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« Gene expression signatures are widely used to predict prognosis and * We identified 7,501 patients across four cohorts for inclusion (Table 1) A Cox model was fit in CALGB 9344 to predict risk of distant recurrence Slgnlflcant Interacthn of Signature High risk group b.eneflts from dose
chemotherapy benefit for early HR+/HER2- breast cancer and are in e Patients from CALGB 9344 and CALGB 9741 had higher nodal burden and using the histology signature and clinical factorsTertiles of Cox model with DRFI, DRFS, OS in CALGB 9344 dense chemo in CALGB 9741
development for other subtypes greater proportion of HR-negative disease than the ACS / Chicago cohorts predicted risk consistently identified groups of low / medium / high CALGB 9344 CALGB 9741

« However — gene expression testing is « A bronchioid signature (originally developed to identify a low risk lung recurrence risk across cohorts (Fig 2) 5 — iowmscrcr| g — o s
costly, time consuming (can delay care), TIGER adenocarcinoma subtype) best predicted DRFI in CALGB 9344 (Fig 1) « An optimized cutoff of the bronchioid signature, but not clinical factors (or £ 094 R B TR e
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depletes tissue, and is unavailable in low DE TiceR Ppeine Z:j’j%ﬁ;: * Histology signatures had inverse relationships with early / late recurrence combined clinical + pathologic risk) predicted benefit from taxane in CALGB % 084 % 000 - A=0.1%
resource settings L — 9344 (interaction p < 0.05 for DRFI, DRFS, and OS,; Fig 3) 3 , 3
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e Conversely, H&E stained histology is quetGominl - Feauetimcon g foopoton | pancancsr Table 1. Demographics of Included Patients * This cutoff identified a group with 3.7% reduction in distant recurrence with dose g g 0%
widely available worldwide CALGB9344 CALGB9741 Chicago ACS dense (vs standard density) chemotherapy in CALGB 9741 and predicted % 061 § 0.80 -
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* We previously developed a pipeline - Age. mean (D) 485 (9.8) 506 (9.5) 553 (12.0) 612 (114) chemotherapy benefit in the Chicago cohort 0.5 - : - - — - . - - - - -
TIGER  (Transformer-based histology- TumorS|ze(S||;)mm, mean 314 (18.9) 28.9 (17.8) 215 (18.7) 17.4 (14.5) * Synthetic histology demonstrated features associated with low risk had T N Months ) L Menths 4
driven Gene Expression Regressor) that Involved nodes (SD) 50(49) 43 (45) 0.6 (2.2) 0.7 (2.0 more extensive tubule formation and less tumor cell pleomorphism3 (Fig 4) Low Risk 1083 879 687 532 2 Low Risk 648 634 609 511 138 2
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* Patients enrolled from four cohorts: CALGB 9344 (AC vs AC-T), CALGB 9741 0 50 100 150 200 0 10 20 30 40 50 60 70
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