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Fig. 4. DSB1148 (p.o., BID) drives rapid tumour regression in a
dose-dependent manner in an H1373 lung adenocarcinoma
xenograft model (Fig 4a), which correlates with robust tumour
PD (Fig. 4b).
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Fig. 5. A combination of DSB1148 and KRAS G12C

inhibitor Adagrasib, each at sub-efficacious dose levels,
drives rapid and full tumour regression (Fig. 5a). Survival
Is also significantly prolonged vs either molecule alone

(Fig. 5b).
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Fig. 6. DSB1148 in combination with anti-PD-1 drives full tumour regression (100% mice tumour-free at 28 days of treatment) (Fig. 6a).

Intra-tumoural immune cell infiltration was significantly increased in DSB1148-treated mice with evidence of elevated CD8+ and
decreased CD4+ populations. Immune-suppressive M2 macrophages were significantly reduced following DSB1148 treatment (Fig. 6b),

suggesting that DSB1148 facilitates establishment of an immune activated TME leading to tumour regression.
TF, tumour-free; *P<0.05; **P<0.01; ***P<0.001; ****P<0.0001.
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