
AVAC’s Take

Here we are in 2017. It’s a time for lots of action and 
well-chosen words. Let’s be real, bold, forceful and clear. 
Here are 12 rallying cries (hash-tagged for today’s world) 
—to get us going. The centerspread for this issue provides 
an at-a-glance view of the current prevention trials 
landscape. It’s as rich and complex as it’s been since Px 
Wire first launched—ten years ago! We’re in it for the 
long haul and are so glad you’re along for the ride. 
#Onwards #UntilTheEpidemicIsOver—@hivpxresearch 

#NotOneInch

January brings new political leadership in the US. Will 
these and changes elsewhere in the world roll back hard-
won gains in human rights and access to health care? Not 
if we stand shoulder to shoulder and refuse to compromise. 
We won’t budge an inch (or 2.54 centimeters, either!).  

#OneWomanManyChoices

In February, the Conference on Retroviruses and 
Opportunistic Infections (CROI) will feature new data on 
how contraceptives impact women’s bodies. One key 
question: do any methods, particularly the injectable 
hormonal contractive DMPA (also known as Depo-Provera), 
increase risk of acquiring HIV? Stay tuned for developments 
on this question from the WHO, too. Stand up for a world 
where women don’t have to choose between effective 
contraception and HIV prevention.

#BigDataRealPeople

By March, the process of developing Country Operation 
Plans for PEPFAR and concept notes for the Global Fund to 
Fight AIDS, TB and Malaria will be well underway. Both 
should be data-driven—as long as common sense applies. 
Key population estimates are underreported; there aren’t yet 
data for PrEP programs; and there are spotty data on how 
women and girls use health services—scale-up must 
happen anyway! 

#RingInTheNewYear

It’s been about a year since the dapivirine vaginal ring 
showed moderate efficacy in two large-scale efficacy 
trials. Those results triggered several next steps. Open-
label extension trials were designed and launched— 
both HOPE and DREAM are now up and running. The 
International Partnership for Microbicides also plunged 
into assembling the data and documentation that 
regulatory agencies use to determine whether a product 
should be approved for widespread use. This “dossier” 
will be submitted to regulators in Q2 and it is hoped  
that the first decision will come in 2018. 

 #PrEPPipelineProject

Next-generation PrEP strategies include long-
acting injectable antiretrovirals like cabotegravir. 

Will a bi-monthly injection be safe, acceptable and 
efficacious? The trials, including HPTN 083 and HPTN 084, 
seek to answer these questions and  
have complex designs and require  
intensive stakeholder engagement.  

 #TheWorldStillNeedsAnHIVVaccine

Don’t believe the hype. Leaders are pointing to 
the great gains in epidemic control that can be 

made with today’s tools. And they are right. But a 
vaccine and a cure are key elements of the end of  
AIDS. HVTN 702 started just as 2016 was ending, and 
2017 will see an additional efficacy trial begin of  
another candidate, developed with the support of the 
pharmaceutical company Janssen. The field has not had 
two vaccine efficacy trials running simultaneously in 
almost a decade!
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For more, read our Introduction  
to Long-Acting Injectables:
www.avac.org/lai

What does it take to develop a long-acting injectable for HIV treatment and prevention?

Does it WORK?Cabotegravir-LA is being tested in large 
efficacy trials—one that began in late-2016 and one slated to begin in 2017. It 

will be key to test participants regularly 
to detect HIV infections and minimize the risk of drug resistance. These trials will also need to explore how to provide 

effective treatment for people who become HIV-positive while using long-acting injectables.

Is an injection safe? How is the injectable form of the drug processed by the body?

The first step for evaluating long-acting injectables is to test the injection in healthy, HIV-negative people. These short studies (weeks or months) evaluate 

the tolerability and side effects of the drugs. They also provide pharmacokinetic (PK) and pharmacodynamic (PD) data: how the drug is processed by the 

body, and how levels of the drug change in the body over time. At this stage, dose-ranging studies gather information on the safety, tolerability, PK and PD 

of different dosages and regimens (e.g., one shot, two shots and so on).

IS IT SAFE?

What is the right dose and dosing schedule of an injectable?

Determining the right dose and dosing schedule for an injectable is a challenge whether the drug is going to be used for prevention or treatment. Issues 

related to side effects and safety are particularly pressing with a long-acting injectable since it can't be removed once it's in the body. This is one reason 

why people using long-acting injectables would probably start with an oral lead-in phase to establish that they could tolerate the drug.

Is there evidence that an injectable could work? 

