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HIV prevention efforts mired in
patient denial, physician discomfort 
Some ‘HIV doctors still have a little discomfort talking about sex.’

New research shows that despite nearly three decades of safe sex 
and clean needle messages and HIV prevention work, a large 
proportion of people at risk for HIV infection continue to engage 

in high-risk behaviors. The result is a new infection rate that has not 
improved in years and an estimated 1.1 million people living with HIV in 
the United States.1

One of the issues is that many of the people who are at risk for HIV 
infection are convinced they are not at risk, even when they continue 
to engage in unsafe sex behaviors. Some of those in denial already are 
infected and have not learned their HIV status.

“So much of my research is with men who don’t consider they are at 
risk, but they’re very much at risk and are transmitting the virus unknow-
ingly,” says Lisa Bowleg, PhD, an associate professor in the department 
of community health and prevention in the School of Public Health at 
Drexel University in Philadelphia, PA.

“They don’t know their status or think they’re at risk and will say, 
‘We’re not like those down-low brothers,’” she adds. “But when you look 
at the behaviors they’re engaged in, you can see they are at risk.”

Despite increased public health efforts to increase HIV testing, an 
estimated 75% to 80% of Americans with HIV infection are unaware of 
their serostatus.2

Also, there have been many studies conducted showing some success 
in HIV prevention strategies, but few of these continue after the research 
grant funding ends. The interventions often require more resources than 
HIV clinics and organizations have available.

One problem might be in the way HIV prevention interventions work. 
Strategies targeting entire populations in which individuals are known 
to engage in risky behaviors are very resource intensive and beyond the 
financial reach of most non-governmental organizations.
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P4P approach holds promise

A seemingly more pragmatic strategy of focus-
ing on changing the risk behaviors of people who 
already are HIV positive was not even on the 

prevention radar screen until this past decade. 
And even now there are very few prevention for 
positives (P4P) interventions included in the list of 
evidence-based prevention strategies compiled by 
the Centers for Disease Control and Prevention 
(CDC).2

The P4P approach is consistent with how other 
public health issues are handled, Bowleg says.

“You go where the infection is and attempt to 
curb it there,” she says.

Then there are obstacles to making prevention 
for positives (P4P) strategies succeed. For instance, 
it makes sense to have HIV clinics provide these 
prevention interventions since they see HIV 
patients multiple times a year. But HIV providers 
often fail to embrace this role, particularly when it 
requires discussions about behavioral changes to 
reduce risk, experts say.

“I’d like to see more prevention interventions 
happen in the clinical care setting,” says Kees 
Rietmeijer, MD, PhD, a professor of community 
and behavioral health at the Colorado School of 
Public Health at the University of Colorado in 
Denver, CO. Rietmeijer is retired from the position 
of director of the STD Prevention Program at the 
Denver Public Health Department.

HIV providers have the opportunity to provide 
brief prevention interventions and reinforce these 
when patients return every few months. But pro-
viders sometimes have engrained resistance to ful-
filling this role, he notes.

“The HIV physician’s traditional role is to 
support patients and make them feel better,” 
Rietmeijer explains. “For them to start asking sen-
sitive questions about what’s going on in their lives 
sexually and whether they’re doing drugs is some-
thing a lot of care providers do not feel all that 
comfortable doing.”

This discomfort on the part of the provider can 
undermine their work on a prevention for positives 
strategy or even prevent them from starting a dis-
cussion that patients might want and need to have 
about their risk behaviors.

Rietmeijer was involved in a study in which care 
providers and HIV patients were each asked sepa-
rately how important it is to talk about patients’ 
current sexual behaviors. 

“Both care providers and patients said, ‘This is 
very important,’” he says. “Then we asked who 
should bring up this subject, and patients said care 
providers should bring it up, and providers said 
patients should bring it up.”

These findings suggest that providers should 
be trained to take the lead on asking about HIV 
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patients’ risk behaviors. Their training could 
include giving them methods for incorporating the 
discussion in their daily encounters with patients.

Ask, Screen, Intervene

For instance, one training program, called Ask, 
Screen, Intervene, teaches doctors, nurses, social 
workers, nurse practitioners, and others working 
with HIV patients how to ask patients about their 
risk behaviors, screen them for sexually-transmit-
ted diseases (STDs), and provide prevention inter-
ventions as needed, Rietmeijer says.

“The nice thing about an HIV care setting is 
you see these patients come back every six months, 
so you can have this relationship where you say, 
‘How’s it going? What’s happening? We talked 
about your risks, so what has happened since we 
last talked about it?’” he explains. “And you can 
see if they’ve moved along the stages of behavioral 
change.”

The Ask, Screen, Intervene strategy focuses on 
prevention for positives, and it is intended to be 
a brief intervention that is incorporated into the 
clinical encounter, Rietmeijer says.

