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What does infection mean? 
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Multidimensional nature of the HIV reservoir. 

S. Deeks, Nature Med 2021



The HIV anatomical reservoir



The HIV reservoir



The HIV target cells
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The HIV cellular reservoir
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The HIV cellular reservoir



Are all cells infected with HIV identical? 



How does the HIV 
landing ground looks 
like? ? 



The HIV cellular reservoir



All infected cells have HIV virus in a different 
position in the beginning of an infection



All infected cells have HIV virus in a different 
position in the beginning of an infection

Infected cells can start 
deviding, making copies
of themself



Understanding the layers of complexity of the viral
reservoir

• The number of targetcells (mainly CD4+ T 
cells)is very high

• CD4 Tcells are present in many organs

• The number of infected cells is low

• Infections occur in different positions in 
the chromosomes

• Infected cells can devide to maintain the
reservoir



Additional layers of complexity of the viral reservoir



95% of the integrated viruses are not intact

• Cohort of 18 chronic 
PLWH on ART

• 1661 total proviral 
genomes
• 1308 distinct



The position of the integration in the chromosome is 
important for potential generation of new viral particles
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Understanding the layers of complexity of the viral
reservoir

• The number of targetcells (mainly CD4+ T cells)is very high

• CD4 T cells are present in many organs

• The number of infected cells is low

• Infections occur in different positions in the chromosomes

• Infected cells can divide to maintain the reservoir

• Not all cells harbor an intact virus, only 5%

• Not all virus can be easy reactivated





Carmen Gasca-Capote, JCI 2024 











ID127

ID 127: Only subtype B with leuka
• Clinic

• Acute treated (0-3 months from infection)

• ART + Romidepsin + 3BNC117

• ATI: viremic after 7 days, controls < 5.000 until day 84 (end of study)

• Paraclinic
• Total HIV DNA (day 365): 2756 copies/106 CD4 T cells

V25 – ATI end
• 151 days into ATI

• Viral load: 7630 copies/mL

• Leukapheresis: 50 mio PBMCs
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What does cure mean and why is 

a cure difficult ?

• The viral reservoir has many layers of complexity
that evolve over time

• Does cure mean an elimination of all intact viruses (in remission)

• Does cure mean an elimination of all viruses

• Does cure mean an elimination of all intact  viruses in active
genes



Community slide

• The viral reservoir has many layers of complexity
that evolves over time

• Cure approaches need to take into account the complexity of the
reservoir to generate long term safety data



Hartelijk dank aan all PLWH die 
deelnemen aan deze studies




