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Cancer cells adopt resistance mechanisms to abrogate the immune responses and escape surveillance allowing tumour progression. NH deiminase NH cells. Peptidylarginine
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Despite many suppressive mechanisms Th1 CD4 T cells have the capacity to influence the tumour environment through the release of pro-inflammatory
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Stressful conditions in the tumour microenvironment promote autophagy and lead to presentation of modified peptides on MHC class Il. These MHC Il
presented modified peptides are targets for CD4 T cells. These T cells can be harnessed for tumour therapy (7).
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In the absence of inflammation, immunity is regulated. In the presence of inflammation, Th1 CD4 responses to modified self-antigens are stimulated. (Homodtrlline residoe)
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Expression of citrullinated vimentin in NSCLC is a Murine tumour models show infiltration of CD4+ LAP+ TILs and this can be modulated by

good prognostic factor and absence of citrullinated peptide vaccination targeting modified epitopes
vimentin combined with high LAP expression on TiLs
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Figure 4. IHC staining of lung tumour cells for citrullinated vimentin and LAP in TiLs. A: low citrullinated vimentin expressing tumour g R control
with H score zero and B: high citrullinated vimentin expressing tumour with H score 190. C: low LAP-TILs staining with H score of zero, e m C
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Figure 6. Murine tumour models show presence of LAP expressing CD4 T I h . . .
cells. A, The levels of CD4+LAP+ on TILs by flow cytometry staining from H 1'u 2'0 3'0 ;0 5'0 Control vaccine Control vaccine
Figure 5. Kaplan-Meier plots for disease-specific survival for (A) cytoplasmic citrullinated vimentin where blue is low staining and green B16F1 (n=12), PY8119 (n=24), LLC2 (n=6) and MC38 (n=8) tumours in .
is igh staining (=0.016). (8) LAP-TILs where blue is low staining and green is high staining (p=0.232). (C)co-expression of LAP on Tils C5781/6 mice and from CT26 (n=5) and 4TI (n=10) tumours in Balb/c s day posttumourimplant
and citrullinated vimentin where blue are tumours with no expression of citrullinated vimentin and low LAP on TiLs, purple are mice. B, Comparison of LAP expressing CD4 T cells in spleens and day post tumour implant

tumours with expression of citrullinated vimentin and had high LAP on TiLs, green are tumours which expressed citrullinated vimentin tumours of tumour bearing mice.
and had low LAP on TiLs and yellow are tumours which lacked expression of citrullinated vimentin and had high LAP on TiLs (p=0.018).

CONCLUSIONS
* PTM specific CD4 T cell responses escape central tolerance.
e Cancer patients show higher levels of CD4 T cells responding to modified peptides that express LAP, implying the immunosuppressive tumour environment polarises responses.
o Citrullinated vimentin affords a good survival prognosis in NSCLC, particularly with low LAP expression on TiLs.

e Murine tumour models show LAP expressing CD4 TILs that can be reduced by stimulating Th1 responses to tumour expressed citrullinated antigens via vaccination which promotes tumour
therapy.
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