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. 1'3_:_( EEA b St ra Ct ﬁ w\ E: j:ﬁ E i_/I ﬁ_ﬁ —Di‘ ﬁ EK E—{‘ i I‘-‘:Eji EI,(J j:% g E%%Zm;ﬁziiiztmes in MEKi (trametinib}+STAT3i (ruxolitinib)-treated vs vehicle-treated PHla®™/*;15L-

1 0O KIaanD'H;Tgferﬂ""fﬂ"x (PKT) tumors were examined via single-cell RNA sequencing (scRNAseq). Clustered regularly
interspaced short palindromic repeats/ clustered regularly interspaced short palindromic repeats associated protein 9
silencing of CAF-restricted Map2k1/Mekl or Stat3, or both, enabled interrogation of CAF-dependent effects on
immunologic remodeling in orthotopic models. Tumor growth, survival, and immune profiling via mass cytometry by

® itiTrack Full Textn] DABE 2 21 SCHR 1Y 5 46 4= SC T S b oo 7P s o et e 10

RESULTS
MEKi+STATS3i attenuates 116 / Cxcll-expressing proinflammatory and Lrrel5-expressing myofibroblastic CAF phenotypes
while enriching for Ly6a/Cd34-expressing CAFs exhibiting mesenchymal stem cell-like features via scRINAseq in PKT
mice. This CAF plasticity is associated with M2-to-M1 reprogramming of tumor-associated macrophages, and enhanced
trafficking of cluster of differentiation 8% T cells, which exhibit distinct effector transcriptional programs. These
MEKi+STAT3i-induced effects appear CAF-dependent, because CAF-restricted Mek1/Stat3 silencing mitigates
inflammatory-CAF polarization and myeloid infiltration in vivo. Addition of MEKi+STAT31 to PD-1 blockade not only
dramatically improves antitumor responses and survival in PKT mice but also augments recruitment of
activated /memory T cells while improving their degranulating and cytotoxic capacity compared with anti-PD-1
monotherapy. Importantly, treatment of a patient who has chemotherapy-refractory metastatic PDAC with MEKi
(trametinib), STAT3i (ruxolitinib), and PD-1 inhibitor (nivolumab) yielded clinical benefit.
CONCLUSIONS
Combined MEKi+STAT3i mitigates stromal inflammation and enriches for CAF phenotypes with mesenchymal stem cell-
like properties to overcome immunotherapy resistance in PDAC,
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