To evaluate long-acting injectables for treatment, the next step is testing the oral formulations of drugs in HIV-positive people to be sure that they control 

viral load alone and/or in combination with other medications. Such evaluations "prove the concept" that injectable formulations could also achieve 

virologic control. For prevention, the concept can be tested in animal-challenge experiments, in which monkeys receive an injection and then are exposed to 

simian-human hybrid viruses that cause HIV-like illness.

Does the drug work to control the virus in people living with HIV or to reduce HIV risk in HIV-negative people?

Efficacy trials of long-acting injectables for treatment are ongoing; prevention efficacy trials are ongoing and planned for 2017. In both cases, there are 

unique design considerations related to use of drugs that persist in the body over time, including ensuring safety at an individual level, differences due to 

gender, age and other factors that might impact drug metabolism and developing strategies for safe discontinuation.

EFFICACY

Do people want it?

A long-acting injectable for prevention and/or treatment may have potential benefits. For example, such a product might reduce adherence challenges, be 

used discreetly and ease some health systems challenges. But these benefits will only materialize if people want, like and use the product. Acceptability 

research shouldn’t be an afterthought. Now is the time for product introduction planning to learn about interest in, concerns about and acceptability of the 

leading candidates as they are likely to be delivered.

ACCEPTABILITY

The term long-acting ARV injectable refers to  
an antiretroviral drug that is delivered via an 
injection and persists in the body for an extended 
period of time. These drugs are being developed  
as treatment for people living with HIV and as 
pre-exposure prophylaxis (PrEP) for HIV-negative 
people. The goal is to develop an injectable-only 
regimen that would minimize adherence 
requirements. For both treatment and prevention, 
daily dosing can be a challenge. Some people 
might prefer a product that is discreet and requires 
less frequent dosing. The candidates that are 
furthest along are rilpivirine (also known as 
TMC278, brandname Edurant) and cabotegravir-LA 
(also known as GSK744-LA—and is an analog of 
the drug dolutegravir). Injectable antibodies are 
also being considered for PrEP.The physical and chemical properties of ARVs like 

cabotegravir and rilpivirine make them good 
candidates for long-acting injectables. Specifically, 
they are potent, poorly water-soluble and have 
relatively small oral doses, meaning that the 
volume of an injected dose will not be too high.A drug only works if it is present in sufficient 

quantities in the body. Each medication is 
processed, or metabolized, by the body in a specific 
way. Some drugs are processed rapidly, others 
more slowly. Long-acting injectables have a long 
half-life, which means the drug remains in the 
system for a long time. This is good because  
it allows less frequent dosing. But it can be 
challenging if someone wants or needs to stop 
using the medication, since it takes some time for 
it to leave the body. For long-acting injectables, it 
is essential to understand how the drug is processed 
—the pharmacokinetics and pharmacodynamics of 
the drugs in the body—to be sure that a given dose 
leads to blood levels that are safe and effective.

Introduction to Long-Acting Injectables
PREVENTION

What is the right DOSE?Different doses of cabotegravir-LA and rilpivirine injections have been evaluated 
in small trials with healthy HIV-negative 
men and women. These data, along with 
data on the drug levels associated with 
protection in animals, will guide selection 
of the dose used in efficacy trials. 

Could it PREVENT infection?Cabotegravir-LA has been evaluated in a monkey model where a single monthly 
shot provided complete protection against 
repeated challenges with a simian-human 
virus similar to HIV. Rilpivirine hasn't been 
tested in monkey challenge experiments.

TESTING THE CONCEPT

FINDING THE RIGHT DOSE

TESTING FOR EFFICACY

TREATMENT

Could it CONTROL the virus?The two leading long-acting injectables, 
cabotegravir-LA and rilpivirine, have been 
evaluated as a two-drug "maintenance" 
regimen that could be used after a person 
with HIV achieved an undetectable viral 
load with oral triple-combination ART. 

Does it WORK?A regimen that included an "induction phase" with a three-drug oral combination, 
followed by a "maintenence" phase of the two-drug injection regimen of cabotegravir-LA and rilpivirine led to virologic suppression in the majority of 

participants. Two Phase III trials, ATLAS 
and FLAIR, have recently initiated to gather additional data on the regimen. Research will also explore strategies for 

ensuring that individuals can discontinue 
the drugs safely: since injectables persist 
in the body and there can be a “tail” of 
diminishing drug levels in the body after 
the last dose. These lower levels would be 
insufficient to control the virus but can lead 
to viral resistance if individuals don’t have 
appropriate care during the transition.

