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The NKG2A-- HLAE axis in cancer /’ not post

In homeostasis:
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In cancer:
A Overexpression of HLE correlates with worse prognosis

A Neutralizes beneficial effect of T cell infiltrate
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NKG2A expression on human TIL /" not post
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Coinhibitors on human TIL: unique populations /’ not post
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Coexpression of inhibitory receptors on mouse TIL g ramasme
(Mouse modell: TG1 in C57BL/6 mice)
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Therapeutic vaccination increases NKG2A andl)a Do not post
(Mouse model 1. T& in C57BL/6 mice)
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Enhanced efficacy of vaccination in absence otDa Do not post
(Mouse modell: Qal knockdown T€l in C57BL/6 mice)

Stronger vaccination efficacy

Similar T cell induction

WT TEL tumor Qa1 TG1 tumor
ns
5 750 7 750 -
|
4 —~ —~
© ™ ™
o S 1S
Q3 £ 500 £ 500
: - T : :
s . - ';
u © 2501 © 250
0 (L ke E E
< . > >
\/AA fo\"\ . =
<& 5
«O 0 1 0
0 40 0 1\10 20 30 40
Days after tumor challenge Days after tumor challenge

TG1 model
9 NKG2A as a checkpoint inhibitor for CD8 T cells T van Hall 26-Apr-17




NKG2A blockinghAbrecapitulates genetic model Do not post
(Mouse modell: TG1 in C57BL/6 mice)
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NKG2A expression and blockade therapy with-BBD Do not post
(Mouse model 2. A20 in BALB/c mice)
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Conclusions % not post

U NKG2A checkpoint receptor:

A is expressed oimtratumoral NK (60%) and CD8 T cell$%%)

A enhanced frequencies after PDblockade therapy and after vaccination
U The ligand HLA& (=Qadl in mice):

A is generally overexpressed in cancer

A isupregulatedafter vaccination

U TheNKG2AHLAE axis may confer adaptive resistance to immunotherapy
0 Combotreatment with NKG2A and PDblockade, or with vaccination is
powerful
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