The key question, which is similar for all pre-
vention strategies, is how to scale up the interven-
tion and make it a part of routine practice, he 
notes.

“We know people with HIV will access care 
services and other types of services, so that is an 
interface we can capitalize on for prevention mes-
sages,” he adds. “But how do we do that?”

Clinicians should be trained and taught that 
HIV P4P interventions are similar to doctors 
discussing diet and exercise with obese patients 
or monitoring blood sugar levels with diabetic 
patients.

“It’s not all that different,” Rietmeijer says. 
“You can use the same kind of techniques that you 
use in those kinds of interventions.”

Rietmeijer has noticed a shift in provider inter-
est in prevention interventions, but studies con-
tinue to show some obstacles. 

For instance, physician resistance to having risk 
behavior discussions was evident in the results of 
one recent study aimed at HIV positive patients 
who engaged in sexual risk behaviors.

This prevention for positives intervention had 
one arm that included a physician-delivered inter-
vention and another with a similar approach 
delivered by a computer. Investigators found that 
the computer-delivered intervention worked better 

than both the standard care and the physician-
delivered strategy.3

Researchers trained providers to discuss 
patients’ specific risk behaviors, while encourag-
ing them to act in accordance with their own val-
ues. But the study’s results showed no significant 
impact in this arm. By contrast the computerized-
delivery was so successful, the intervention is now 
being considered for the CDC’s effective preven-
tion intervention list. It’s likely the physician-
delivered arm failed to have an impact because the 
providers did not follow the intervention’s script, 
the study’s principal investigator suggests.

“I suspect providers reverted into what they 
normally did which was just giving advice and 
not using the techniques they were taught,” says 
Marguerita Lightfoot, PhD, an associate profes-
sor in the School of Medicine at the University of 
California – San Francisco.

“HIV doctors are some of the most caring and 
committed folks, and some still have a little dis-
comfort with talking about sex,” she says. “They 
have issues around opening Pandora’s box.”

Protect and Respect for women

Most prevention for positives strategies involve 
at least some clinician direction. One recent study 
found that a P4P intervention, called Protect and 
Respect and directed toward women living with 
HIV/AIDS, was successful with a three-pronged 
approach that included a brief provider-directed 
risk reduction conversation plus a group-level 
intervention and a peer-led support group.4

The provider component, which proved in the 
Protect and Respect study, to be not as effective 
when used by itself, still is an important part of 
a P4P strategy, says Michelle Teti, MPH, DrPH, 
an assistant professor in the School of Health 
Professions at the University of Missouri in 
Columbia, MO.

“HIV patients who are in care rely on their pro-
viders and trust their providers for information,” 
Teti says. “They come to see their providers on 
a regular basis, so HIV clinicians are in a perfect 
position to engage with their patients on a variety 
of health issues, including HIV prevention over 
time.”

This Protect and Respect intervention focuses 
on increasing condom use after addressing the 
reality of these HIV-infected women’s lives, 
Bowleg says. (See related story, p. 16.)

“One thing we’ve learned is simply talking to 
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women about using condoms while ignoring the 
context of their lives is madness,” she says. “These 
women are unemployed, poor, dealing with sub-
stance use issues, and they are in so many violent 
relationships, so that to just focus on condom use 
is to not really understand their lives.”
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Protect & Respect helps
HIV+ women with condoms
Focus is on addressing their life issues too

A new model HIV/AIDS prevention program 
uses a group skills-building and peer-group 

led model to build on HIV clinicians’ risk reduc-
tion messages to disadvantaged women who are 
HIV positive.

The Protect and Respect intervention has the 
goal of increasing condom use among women who 
are coping with poverty, unemployment, domestic 
violence, substance use, and other socioeconomic 
issues.

The intervention showed higher self-reports of 
condom use at six months and 18 months among 
women who received the intervention when com-
pared with women who received only brief mes-
sages from their HIV providers.1

“The intervention had several strategies, includ-
ing messages from health care providers and from 
an educational group and a peer support group,” 
says Michelle Teti, MPH, DrPH, an assistant pro-
fessor in the School of Health Professions at the 
University of Missouri in Columbia, MO. Teti 
was the principal investigator on the Protect and 

Respect study.
Its success prompted an invitation for includ-

ing the intervention in a list of model HIV/AIDS 
prevention programs by the HIV/AIDS Prevention 
Program Archive (HAPPA), established by the 
Sociometrics Corporation and under the spon-
sorship of the National Institute for Allergy and 
Infectious Diseases (NIAID).

HAPPA’s model programs can be found at the 
website: www.socio.com/happa.php.

The key to the program’s success is its focus on 
addressing the challenges and obstacles in the HIV-
positive women’s lives, Teti says.

“When you work with women living with HIV 
you find they are dealing with protecting other 
people from HIV infection, but also protecting 
themselves,” she explains. “This population is 
poor and comes from neighborhoods that are poor 
and violent.”

