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Materials and Methods
ANALYSIS POPULATION

Introduction

The large prospective, randomized, phase 3 PENELOPE-B (NCTO1864746)' and PALLAS
(NCT02513394)° trials evaluated adjuvant palbociclib + endocrine therapy (ET) versus ET in
patients with hormone receptor-positive (HR+)/human epidermal growth factor receptor

GENE EXPRESSION AND STATISTICAL ANALYSES

» Gene expression analyses were conducted on the patient tumor samples using the HTG EdgeSeq Oncology
Biomarker Panel.’

Figure 1. Biomarker sample analysis flow chart
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- The biomarker-positive population was defined to consist of patients with tumors that were LumA with ERBB2-high
(“high” as defined by the Z score-based optimal cutoff) and/or LumA ER+/PR-; the biomarker-negative population was all
other patients.

 iDFS rates at 3 years were estimated using the Kaplan-Meier method, and iDF5 distributions between the treatment
groups were compared using a log-rank test. Hazard ratios (HRs) and 95% confidence intervals (Cls) were estimated using

Cox proportional hazards models. Interaction between treatment and composite biomarker status (positive vs negative)

was assessed.

« Multivariable analyses based on the trial stratification factors were performed to adjust for potential baseline confounders.

- Each of these biomarkers had prognostic value individually; we therefore hypothesized that
a composite biomarker may be more precise in identifying the patients with EBC who could
derive the most benefit from palbociclib treatment.

subtyping using AIMS (n=906) (surgical)
Define optimal cutoff

- Validate cutoff

AIMS, absolute intrinsic molecular subtyping; CPS-EG, clinical pathologic stage and estrogen receptor status and histologic grade; GBG, German Breast Group;

OBP, oncology biomarker panel; ITT, intention-to-treat.

*A total of 2830 PALLAS patient samples were selected {resection samples were required; if resection sample was not available, biopsy sample was used). Sample selection
composed of ~50% "PENELOPE-like” patients (ie, received prior chemotherapy and had calculated CPS-EG score =3 or CPS-EG score 2 and ypN+) and -50% randomly selected
patient tissue samples so that biomarker validation results could be generalized to the PALLAS population. Gene expression data for N=2604 samples (n=2085 resection samples
and n=519 biopsy samples) was generated. Only surgical samples (n=2085) were used for the current analysis.
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Results
BASELINE AND CLINICAL CHARACTERISTICS

Objective

To define and independently validate a predictive biomarker

Table 1. Baseline characteristics in the HTG Sets were representative of the ITT populations in

COMPOSITE BIOMARKER IDENTIFICATION AND VALIDATION
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