SAN ANTONIO

SYMPOSIUM'

A. Velasco, PhD'?; |. Urdanibia, PhD'; G. Rodriguez, MD?; N. Tuset, MD?; A. Gasol, MD? and S. Morales, MD, PhD?-?

] Improving HER2 Status Assessment in Breast Cancer with MammaTyper®: Focus on Equivocal Cases ( 7 BREAST CANCER
eida 1026 1026

P$4-04-02

Institut de Recerca Biomedica

1IRB LLEIDA, 2HUAV LLEIDA; SPAIN

P$4-04-02

Methods and Materials

Accurate HER2 status assessment is crucial for guiding treatment decisions in
breast cancer.

MammaTyper® is a CE-marked in-vitro diagnostic resource utilizing real-time
guantitative PCR (gqRT-PCR) to quantify mRNA transcripts of ERBB2, ESR1, PGR,
and MKI67. It provides an objective and standardized classification of breast

Estrogen receptor (ER) and
progesterone receptor (PR) status, along with Ki67 index, were determined by
IHC. HER2 status was initially assessed by IHC and FISH (table 1).
MammaTyper® was then performed to classify intrinsic subtypes and
determine HER2 status based on ERBB2 mRNA levels. Concordance between
MammaTyper®, IHC, and FISH was evaluated (table2).

We analyzed 93 breast cancer patients.

MammaTyper® confirms HER2-positivity in 60% of the cases initially identified
as positive by IHC/FISH (table 3).

MammaTyper® identified a lower proportion of HER2-positive tumors (34%)
compared to IHC alone (45%), showing 72% concordance overall. This
concordance was higher (84%) in HER2-negative tumors (table 4).

MammaTyper®-positive cases showed a strong association with the FISH ratio
though a significant finding is that 31% of the cases MammaTyper® called
HER2-negative still had a high FISH ratio (> 2), suggesting potential
disagreement on the true biological status or technical limitations (table 5).

cancer into intrinsic subtypes (Luminal A, Luminal B, HER2-enriched, and
Triple-Negative), offering prognostic and predictive information that
complements traditional immunohistochemistry (IHC).

Marker (IHC) v

Positive Cases (N=93) v % Percentage v

Cases with High FISH Ratio (22)

MammaTyper® Classification v  Total Cases v % Percentage of Group v

MammaTyper®'s high reproducibility and sensitivity are particularly valuable

when subjective interpretation of IHC presents challenges. Estrogen Receptor (ER)

HER2-Positive

Progesterone Receptor (PR)

. 7 HER2-Negative

Ki67 Index (High)

Table 5. MammaTyper® vs. HER2 FISH Ratio

Introduction

The molecular classification of breast cancer plays a pivotal role in guiding
personalized treatment strategies.

Table 1. Status of the primary tumor markers (ER, PR, and Ki67) assessed by
Immunohistochemistry (IHC) across the entire patient cohort.

Percentage of HER2-Positive cases (N=93) Agreement
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Traditionally, this classification is based on immunohistochemical (IHC) analysis 40% o
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However, MammaTyper represents a significant advancement in molecular 15% J Proportion of HER2-Positive Tumors by MammaT 72%
profiling by utilizing quantitative reverse transcription PCR (RT-qPCR) to 12; Table 2. Overall agreement (concordance) between the IHC/FISH Proportion of HER2-Positive Tumors by IHC ;Zj -

measure the messenger RNA (mRNA) levels of the corresponding genes. 0% combined assessment and the MammaTyper® assay for HER2 660/:

IHC/FISH MammaTyper® status. Global (MammaTyper® vs. [HC) Negative Cases(MammaTyper®vs. [HC)

Table 4. MammaTyper® vs. IHC (Single Marker)
This innovative approach offers superior precision and reproducibility, enabling
more accurate molecular subtyping and, ultimately, more tailored therapeutic
decisions for patients.

Conclusions

IHC/FISH Classification v  Total Cases v MammaTyper® Result » Cases Positive by MammaTyper® ~  Percentage of Group v

HER2-Positive 42 Confirmed Positive

MammaTyper® demonstrates substantial concordance with IHC and FISH for
HER2 status determination, particularly in HER2-negative cases. It identifies a
smaller subset of HER2-positive tumors compared to IHC, suggesting its
potential to refine the selection of patients for HER2-targeted therapies.
Further clinical utility should be assessed by correlating MammaTyper® results
with treatment response and survival outcomes.

HER2-Negative 51 Misclassified Positive

This study aimed to analyze whether the MammaTyper® platform improves
the classification of HER2-equivocal breast cancer cases and to assess its
concordance with FISH-based methods.

Total HER2-Positive by MammaTyper® 34% of all 93 cases

Total HER2-Positive by IHC/FISH 45% of all 93 cases

Table 3. MammaTyper® vs. IHC/FISH for HER2 Status
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