The women have personal crises that need to be 
handled before they can focus on practicing safer 
sex.

“I think it’s important to know that HIV is 
really only one of the things they’re dealing with 
on a daily basis,” Teti adds.

Skills group, peer leaders

The intervention can be implemented with an 
HIV clinic’s existing resources, so long as there is 
someone available to lead the skills group and a 
peer who can lead the peer-led support group, she 
notes.

HIV providers should be trained to initiate a 
brief dialogue with their patients about risk, safe 
sex, and disclosing their serostatus to partners.

The skills group part of the intervention focused 
on these topics:

• Identifying strengths and life challenges
• Teaching problem-solving skills
• Discussing ways to have safe sex
• Learning how to talk to partners about HIV 

status
• Developing healthy relationships
• Setting individual goals for changing behavior.
The peer-led support group was designed to be 

flexible and able to focus on a particular topic of 
interest to the women attendees, regardless if it 
was directly related to HIV care and prevention. 
For instance, the peer group might spend an entire 
discussion talking about developing healthy rela-
tionships, Teti says.

“For the peer-level intervention, the topics were 
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decided by peer leaders and were a way to rein-
force the messages about condom use that were 
given in the group-level intervention,” says Lisa 
Bowleg, PhD, an associate professor in the depart-
ment of community health and prevention at the 
School of Public Health at Drexel University in 
Philadelphia, PA.

“If women want to talk about something that’s 
not related to HIV but is pertinent to their lives 
then there should be a space for that,” Bowleg says.

“What we learned from qualitative data, 
recording groups and listening to what these 
women talked about is that the issues of HIV sta-
tus are much bigger than we realize,” she adds. 
“There’s an issue of stigma, so peer support and 
learning from other women works.”

With a peer-led support group, women who 
are living within a violent relationship might learn 
how to leave this relationship.

“The peer group model is important for training 
and teaching women how to protect themselves 
from further infection and other risks,” Bowleg 
says.
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Our Q&A with new
AIDS United CEO
Advocacy, funding organizations merge in 2011

AIDS Alert asked Mark Ishaug, president and 
chief executive officer of the newly-formed 

AIDS United of Washington, DC, to discuss why 
the National AIDS Fund and the national policy 
advocacy group AIDS Action merged and what 
this will mean for people living with HIV/AIDS 
and the clinicians providing their care. His answers 
are presented below in a question-and-answer 
(Q&A) format.

AIDS Alert: What will the new merger of the 
National AIDS Fund and AIDS Action to become 
AIDS United mean with regard to advocacy, clini-
cal care and research funding and grants, and ser-
vices to people living with HIV/AIDS?

Ishaug: We’re marrying the three things I think 
are key to stemming the epidemic: public policy 

advocacy, community mobilization, grassroots 
network development. So we’re bringing those 
together with our historical focus on strategic 
grant making and organizational capacity build-
ing. I think the programs we’re going to fund 
and develop will be made stronger by having a 
policy grounding, and all of our program work 
throughout the country and in Puerto Rico will 
inform our policy efforts in Washington, DC, and 
throughout the country. I don’t see any division 
between policy and program building and capacity 
building. For me they complement each other and 
make each other stronger because the policy work 
is rooted in the real life experiences of people liv-
ing with HIV and the people who serve them. And 
the work we do at the local level becomes stron-
ger. The grants programs we fund at the local level 
become stronger if they have a policy and advo-
cacy component to them.

AIDS Alert: Why did the National AIDS Fund 
and AIDS Action begin efforts to merge into one 
organization?

Ishaug: We wanted to combine the two 
strengths of the organizations into one stronger 
organization. We have a firm belief that being 
united and more efficient will make us more effec-
tive and bring us closer to our goal of ending AIDS 
in America. Now more than ever there is a need 
to be merged in this battle because the economic 
challenges are greater than they ever have been 
in fighting AIDS. Hopefully we’ll save resources 
by having one stronger organization, and we can 
invest those resources in program and policy work.

AIDS Alert: In your tenure as president and 
CEO of the AIDS Foundation of Chicago, what 
was the accomplishment you are most satisfied 
with and how might you translate that work to the 
new organization of AIDS United?

Ishaug: Twenty years is a long time. With our 
team at the AIDS Foundation of Chicago, we’ve 
done so many amazing things. The one I think is 
the most important is we launched recently a sub-
sidiary called the Center for Housing and Health. 
It will focus on the housing and health needs of 
people with chronic medical conditions, including 
but not limited to people living with HIV. This is 
exciting to me and how I think about the future 
of HIV care. HIV cannot be dealt with in a silo. 
The care and prevention and wellness programs 
need to be based in and grounded in a comprehen-
sive health care and chronic disease management 
model. People living with HIV are people with 
mental health issues and substance abuse issues 
and diabetes and liver disease and a panoply of 
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chronic medical conditions. We need to make sure 
our services meet the multiple needs of people liv-
ing with HIV.

