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Results (continued)

In a categorical analysis, RT had no significant association with LRR (HR=0.7, p=.58) in
a Low Risk group (DS<5, n=188), where mean 10-yr LRR was 8% without RT and 7%
with RT. (Figure 3)

The mean 10-year LRR was 26% without RT in the Elevated Risk group (DS>5, n=238).
Among these patients, those with RRI<5 had significant therapeutic benefit (STB) from
radiotherapy (HR=0.2, p=0.001), with an 18% absolute reduction in 10-year LRR risk.
(Figure 3)

In contrast, patients with RRI>5 had minimal therapeutic benefit (MTB) from RT (HR=0.9,
p=0.8), and their 10-year LRR risk remained 22% despite RT. (Figure 3)

Background The assay identified patients treated without radiotherapy (RT) with low 10-year locoregional

recurrence risk (LRR) who had no to minimal benefit from RT.

Randomized clinical trials demonstrate that radiotherapy (RT) after breast conserving
surgery (BCS) significantly reduces the risk of invasive loco-regional recurrences (LRR)
in women with early-stage hormone receptor positive (HR+) HER2 negative (HER2-)
invasive breast cancer (IBC).

The assay identified patients with elevated 10-year LRR risk who had significant therapeutic
benefit (STB) from RT, and others who had minimal therapeutic benefit (MTB) from RT.

However, several RT de-escalation trials have demonstrated that certain patients,
particularly those with favorable clinicopathologic features, may safely omit RT without
compromising survival outcomes. These findings highlight the heterogeneity of RT
benefit across HR+ HER2— IBC populations.

A Multi-Omic test combining next generation sequencing, multiplex proteomics, and
spatial biology was previously developed and cross-validated to predict invasive LRR
risk and RT benefit in HR+ HER2- early-stage IBC (n=922).

This independent validation confirmed the results reported in a prior validation.

Figure 2. Multivariable analysis of biosignature, adjusted for CP
factors and adjuvant treatment in patients treated with BCS

Figure 1. Multivariable analysis of CP factors and

adjuvant treatment in patients treated with BCS
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Figure 3. Comparison of 10-yr local regional risk (LRR) by categorical biosignature risk
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Treatment and outcome data were collected by RMH and transferred to an independent
third-party biostatistics group (MCG, Australia). Following central pathology review at
RMH, FFPE tumor samples were sent to a CLIA-certified laboratory (Laguna Hills, CA)
for biomarker analysis.

Table 1: Clinicopathologic feature distribution by RT treatment for all eligible patients
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under-treatment with RT.
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