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Key questions of research

• Analytical Treatment Interruption (ATI) is 

the only definitive measure to evaluate 

the impact of potential curative agents 

on HIV control.

• HIV cure field has been searching for 

pre-ATI biomarkers of viral-rebound to 

mitigate some of the risks of ATI and to 

identify novel biological targets to 

develop an effective cure.

• Can we identify plasma non-invasive  

biomarkers of HIV rebound?

Key findings   take-home message

We describe several biological 

molecules that were measured in 

the plasma before stopping ART 

and their levels predicted time to 

viral rebound after ATI. 

Community Summary
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Metabolites and glycans enter circulation from tissues and can reflect tissue inflammatory states



12 initiated ART at the early/acute stages of HIV infection
33 initiated ART at the chronic stage of HIV infection





Plasma glycans associate with time-to-viral-rebound in all donors



Slow 
rebound

Rapid 
rebound



Within individuals who initiated ART early, HIV reservoir size do not differentiate 
Rapid vs Slow rebound 



Within individuals who initiated ART early, plasma glycans differentiate        
Rapid vs Slow rebound 



Plasma glycomic markers of time-to-viral-rebound associate with                     
HIV reservoir size in A5345 

Red = positive spearman r correlation; 
blue = negative spearman r correlation



Higher tryptophan catabolism is associated with faster rebound in people who 
initiated ART at the early/acute stages of HIV infection
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Higher tryptophan catabolism is associated with faster rebound in people who 
initiated ART at the early/acute stages of HIV infection



Plasma metabolic markers of time-to-viral-rebound associate with                    
HIV reservoir size in A5345 

BioFactors 27 (2006) 157–165 157
IOS Press

Activity of the dietary antioxidant

ergothioneine in a virus gene-based assay for

inhibitors of HIV transcription



Glycans, plasma immuno-modulatory sialylated glycans correlate with slow time-to-viral-rebound 
and small HIV reservoir size, consistent with our previously published results.

Metabolites, high levels of the plasma markers of tryptophan catabolism (microbiome-related 
metabolic pathway) are associated with fast time-to-viral-rebound and large HIV reservoir, 

consistent with our previously published results.

Conclusions

In general, markers associated with rapid rebound (and vice versa for markers associated with 
delayed rebound) correlated with higher CD8+ T cell activation (CD38+ HLADR+ CD8+ T cells), 

lower % effector CD8 + T cells, higher % of TIM3+ T cells, higher plasma sCD163 levels.

Metabolites, high levels of the anti-oxidative stress L-Ergothioneine are associated with slow time-
to-viral-rebound and small HIV reservoir size.



Special Thanks To All Volunteer Participants in A5345!
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