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HLA-Independent TCRs (HiTs) bind directly to cell surface target proteins

2
CAR, chimeric antigen receptor; HiT, HLA-independent TCR; HLA, human 
leukocyte antigen; TRuC, TCR fusion constructs
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Isolation of a HiT recognizing mesothelin using phage display

HiT binds directly to mesothelin HiT T-cell activated by mesothelin
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KD, dissociation constant; HiT, HLA-independent TCR; HLA, human 
leukocyte antigen; MSLN, mesothelin; T½, half-life
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HiT T-cell activation level is mesothelin expression dependent

4
HiT, HLA-independent TCR; HLA, human leukocyte antigen; IFNγ, 
interferon gamma; ntd, non-transduced
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HiT T-cells kill primary tumor-derived cells in vitro
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HiT, HLA-independent TCR; HLA, human leukocyte antigen; PDX, 
patient-derived xenograft
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HiTs are active in both CD4 and CD8 T-cells and are not inhibited by soluble protein

No CD8 or CD4 dependency

HiT not inhibited by 
soluble mesothelin
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ctrl, control; HiT, HLA-independent TCR; HLA, human leukocyte antigen; 
IFNγ, interferon gamma; MSLN, mesothelin; pHLA, peptide–human leukocyte 
antigen; All T-cells manufactured with Adaptimmune proprietary technology
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HiT induces strong, dose-dependent and persistent tumor regression in vivo
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HiT, HLA-independent TCR; HLA, human leukocyte antigen; MSLN, mesothelin;
All T-cells manufactured with Adaptimmune proprietary technology
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HiTs are an exciting new therapeutic modality for targeting extracellular proteins on tumors
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CAR, chimeric antigen receptor; HiT, HLA-independent TCR; HLA, 
human leukocyte antigen; TRuC, TCR fusion constructs

Access to 
CAR-T and 

TRuC
targets

No inhibition 
by free 

protein in 
tumor

environment

Natural TCR 
signalling for 
potent killing

Optimized 
TCR affinity 

for safety 
and potency HiT



Acknowledgements and disclosures

• Adaptimmune colleagues
– Chris Williams

– Jaelle Foot

– Alexandra Wasmuth

– Valeria Fadda

– Guy Wiedermann

– Ian Birch-Machin

– João Vieira

– Victoria Anderson

– Sara Boiani

– Terri Cornforth

– Christopher S. Barnes

– Neil Cartwright

– Richard Sokolowski

– Karen Miller

– Nick Pumphrey

– Andrew Gerry

– Chris Herring

9

• Our colleagues at Astellas

– Adaptimmune is partnered with Astellas to co-develop 
a mesothelin-targeted HiT

• This study was funded by Adaptimmune LLC

– Writing and editorial support was provided by Excel 
Scientific Solutions (Fairfield, CT, USA) and was 
funded by Adaptimmune

– All authors are employees of Adaptimmune and hold 
stock/stock options in Adaptimmune


