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CD 28 – CD 80/86 Pathway 

1st studied reagent CTLA4Ig   

 - fusion protein     

 - extra cellular domain of CTLA4 

 - Fc portion of human Ig 

Excellent pre clinical results but less 

spectacular non-human primate data 

                   Sayegh and Turkha NEJM 338:1998 



CD28 – CD80/86 

LEA 29Y (Belatacept)    

 Leucine 104 → GlutamatE   

 Alanine 29 → Tyrosine 

2nd generation CTLA4Ig 

Substitutions increase theoretic efficacy 

 2 fold ↑ binding to CD 80 

 4 fold ↑ binding to CD 86 

 10 fold ↑ T cell function inhibition 

 
Larsen et al AJT 5:2005 








