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Background (I)
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1) The use of new agents for HIV cure should cover safety at different
settings including the central nervous system (CNS).

2) Reactivating latent HIV could increase CNS infection potentially inducing
neurological affectation.

3) Antiretroviral therapy interruption appears to be a requirement as a
proof of cure, which could be harmful due to additional
neuroinflammation or neurotoxicity.



Background (II)
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1) Purge of HIV reservoir should imply lower presence of latent HIV,
which may positively affect the CNS reservoir.

2) Neurocognitive benefits have been also shown after antiretroviral
pause, hypothetically by preventing antiretroviral-related neurotoxicity.

3) Some agents proposed for HIV cure may exert advantageous
properties for CNS, such as class I histone deacetylase inhibitors
(HDACIs), which have shown beneficial effects on neurocognition.



Methods
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- Public Databases: 

We searched Pubmed, Clinicaltrials.gov, and Eudract databases: until March 2018.

- Setting: 

Human clinical studies testing HDACIs in the setting of HIV cure and kick&kill
strategies.

- Targeted Projects:

1) Past research: published reports.

2) Ongoing trials: stated in public official databases.



Results (I)
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 We found 280 studies investigating HDACIs as potential HIV
eradication strategies, 22 in humans.

 Drugs most frequently tested were:

Vorinostat (n=8, 36%)
Romidepsin (n=6, 27%)
Valproic acid (n=3, 14%)
Panobinostat (n=2, 9%)
Others (n=3, 14%)

 Only one work considered CNS outcomes in the study endpoints.
Results showed that vorinostat did not lead to cognitive decline or
neuropsychiatric events.

 According to ongoing research, no current trial appears to include
brain parameters investigating HDACIs.
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Results (II)
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Results (III)
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Results (IV)

Muñoz-Moreno / Barcelona / May 2018



CONCLUSIONS
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 Brain outcomes should be considered and assessed in studies

testing kick&kill strategies for HIV eradication.

 According to published results, only one report investigating

HDACIs offers data in the field.

 Future trials for HIV cure should consider CNS-related outcomes,

not only because of potential detrimental consequences for brain

status, but also for possible CNS benefits that could be reached.



Thanks for your attention!

Jose A. Muñoz-Moreno, Ph.D.

www.flsida.org
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