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e HER2 expression is a critical biomarker in breast cancer, and HER2 status is routinely determined by IHC e Analyses of mBC samples originally scored as HER2 IHC 0 and IHC 1+ (HER2-negative) have showed that

and/or in situ hybridization (ISH). According to the classical binary classification defined by the ASCO-CAP a substantial proportion of tumors may be reclassified as HER2-ultralow or HER2-low, and that inter-and e This retrospective real-world evidence St“‘,’y evall_Jated tisls frem MG Blepsy seimples D = patholog|§ E p.erform.ed 2 b“nde.d rescoring SEEENEES [Pl UL using AL
. _ . . 2018 guidelines, tumors are categorized as HER2-positive (IHC 3+ or IHC 2+/ISH-positive) or HER2- intra-observer concordance among pathologists is variable, particularly at the lower levels of the HER2 IHC collected between 2020 and 2023 and stained using the PATHWAY HER2 (4B5) assay RSGRIG g elinee, Wi RnEmEEE Sl orel @i & weehout peres eif =2 weele
C om p arison of d Ig Ital an d com p utatl on al a I g ori t h ms fo r hegative (IHC 2+/1SH-negative, IHC 1+, or IHC 0)23 expression spectrum?6.10.1 (Roche Diagnostic Solutions, Tucson, AZ, USA) between readings
. . . e Accurate and timely identification of HER2 IHC status by pathologists is key for treatment selection in e As the clinical relevance of HER2-low and HER2-ultralow has increased, accurate identification of very low e Atotal of 384 WSls (scanned at 20x) originally scored as HER2 IHC 0 (n = 246) or silvlanudliconsensusiwasidennedidsiagrecmentbytaticasi2iciiS|patiiologists
q uan tlfyl n g h uman e p | d erma I g rOWt h fa Cto r rece pto r 2 ( H E R2) breast cancer. This is particularly relevant in the metastatic setting where patients with HER2-expressing HER2 expression has become increasingly important. Supporting pathologists’ confidence in interpreting IR 3 (i = o)) wers Ineluazel [ ine enslse e Concordance between digital pathology-assisted outputs and manual consensus
tumors may be eligible for therapies such as T-DXd (a HER2-directed antibody-drug conjugate)* these cases highlights the value for standardized protocols, additional training, and digital tools to support

HERDIHG o dogisional e \WSIs were rescored into the following HER2 IHC categories: IHC 0 absent membrane scores across HER2 IHC categories was assessed using overall percentage
scoring decisions

- - - - L - : s - - staining, IHC 0 with membrane staining in <10% of tumor cells, IHC 1+, IHC 2+, and agreement (OPA) and Cohen'’s K statistics
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clinical samples

e Advances in the analysis of WSIs have transformed breast pathology by enabling workflows that support
low (IHC 1+ or IHC 2+/ISH-negative) and HER2-ultralow (IHC 0 with faint or incomplete membrane staining computational algorithms; CPa tools can help enhance diagnostic precision, reproducibility, and clinical
in <10% of tumor cells) mBC?>-10 decision-making'?

e Pathologist and CPa review times were recorded to evaluate potential differences in
e The WSIs were independently rescored manually by 3 board-certified pathologists and efficiency between manual and CPa-assisted workflows
independently by 4 CPa tools under development, with vendor identities being blinded
with code names (KL84Q, RV73X, ZX19P, and MQ52G)

e This study builds on prior real-world findings'" of manual scoring by 3 pathologists and compares
4 standalone CPa tools versus pathologist-derived consensus scoring

Savitri Krishnamurthy, MD?'; Dhanrajan Tiruchinapalli, PhD, MBA?; Clara Lam, PhD, MPH?; Simon M. Collin, PhD3; Rosemary Taylor, MSc#; Linlin Luo, MSci?; Anupriya Dutta,
PhD?; Ehab EI-Gabry, MD%*; Michele Sue-Ann Woo, PhD?®; Grace Kwon, PharmD, MBA?3; Robert Egger, PhD®; Jennifer Hipp, MD, PhD®; Lauren Brunner, PhD®; Jeppe
Thagaard, PhD7; Thomas W. Ramsing, MSc’; Henrik Hoeg, MSc’; Wonkyung Jung, MD8; Heon Song, MSc8; Chang Ho Ahn, MD, PhD8; Viadimir Kravtsov, MSc?; Patrick

Frey, PhD?; Ralf Banisch, PhD?®; Stella Redpath, PhD? Manual Consensus HER2 Reclassification Concordance Between CPa Tools and Manual Consensus e Agreement between standalone CPa tools and manual consensus scoring ranged from 53% to 84% OPA (Cohen’s k: 0.30-
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aligned relatively well with pathologist scoring in HER2-low/-ultralow cases and may assist pathologists and support more consistent, efficient
evaluation when used within “human-in-the-loop” workflows ” . R N . 10

These findings support the potential integration of CPa tools as assistive technologies in HER2 IHC workflows, with further validation needed

using clinically representative mBC datasets to help address some of the remaining challenges / e KL84Q RV73X ZX19P MQ52G high overall concordance with CPa tools was observed with manual consensus (83% to 93%) and moderate agreement by
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