What is the right DOSE?Data from the Phase IIb LATTE-2 study showed that dosing at 4 and 8 weeks were 
similar in terms of tolerability but that monthly dosing had a slightly lower rate 

of virological non-response. Two Phase III 
trials, ATLAS and FLAIR, are testing monthly 
dosing of the two-drug injectable regimen. 
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2017 2018 2019 2020Efficacy Trial

AMP (HVTN 704/
HPTN 085) Randomized controlled trial of the VRCO1 antibody infused every two months; ongoing in 2,700 MSM and transgender persons in Brazil, Peru, Switzerland and US

DISCOVER
Randomized controlled trial of once-daily F/TAF as PrEP; ongoing in 5,000 MSM and transgender women at approximately 90 sites in Europe and the Americas

HPTN 083 
Randomized controlled trial of injectable cabotegravir every two months; ongoing in 4500 MSM and transgender persons in Argentina, Brazil, India, Peru, South Africa, Thailand, US, Vietnam

HPTN 084
Randomized unblinded trial of injectable cabotegravir every two months; planned for women in Southern and East African countries

HVTN 702 
Randomized controlled trial of ALVAC/gp120 prime-boost with MF59 adjuvant, five doses over 12 months; ongoing in 5,400 men and women in South Africa

HVTN 705/HPX2008
Randomized controlled trial of Ad26 prime and MVA boost; planned for men and women in the Americas and Southern and East Africa

AMP (HVTN 703/
HPTN 081) Randomized controlled trial of the VRCO1 antibody infused every two months; ongoing in 1,500 women in Botswana, Kenya, Malawi, Mozambique, Tanzania, South Africa, Zimbabwe

DREAM (IPM 032) 
Open-label trial of the once-monthly slow-release dapivirine vaginal ring; ongoing in 1,400 women in South Africa and Uganda

The Years Ahead in Biomedical HIV Prevention Research Status of select biomedical 
HIV prevention clinical trials
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HOPE (MTN 025) 
Open-label trial of the once-monthly slow-release dapivirine vaginal ring; ongoing in 2,500 women in Malawi, South Africa, Uganda, Zimbabwe
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#PrEPinPeopleNotOnPaper 

By mid-2017, there could be more sub-Saharan 
African countries including daily oral PrEP in their 

national guidelines than ones that do not. But will policies 
translate into programs and will programs meet people’s 
needs? Nothing is guaranteed. This is a year to take stock 
and take action!  

#NeutralizeThis

Broadly neutralizing HIV antibodies (bNAbs) are 
potent, human-made biochemical responses that 

can block the activity of many different viral strains.  
In an ideal world, there will be a vaccine that teaches  
the body to make bNAbs. In the near-term, scientists are 
evaluating whether lab-made bNAbs are safe and effective 
for preventing HIV. Stay tuned for early reports on 
enrollment and retention from the “AMP” ( antibody-
mediated prevention) trials exploring  
this frontier in prevention research.  

#AdvocacyInAction

In 2016 advocates voiced concern over civil society 
engagement (or lack thereof) in the run-up to the start  
of Gilead’s DISCOVER oral PrEP trial, which is testing  
daily F/TAF (marketed for treatment as Descovy) as  
PrEP. A coalition of advocates pushed for community 
consultation and Gilead responded. Sort of. Advocates are 
eager for more. Will 2017 be the year that all prevention 
trials, regardless of sponsor, require Good Participatory 
Practice (GPP) guidelines as part of a trial’s standard 
operating procedures?

#AfricanSolutions  

The latest round of global financing estimates from UNAIDS 
set a high bar for government contributions in low- and 
middle-income countries. There are already signs that these 
goals—which many said were unrealistic—won’t be met. 
2017 should be the year when African-led coalitions set and 
secure commitments from their own governments. 

#StandardOfPrevention   

As daily oral PrEP is included in policy by the 
governments of many countries where 

prevention trials are planned or ongoing, will it become 
a standard offering in prevention trials? What will this 
look like and how will trial designs need to adapt? In 
2017 let’s pave the way to finding the answers.

#AIDSisntOver 

More than one million cases of HIV in Russia. 
Plummeting funding for middle-income countries  
where injection-drug use, stigma and political neglect  
is driving epidemics. Unchanging, unacceptable rates of 
new diagnoses in African adolescent girls and young 
women. A “youth bulge” that means there are 30 percent 
more young people in Southern Africa today than there 
were at the beginning of the epidemic. It ain’t over. Not 
by a longshot.

#AimHighBeReal 

We’re three years away from 2020—the finish line for 
the Fast Track goals. Targets accelerate pace and catalyze 
political will—even when they aren’t met. But as this 
interim milestone looms closer, it’s time to adjust 
rhetoric and strategy to ensure we’re keeping the pace 
needed for the long-haul. 

