Statistical Analysis:

Introduction

® The development of trastuzumab deruxtecan (HER2-directed antibody-drug conjugates [ADC], T-DXd) has
changed the anti-HER2 treatment paradigm 1, with HER2-low (defined as IHC2+/ISH- or IHC1+) breast cancer
providing a target for therapy.?
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Study Design:

® This multicenter, retrospective study (HER2-PATH, NCT05203458) included patients
who were diagnosed with breast cancer and underwent surgery from 10 sites around
China between July 2021 and July 2022. Patient samples were collected chronologically
during the study duration.

® The prevalence of different HER2 expression
levels were calculated.

Prevalence of HER2-low and IHC >0 to <1+ In breast
cancer and Its concordance between historical and
rescored results: a multi-center, retrospective study
In China

v" Limited data on HER2-low prevalence in the breast cancer patient population ranged from 42.8% to 59 %.34 o
® Overall agreement between historical and

rescored results on HER2 expression levels
was examined using the Cohen’s Kappa
coefficient.

v Most studies on HER2-low prevalence were based on historical results.34

® The lower threshold for HER2 expression that can benefit from HER2-directed ADCs is still being investigated,
such as HER2 IHC >0 to <1+ (defined as IHC 0 with incomplete and faint staining in <10% of tumor cells) in the
DESTINY-Breast06 trial®.

® Accurate determination of HER2 scores has become a critical topic in clinical discussions, given its clinical
relevance to HER2-directed treatment strategies.

® Archived HER2 IHC slides from these patients were subjected to rescoring by a review
committee, blinded to the historical results.

v Kappa equal or greater than 0.8 is often
considered almost perfect agreement,
Kappa between 0.8 and 0.6 is considered
substantial agreement.®

v" All slides were stained using Ventana 4B5 and scored following the ASCO/CAP 2018
guidelines, including the addition of the HER2 IHC >0<1+ cut-off as defined in the
DESTINY-Breast06 trial®.

v The review committee comprised of two readers and one adjudicator. The two
readers independently evaluated each slide blinded to the historical scores. If their ® Demographics and histopathological
results matched, the recorded outcome was considered final. In cases of /clinicopathological characteristics were
disagreement, the adjudicator made the final judgment. summarized descriptively by different HER2

v Fluorescence in situ hybridization results were further collected for IHC 2+ cases. expression levels.
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v The historical scores were based largely on identifying HER2-positive (IHC3+ or IHC 2+/ISH+) populations, and
it is unclear whether HER2-low expression could be accurately assessed.

v" In addition, inconsistent conclusions have been drawn regarding the concordance between historical HER2
expression interpretations and rescored results. 67
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Objective

® To evaluate the prevalence of different HER2 expression levels (especially HER2-low and HER2 IHC >0 to <1+population)
in Chinese breast cancer patients.

v" To describe the histopathological and clinicopathological features across different HER2 expression levels. Table 1.

® Overall, there was an 83.1% (Kappa, 0.77) concordance between the historical and
rescored results for HER2 IHC scores (Table 4).

® A total of 2869 patients were included in the analysis (Figure 1). The
distribution of rescored HER2 IHC scores and expression levels is listed in

® The prevalence of HER2 IHC >0 to <1+ was 10.6% among all patients and 42.0%
among patients traditionally recognized as IHC 0, respectively.

v The concordance rate for IHC 1+ was numerically lower compared to other HER2 IHC
scores. 12.1% of historically scored IHC 1+ patients were recategorized into IHC 2+,
with limited impact on HER2-low diagnosis.

v Among the HR+ subgroup, the prevalence of HER2 IHC >0 to <1+ was 10.9%.

® To characterize the concordance between historical and rescored results on HER2 expression levels. ® Demographics, histopathological and clinicopathological information were consistent

between HER2-low and HER2 IHC 0, with no notable discrepancies evident in any
characteristic (Table 3).

Conclusions

® HERZ2-low prevalence in Chinese breast cancer patients was 54.5%, while 10.6% of patients were identified as HER2 IHC
>0 to <1+, which is currently being investigated in a randomized controlled trial comparing T-DXd with SoC.
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Demographics, histopathological and clinicopathological information were consistent between HER2-low and HER2 IHC 0,
with no notable discrepancies evident in any characteristic. When comparing the historical results with the rescores, we

Histologic types
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HER2-positive is defined as IHC3+ or IHC 2+/ISH+; HER2-low is defined as IHC 1+ or IHC 2+/ISH-.
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