
3 Big Data That Develop
Put research on the “fast-track” and  
countries at the center 

Pursuit of research breakthroughs is happening in parallel 
to the ending-AIDS effort—it’s time to integrate and 
anticipate the synergies.

•   Build research timelines into global rhetoric and national strategies on ending 
the epidemic. 

•  Ensure that epidemiological data inform research priorities. 
•  Make national research plans for meeting the needs of specific population segments. 

The UNAIDS Fast Track Goals for ending the HIV epidemic set a 2020 

milestone of no more than 500,000 new cases of HIV. In the Global Status 

Update, which came out in June 2016, the news was sobering. The world 

hasn’t even crossed the starting line when it comes to reducing new cases 

of HIV. That figure is holding steady at roughly 2.1 million per year. In this 

context, it is impossible to ignore the need for better prevention today and 

continued research for innovation in the future.  



30 AVAC Report 2016

D A T A  R E V O L U T I O N
As sobering as the global incidence estimate is, 
there is reason for optimism. PrEP is rolling out, 
as is viral-load monitoring to evaluate whether 
ART is being optimized for individual benefit and 
prevention. And VMMC numbers have crossed the 
10 million mark, though there is still much work 
to be done. 

So we do expect to see prevention progress  
in the coming years, especially in countries  
where the epidemic is driven by sexual 
transmission. (This Report acknowledges and 
does not seek to do justice to the urgent agenda 
for protecting the rights and health of people 
who inject drugs.) 

Now is the time to fit biomedical HIV prevention 
research into comprehensive prevention plans 
tied to national targets for incidence reduction. 
UNAIDS much-needed, long overdue Prevention 
Gap Report 20168 doesn’t address the need for 
additional research. Advocates have an essential 
role to play in ensuring that research and 
development are put on the “Fast-Track” agenda 
that UNAIDS and much of the world is using. 

But here are some specific areas to track and 

take action on, depending on context. 

•   Investment of time and resources in stakeholder 
engagement. No country can plan an efficacy 

trial today and expect smooth conduct and 

clear results without intensive stakeholder 

engagement. This must go beyond consultations 

or CAB meetings, and include ongoing, honest 

conversations both trial communities and 

advocates about trial objectives, progress and 

challenges. In countries like South Africa, which 

is hosting a range of efficacy trials (see Table 2, 

page 32), it is essential that governments, 

research funders and other stakeholders invest 

in and require use of the Good Participatory 

Practice (GPP) framework.  

•   Step up domestic financing of HIV research as 
part of a comprehensive response. Calls for 

In the months after the RV144 vaccine trial found modest 
benefit in Thai volunteers, the research field organized itself 
remarkably rapidly to hone in on a finite set of questions about 
why this effect had occurred. There were limited samples to test 
and the field had to be disciplined and rigorous in choosing the 
ways that these samples were analyzed. 

This research paid off: the correlates analysis identified factors 
linked to protection and risk. It was also the only type of 
approach possible based on the quantity of samples available.  

But there is also a lot to be gained from taking the opposite 
approach—not limiting the questions that are asked in advance, 
but rather, setting up experiments that allow the data themselves 
to illustrate which associations matter most.

This work has been made possible by Big Data-based science, 
using high-powered technology to capture a vast array of 
responses and effects in the body and then using computer-
based analytical models to find associations within these 
enormous data sets that suggest answers about how antibodies 
develop or other key questions. These approaches are starting to 
pay off with work by researchers like Bali Pulendren (Emory 
University) who are using “systems vaccinology” approaches to 
looks across immune responses triggered by a vaccine to try to 
understand exactly why it protects. Galit Alter (Ragon Institute) 
and Margaret Ackerman (Dartmouth University) are making 
progress in understanding how broadly neutralizing antibodies 
to HIV arise by looking across the molecular network of the 
immune system for clues.  

Maintaining investments in upstream basic science is essential 
to support this body of work where real progress is happening 
and where breakthroughs could emerge to change the face of 
HIV vaccine development. 

Looking for 
Answers Without 
Asking Questions: 
Using big data  
to guide  
vaccine science  

8 UNAIDS. 2016. Prevention Gap Report. www.unaids.org/en/resources/documents/2016/prevention-gap.
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bring the gaps in prevention coverage into 

focus. These gaps should be used to drive 

national research agendas. Perhaps it is a 

question of a population with an unmet need, 

or a successful service delivery model that is 

adaptable to some products. Whatever the 

variables, countries need to be supported in 

looking at prevention progress and challenges 

alongside the research pipeline, in making 

strategic investments and in prioritizing trials 

for the national context. This only works in a 

context where all groups are seen and valued—

including key populations.

•   Make national research plans for meeting the 
prevention needs of populations where 
incidence has gone down and where it remains 
high. Why is research needed in both groups? 

