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What is PAVE 100?  
PAVE 100 is a planned test-of-concept efficacy trial of an AIDS vaccine developed by the Vaccine Research Center 

(VRC) at the US National Institutes of Health. A test-of-concept vaccine trial provides a preliminary answer about 

whether a vaccine candidate provides protection against HIV infection or decreases the amount of HIV in the 

blood (viral load) of the study participants who become infected.  

 

What vaccine strategy would PAVE 100 be testing?  
A “prime-boost” combination of two vaccines (three DNA immunizations first, followed by a recombinant 

adenovirus-vectored boost).  

 

Why is there debate and discussion about this trial?  
The original version of PAVE 100 was scheduled to take place in eastern and southern Africa and in the 

Americas. Screening for enrollment in the Americas was scheduled to start in September 2007. This was put on 

hold after the release of disappointing data from the STEP vaccine study of Merck’s MRK-Ad5 vaccine. 

(For more information on STEP visit www.avac.org/step.htm.) 

  

There has been significant debate and discussion about how to redesign the PAVE 100 protocol in light of the 

STEP data. There is particular concern due to the finding from STEP that some volunteers who received the 

vaccine appeared to be at increased risk of acquiring HIV, compared to placebo recipients. The vaccine itself did 

not cause HIV infection.  

 

The VRC strategy that would be tested in PAVE 100 uses an adenovirus 5-vectored candidate (Ad5) that is 

similar, though not identical, to the one tested in STEP.  

  

What’s the difference between the VRC strategy and MRK-Ad5?  
The VRC strategy includes three DNA immunizations followed by a single Ad5 boost, whereas Merck’s strategy 

included three immunizations with MRK-Ad5. There are differences in the kinds of immune responses that 

people have to the VRC strategy compared to MRK-Ad5. The adenovirus used in the VRC strategy is genetically 

altered in ways that are different from MRK-Ad5. There are differences in the data seen in monkey studies that 

tested these vaccine regimens before they went into human trials.  The VRC strategy includes the HIV env gene, 

whereas the MRK-Ad5 vaccine did not. 

 

What might a redesigned PAVE 100 look like?  
Discussions are still ongoing. Right now, the proposal is to study the VRC strategy in a test-of-concept trial in the 

Americas that would enroll men who have sex with men. Volunteers would be restricted to men who are both 

Ad5-seronegative and circumcised. (Vaccine recipients in this group were not at an increased risk of HIV 

infection in the STEP study.)  

 

Is the VRC strategy safe?  
Based on what we know from STEP, there were no signs of increased susceptibility to HIV infection among the 

MRK-Ad5 vaccine recipients who were Ad5-seronegative and circumcised. (Ad5-seronegative refers to people 

who do not have measurable immune responses to Ad5, a common cold virus.)  

 

There’s also no way of knowing whether the VRC strategy would increase susceptibility to HIV infection among 

some people, the way MRK-Ad5 appears to do. But researchers are erring on the side of caution thus restricting 

the populations in which the vaccine is studied 
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What about women and heterosexual transmission?  
The original PAVE 100 had planned to enroll high-risk women in the Americas and heterosexuals at risk in 

Africa. These groups are not included in current plans for the proposed redesign. The STEP study found very low 

rates of HIV infection in its high-risk women volunteers in the Americas, Caribbean, and Australia. Low 

incidence is a good thing, but it makes it impossible to answer vaccine trial questions unless the trial enrolls a 

very large number of people (tens of thousands).  Rates of Ad5 seropositivity are very high (80 to 90 percent) in 

many African countries, so many potential volunteers would be excluded from enrolling. These and other factors 

would complicate involving women and heterosexual men. The proposed trial in MSM is the researchers’ best 

idea about how to get a relatively quick, clear answer.  

 

What would happen after PAVE 100?  
Even if the VRC strategy shows benefit in PAVE 100, it probably won’t move into licensure trials that could lead 

to widespread use. The data from PAVE 100 would only apply to a small subset of the population (circumcised, 

Ad5-seronegative MSM). Instead, a positive finding from PAVE 100 could help guide the design of future 

candidates.  

 

What is AVAC’s position?  
Does AVAC support PAVE 100? Yes—but with some conditions. At this point, we think there’s merit in a PAVE 

100 trial that provides a relatively quick and clear answer about whether the VRC candidate has any benefit in 

protecting against infection or reducing viral load setpoint. At the same time, there has been insufficient 

community input into this trial. We—and the field—need that input before any final decisions are made. The 

communities in which a redesigned PAVE may take place need to weigh in on important questions like:  

• Is a trial acceptable to communities if it tests a candidate that almost certainly would not advance to 

licensure studies?  

• What are community attitudes about a trial whose exclusion criteria (Ad5-seropositive people, and, 

possibly, uncircumcised men) mean that the results will be hard to apply to the general public?  

• How do communities that were asked to participate in STEP feel about potentially being recruited for 

PAVE 100? 

• Do communities feel comfortable testing a product that includes an Ad5 vector, in Ad5-seronegative 

circumcised MSM? 

 

To share your thoughts, questions and concerns please contact us at avac@avac.org. 

 

************* 

 

An expanded version of this piece and additional resources are available at www.avac.org/pave.htm.    

 

 
The AIDS Vaccine Advocacy Coalition (AVAC) is a non-profit, community- and consumer-based organization 

that uses public education, policy analysis, advocacy and community mobilization to accelerate the ethical 

development and global delivery of AIDS vaccines and other HIV prevention options.  
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