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Loss of HLA or B2M highly
immunogenic cancers



Biological Goal of Combinations with a 
Checkpoint Inhibitor 

• Induce Ag-specific T cells (not present before): Vaccine, Release Ag with RT/targeted 
agent/chemoRx

• Provide more Ag-presenting cells
• Activation/Modulation of APC :Anti-CD40 +TLR, anti-VEGF? 
• Drive T-cell expansion to expand pool of Ag-specific T cells :Cytokines, vaccines,

co-stimulation (CD27, CD137, OX40, GITR, ICOS)
• Change a suppressive systemic (deviated) cytokine/other environment :Th1 cytokines, 

Anti-YKL-40, Reduce MICA/MICB, 
• Remove other regulatory checkpoints/suppressive factors for T-cell activation/expansion 

in periphery (LN): CTLA-4,? 
• Drive T-cells into microenvironment: CTLA-4, GITR, anti-VEGF, pro-inflammatory agents, 

targeted agents
• Expand/activate/change ratio of T-cells in microenvironment :Cytokines, vaccines,

co-stimulation (CD27, CD137, OX40, GITR, ICOS)
• Remove other checkpoints/ T-cell suppression in microenvironment: Treg (CTLA-4), 

cytokines and anti-cytokines, Ido, arginase, multiple checkpoints (PD-1 pathway, other 
B7-H, KIR, HLA-G, CD200, TIm3, LAG3) 

• Restore tumor Ag presentation
• Transfer Engineered T Cells-CAR-T 

• Problem Identifying the critical deficiency(ies) in individual patients 



IMPower132: Atezolizumab+Platin+Pemetrexed



PROs in CheckMate 227



Avelumab vs Docetaxel pretreated JAVELIN
Lung 200



Epacadostat Plus Pembrolizumab in Patients With 
Non-Small Cell Lung Cancer: Phase 1/2 Results From
ECHO-202/KEYNOTE-037 

Treatment

• Phase 1: epacadostat (25 mg, 50 mg, 100 mg, or 300 
mg) BID + pembrolizumab (2 mg/kg or 200 mg Q3W)

• Phase 2 (RP2D): epacadostat 100 mg BID + 
pembrolizumab 200 mg Q3W

Key Eligibility Criteria

• Adult patients with stage IIIB, IV, or recurrent NSCLC were enrolled

• Phase 2 patients must have had progression after platinum-based 
chemotherapy and an appropriate TKI (for those with an EGFR-
sensitizing mutation and ALK gene rearrangement)

• Baseline tumor biopsies were required

• Prior treatment with an immune checkpoint inhibitor or IDO 
inhibitor was not allowed



Entinostat and Pembrolizumab ENCORE601

• Independent of pre-treatment 
PD-L1 expression and response 
to prior PD-1 blockade

• Predictors (higher levels of 
peripheral monocytes) and 
dynamics (suppressed MDSCs, 
increased CD8s) on



Adoptive TIL transfer in association with
Nivolumab in PD



Molecular subtypes sorted by best response (RECIST1.1)

IMMUNOTARGET Registry



BLUEPRINT 2B


