine, 

Recombinant) previously received FDA approval 
for prevention of cervical, vulvar, and vaginal 
cancer and associated precancerous lesions and 
for prevention of genital warts in males and 
females 9-26 years of age. More recently, it 
failed to receive approval for these indications 
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in women 27-45 years of age because of lack of 
demonstrated efficacy.1 Now, at the end of 2010, 
FDA approved the use of this viral-like particle 
vaccine for the prevention of anal cancer and 
associated precancerous lesions due to human 
papillomavirus (HPV) types 6, 11, 16, and 18 in 
people (all genders) ages 9-26 years.2,3

It is estimated that approximately 5,300 indi-
viduals receive a diagnosis of anal cancer each 
year in the United States. While the total number 
affected is relatively low, effective treatment of 
this potentially life-threatening malignancy is dif-
ficult. Most anal malignancies are squamous cell 
cancers in which infection with oncogenic types 
of human papilloma virus (HPV), especially types 
16 and 18, play an etiologic role.

While a majority of anal carcinomas occur 
in women, men who have sex with men (MSM) 
have the highest incidence and, as a result, com-
prised the study population in a randomized 
placebo-controlled trial in which they were a sub-
set. The full trial, which enrolled a total of 4,055 
males, 16-26 years of age, demonstrated the effi-
cacy of the vaccine in the prevention of anogeni-
tal warts and precancerous lesions. Among these 
were 299 MSM who received placebo and 299 
who received GARDASIL™ who were followed 
for a median duration of 2.3 years. Cases of anal 
intraepithelial neoplasia grades 1/2/3 and anal 
cancer made up the composite efficacy endpoint 
used to assess prevention of HPV-related anal 
cancer. 

GARDASIL™ had a 77.5% efficacy in preven-
tion of the composite endpoint caused by HPV 
types included in the vaccine in a per-protocol 
analysis of subjects who were naïve (by PCR and 
antibody) to these viruses at baseline. This finding 
led the FDA to approve the use of this vaccine for 
the prophylaxis of anal cancer and precancerous 
lesions. Because anal cancer is the same disease in 
both males and females, the approval was extend-
ed to females in the same age group.

This information strengthens the indication 
for vaccination of young females and indicates 
the desirability of targeting young MSM for vac-
cination as well. Among HIV-infected MSM, the 
Multicenter Aids Cohort Study (MACS) reported 
an overall incidence rate of anal cancer of 69 per 
100,000 person-years.4 Furthermore the incidence 
of anal cancer in this group has been increasing in 
the United States despite the introduction of effec-
tive antitetroviral therapy from 19.0 per 100,000 
person-years in 1992-1995 to 48.3 in 1996-1999 

(shorlty after the introduction of potent combina-
tion antiretroviral therapy) to 78.2 per 100,000 
person-years in 2000-2003.5 Condom use may 
reduce HPV transmission. 

Another important element in the preven-
tion of anal cancer could be implementation of 
screening. There is, however, a lack of general 
acceptance of routine screening analogous to that 
used for prevention of cervical cancer. The most 
recent USPHS guideline states that, until the issue 
is settled by definitive evidence, “some experts 
recommend an annual digital rectal examination 
as an important procedure to detect masses on 
palpation that may be anal cancer (BIII). There 
are no national recommendations for routine 
screening for anal cancer. However, some special-
ists currently recommend anal cytologic screening 
for HIV-seropositive men and women (CIII). If 
anal cytology is performed and indicates ASC-US 
or ASC-H, LSIL, or HSIL (BIII), then it should 
be followed by high-resolution anoscopy (HRA). 
Visible lesions should be biopsied to determine 
the level of histologic changes and to rule out 
invasive cancer (BIII).” 
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cART start boosts
AIDS-free survival

By Stan Deresinski, MD, FACP, FIDSA

Associate chief of infectious diseases, Santa 
Clara Valley (CA) Medical Center. 

Synopsis: Early initiation of antiretroviral thera-
py is associated with increased AIDS-free survival.

Source: The HIV-CAUSAL Collaboration. 
When to initiate combined antiretroviral therapy 
to reduce mortality and AIDS-defining illness 
in HIV-infected persons in developed coun-
tries: An observational study. Ann Intern Med 
2011;154:509-515.