To me, even the challenge at AIDS United will 
be how we fight. What’s important is we make 
sure people living at risk for AIDS get the services 
they need to be healthy, stay HIV negative. And 
for those living with HIV, we want them to get 
the most affordable and accessible care. It means 
we cannot operate in a silo, as if there’s the AIDS 
world and then the whole other health care world. 
They cannot be separate. While we have a focus 
on HIV and we bring our expertise on HIV to all 
our program and advocacy work, it has to be done 
in the partnership with a much wider community 
of advocacy providers, including housing orga-
nizations and those working on job training and 
employment programs. So it’s a really challenging 
and exciting time, and it’s also a huge opportunity 
for us. 

AIDS Alert: How do you see the mission of 
AIDS advocacy groups evolving in the decade 
beginning in 2011?

Ishaug: We’re going to need to respond in a 
comprehensive and coordinated way to health 
care reform. A significant part of our activities 
will be focused on coordinating with other health 
advocacy groups and disease organizations beyond 
HIV. We have to advocate together as a broad, 
non-disease-specific community for universal 
health care. That’s what in health care reform is 
the biggest determinant of our ability to bring us 
closer to being a country without AIDS: health 
care reform is the principle answer. It acts as a 
fundamental base that will change the story.

AIDS Alert: What about the new Republican 
Congress’ efforts to repeal or underfund health 
care reform?

Ishaug: We’re still trying to determine what the 
Republican agenda is toward health care reform. 
We understand there’s a huge deficit and push-
back, but we have to push-back harder and we 
will. We have to make sure people affected by 
HIV, their friends, lovers, Congressmen know the 
cost to the country if we don’t implement health 
care reform for low income people, especially for 
those with chronic illnesses. It would be disas-
trous. We can save money and save lives. There 
is a movement to underfund programs that will 
save money and save lives. We need to bring back 
a focus on prevention, including treatment as pre-
vention. There is a lot of talk these days about the 
value of antiretroviral therapy (ART) in preventing 

HIV infection, and we will talk about this more 
and get people to understand the implications of 
this.

We’ve committed as a world to ending small-
pox, reducing other diseases like cholera. We have 
a track record of disease eradication, and we can 
do this and we can do this in America. AIDS is a 
winnable battle, and we are in it to win.

AIDS Alert: The past decade was notable for 
AIDS/HIV prevention, care, and treatment budget 
cuts or flat-funding many years. Then there was 
a little good news in the last year. Do you see the 
political changes of 2010 as a sign that we are 
returning to lean years? And, if so, how will your 
organization deal with this reality?

Ishaug: For the past decade funding for AIDS 
care and the AIDS Drug Assistance Program 
(ADAP) has maintained and in some years 
increased because of our strong advocacy. The 
notable exception was HIV prevention. That has 
been a battle, a frustrating battle that we have 
not been able to win. It’s true the new House 
Republican majority wants to cut $1 billion from 
nondiscretionary funds including money for health 
care. Paul Ryan from Wisconsin proposes to move 
that budget back to the 2008 funding level which 
would be disastrous for people with AIDS and 
other diseases as well. We don’t want to get pit-
ted into a match, a fight pitting different funding 
streams against each other. That’s regarding the 
categorical funding. 

The AIDS community really has to do a bet-
ter job of finding ways to increase access to other 
mainstream funds or entitlement programs such 
as Medicaid and Medicare and make sure those 
important programs provide a safety net for our 
clients. And finally we have to stimulate private 
philanthropy. It’s really important federal and 
state governments don’t do this alone. We have 
to maintain private philanthropic support and 
ask more corporations and foundations to come 
to the table.  One of the big parts of the strategy 
is calling on the private sector to assist with its 
implementation. So at AIDS United we’ll work 
very hard to get the private sector to step up. We 
were very proud last year to receive  a $3.6 mil-
lion grant from the Social Innovations fund, which 
is a federal grant run out of the Corporation for 
National & Community Service, which is the same 
body that supports the AmeriCorps Program. The 
grant was made to the National AIDS Fund, but 
it’s now operating under AIDS United. We’ll use 
the funding to make grants to local communities 
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to receive access to care. The grant requires a two 
to one match. This is a call to arms for the private 
sector to meet us in meeting this challenge. We 
cannot fail. If we don’t raise $3.6 million we can’t 
continue the program next year. We’ll do every-
thing we can, but we have to ask the private sector 
to step up to the plate. 

AIDS Alert: Is there anything else about AIDS 
United that you would like to explain to clinicians 
and others on the front-lines of HIV care and 
treatment?

