Selection of Targeted Therapeutics in Colorectal Cancer Spheroids for Clinical Prediction
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Metabolic Response to Dose Escalation
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Sphere level widefield OMI Imaging: Intrinsic autoflourescence overlay of signal of NADH over FAD over timecourse of dose escalation (A).
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Quantitive assessment of redox ratio: Median value of redox ratio across population with error bars denoting standard deviation (B).

Population modeling (C) with gaussian distributions of individual sphere populations plotted as a function of week of dose escalation.

Conclusions

a novel biomarker to differentiate treatment sensitivities.

Dose Escalation of EGFRI
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Molecular Profile and Clinical Response
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Name |Site of Tissue |Tissue Sampling | Grade |Stage| |Name [W:1=lo8 (/.1 TP53 SMAD4 Other TTR - —
CRC-1 Liver Surgical Resection Moderate VA CRC-1 R876*; E1464* G12v : 20%
CRC-2 Sigmoid Colon Surgical Resection Moderate IC CRC-2 E1309fs G12D R175H HNF1A T156M o
CRC-3 Rectum Biopsy Moderate 1iB CRC-3 E418*; E1295* G279fs; P152L 39§
CRC4 Colon Biopsy Moderate VB CRC+4 V97Afs*26 o
CRC-5 Rectum Biopsy Moderate nc CRC-5 c.835-8A>G R248Q PTEN 132fs o
CRC-6 Liver Biopsy Well IVB CRC-6 K1370* c.96+1G>A | 35 | 58§
CRC-7 Rectum Biopsy Well-Moderate 1[[3] CRC-7 Q1338* E51* HER2 Amp CN 14 =
CRC-8 Liver Surgical Resection Moderate VB CRC-8 K311N 96 772
CRC-9 Liver Surgical Resection Moderate VA CRC-9 NRZHICHSE R R306* Z Recurrence after neoadjuvant  Local treatment response
CRC-10 Lung Biopsy Moderate VB NVl R213* L1342fs L257R; P34fs NR 596 chemotherapy + EGFR to single agent EGFRi

Clinical chacteristics for PDCOs selected for EGFRIi dose escalation.

Representative clinical correlates in pts
with PDCOs treated with EGFRIi

Molecular profiles of PDCOs stratified for treatment sensitivities by EGFRi dose escalation.
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