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ACUTE HIV INFECTION
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I N S I G H T S  F R O M  T H E  E A R L I E S T  E V E N T S
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EARLIEST EVENTS

McMichael et al. Nature rev. Immunology 2010

Fiebig stages



3

2

EXTREMELY EARLY RESERVOIR 
ESTABLISHMENT
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Whitney et al. Nature 2014

Peripheral blood Lymph node Gut

Non human primate models1

Acute HIV infection cohorts

Perinatal infection cohorts

Gantner et al. Immunity 2023



POST-TREATMENT HIV CONTROL
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B E Y O N D  V I S C O N T I
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IN  SEARCH FOR LONG -TERM HIV  REMISSION

HIV Cure6<1%

Elite control

‖ Protective HLA-B alleles

‖ High frequency of HIV-specific CD8 T cells

Large majority

No control

‖ Time to rebound  2-4 weeks

5-15 %

Post-treatment control

‖ Control of viremia after ART interruption



VISCONTI  COHORT
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ANRS PRIMO

14 PTC

Lack of protective 

HLA-B alleles

EC

Peak VL

CD4 T cell count 

≈

non-controllers

ART initiation within 10 weeks of primary HIV infection

Frequently symptomatic

 ARS



CHAMP STUDY
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67 PTC

14 clinical trials, >700 participants

Early infection: n= 38 (13%)

Chronic infection: n=25 (4%)

Slightly lower pre-ART VL

 than noncontrollers

Durability of control:

median 89 weeks
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67 PTC

14 clinical trials, >700 participants

Early infection: n= 38 (13%)

Chronic infection: n=25 (4%)

Slightly lower pre-ART VL

 than noncontrollers

Durability of control:

median 89 weeks

Namazi et al. J Infect Dis. 2018

CHAMP STUDY
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Etemad et al. PNAS. 2023

What are the immunological and virological features of PTC?
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Stable HIV reservoir

NC

PTC
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Stable HIV reservoir

Low activation of

CD4 & CD8 T cells NC

PTC
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Stable HIV reservoir

Low activation of

CD4 & CD8 T cells

Low exhaustion of

CD4 T cells

NC

PTC
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Stable HIV reservoir

Low activation of

CD4 & CD8 T cells

Low exhaustion of

CD4 T cells

Robust responses of:

‖ Gag-specific CD4 T cells 

‖ NK cells
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pVISCONTI  STUDY

No ART ART W4 ART W24

Passaes et al. Nat Commun. 2024

9/11 2/11

Non-human primate study

Expansion of SIV-specific CD8+ T cells with long-lived 

and stem-like traits after early ART



DIFFICULT IES IN STUDYING PTC

‖ Barriers towards ATI

‖ Few trials involving ATI

‖ Within ATI studies:

‖ Small sample sizes

‖ Low frequency of PTC

‖ Variable ART restart
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Fajnzylber et al. AIDS 2021



ART INITIATION DURING AHI
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B E N E F I T S  O N  M U LT I P L E  L E V E L S



EARLY ART &  V IRAL RESERVOIR

‖ Limited viral reservoirs

‖ Blood

‖ Gut

‖ LN

‖ Limited viral diversity
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Gantner et al. Immunity 2023

Struyve et al. ACS cohort unpublished data

Acute Tx

Chronic Tx



EARLY ART &  CD4 T  CELLS
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ACS cohort, unpublished data

Peripheral Blood

CD4/CD8 ratio

Deleage et al, JCI Insight, 2016

CD4 T cells CD4 T cells in LP (gut)

Lymphoid tissues

‖ Rapid recovery ‖ Incomplete recovery



EARLY ART &  CD8 T  CELL RESPONSES

‖ CD8 T cells

‖ Normalized CD8 counts

‖ Decreased activation state

‖ HIV specific CD8 T cells

‖ Preservation of functionality

‖ Low frequency!
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Takata et al. eBioMedicine. 2022

Early ART

Delayed ART
No ART

Control 

group

5%

95%

Total CD8 T cells

HIV-specific CD8 T cells

Cao et al. Clin Infect Dis. 2016



EARLY ART &  HUMORAL IMMUNITY

‖ Preservation functional resting memory B-cells and Tfh cells

‖ Impact on the development HIV-specific antibodies
‖ Delayed seroconversion

‖ Seroreversion
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EARLY ART &  INFLAMMATION

‖ Reduced, not normalized systemic 

inflammation

De Clercq et al. Front Immunol. 2024
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DOES EARLY ART SUFFICE?

I M P L I C AT I O N S  F O R  H I V  C U R E
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BENEFITS FOR CURE



CAN EARLY BE TOO EARLY?
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Colby et al. Nat Med 2018

Acute HIV cohort: Fiebig I

NHP model

Whitney et al. Nature 2014

Goulder et al. PLoS Pathog. 2018
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eCLEAR

RIO

H AR N ESSIN G TH E BEN EFITS OF EAR LY ART IN  
C U R E TR IALS

RV397
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CONCLUSIONS

&  F U R T H E R  T H O U G H T S
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‖ Multiple benefits of starting ART during acute HIV infection 

‖ HIV reservoir

‖ Immune system

‖ Post treatment control of HIV is rare

‖ More common in early treated PLWH

‖ Rapid diagnosis, rapid ART initiation!

KEY MESSAGES &  COMMUNITY CONCLUSIONS
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‖ PTC show distinct immunovirological features

‖ Can we predict successful control based on this?

‖  Achievement vs. maintenance of viral control 

  → mediated by different factors?

‖ Early treated individuals: ideal candidates for future cure trials

FURTHER THOUGHTS
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