Ishaug: This is a wonderful opportunity for 
clinicians and the experts in the field to help us 
figure out how we’re going to transform our sec-
tor into one that is soundly based in medical care 
while emphasizing the importance of a continuum 
of social services, including housing, mental health 
services, medical care and access to drug therapy. 
It’s all part of a comprehensive package. It’s a 
really exciting time. I do believe we’re in a trans-
formational moment here and we need to work 
with all of our allies to figure out how we provide 
the most sustainable services for our clients in this 
new environment. And I do believe it’s going to be 
about not doing business as normal, as usual, and 
integration will be key to our success.  n

Time for pre-exposure 
prophylaxis for HIV?

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 Pharmaceuticals and GSK, and 
is a consultant for Siemens Diagnostic.

Source: Grant RM, et al. Pre-exposure chemo-
prophylaxis for HIV prevention in men who have 
sex with men. N Engl J Med. 2010 Nov. 23 (epub 
ahead of print).

Synopsis: In this study, 2,499 HIV-seronegative 
men or transgender females who have sex with 
men were randomized to daily tenofovir/emtric-
itabine (TDF/FTC) vs. placebo. During a median 

period of follow-up of 1.2 years, TDF/FTC 
resulted in a 44% reduction in the incidence of 
HIV.

In this study, 2,499 hiv-seronegative men or 
transgender females who have sex with men 
(MSM) were randomized to daily TDF/FTC vs. 
placebo in a multicenter, controlled trial with 
clinical sites in North America, Latin America, 
Thailand, and Africa. In addition to being pro-
vided TDF/FTC (or placebo), all subjects received 
HIV testing, risk-reduction counseling, condoms, 
and management of sexually transmitted infec-
tions. The study subjects were followed for 3324 
person-years (median 1.2 years) and were seen 
every 4 weeks. One hundred subjects became 
infected during follow-up (36 in the TDF/FTC 
group and 64 in the placebo group). A subgroup 
of patients had serum and PBMC’s examined for 
antiretroviral levels.

Of the 2,499 subjects, 10 were found to be 
infected at study enrollment, and 100 became 
infected during follow-up (36 in the TDF/FTC 
group and 64 in the placebo group), indicating a 
44% reduction in the incidence of HIV. Study drug 
was detected in 22/43 seronegative subjects and 
in 3/34 HIV-infected subjects. Excess nausea was 
reported in the TDF/FTC treated subjects. No TDF 
or FTC resistance was detected in either the TDF/
FTC or placebo groups who became infected with 
HIV during the trial.

Commentary

Bob Grant and his team should be congratu-
lated for completing this large international trial 
and conclusively demonstrating that TDF/FTC 
prevents many cases of HIV when given as pre-
exposure prophylaxis. Several weeks ago when the 
news of this important study hit the lay press, a 
lot of enthusiasm was generated, and the press in 
San Francisco declared this a major breakthrough 
in HIV prevention. While poor adherence likely 
contributed to the relatively low efficacy of this 
intervention (based on non-human primate experi-
ments, I would have predicted > 80% efficacy 
rather than observed 44% efficacy), the success 
of this approach will undoubtedly be significantly 
lower in the real world outside of the context of 
a clinical trial where the patients received regular 
monitoring and support.

I have some big issues with adopting this 
approach more widely for HIV prevention. These 
include the concern about selecting out NRTI-
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resistant variants of HIV in the community. While 
it is gratifying that this was not seen in the short 
term (median 1.2 years) duration of this trial, the 
widespread use of this non-fully suppressive regimen 
will surely drive resistance when many HIV-infected 
patients will likely get access to TDF/FTC and use it 
outside of a controlled clinical environment and in 
the absence of fully suppressive 3-drug HAART.

While I do not lose sleep over the potential renal 
and bone toxicity of TDF when treating patients 
with known HIV, I am concerned about exposing 
millions of HIV-uninfected people (mainly in the 
developing world) to ARV’s for years.

The last concern is simply cost. TDF/FTC cur-
rently sells for approximately $40/tablet. Using 
some back-of-the-envelope calculations, the cost 
per patient during the 1.2 years of the study would 
be $16,800. The total drug supply cost for this 
2500 person trial was $42 million. Therefore, the 
cost of preventing each of the 28 cases of HIV was 
$1.5 million. Is that really an effective use of lim-
ited resources? As someone who served as an Air 
Force physician on the front lines of many of the 
humanitarian crises our weary world has endured 
over the last 20 years, I do not think so. $42 mil-
lion spent digging wells could provide enough safe 
water to prevent hundreds (if not thousands) of 
childhood deaths due to diarrheal disease. $42 mil-
lion could buy permethrin-treated bed nets for just 
about every child in Africa and prevent thousands 
of deaths due to malaria. We could certainly pro-
vide routine childhood immunizations to millions 
of children (again preventing thousands of deaths) 
for that amount as well.  n

New etravirine tablet
approved by FDA

On Dec. 22, 2010, the Food and Drug 
Administration approved a new 200 mg etra-

virine (Intelence®) tablet. Etravirine was originally 
approved in 2008, in only a 100 mg tablet for-
mulation. The new 200 mg dosage form can help 
reduce pill burden for patients taking Intelence. 