In a prospective observational study, investiga-
tors of the HIV-CAUSAL Collaboration evaluated 
data from participating HIV clinics in Europe as 
well as in the U.S. Veterans Administration system 
to determine the optimal CD4+ T cell count at 
which combination antiretroviral therapy (cART) 
should be initiated. The analyzed population con-
sisted of 8,392 patients among 20,971 with base-
line CD4+ T cell counts ≥ 500/mm3 whose counts 
decreased into the range of 200-499/mm3. cART 
was initiated based on the judgment of treating 
physicians. 

Complex analysis led to an estimate that, com-
pared to initiating cART when the CD4+ T cell 
count first decreased below 500/mm3, delaying its 
initiation until the CD4+ T cell count decreased 
below 350/mm3 would result in a 38% increase 
in the incidence of AIDS-defining illness or death. 
The prevention of one new instance of this end-
point would require the treatment of 48 patients 
at the higher CD4 count. As one would expect at 
these relatively high cell counts, no reduction in 
death itself was identified. 

Commentary

Previous non-randomized cohort analyses have 
yielded conflicting results in examining similar 
data sets, leading to a degree of confusion. At the 
same time, the efficacy, simplicity, and toxicity 
of antiretroviral therapy have continually evolved 
over time. As described in an accompanying edito-

rial,1 HIV clinicians attempting to follow national 
guidelines have experienced a roller coaster ride 
in their decisions regarding the time at which to 
initiate cART. The U.S. Department of Health 
and Human Services recommended its initiation at 
any CD4+ T cell count < 500/mm3 in 1998, sub-
sequently changed the threshold to 200-350/ mm3, 
and, in 2011, changed course once again. At that 
time, they recommended that cART be routinely 
initiated at CD4+ T cell count < 500/mm3 and 
that its initiation be considered at higher counts. 

The investigators and others recommend that 
the issue be settled via randomized clinical tri-
als. I disagree. I personally believe the issue is 
settled, and the results could be anticipated from 
a priori considerations. The ease of use, efficacy, 
and lack of toxicity of current cART regimens, 
together with considerations of the public health 
benefit of reducing the “community HIV load,” as 
well as a vague notion that it cannot be good for 
an individual to be exposed to unrestricted viral 
replication, suggest to me that therapy should be 
offered to all infected individuals. While resource 
considerations are necessary, they should have 
little or no role in an economically advanced soci-
ety. Forget huge expensive clinical trials to deal 
further with this issue — move on and spend the 
money and effort more wisely.  

REFERENCE

1. Baker JV, Henry K. If we can’t get what we want, can we 
get what we need? Optimizing use of antiretroviral therapy in 
the current era. Ann Intern Med 2011;154:563-565.  n

Treatment of HHV-8
disease with Antivirals

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 a speaker for Cubist pharmaceuti-
cals and GSK, and is a consultant for Siemens 
Diagnostics.

Synopsis: A pilot study of 14 HIV-infected 
patients with KHSV-associated multicentric 
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Castleman’s disease (MCD) was conducted. A 
regimen of valganciclovir (VGCV) plus high-dose 
zidovudine (AZT) appeared to produce clinical 
response. A second study treated 5 HIV-negative 
patients with classic Kaposi sarcoma (KS) with 
conventional doses of valganciclovir and there was 
no evidence of response.

Sources: Uldrick TS, Polizzotto MN, Aleman 
K, et al. High-dose zidovudine plus valganciclovir 
for Kaposi sarcoma herpesvirus-associated multi-
centric Castleman disease: A pilot study of virus-
activated cytotoxic therapy. Blood 2011 April 
12; Epub ahead of print; Krown SE, Dittmer DP, 
Cesarman E, et al. Pilot study of oral valganci-
clovir therapy in patients with classic Kaposi sar-
coma. J Infect Dis 2011;203:1082-1086.

Uldrick et al performed a pilot study in which 
14 HIV-infected patients with symptomatic MCD 
received high-dose AZT (600 mg PO Q6 hours) 
and VGC (900 mg PO Q12 hours). Eighty-six per-
cent of patients attained major clinical responses 
(defined as resolution of symptoms and at least 
partial resolution of lymphandenopathy). Fifty 
percent attained major biochemical responses 
(normalization of hemoglobin, platelet count, 
albumin, sodium, and CRP). Median progression-
free survival was 6 months and overall survival 
was 86% at 12 months. In patients who respond-
ed, levels of IL-6, IL-10, and KHSV viral load also 
were reduced. Hematologic toxicities were com-
mon.

