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Does ART always stop all new infections?

Martinez-Picado and Deeks, Curr Opin HIV AIDS 2016
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Does ART always stop all new infections?
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YES

Does ART always stop all new infections?

NO

Reservoir persists by cellular longevity and proliferation 
and is insensitive to ART

Cure should focus on eradication of reservoir cells

Reservoir may be also continuously replenished by 
residual replication

If infection of new cells is not completely blocked, some 
cure strategies might do more harm than good

Improved ART regimens should be part of cure 
strategies
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All previous ART intensification studies added a new drug to the existing regimen
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We intensified ART by doubling the dosage of dolutegravir
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Plasma and rectal tissue concentrations of DTG and 3TC
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Longitudinal dynamics of cellular markers of immune activation and exhaustion (CD4+ T cells)
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Longitudinal dynamics of cellular markers of immune activation and exhaustion (CD8+ T cells)
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Longitudinal dynamics of inflammatory cytokines (plasma)

Intensified group Control group
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Longitudinal dynamics of inflammatory cytokines (rectal tissue)
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Longitudinal dynamics of CD4 count, CD8 count, and CD4/CD8 ratio
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Conclusions

Significant longitudinal decreases in total HIV DNA, intact HIV DNA, and US HIV RNA in PBMCs, as well as in the
US RNA/total DNA ratio, were observed in the intensified group but not in the control group

Intensification also reduced frequencies of CD4+ cells expressing TIGIT, a marker of immune exhaustion, but had
no measurable impact on systemic or tissue inflammation

Intensification resulted in a transient reduction in the CD4/CD8 ratio, which returned to baseline by day 84

Our results suggest that the pre-intensification ART regimen may not have been completely suppressive

If confirmed in larger clinical trials, these results could have an impact on the clinical management of people with
HIV and curative strategies
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