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A CAF-targeting TME normalizer, Penetrium, overcomes stromal resistance in NSCLC
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Background

FIGURE 1 Penetrium restores CAF-mediated resistance FIGURE 4 Penetrium induces CAF-selective apoptosis in an NSCLC
organoid-CAF co-culture model
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Modern anticancer therapy has largely focused on vulnerabilities intrinsic to tumor cells. 3 5 Lcow 1% QLo g B LCOHLICAF 0%
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Figure 1. Cell viability was measured in patient-derived organoids from NSCLC (gefitinib) and pancreatic cancer (gemcitabine) under three culture conditions (organoid alone, CAF alone,
SCHEMATIC and organoid + CAF co-culture). Gefitinib and gemcitabine failed to reduce viability in co-cultured condition, whereas Penetrium and the combination decreased cell viability across both 100 100- 1004
tumor types.
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o FIGURE 2 Penetrium Selectlvely targets CAFs while sparing tumor org anoids Figure 4. Apoptosis was monltoreq over 4 days in !\IS(?LC organoid—CAF co-cultures. Gefitinib aloqe failed to induce qpo_ptoss in the
resence of CAFs, whereas Penetrium and the combination drove strong, dose-dependent, CAF-selective caspase-3/7 activation.
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o - E 2 L ks FIGURE 5 Penetrium suppresses VEGF and MMP9 expression in an LL/2 syngeneic model
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Figure 2. Relative cell viability was measured for Daraxonrasib (left) and Penetrium (right) in lung cancer organoids (LCO) and patient-matched CAFs. Daraxonrasib reduced cancer organoid VEG F M M P9
viability but had minimal effect on CAFs, whereas Penetrium selectively reduced CAF viability while sparing cancer organoid.
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normalizes the protective stroma. By targeting a shared stromal log, fold change (Vehicle vs Penetrium) log, fold change (Vehicle vs Penetrium)
barrier rather than specific tumor-specific alteration, Penetrium offers 3 genes 8 genes 16 genes
a pan-tumor strategy to address stromal resistance, including in Figure 5. VEGF .and MMP9 |mmu.noreact|V|.ty was guantified in LL/C1 mouse model. Compareq with .vehlcl_e (G1) and Bevacizumab alone
NSCLC Figure 3. Transcriptional profiling of pancreatic organoid—CAF co-cultures condition (Vehicle vs Penetrium). Penetrium coordinately suppressed physical (ECM (G2), the Bevacizumab + Penetrium combination (G3, G4) reduced both VEGF and MMP9 signal intensity, most strongly at 100 mg/kg

organization, cell-matrix adhesion), metabolic (OXPHQOS, electron transport), and upregulated immune-barrier related genes. (G4). Mean £ SEM (n =6). *p < 0.05, *p < 0.01.