Krown et al performed a pilot study in which 
5 HIV-negative patients with classic KS were 
treated with VGCV for up to six cycles (each 
cycle 4 weeks). KS progressed in 4 patients after 
1-4 cycles and remained stable in 1 patient after 
6 cycles. KS biopsies showed minimal lytic KS 
antigen and gene expression at baseline and post-
treatment.

Commentary

KSHV (HHV-8), like Epstein-Barr Virus (EBV), 
is a gamma herpesvirus. Both viruses generally 
have a lytic replication cycle in the oropharynx. In 
the case of EBV, a latent replication cycle where 
episomal DNA is associated with B-cell prolifera-
tion occurs. Examples of EBV disease include oral 
hairy leukoplakia (lytic infection predominates) 
and diseases where almost exclusively latent EBV 
replication is present (infectious mononucleosis, 
post-transplant lymphoproliferative disorder, and 
many cases of B-cell non-Hodgkin lymphoma). In 

the case of KHSV, three major clinical syndromes 
have been described: MCD, primary effusion lym-
phoma (PEL), and KS. Of these KHSV-associated 
syndromes, only MCD has been shown to possess 
significant lytic cycle KHSV. 

Ganciclovir (and its prodrug, valganciclovir), 
as well as other acyclic nucleoside analogues, has 
been shown to be active against the lytic replica-
tion cycle of both EBV and KHSV, but not against 
latent (episomal) cycle. This basic understanding 
of gamma herpesvirus biology seems to be lack-
ing in many ID specialists who insist on treating 
diseases such as PTLD and KS with ganciclovir or 
VGCV despite the significant hematologic toxici-
ties of these agents and lack of clinical evidence 
of efficacy. It should be noted that Uldrick and 
colleagues did not use AZT and VGCV for their 
antiviral effects but rather designed this regimen 
as antineoplastic/cytotoxic agents based on the 
observation that in MCD two KHSV lytic genes, 
ORF36 and ORF21, phosphorylate GCV and 
AZT, respectively, to cytotoxic metabolites. The 
positive results of their pilot study appear to vali-
date this rationale and suggest the desirability of 
larger randomized comparative trials of treatment 
for MCD, recognizing that MCD is a very rare 
disease. 

Similarly, Krown’s small pilot study of VGCV 
treatment in classic KS support our understanding 
of KHSV biology. GCV and VGCV have no place 
in the treatment of KS (or PEL), but may have a 
role in treatment of MCD related to their targeted 
activation as cytotoxic agents, not as antivirals.  n

FDA NOTIFICATIONS

New draft guidance
on financial disclosure 

The Food and Drug Administration (FDA) 
has issued new draft guidance, “Financial 

Disclosure by Clinical Investigators, Guidance for 
Clinical Investigators, Industry, and FDA Staff.”  
The document is now available from FDA’s web 
site at the following link:   http://www.fda.gov/
downloads/RegulatoryInformation/Guidances/
UCM256525.pdf 

This guidance is intended to assist clinical 
investigators, industry, and FDA staff in interpret-
ing and complying with the regulations governing 
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financial disclosure by clinical investigators, 21 
CFR part 54.

Comments to the draft guidance are due by July 
25, 2011.  n

Rilpivirine approved for 
HIV treatment

On Friday, May 20, 2011, the Food and Drug 
Administration (FDA) approved rilpivirine 

(Edurant®) 25 mg tablets, a new non-nucleoside 
reverse transcriptase inhibitor (NNRTI) for the 
treatment of HIV. Rilpivirine is an antiviral 
drug that helps to block reverse transcriptase, an 
enzyme necessary for HIV replication. The rec-
ommended dose of rilpivirine is one 25 mg tablet 
once daily taken orally with a meal.

INDICATIONS AND USAGE:
Rilpivirine, in combination with other antiret-

roviral agents, is indicated for the treatment of 
human immunodeficiency virus type 1 (HIV 1) 
infection in antiretroviral treatment naïve adult 
patients (patients who have never taken HIV ther-
apies, and are starting HIV therapy for the first 
time). 

The following points should be considered 
when initiating therapy with rilpivirine: More ril-
pivirine treated subjects with HIV-1 RNA greater 
than 100,000 copies/mL at the start of therapy 
experienced virologic failure compared to subjects 
with HIV-1 RNA less than 100,000 copies/mL at 
the start of therapy.

