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Concept  and  S teps
• Pass ive  im m uniza tion  for prevention  of vira l in fection
• Need to  have  the  pharm acology for twice  a  year dos ing

• Long acting  an tivira ls  a re  ava ilab le  
• Favorable  sa fe ty profile  for th ree-antibody cockta il 
• Antibody ava ilab ility: sa fe ty and  pharm acology tria ls
• An organiza tion /com pany for drug  supply and  leading  to  

licensure
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HIV Vaccine Efficacy Trials from the Past 15 Years

• STEP and Phambili Trials – Ad5 vector delivered Gag/Pol/Net, stopped in 
2007

• HVTN 505 DNA prime, Ad5 boost in Ad5 seronegative, circumcised men 
study stopped in April 2013 for lack of efficacy

• RV144, ALVAC and AIDSVAX demonstrated statistically significant protection
• Immune correlates of risk analysis provides clues for a way forward

• HVTN 702, trying to improve upon RV144, ALVAC prime and bi-valent clade-
C gp120-MF59 stopped February 2020

• Imbokodo (HVTN 705) and Mosaico (HVTN 706) Ad26 mosaic antigen, 
followed with HIV Env boost; both stopped for lack of efficacy, Aug 2021 and 
Jan 2023, respectively
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Key data

• Immunogen: eOD-GT8 60mer with AS01B ajuvant
• “Induced VRC01-class bnAb precursors in 97% of vaccine 

recipients with median frequencies reaching 0.1% among 
immunoglobulin G B cells in blood”

• “bnAb precursors shared properties with bnAbs and gained 
somatic hypermutation and affinity with the boost”

• “We detected no serum neutralizing activity to any of the 
several viruses tested…”

• “VRC01-class memory BCRs showed no binding to a native-
like trimer and weak binding to core-gp120”
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No he te ro logous  se rum  neutra liza tion  a t 1:10 serum  dilu tion  but 
he te ro logous  Nab activities  were  de tected  with  a ffin ity purified  MPER+ 
IgG in  2 bes t responders  
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HVTN124:  Phase 1 HIV-uninfected adults



Polvalent DNA/Protein Formulation (IM injection)

Env 
A

Env 
B

Env 
C

Env 
AE

Gag 
C

+ +

+
5-valent mixture

Bedside 
Mixture

Env 
A

Env 
B

Env 
C

Env 
AE

Gag 
C

GLA-SE

Env A Env B

Env C Env AE

DNA

Protein/
Adjuvant

DP

DP

gp120:  
A: 92UG037.8 B: JR-FL
C: 93MW965.26 AE: Consensus (UMMS)



2 7

High  ra te /m agnitude  and  broad  IgG 
aga ins t d iverse  gp120/gp140s

High  and  broad  IgG responses
aga ins t d iverse  gp70 V1V2

Potent and  broad  ADCC Tier 1B Nab aga ins t d iverse  iso la tes



CD4+ T ce ll Response  Rates  (%)
HVTN124 and  Other HVTN Studies  (d iffe ren t  pept ide  pools )
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Breadth Score:mGeometric mean net response over top 3 antigens responses per arm

IgG b inding  an tibody aga ins t V1V2 he te ro logous  breadth  score
HVTN124
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IgG3 b inding  an tibody aga ins t V1V2 he te ro logous  breadth  score

HVTN124



Sum m ary
bNAb as  prevent ion

Inform ation  is  genera ted  to  
de te rm ine  if a  concept tria l 
for com bina tion  bNAb is  
feas ib le

HIV vaccines

- Still ea rly s tage  for bNAb
induction  by vaccina tion ;

- Diverse  Exp Med tria ls ;

- CoP from  RV144 s till va lid
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