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imatinib alters tumor-associated |
macrophages in GIST
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GIST and immunotherapy

Immunotherapy Trials in GIST
A Most common human sarcoma

I Mostly gastric, small bowel Agents Summary
Dasatinib + Ipilimumab

g : Pembrolizumab + Phase /Il
A Imatinib: first line TKI therapy Cyclophosphamide Advanced GIST
I Rarely curative Nivolumab = Ipilimumab HigelEm (PR <lae
| ResistanceA progression Imatinib +S_parta|izumab
(anti-PD-1)

A Immunotherapy in GIST is ineffective

5 Q! y 3 SdireCan Reg017)
Toulmonde M. JAMAONCc (2018)
Singh, A.&lin Can Ref2022)
Kim, H.DClin Can Re2@24)
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Tumorassociated macrophages (TAMs) are artiumoral in GIST

TAM depletion increases tumor weight CD40 agonism augments imatinib therapy
g 200 g
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How?
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Methods

Harvest GISTs i Flow Sorting |
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UMAP of GIST TAMS
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Interferon-primed TAMSs
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IFN-primed TAMs functionally enrich for IFN response
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IFN-primed TAMs functionally enrich for IFN response
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Interferon-primed TAMS: select genes of interest

Cd40 expression Cxcl9 expression Cxcl10 expression
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IFN-primed TAMs are immunotherapyesponse TAMs

A CXCL9/10+ TAMs identified in
multiple other cancer types

I Required for iImmunotherapy
efficacy

A Baseline TAM CXCL9/10 expression
predictive of immunotherapy
response in humans

A CXCL9/10A better OS in humans

House, .GClin Can Rg2020)
Ou. Y.Cell Rep(2020) /§\802026

Garrido-Martin, E.M.JImmunother Can (2020) \/ANNUAL MEETING
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IFN-primed TAMs are IiImmunotherapyesponse TAMSsS

Immunotherapy-response signatures in mouse GIST TAMs

Human signature overlay Mouse signature overlay
A CXCL9/10+ TAMs identified in |
multiple other cancer types )
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High CXCL9/10 in human GIST Is prognostic of better overall survival

CXCL9 expression KM curyenedian split CXCL10 expression KM curyenedian split
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Expression

CXCL9/10 in human GIST correlates with cytotoxic iImmunitZytScore)
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Imatinib effects on IFNprimed TAMs in murine GIST

Imatinib decreases proportion of IFNrimed TAMs Imatinib decreases IFHKesponse module expression in GIST
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Imatinib effects on CXCL9/10 in GIST TAMs

CXCL9 CXCL10
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Imatinib as a barrier to iImmunotherapy in GIST

Interferon-primed TAMs

ANearly all patients in GIST
Immunotherapy trials either on
concurrent or previous TKI therapy

APretreatment with immunotherapy?
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