Because the impressive gains that can be made 

using today’s tools may prove reversible for  

(at least) two reasons: first, the nature of the 

interventions and second, the changing 

demographics in the hardest-hit countries.  

With the exception of voluntary medical male 

circumcision, today’s tools require user 

commitments for months or years (e.g., 

condoms, daily oral PrEP and the vaginal ring) 

domestic financing can be used for many 

political purposes, such as holding countries 

accountable on the one hand, and calming 

donors’ fears about their share of the cost of a 

comprehensive response on the other. AVAC 

and our partners believe domestic financing 

should increase and that expectations for 

country contributions should be ambitious but 

not unrealistic, with careful checks to be sure 

that people don’t suffer when services 

transition to government ownership. Funding 

for research isn’t often a part of these calls, but 

it should be. Countries have different needs in 

terms of prevention and treatment tools, other 

emerging pathogens and broader development 

goals that can best be met by strategic 

investment in research . 

•   Make sure that epidemiological data inform 
research priorities. As prevention and 

treatment programs roll out using today’s 

tools, there should be more data on which 

strategies have a direct impact on incidence 

and in which populations. This requires 

investment in data collection focused on key 

populations, changes to prevention indicators 

and more. Improvements in such areas will 

The question of whether specific contraceptive methods, 
particularly the injectable progestogen-only method known as 
DMPA or Depo-Provera, affect women’s risk of HIV is complex 
and, for the moment, unanswered. Fortunately, the three-arm 
ECHO trial that is evaluating DMPA, the Jadelle implant and  
the copper IUD has begun, with recruitment underway in the 
majority of its sites. Unfortunately, the WHO has added to the 
complexity with a layer of completely preventable confusion.  
This dates back to October 2015, when WHO surprised many 
stakeholders with a “clarification” of its existing technical 
guidance on hormonal contraception and HIV. The clarification 

reversed the position of the guidance—which was reviewed 
and developed by experts in the field—on some key issues.  
A wide range of advocates and service providers asked WHO 
to remove the statement and issue a document in alignment 
with the technical note. After five months, in April 2016,  
WHO said that it would. But since then, representatives  
have publicly backpedaled from this commitment. The 
confusion caused by the statement—no longer on the 
website—must be corrected, as WHO has promised.  
Failure to do so jeopardizes the effort to secure a full, informed 
choice within a wide range of options for all women.   

Unnecessary Confusion on Hormonal Contraception and HIV: 
WHO must act now 
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normative agencies. These should be designed 

to enable governments to define unmet needs 

and prevention niches and to allocate 

programming and research funds accordingly. 

These mid- and long-term goals for country-level 

action need to be complemented by even more 

coordination among trial sponsors and 

implementer involved in the remarkable array of 

planned or ongoing efficacy trials focused on 

injectable prevention (e.g., vaccines, passive 

immunization and long-acting injectable ARVs). 

As described in Figure 14 at right, there are more 

efficacy trials in vaccine-related strategies than at 

any other point in the history of the field. The 

success of both these specific trials and of the 

strategies they may identify depends on 

collaborative work that puts countries at the 

center, as opposed to specific products, trials or 

research groups. Done well, this short-term 

management of messages, expectations and trial 

launches will help countries assume an even 

greater degree of ownership of mid- and long-

term HIV prevention research agendas.

or for life (ART). These strategies can help cut 

rates of new HIV cases, but it’s not clear 

whether they can sustain these reductions.  

•   Prioritize investment in research infrastructure. 
As we’ve said throughout the Report, systems 

for collecting and sharing data are key. 

Countries can and should push partners to 

funnel resources toward the creation of 

platforms that make it easier to track clinical 

trials and share data within countries. In 

addition, regulatory capacity must be 

strengthened so that local Institutional Review 

Boards (IRBs) can evaluate proposed research 

for its scientific value, design and ethics and 

can also determine what is most needed in a 

given country’s context. 

•   Decision-making tools and product profiles 
must be available for country stakeholders 
including governments and civil society. This 

should include “best guess” or ”moving target” 

descriptions of candidates in the pipeline. 

Product developers can generate these, as can 

other stakeholders such as research funders and 

Strategy Trial Product
Number

ppts Population
Status 

(start-end) Location

Antibody

HVTN 704/ 
HPTN 085

VRC01 antibody, infused  
every two months

2,700
Men and transgender 
persons who have sex 

with men

Enrolling:
Apr. 2016–Sept. 

2020
Brazil, Peru, US

Antibody

HVTN 703/ 
HPTN 081 1,500 Sexually active women

Enrolling:
May 2016–Jul. 