The Dosage and Administration section was 
changed to state: 200 mg (one 200 mg or two 100 
mg tablets) taken twice daily following a meal.

Etravirine is a Non-nucleoside Reverse 
Transcriptase Inhibitor (NNRTI), made by 
Tibotec Therapeutics. 

The revised product label, reflecting the 
200 mg tablet approval can be found at http://
www.accessdata.fda.gov/drugsatfda_docs/
label/2010/022187s007lbl.pdf.  n

Once daily dosing
of darunavir approved

On Dec. 13, 2010, the FDA approved new 
labeling for darunavir (Prezista®) to include 

a once daily dosing for treatment-experienced 
adult patients with no darunavir resistance asso-
ciated substitutions. The major revisions to the 
package insert are summarized below. Other 
minor changes to the package insert and patient 
package insert were made for consistency. 

Summary of Revisions: 
• “A DOSAGE AND ADMINISTRATION 

Section 2.1 Treatment-Experienced Adult patient 
was revised as follows:

“The recommended oral dose for treatment-
experienced adult patients with no darunavir resis-
tance associated substitutions (V11I, V32I, L33F, 
I47V, I50V, I54L, I54M, T74P, L76V, I84V and 
L89V) is 800 mg Prezista once daily with ritonavir 
100 mg once daily and with food. 

“The recommended oral dose for treatment-
experienced adult patients with at least one 
darunavir resistance associated substitution (V11I, 
V32I, L33F, I47V, I50V, I54L, I54M, T74P, 
L76V, I84V and L89V) is 600 mg Prezista twice 
daily taken with ritonavir 100 mg twice daily and 
with food. 

“For antiretroviral treatment experienced 
patients genotypic testing is recommended. 
However, when genotypic testing is not feasible, 
Prezista/ritonavir 600/100 mg twice daily dosing is 
recommended. 

“The following statement was added to section 
6: ADVERSE REACTIONS

“The overall safety profile of PREZISTA/rito-
navir 800/100 mg once daily and PREZISTA/rito-
navir 600/100 mg twice daily is based on clinical 
trials and post-marketing data, and is consistent 
with the data presented below.

FDA 
Notifications
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“Section 12.3 Pharmacokinetics Table 8 was 
updated to include the population pharmacokinetic 
estimates of darunavir from Trial TMC114-C229 
Prezista/ritonavir 800/100 mg once daily and 
Prezista/ritonavir 600/100 mg twice daily. 

“Overall, darunavir exposures following 
darunavir/ritonavir 800/100 mg once daily in 
treatment experienced subjects were consistent 
with those previously assessed in treatment-naïve 
subjects.”

The revised labeling will be posted soon at 
Drugs@FDA. Darunavir is a product of Tibotec 
Pharmaceuticals.  n

Comment period open
on guidance for INDs

The Food and Drug Administration (FDA) 
is providing an opportunity to comment 

on a new draft guidance for industry entitled 
“Codevelopment of Two or More Unmarketed 
Investigational Drugs for Use in Combination.” 
This guidance is intended to assist sponsors in the 
codevelopment of two or more novel (not previ-
ously marketed) drugs to be used in combination 
to treat a disease or condition.

This guidance provides recommendations and 
advice on how to address certain scientific and 
regulatory issues that will arise during codevelop-
ment. 

The guidance is not intended to apply to devel-
opment of fixed-dose combinations of already 
marketed drugs or to development of a single new 
investigational drug to be used in combination 
with an approved drug or drugs, nor to vaccines, 
gene or cellular therapies, blood products, or med-
ical devices. 

Recent scientific advances have increased our 
understanding of the pathophysiological processes 
that underlie many complex diseases, such as can-
cer, cardiovascular disease, and infectious diseases, 
including HIV. This increased understanding has 
provided further impetus for new therapeutic 
approaches that rely primarily or exclusively on 
combinations of drugs directed at multiple thera-
peutic targets to improve treatment response and 
minimize development of resistance. 

In settings in which combination therapy pro-
vides significant therapeutic advantages, there is 
growing interest in the development of combi-
nations of investigational drugs not previously 
developed for any purpose. Because the existing 

developmental and regulatory paradigm focuses pri-
marily on assessment of the effectiveness and safety 
of a single new investigational drug acting alone, 
or in combination with an approved drug, FDA 
believes guidance is needed to assist sponsors in the 
codevelopment of two or more unmarketed drugs. 

This guidance is intended to describe a high 
level, generally applicable approach to code-
velopment of two or more unmarketed drugs. 
It describes the criteria for determining when 
codevelopment is an appropriate option, makes 
recommendations about nonclinical and clinical 
development strategies, and addresses certain regu-
latory process issues. 

