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Introduction

• HTI vaccines are designed to induce HIV-specific T cell responses associated with better viral control in humans1,2

• AELIX-002  was  a FIH Phase 1/2 study to evaluate safety, immunogenicity and efficacy of HTI vaccines in 

early-treated people with HIV (PWH) NCT032046173

1Mothe JTM 2011; 2Mothe JTM 2015; 3Bailon Nat Med 2022
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AELIX-002 RCT

Bailon Nat Med 2022

Participants Without Beneficial HLA class I alleles

N=12 

Placebo

N=20 

Vaccine

HOST / Baseline conditions

How to improve this effect?

VIRUS

VACCINE-INDUCED RESPONSES 

All participants rebounded

Similar initial pVL kinetics 
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ATI endpoints

Time to 1st pVL>50

Time to pVL>10K

Time to peak pVL

pVL end of ATI

Time off ART
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Host / Baseline conditions : pVL pre-ART

Rho = -0.6837

P = 0.0009

*** <0.0001

** <0.001

* <0.05
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Virus : ~reservoir

Rho = -0.4428

P = 0.0765

*** <0.0001

** <0.001
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HTI Magnitude
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HTI Magnitude
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Rho = 0.6869

P = 0.021

Rho = -0.6837

P = 0.0009
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HTI Magnitude

*** <0.0001

** <0.001
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HTI Breadth
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Immune responses

*** <0.0001

** <0.001

* <0.05
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Characterization of HTI-specific responses

HTI Gag p24/p15

HTI Pol Int/RT/Prot

HTI Vif/Nef

HTI Gag p17           

Thaw & rest

Stimulate

Incubation 6h 37ºC

Flow stain ICS

Neg

Anuska Llano

Samandhy Cedeño



Both CD4 & CD8 T cells induced
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CD8+ GzmB+ (&CD4) correlates w/ ATI outcomes
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Rho = -0.5920

P = 0.0060

Rho = 0.6361

P = 0.0026

Rho = -0.5190

P = 0.0190

Rho = 0.4246

P = 0.0620



Polifunctionality

16
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Polifunctionality

CD4 T-cells CD8 T-cells

++ +++ ++++
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Exhaustion markers

DMSO            

a-CD28/a-CD49d

Thaw & rest

Stimulate

Incubation 6h 37ºC

Surface markers

Flow stain

Exhaustion

PD1/TIGIT

Phenotype

CD45RA/CCR7

Activation

HLADR/CD69



• HTI vaccines induced high frequency of broad and polyfunctional CD4 & CD8 T cell responses

• HTI magnitude, breadth and frequency of GzmB+ T cells at ATI correlated with time off ART and pVL at ATI end

• In the univariate and multivariate logistic regression models, reservoir levels were not associated with higher 

chances of remaining off ART

• In the multivariate, when accounting for pVL pre-ART and CD4/CD8 ratio, vaccination increased probability for 

being off ART. 

19

Conclusions
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Next steps
Participants Without Beneficial HLA class I alleles

N=12 

Placebo

N=20 

Vaccine

HOST / Baseline conditions

How to improve this effect? 

More individuals & better viral control! 

VIRUS

VACCINE-INDUCED RESPONSES 



21

Next steps

Improve vaccine immunogenicity
• New vectors (mRNA)

• Able to sensor latent infected cells

• Reversion of T-cell exhaustion / CTL resistance

IMMUNE

Reduce or Silence viral reservoir
• Reverse Latency

• Target escaped variants

• Lock the reservoir

VIRUS

JD_GeSIDA_20220923

• BCN03 (NCT05208125)

• ChAdOx1.HTI + MVA.HTI + SOSIP 

• 30 chronics

• ATI

• Ongoing (Q4 2023)

• AELIX-003 (NCT04364035)

• ChAdOx1.HTI + MVA.HTI + Vesatolimod

• 57 early-treated

• ATI

• Unblinding (Q1 2023)
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• HTI vaccines were designed based on human immune data to induce better viral control

• FIH RCT in early-treated PWH show safety and immunogenicity, inducing responses with similar characteristics to those

described in HIV controllers, regardless of favourable HLAs

• All participants experienced viral rebound upon ART interruption. However, vaccine responses were associated with

better HIV control, despite not reaching undetectable levels. 

• Next Steps:

• Data support the use of HTI as a potential ‘T-cell backbone’ vaccine in combination trials. 

• Two RCT already ongoing (in early-treated and PWH that did not start ART in acute/recent HIV infection) with results

expected in 2023-24 respectively

C O M M U N I T Y  S U M M A R Y


