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Introduction

Methods

» Historically, breast cancer has been categorized as either HER2-positive or
HER2-negative (IHC 0, 1+, 2+/in situ hybridization not amplified [ISH-]) based
on the American Society of Clinical Oncology-College of American Pathologists
guidelines; approximately 80% of cases are considered HER2-negative'

« Some HERZ2-negative tumors may express low levels of HER2, with as many
as 65% of these tumors meeting the criteria for HER2-low (IHC 1+, 2+/ISH-)*°

« Trastuzumab deruxtecan (T-DXd), a HER2-directed antibody-drug conjugate,
has demonstrated improved efficacy over the standard of care for HER2-low
metastatic breast cancer in DESTINY-Breast04 and DESTINY-Breast06¢°

— In DESTINY-Breast06, 24% of samples locally determined to be HER2 I[HC 0
were centrally determined as HER2-low and 40% as HER2-ultralow™

— These results underscore the need to reliably distinguish between
HER2-low and HER2 IHC 0

Ventana PATHWAY 4B5, approved in Australia, Canada,
the European Union, Japan, and the United States as
the companion diagnostic for HER2-low classification for
T-DXd eligibility, was used in both trials to assess HER2
IHC status™'2

Real-world differentiation between HER2-low and HER2
IHC O breast cancer is still an ongoing challenge, with a
variety of HER2 IHC assays in clinical use globally

This global ring study was conducted to analyze
concordance between PATHWAY 4B5 and comparator
assays in identifying HER2-low breast cancer

Data for stage 1 were presented at the AACR Annual
Meeting 2024. We report the overall results of the global
ring study, combining data from stages 1 and 2

« Stage 1 included laboratories in .
Belgium, Canada, France, Germany,
Greece, Italy, the Netherlands,

Norway, Spain, Switzerland, and the
United States

« Stage 2 included laboratories in
Australia, Brazil, Chile, China, Hong
Kong, Malaysia, New Zealand, the
Philippines, and Taiwan

« Laboratories eligible to participate
in the study were actively scoring
HER2 IHC for breast cancer in a
clinical setting, had 2 independent
pathologists, and were not routinely
using PATHWAY 4B5

The study was conducted under the guidance of a
steering committee comprising expert pathologists

— The steering committee chose 50 formalin-
fixed paraffin-embedded clinical breast cancer
samples for each stage from a cohort of 300
for scoring

— Samples were stained using PATHWAY 4B5
and centrally scored as: IHC 0 (n = 15), IHC 1+
(n=17), IHC 2+ (n=13), and IHC 3+ (n = 95)

— Reference slides were used to control for
potential biological heterogeneity throughout
the sample cores and ensure the consistency
of HER2 status

Participating laboratories were
instructed to score samples per
American Society of Clinical
Oncology-College of American
Pathologists 2018 guidelines using
their routine protocols and assays
(HercepTest [Omnis or Link 48],
Leica Oracle, non-4B5 laboratory-
developed tests [LDTs], or 4B5 LDTs)
within 14 days of receipt of samples

Following virtual alignment on
interpretation of HER2 IHC scoring
guidelines, pathologists rescored the
samples after a 2-week washout period

* Pre- and postalignment scores were analyzed centrally to determine
concordance with the nonreference scores from the PATHWAY 4B5 assay in

identifying HER2-low cases

— Scores were excluded if a technical failure was confirmed by the control slides

« The primary endpoint was the PPA (HER2-low as positive) and NPA (HER2
IHC 0 as negative) between the PATHWAY 4B5 and comparator assay scores
for HER2-low versus HERZ2 IHC 0 (with or absent membrane staining) based on

postalignment results

— Additional analyses included deriving Cohen k coefficient to assess strength
of agreement, and preparing receiver operating characteristic curves to
assess the effect of guideline alignment

« The exploratory endpoint was an estimation of the variability between and within
multiple factors that might influence concordance between assays, conducted via
a general linear mixed-model analysis

Study Disposition

« Atotal of 6270 postalignment scores from 129 pathologists at 68 laboratories were available for analysis (Table 1)

— 135 pathologists from 70 laboratories recorded 6580 scores before virtual alignment

Table 1. Overview of participating laboratories/pathologists

Concordance Between Comparator Assays and PATHWAY 4B5

* Overall, the postalignment PPA and NPA were 84.8% (95% CI, 83.6%-86.0%) and 69.2%

(95% ClI, 67.0%-71.2%), respectively (Figure 1)

» Across different comparator assays, there was substantial variability in PPA and NPA:

- PPAranged from 61.6% (Leica Oracle) to 95.5% (HercepTest Omnis)

Table 3. AUROC data for HER2-low versus HER2 IHC 0

HER2-Low vs HER2 IHC 0 Breast Cancer

AUROC
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- AUROC ranged from 0.70 with Leica Oracle—Bond Ill to 0.83 with 4B5 LDTs

« Postalignment Cohen k for comparator assays tended towards a moderate to substantial

concordance with PATHWAY 4B5

— Note that pathologists were limited to the equipment of their laboratory, including available assays and staining methods

— Further investigation would be required to analyze the detailed relationships and effects of these factors
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