Although you can comment on any guidance at 
any time (see 21 CFR 10.115(g)(5)), to ensure that 
the Agency considers your comment on this draft 
guidance before it begins work on the final version 
of the guidance, submit either electronic or written 
comments on the draft guidance by Feb. 14, 2011. 

Electronic comments on the draft guidance 
may be submitted to http:// www.regulations.
gov. Address comments to Docket No. FDA–
2010–D–0616. 

Submit written comments to the Division of 
Dockets Management (HFA–305) Food and Drug 
Administration, 5630 Fishers Lane, rm. 1061 
Rockville, MD 20852.  n

Comment period open 
on combination drugs

The Food and Drug Administration (FDA) 
is providing an opportunity to comment 

on a new draft guidance for industry entitled 
“Codevelopment of Two or More Unmarketed 
Investigational Drugs for Use in Combination.” 
This guidance is intended to assist sponsors in the 
codevelopment of two or more novel (not previ-
ously marketed) drugs to be used in combination 
to treat a disease or condition.

This guidance provides recommendations and 
advice on how to address certain scientific and reg-
ulatory issues that will arise during codevelopment. 

The guidance is not intended to apply to devel-
opment of fixed-dose combinations of already 
marketed drugs or to development of a single new 
investigational drug to be used in combination 
with an approved drug or drugs, nor to vaccines, 
gene or cellular therapies, blood products, or medi-
cal devices. 

Recent scientific advances have increased our 
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understanding of the pathophysiological processes 
that underlie many complex diseases, such as can-
cer, cardiovascular disease, and infectious diseases, 
including hepatitis. This increased understanding 
has provided further impetus for new therapeutic 
approaches that rely primarily or exclusively on 
combinations of drugs directed at multiple thera-
peutic targets to improve treatment response and 
minimize development of resistance. 

In settings in which combination therapy provides 
significant therapeutic advantages, there is grow-
ing interest in the development of combinations of 
investigational drugs not previously developed for 
any purpose. Because the existing developmental and 
regulatory paradigm focuses primarily on assessment 
of the effectiveness and safety of a single new inves-
tigational drug acting alone, or in combination with 
an approved drug, FDA believes guidance is needed 
to assist sponsors in the codevelopment of two or 
more unmarketed drugs. 

This guidance is intended to describe a high-
level, generally applicable approach to code-
velopment of two or more unmarketed drugs. 
It describes the criteria for determining when 
codevelopment is an appropriate option, makes 
recommendations about nonclinical and clini-
cal development strategies, and addresses certain 
regulatory process issues. 

Although you can comment on any guidance at 
any time (see 21 CFR 10.115(g)(5)), to ensure that 
the Agency considers your comment on this draft 
guidance before it begins work on the final version 
of the guidance, submit either electronic or written 
comments on the draft guidance by February 14, 
2011. 

Electronic comments on the draft guidance 
may be submitted to http:// www.regulations.
gov. Address comments to Docket No. FDA–
2010–D–0616.

Submit written comments to the Division of 
Dockets Management (HFA–305) Food and Drug 
Administration, 5630 Fishers Lane, rm. 1061, 
Rockville, MD 20852.  n

New Zerit labeling 
approved

On Dec. 10, 2010, the FDA approved new 
labeling for stavudine (Zerit©) capsules and 

Zerit for oral solution. The revisions to the Dosage 
and Administration, Warnings and Precautions, 

Adverse Reaction sections in both package inserts 
are outlined below.

Other important changes include conversion 
of the package insert to physicians labeling rule 
(PLR) format), and conversion of the patient pack-
age insert to Medication Guide. Minor changes to 
the package inserts were made for consistency.

Summary of Revisions: 
Under Dosage and Administration, Dosage 

Adjustment (Section 2.3) was modified to remove 
statements for dose reductions for peripheral neu-
ropathy because dose reductions for peripheral 
neuropathy have not been established, and impor-
tantly dose reduction is less relevant in the current 
setting of HIV infection and multiple available 
HIV treatment options. 

Warnings and Precautions (Section 5.5 ) for 
Fat Redistribution was modified in both package 
inserts as shown below. The changes reflect the 
strong causal relationship of lipodystrophy with 
stavudine demonstrated in clinical trials. Data 
from longitudinal clinical trials in both antiret-
roviral naïve and treatment-experienced patients 
demonstrate a higher frequency of clinical lipoat-
rophy in subjects receiving stavudine-containing 
regimens compared to regimens containing other 
nucleotides, specifically tenofovir or abacavir 
(Haubrich RH AIDS 2009, Podzamczer D AIDS 
2007). Additionally, stavudine use was associated 
with decreases in limb fat compared to increases 
in limb fat observed with other nucleotides. Other 
published reports indicate lipoatrophy did not 
completely resolve following stavudine discontinu-
ation, although modest increase in limb fat was 
observed after discontinuation (Carr A JAMA 
2002, Martin A AIDS 2004). 

