Tumor Cell-Intrinsic Defects
in STING Pathway Signaling
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STING activation and subsequent type | IFN signaling
are essential for optimal priming of anti-tumor T cells
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Of the cell types in the TME, only tumor cells
failed to make IFN- following STING agonist injection
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STING pathway activation fails to elicit IFN-3 from the vast majority of
tumor cells, suggesting selective pressure against STING signaling

IFN-B mRNA
In Mouse Tumor Cells
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At which level is STING pathway activation defective?
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The STING pathway & type | IFN transcription
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Following STING activation, IRF3 translocates to the nucleus of B16
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DMXAA stimulation fails to elicit IFN- From B16 — M¢ hybrids

IFN-B mRNA
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The IFN-B locus is largely inaccessible at baseline but opens up
following STING activation in M¢ but not B16 tumor cells
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B16-macrophage hybrid cells fail to activate NF-kB p65 after STING
activation, indicating a dominant negative phenotype

IRF3 po> IRF3 P65
,.. : B16-B16 Fusion - ||
M{I) n 'y R LR w - I| |
|
™ — Fa— T L
"1k It B16-MoFusion | | 0
B16 | I:. ol :'; R 1 w B}
'} - il w | II |I Ilu
I= I III = {0
3 !
W) Py a0 ! —ru_ z-L ;u1 ! -Iu : o 1] “w -r,u s W
Similarity Index P N
{Higher = More Nuclear TFs) Mq)—Mq) Fusion ™ ' i - i
. \ " I
DMXAA - M
"] NosStimulus 5 B -
EI.I.IE IgG 8 zl| ':' ! a1 ) 1! ) .‘Hzn

Similarity Index
{Higher = More NuclearTFs)

Poster 060



Cycloheximide treatment enables tumor cell-intrinsic IFN-3 expression,

likely due to degradation of an inhibitory factor

IFN-b mRNA after CHX Timecourse

100000+

MRNA Relative
to Untreated

Poster 060

4 % © o O O

B16 with CHX

1 Control

80000+ Bl DMXAA 8h
60000~
40000~
20000~ I I
1 [ |
5000
T ALl

MRNA Relative

IFN-b mRNA after CHX

50000+

40000~

30000~

20000~

to Untreated

10000+ |l| Ill i
0

|
10h Pre-Tx Media

I
CHX

|
Media

CHX

MT

B16



v |

Poster 060

__IRF3 )
IRF3

Summary and Future Directions
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