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ER Stress Response Pathways

The ER is a signaling hub with the capability to define cell bioenergetic program

and metabolic fate

The ER integrates external stressors with intracellular signaling cascades

through sensing a burden of unfolded/misfolded proteins
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The PERK Stress Response: Acute & Chronic/ Terminal Arms

PERK
' Acute: Momentary attenuation of protein synthesis
Restoration of proteostasis
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PERK Hinders T cell anti-tumor immunity
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PERK Drives a T cell Proteomic Signature of Cell Damage & Oxidative Stress Indicative of Chronic UPR
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The PERK axis drives mitochondrial oxidative stress in CD8 T cells
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Mitochondrial oxidative stress is associated with CD8 T cell aging and death
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PD-1+ CD8 TILs experience mitochondrial oxidative stress
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PERK inhibition repairs mitochondrial oxidative stress and augments a-PD-1 therapy
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Summary

1. PERK impairs T cell anti-tumor immunity

2. The terminal UPR is activated in T effector cells and is associated with oxidative stress
and cell death

3. PD-1+ CD8 TILs exhibit mitochondrial oxidative stress that is relieved by PERK inhibition
that augments «-PD-1 therapy
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