2020

Botswana, Kenya, Malawi, 
Mozambique, Tanzania, 
South Africa, Zimbabwe

Preventive 
HIV vaccine

HVTN 702
ALVAC/gp120 MF59  

adjuvant boost, five doses  
over 12 months

5,400 Sexually active hetero-
sexual  women and men

Projected start
Nov. 2016–End 

2020
South Africa

Long-acting 
injectable

HPTN 083 Cabotegravir injections every  
two months 4,500

Men and transgender 
persons who have sex 

with men

Projected start 
Q3/4 2016; OR 
projected end 

June 2020

~40 sites in North and South 
America, South Africa and 

Asia

Long-acting 
injectable

HPTN 084
Cabotegravir injections;  

schedule to be confirmed, either 
every two or three months  

TBD Sexually active women Potential start 
in 2017

Southern and East African 
countries TBD 

Preventive 
HIV vaccine

TBD Ad26/MVA boost TBD TBD Potential start 
in 2017

US, Latin American,  
Southern and East African 

countries TBD
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Ongoing and Planned Efficacy Trials (July 2016)

For the latest trial updates visit www.avac.org/pxrd.



As the figure below shows, the next two years will bring more vaccine-related efficacy trials than the world has seen in roughly seven years. 
Back then, there were ongoing daily oral PrEP and microbicide trials, too.  Today, the biomedical prevention efficacy trials landscape is 
dominated by vaccines and related strategies, like antibody-mediated prevention (AMP). These trials are happening with a complex and 
changing prevention backdrop. Daily oral PrEP is rolling out in countries where vaccine and AMP trials are taking place, though not all sites 
have yet finalized plans for whether PrEP will be offered to participants. These same trials are articulating broad and site-specific messages 
about how these new strategies would fit in. The time-honored message, “The world needs an AIDS vaccine”, is still true, but it sounds 
different when there are other tools and (hopefully) more on the way. And it’s not clear whether the world needs passive immunization of 
broadly neutralizing antibodies (bNAbs) as a public health tool, or whether these trials are primarily to build scientific knowledge. Advocates 
have already given feedback that early messages about AMP as a coming prevention tool for women did not feel accurate or well-calibrated. 
Trial sites and staff are grappling with these messages, but much of the work needs to be done by civil society who are given the chance to 
think through, challenge and communicate about the trials and concepts that are underway or on the horizon. AVAC is proud to be working 
with a group of leading advocates who are playing this role. The Vaccine Advocacy Resource Group (VARG)—a team of 11 HIV prevention 
advocates from countries significant to vaccine research—is tracking key issues and committed to holding scientists accountable. We will 
be working with the VARG and other partners to build out this work in the coming year. Visit www.avac.org for more news. 

Time for a Surge in Vaccine Advocacy  
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HIV Vaccine Research Trials: Past and present14FI
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Biomedical Prevention in 2016—At a glance (July 2016)  15FI
GU

RE

DE
VE

LO
P

DE
LI

VE
R

DE
MO

NS
TR

AT
E

2015 2016 2017 2018 2019 2020

Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4

Prevention
Option

 SCALE-UP Roll out and scale up testing

 SCALE-UP Roll out and scale up of immediate offer of ART 

DEMONSTRATION PROJECT RESULTS  Suite of ongoing oral PrEP demonstration projects

ASPIRE

ECLAIR

HVTN 100

HIV-V-A004 

HPTN 077 

HPTN 076 

The Ring Study

Move to 
open label

PLANNED OLE  HOPE (MTN 025)

PLANNED OLE  DREAM (IPM 032) pending funding
SCALE-UP?

WHO PQ

REGULATORY  EMA review

REGULATORY  FDA review

REGULATORY  MCC review

HPTN 083

HPTN 084

PLANNED EFFICACY TRIAL Anticipated HVTN 702 start 

PLANNED EFFICACY TRIAL Possible Ad26 start

HVTN 704/HPTN 085
HVTN 703/HPTN 081

REGULATORY  African NRAs

 SCALE-UP? Roll out and scale up oral PrEP

 IMPLEMENTATION RESEARCH VMMC device operations and implementation research

 EARLY TRIALS  Various early multipurpose prevention technology trials ongoing

 SCALE-UP Roll out and scale up male and female condoms

 SCALE-UP Roll out and scale up VMMC

GUIDELINES WHO Guidelines

GUIDELINES WHO Guidelines

GUIDELINES WHO Guidelines

REGULATORY MCC approval

WHO PQ Shang Ring WHO PQ & PrePex for adolescents

Multipurpose 
prevention 
technologies 
(MPTs)

Preventive 
HIV vaccines

Long-acting 
injectables

ARV-based 
rings

Oral 
PrEP

ART

Voluntary 
medical male 
circumcision 
(VMMC)

Male and 
female 
condoms

Antibodies

HIV 
testing

Market/ 
regulatory 
time point

KEY

Planned/
anticipated

Ongoing 
trial

MARKET ENTRY   
Earliest market 
entry

Visit www.avac.org/pxrd for trial details and the latest updates.


