
Complete ‘shock and kill’  
demands a multi-
faceted approach 
Complete ‘shock and kill’ of the latent  
reservoir that results in a cure for HIV will 
likely require a multi-pronged approach, 
combining several LRAs with immunotherapy 
or small molecule drugs. ‘Kill’ strategies under 
investigation include CAR T cells engineered 
with modified receptors that recognise 
infected cells, vaccines that induce b cell 
antibody production and T cell killing of HIV, 
plus checkpoint inhibitors, such as PD-L1, 
which activate immune cell-mediated killing 
of infected cells. Small molecule apoptosis 
inducers that selectively target infected 
cells due to the abnormal activation of 
cell pro-survival pathways are also 
showing promise, including the
BCL-2 inhibitor venetoclax.

Activating the resistant 
latent reservoir  
The latent reservoir is highly resistant 
to activation, and multiple combined 
LRAs may be required. Researchers are 
therefore investigating a diverse array 
of LRAs that activate transcription of 
HIV proviruses in different ways -
including HDAC and bromodomain 
inhibitors, PKC, STING and TLR  
agonists, and SMAC mimetics.

     New hope for a cure 

 
 

Despite the global success of antiretroviral therapy in preventing HIV progressing to AIDS in millions 
of people, continual suppression of the virus requires lifelong treatment, and there is currently 
no cure. However, one cure strategy that has shown promise in primate models is ‘shock and kill’, 
which uses latency reversal agents (LRAs) to ‘shock’ latently infected cells into expression of HIV 
genes - allowing for these cells to be recognised by the immune system and eliminated by a range of 
‘kill’ strategies.

HIV ‘Shock and Kill’ Cure Strategies

TRC: Products for Innovative Research
TRC has more than 40 years’ experience working through some 
of the most complex synthetic pathways to deliver high-quality 
research chemicals. Our world-leading chemists engineer specific 
solutions for customers. We have a large range, including many 
unique APIs, bioactive molecules and stable labelled isotopes for 
research into HIV and other infectious diseases. For custom 
synthesis information, please enquire at info.trc@lgcgroup.com
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be key to success.

Rapid advances in immunotherapy 
and a cross-fertilisation of new and 
innovative ideas from cancer drug 
discovery are bringing fresh hope 
that finding a cure for HIV may be 

possible. Unravelling the complexi- 
ties of the latent reservoir, as well 

as establishing a full picture of how 
the virus interacts with the

 immune system, could well
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