Section 5.5 Fat Redistribution: Redistribution/
accumulation of body fat including central 
obesity, dorsocervical fat enlargement (buffalo 
hump), peripheral wasting, facial wasting, breast 
enlargement, and “cushingoid appearance” have 
been observed in patients receiving antiretrovi-
ral therapy. In randomized controlled trials of 
treatment-naive patients, clinical lipoatrophy or 
lipodystrophy developed in a higher proportion of 
patients treated with stavudine compared to other 
nucleosides (tenofovir or abacavir). Dual energy 
x-ray absorptiometry (DEXA) scans demonstrated 
overall limb fat loss in stavudine-treated patients 
compared to limb fat gain or no gain in patients 
treated with other nucleosides (abacavir, tenofo-
vir, or zidovudine). The incidence and severity of 
lipoatrophy or lipodystrophy are cumulative over 
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4. Which of the following is a chief obstacle to 
a public health success from HIV prevention for 
positives (P4P) intervention strategies?
A. Patients resist hearing safe sex messages from 
providers
B. Providers often are unwilling to broach safe 
sex topics with patients
C. Targeting prevention messages to non-
infected populations works better
D. All of the above

5. A new Protect and Respect prevention 
intervention aimed at women who are HIV 
positive includes a skills group that focuses on 
which of the following topics:
A. Identifying strengths and life challenges
B. Teaching problem-solving skills
C. Discussing ways to have safe sex
D. All of the above

6. The recently-announced merger of the 
National AIDS Fund and the national policy 
advocacy group AIDS Action to form AIDS 
United is a symbol of a trend in which AIDS 
organizations, clinician, and others will need to 
take what action, according to one expert?
A. They need to transform HIV advocacy, care, 
and services into a continuum of social services
B. They need to become a bigger political 
lobbying group
C. They need to directly fund HIV care clinics
D. None of the above

Answers: 4. B; 5. D; 6. A

CNE/CME QUESTIONS

n Clinicians should 
improve screening 
of squamous cell 
carcinomas

n Inpatient HIV 
diagnoses result in 
some higher costs and 
lost opportunities

n Computerized 
HIV prevention 
intervention is cheap, 
easy, effective

n Progress and 
pitfalls in the African-
American community

COMING IN FUTURE MONTHS

time with stavudine-containing regimens. In clini-
cal trials, switching from stavudine to other nucle-
osides (tenofovir or abacavir) resulted in increases 
in limb fat with modest to no improvements in 
clinical lipoatrophy. Patients receiving ZERIT 
should be monitored for symptoms or signs of 
lipoatrophy or lipodystrophy and questioned 
about body changes related to lipoatrophy or 
lipodystrophy. Given the potential risks of using 
ZERIT including lipoatrophy and lipodystrophy, a 
benefit-risk assessment for each patient should be 
made and an alternative antiretroviral should be 
considered. 

Adverse Reactions (Section 6.3 ) were modified 
to include neutropenia, lipoatrophy, and lipodys-
trophy under Postmarketing Events in the package 
inserts. The revised labeling will be posted soon at 
Drugs@FDA.  n

Newspaper group vows to
engage blacks in HIV fight 
‘We are at a crossroads.’

The National Newspaper Publishers Association 
(NNPA) has joined a cooperative effort using 

enhanced media coverage to re-engage African 
Americans in the fight against HIV/AIDS. 

NNPA will partner with the Greater Than AIDS 
(GTA) initiative and the Black AIDS Institute (BAI) 
on the campaign. 

Educating the African-American community 
about HIV “has never been more important than 
it is today,” says Dorothy Leavell, chair of the 
NNPA Foundation board of directors and pub-
lisher of the Chicago and Gary, Ind., Crusader 
newspapers. “We have a lot to do. This epidemic is 
not over and we all have to redouble our efforts.” 
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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.
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NNPA represents 200 member newspapers 
reaching more than 15 million readers. The his-
toric partnership will see weekly coverage of HIV/
AIDS in black newspapers across the country. In 
addition, public service announcements and pub-
lic forums on the epidemic’s impact on African 
Americans are planned for each of NNPA’s five 
regions. 

“We are at a crossroads. This is our best chance 
yet for ending the AIDS epidemic. The NNPA is 
uniquely positioned to mobilize black communi-
ties all across this nation,” says Phill Wilson, BAI’s 
founder and CEO. “We need to use the infra-
structure we have to mobilize black people to be 
engaged in the design and implementation of the 
National HIV/AIDS Strategy, and the black press 
is one of the few institutions in black America that 
can accomplish that.” 

“With this partnership, the black press will cre-
ate opportunities to engage the whole of black 
America in a conversation about HIV and AIDS in 
a way that no other institution in our community 
can,” Wilson adds. 

For more information on GTA, go to: www.
greaterthan.org/.  n