 About AVAC
AVAC works to accelerate the development and global 
delivery of HIV prevention tools. To receive regular 
updates via email sign up at www.avac.org/signup.  

423 West 127th St., 4th Floor • New York, NY 10027 USA
Telephone +1 212 796 6423 • www.avac.org 

Four pages, five top-line updates— 
a quick, colorful and comprehensive  
overview of HIV vaccine research:
www.avac.org/vaccine-update

3 Probing the pipeline 
New ideas are on the way—but they need to be clearly 

different from what’s available today Plans for oil pipelines may be getting scrapped as part of the bid 

to save the planet, but the bid to effectively and sustainably control 

HIV rests in part on the vaccine pipeline—a range of trials of different 

vaccine approaches. Beyond the efficacy trials described above there 

are a range of other concepts in small, earlier-stage clinical trials.  

It’s hard to predict which of the concepts will hold promise and 

why. For advocates, a key role is to ask developers, including those 

proposing trials and describing candidates: Where does this approach 

fit in the broader pipeline? What makes it similar or different from 

other approaches and how are decisions about moving forward 

made? If you don’t understand the answers—keep asking! It’s 

a balance between quality and quantity that communities and 

researchers need to strike together.

2 Industry engagement expands  in an African trial
 
One step closer to the hope of a global vaccine
 Janssen is continuing research on a regimen using an Ad26 

vector, MVA vector and a gp140 protein boost with plans for initiation 

of a multi-site efficacy trial in late-2017. Three Phase I/II trials are 

underway globally. This research program is a partnership between 

the US NIH, HVTN, MHRP, IAVI and the Beth Israel Deaconess  

Medical Center. 

S E P T E M B E R  2 0 1 6

HIV Vaccine Research: An update
1 The first efficacy trial in seven years  

is a “go!” HVTN 702 advances the field  In a matter of months, the first vaccine effiacy trial in seven 

years will launch in South Africa. The trial, known as HVTN 702, will 

evaluate a vaccine strategy known as ALVAC-protein, a modification 

of the prime-boost combo that showed modest protection in the 

RV144 study in Thailand in 2009. This program, which is being 

conducted solely in South Africa under the name “Uhambo”, was 

developed by a global partnership of research groups, developers and 

funders known as the P5 (Pox-Protein Public-Private Partnership).  

  The decision to move forward with HVTN 702 was based on 

data from HVTN 100, a smaller trial in South Africa that evaluated 

immune responses and safety of the vaccine. Responses compared 

favorably to those seen in the Thai trial, indicating to the P5 that 

moving forward with HVTN 702 was justified.
  HVTN 702 is expected to begin enrolling volunteers by late-

2016 and will measure safety and efficacy in 5,400 participants. 

The study will run for five years. Because it’s being carried out only 

in South Africa, questions remain about what the results will mean 

for other countries, regions and globally. 

Proteins

DNA DNA + MVADNA + AIDSVAX Adenovirus vectors Lipopeptides

Electroporation
Oral

Intradermal

The field of HIV vaccine is flourishing. Here are five developments to watch!

Vaccine Strategies in the Pipeline
Vaccine Component

Delivery Mechanism

Variations on the only strategy to show efficacy  to date

Carry synthetic fragments of HIV that help prompt strong T-cell responses

A molecular hybrid (amino acid plus lipid); used to generate T-cell responses Delivery into the skin rather than  the muscle;  uses a much smaller needle 

Delivery strategy that could prompt strong mucosal responses 

Delivery method using an electrical field to increase the permeability of cells to the vaccine

Molecular compounds made  by a virus that  can prompt an immune response

  An antigen is the vaccine component that prompts a 

pathogen-specific response. A “mosaic” immunogen consists of 

small pieces of synthetic protein from many HIV types. The hope 

for a mosaic immunogen is that it would teach the immune system 

to block many viral strains. This would reduce the chance that HIV 

would “escape” from vaccine-induced protection.
 The pharmaceutical industry is a center of expertise, money  

and momentum in research. However, its investment in HIV 

vaccines is somewhat limited—the science is difficult and 

potential profits are a gamble. Janssen should be applauded for its 

drive behind both development and clinical testing of this product. 

Furthermore, MHRP, which coordinates and implements trial site 

activities, has committed to robust participatory practices to 

ensure meaningful input from advocates and communities. 
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AVAC is pleased to announce the fifth offering of 
its global GPP online training course. Learn more at 
www.avac.org/gpp-course.

http://www.avac.org

