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Alterna5ve	  splicing	  and	  HIV	  life	  cycle	  
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Alterna5ve	  splicing	  is	  a	  key	  process	  for	  
HIV	  replica5on	  
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HIV-1 RNA has weak 3’ splice sites 
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HIV-1 RNA splicing depends on splicing 
regulators that target HIV-1 RNA sequences  
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Splicos has a propriatory library of small chemical 
compounds targeting the splicing machinery 



Lead	  SPL-‐464	  characteriza5on	  





•  SPL-‐464	  induces	  a	  dose-‐dependent	  inhibi5on	  of	  HIV-‐1	  replica5on	  in	  
primary	  macrophages	  from	  different	  donnors	  

•  SPL-‐464	  inhibits	  viral	  replica5on	  of	  different	  HIV-‐clades	  including	  B	  and	  C	  
types	  

•  SPL-‐464	  inhibits	  viral	  replica5on	  of	  ART	  escape	  mutants	  

•  SPL-‐464	  inhibits	  viral	  replica5on	  of	  HIV-‐2	  

•  ARer	  six	  months	  of	  in	  vitro	  treatment	  with	  SPL-‐464	  no	  resistant	  viruses	  
have	  emmerged,	  whereas	  drug-‐resistant	  viruses	  are	  selected	  following	  
three	  weeks	  of	  treatment	  with	  either	  3TC	  or	  EFV	  



Deep	  sequencing	  of	  YU-‐2	  virus	  aRer	  SPL-‐464	  
treatment	  did	  not	  reveal	  any	  selected	  muta5on	  	  



Profiling	  cellular	  alterna5ve	  splicing	  events	  shiRed	  by	  Splicos	  drugs	  	  
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SPL-‐464	  did	  not	  induce	  global	  changes	  of	  
alterna5ve	  splicing	  in	  PBMCs	  



Efficacy	  of	  SPL-‐464	  in	  mouse	  models	  



SPL- 464 HIV-1 inhibition on hu-PBL-SCID mouse after 40 mg/kg/day treatment 
by twice-daily per os administration started simultaneously to HIV-1 infection.  



Treatment with SPL- 464 rescues CD8/CD4 ratio in infected mice   



SPL-‐464	  (40mg/kg	  daily	  by	  gavage)	  reduces	  
viral	  loads	  in	  engraRed	  humanized	  NSG	  

mice	  infected	  by	  YU2	  HIV-‐1	  strain.	  	  
Comparison	  with	  ART	  



Long	  las5ng	  	  HIV-‐1	  inhibitory	  effect	  of	  SPL-‐464	  
in	  infected	  humanized	  mice.	  	  



 	  SPL-‐464	  is	  a	  novel	  an5-‐HIV	  agent	  ac5ve	  against	  
different	  	  HIV-‐1	  clades	  and	  mutants	  as	  well	  as	  HIV-‐2	  

 SPL-‐464	  did	  not	  induce	  emergence	  of	  HIV-‐1	  mutants	  	  

 	  SPL-‐464	  has	  a	  new	  mode	  of	  ac5on	  inhibi5ng	  HIV-‐1	  
splicing	  but	  not	  splicing	  of	  cellular	  genes	  

 	  SPL-‐464	  induces	  a	  long	  las5ng	  effect	  in	  humanized	  
mice	  

 SPL-‐464	  rescues	  CD8/CD4	  ra5o	  in	  infected	  humanized	  
mice	  

Summary	  
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