The observed virologic failure rate in rilpivirine 
treated subjects conferred a higher rate of overall 
treatment resistance and cross-resistance to the 
NNRTI class compared to efavirenz.

More subjects treated with rilpivirine developed 
lamivudine/emtricitabine associated resistance 
compared to efavirenz.

RESULTS OF CLINICAL TRIALS AND 
CLINICAL VIROLOGY SUMMARY:

The approval of rilpivirine is based on Week 48 
safety and efficacy analyses from 2 randomized, 
double blind, active controlled, Phase 3 trials in 
treatment naïve subjects and Week 96 safety and 
efficacy analyses from a Phase 2b trial in treat-
ment-naïve subjects. 

The Phase 3 trials (TMC278-C209: ECHO and 
TMC278-C215: THRIVE) compared rilpivirine 
to efavirenz in antiretroviral-naïve HIV-1 infected 
subjects with HIV-1 RNA ≥ 5000 copies/mL and 
no NNRTI resistance. Both trials were identical 

in design, with the exception of the background 
regimen (BR). In TMC278 C209, the BR was 
fixed to the nucleoside (tide) reverse transcriptase 
inhibitors (N(t)RTIs), tenofovir disoproxil fuma-
rate plus emtricitabine. In TMC278 C215, the 
BR consisted of 2 investigator-selected N(t)RTIs: 
tenofovir disoproxil fumarate plus emtricitabine 
or zidovudine plus lamivudine or abacavir plus 
lamivudine. In both trials, randomization was 
stratified by screening viral load. In TMC278 
C215, randomization was also stratified by N(t)
RTI BR.

The Week 48 efficacy outcome for the pooled 
data from TMC278-C209 and TIMC278-C215 
are as follows.

Overall, the proportion of subjects with HIV 
RNA < 50 copies/mL was 83% for rilpivirine-
based regimen compared to 80% for efavirenz 
based regimen. The predicted difference (95% CI) 
of response rates is 2.0 (-2.1; 6.1). The overall 
virologic failure rate was 13% for the rilpivirine 
compared to 9% for the efavirenz. The propor-
tion of patients who discontinued study due to an 
adverse event or death was 2% for rilpivirine and 
7% for efavirenz. 

Response rate was also calculated by baseline 
plasma viral load. For subjects with baseline plas-
ma viral load ≤ 100,000 copies/mL, >100,000 to 
≤ 500,000 copies/mL and > 500,000 copies/mL, 
the proportion of subjects with HIV RNA < 50 
copies/mL was 89%, 78% and 65% for rilpivirine 
compared to 83%, 78% and 73% for efavirenz 
respectively.

The virologic failure rate by baseline plasma 
viral load is as follows. For subjects with base-
line plasma viral load ≤ 100,000 copies/mL, the 
proportion of subjects with virologic failure was 
5% for both rilpivirine and efavirenz. For subjects 
with baseline plasma viral load >100,000 to ≤ 
500,000 copies/mL and > 500,000 copies/mL, the 
proportion of subjects with virologic failure was 
20% and 29% for rilpivirine compared to 11% 
and 17% for efavirenz, respectively. 

In the pooled resistance analysis from the Phase 
3 Studies C209 and C215, the emergence of resis-
tance among subjects was greater in the rilpiv-
irine arm compared to the efavirenz arm. In the 
combined studies, 41% (38/92) of the virologic 
failures in the rilpivirine arms had genotypic and 
phenotypic resistance to rilpivirine compared to 
25% (15/60) of the virologic failures in the efa-
virenz arms who had genotypic and phenotypic 
resistance to efavirenz. Moreover, resistance to a 
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background drug (emtricitabine, lamivudine, teno-
fovir, abacavir or zidovudine) emerged in 48% 
(44/92) of the virologic failures in the rilpivirine 
arms compared to 15% (9/60) in the efavirenz 
arms. 

Emerging NNRTI substitutions in the rilpiv-
irine virologic failures included V90I, K101E/P/T, 
E138K/G, V179I/L, Y181I/C, V189I, H221Y, 
F227C/L and M230L, which were associated 
with a rilpivirine phenotypic fold change range of 
2.6 - 621. The E138K substitution emerged most 
frequently on rilpivirine treatment commonly in 
combination with the M184I substitution. The 
emtricitabine and lamivudine resistance-associated 
substitutions M184I or V and the tenofovir resis-
tance-associated substitutions K65R or N emerged 
more frequently in rilpivirine virologic failures 
compared to efavirenz virologic failures. 

