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How do we best design the studies 
 that take this to the clinic? 
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Challenges	  to	  Study	  Design	  
	  
• 	  Success	  of	  standard	  of	  care	  anGretroviral	  therapy	  [ARV]	  
	  	  
• 	  Choice	  of	  opGmal	  populaGon	  for	  first-‐in-‐human	  therapy	  

• 	  	  Choice	  of	  endpoint:	  surrogate	  markers	  for	  anGviral	  effect,	  
safety	  of	  ARV	  interrupGon,	  opGmal	  latency	  measurements	  
	  

• 	  OpGmal	  regimen	  for	  use	  of	  cytoreducGve	  therapy	  in	  a	  	  
non-‐cancer	  se^ng	  
	  

• 	  Choice	  of	  autologous	  vs	  allogeneic	  stem	  cell	  product	  



h_p://www.aidsinfo.nih.gov/ContentFiles/AdultandAdolescentGL.pdf	  



Success	  of	  standard	  of	  care	  anGretroviral	  
therapy	  [ART]	  

• 	  ART	  has	  become	  more	  convenient	  to	  take,	  less	  toxic,	  fewer	  [7%]
	  virologic	  non-‐responders	  

• 	  Li_le	  commercial	  interest	  in	  a	  cellular	  alternaGve	  to	  anG-‐HIV	  
	  chemotherapy;	  more	  interest	  in	  supporGve	  therapy	  which	  	  
competes	  for	  paGents	  

• 	  DHHS	  Guidelines	  recommend	  early	  start	  of	  ARV	  in	  most	  
	  paGents*	  

• 	  Concern:	   	  ConGnued	  HIV	  infecGon	  in	  nearly	  all	  paGents	  
PathogeneGc	  mechanisms	  remain	  acGve	  on	  ART	  
Short	  and	  long	  term	  toxicity	  
Cost	  
Long-‐term	  effects	  of	  early	  treatment	  sGll	  unknown	  	  

	  
*	  h_p://www.aidsinfo.nih.gov/ContentFiles/AdultandAdolescentGL.pdf	  



Choice	  of	  opGmal	  populaGon	  for	  first-‐in-‐human	  
therapy	  

• 	  Determined	  by	  the	  quesGon	  of	  the	  study:	  safety,	  feasibility,	  	  
	  effecGveness	  

	  
• 	  Determined	  by	  the	  risk	  of	  the	  method	  

T	  cell	  infusion	  vs	  stem	  cell	  transplant	  
Allogeneic	  vs	  autologous	  cell	  infusion	  
	  

• 	  Determined	  by	  the	  ulGmate	  goal	  of	  therapy	  



Choice	  of	  endpoint	  

• 	  Surrogate	  markers	  for	  anGviral	  effect	  
	  
• 	  Safety	  of	  ART	  interrupGon	  

• 	  OpGmal	  latency	  measurements	  



OpGmal	  regimen	  for	  use	  of	  cytoreducGve	  therapy	  in	  a	  	  
non-‐cancer	  se^ng:	  unresolved	  quesGons	  

• 	  Choice	  of	  autologous	  vs	  allogeneic	  cell	  product	  
	  
• 	  What	  is	  the	  opGmal	  cytoreducGve	  therapy	  for	  inducGon	  of	  	  

endogenous	  homeostaGc	  growth	  &	  engrafment	  factors?	  	  
e.g.	  cyclophosphamide	  pre-‐T	  cell	  infusion;	  busulfan	  pre-‐HSCT	  
	  

• 	  What	  is	  the	  necessary	  ablaGve	  vs	  non-‐ablaGve	  regimen	  for	  	  
engrafment	  of	  stem	  cells?	  
	  

• 	  Do	  we	  learn	  essenGal	  answers	  to	  these	  quesGons	  in	  cancer	  paGents	  
or	  do	  we	  have	  to	  address	  them	  in	  healthy	  HIV/AIDS	  paGents?	  