Cross-resistance to efavirenz, etravirine and/
or nevirapine is likely after virologic failure and 
development of rilpivirine resistance. In the pooled 
analyses of the Phase 3 clinical trials, 38 rilpi-
virine virologic failure subjects had evidence of 
rilpivirine resistance. Of these subjects, 89% (n = 
34) were resistant to etravirine and efavirenz, and 
63% (n = 24) were resistant to nevirapine. In the 
efavirenz arm, none of the 15 efavirenz-resistant 
virologic failures were resistant to etravirine at 
failure. Subjects experiencing virologic failure on 
rilpivirine developed more NNRTI resistance-
associated substitutions conferring more cross-
resistance to the NNRTI class and had a higher 
likelihood of cross-resistance to all NNRTIs in the 
class than subjects who failed on efavirenz. 

CONTRAINDICATIONS:
Rilpivirine is contraindicated with the following 

drugs, as significant decreases in rilpivirine plasma 
concentrations may occur due to CYP3A enzyme 
induction or gastric pH increase, which may result 
in loss of virologic response and possible resis-
tance to rilpivirine or to the class of NNRTIs: 

The anticonvulsants carbamazepine, oxcarbaze-
pine, phenobarbital, phenytoin the antimycobacte-
rials rifabutin, rifampin, rifapentine proton pump 

1. The National Institutes of Health (NIH) announced in 
May, 2011, that an HIV Prevention Trials Network 
study, titled HPTN 052, found the risk of transmit-
ting the virus to uninfected sexual partners could 
be reduced  by what percentage if the HIV-posi-
tive partner adhered to an effective antiretroviral 
therapy (ART) regimen.
A. 96%
B. 89%
C. 81%
D. 75%

2. Research involving men who have sex with men and 
resurgent HIV epidemics has led researchers to 
conclude that multi-level prevention approaches 
are needed because targeting individuals’ risk 
behaviors doesn’t address another risk factor that 
may be even more relevant. What is it?
A. The person’s race or culture
B. The person’s age
C. The person’s sexual network
D. All of the above

3. The lead the Way Campaign in San Diego is an 
HIV testing and prevention project that seeks to 
increase HIV awareness, reduce HIV stigma, and 
increase testing through what type of marketing 
strategy?
A. Door-to-door testing for HIV
B. Flash mob HIV prevention dances and gather-
ings
C. Billboards, TV spots, and satellite radio inter-
views
D. All of the above

inhibitors, such as esomeprazole, lansoprazole, 
omeprazole, pantoprazole, rabeprazole, the glu-
cocorticoid systemic dexamethasone (more than a 
single dose), St John’s wort.

WARNINGS AND PRECAUTIONS:
The Warnings and Precautions for rilpivirine 

include fat redistribution, immune reconstitution 
syndrome and the following:

Drug Interactions: Caution should be given to 
prescribing rilpivirine with drugs that may reduce 
the exposure of rilpivirine. 

In healthy subjects, supratherapeutic doses of 
rilpivirine (75 mg once daily and 300 mg once 
daily) have been shown to prolong the QTc inter-
val of the electrocardiogram. Rilpivirine should be 
used with caution when co-administered with a 
drug with a known risk of Torsade de Pointes. 
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Depressive Disorder: The adverse reaction 
depressive disorders (depressed mood, depression, 
dysphoria, major depression, mood altered, nega-
tive thoughts, suicide attempt, suicidal ideation) 
has been reported with TRADENAME. During 
the Phase 3 trials (N = 1368), the incidence of 
depressive disorders (regardless of causality, sever-
ity) reported among rilpivirine (n = 686) or efa-
virenz (n = 682) was 8% and 6%, respectively. 
Most events were mild or moderate in severity. 
The incidence of Grade 3 and 4 depressive dis-
orders (regardless of causality) was 1% for both 
rilpivirine and efavirenz. The incidence of discon-
tinuation due to depressive disorders among ril-
pivirine or efavirenz was 1% in each arm. Suicide 
attempt was reported in 2 subjects in the rilpiv-
irine arm while suicide ideation was reported in 1 
subject in the rilpivirine arm and in 3 subjects in 
the efavirenz arm. Patients with severe depressive 
symptoms should seek immediate medical evalu-
ation to assess the possibility that the symptoms 
are related to rilpivirine, and if so, to determine 
whether the risks of continued therapy outweigh 
the benefits.  n


