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Correlation between trophoblast cell-surface antigen-2 (Trop-2) expression and
pathological complete response (pCR) in HER2-positive early breast cancer (EBC):
An exploratory analysis of the PHERGain trial
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» The human trophoblast cell-surface antigen-2 (Trop-2) is a transmem-
brane protein that is overexpressed in most cases of breast cancer (BC),
with the highest expression in triple-negative breast cancer (TNBC). This

» Table 1. Patients’ clinicopathologic characteristics 14/28 14/28
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Pathological evaluation of HR, HER2, and Trop-2 status
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Study design

» This is an exploratory analysis of the PHERGain phase Il trial, a
randomized, non-comparative, open-label, strategy-based, response-

adapted study for de-escalating neoadjuvant therapy in HER2+ BC 2 expression groups (Figure 3). Figure 4. ROC - ( )
. . . . - - AUCcv: 0.72 (0.67-0.76

patlent.s based on early metabolic response using "F-FDG-PET ana Resurts » The logistic regression model including H-score and patient character- Multivariate logistic

pCR (Flgure 1) istics for predicting PCR presented a bias corrected AUC of 0.72 (950/0 regression model Rl

» The analysis was performed in a cohort of 41 patients from PHER-
Gain's Group A, who were treated with neoadjuvant therapy with
docetaxel, carboplatin, trastuzumab, and pertuzumab.

Figure 1. Study design of Trop-2 exploratory analysis
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» Among the 41 patients included, 31.7% (13/41) had node-positive dis-
ease, 63.4% (26/41) were ER-positive, and 78.0% (32/41) had HER2 3+
protein expression by IHC.

» A total of 28 (68.3%) of the tumors were Trop-2-positive and 13 (31.3%)
were Trop-2-negative (Table 1). Ofthese, 17/41 (41.46%),14/41 (34.15%),
and 10/41 (24.40%) tumors were classified as low, intermediate, and
high expression groups.

» No statistically significant relationship was found between Trop-2 ex-
pression and different clinicopathologic features (Table 1).

» Theassociation between pCR status and presence/absence of Trop-2 ex-
pression showed a lower percentage of Trop-2-positive patients achiev-
ing a pCR compared to Trop-2-negative patients (50.0% vs. 92.3%; [OR
0.05, 95% CI 0.002-0.36]; p adjusted =0.012) (Figure 2).

» Trop-2 expression by H-score subgroups showed an inverse proportional
correlation with pCR, with higher pCR rates in the low expression group
compared to the intermediate (OR 0.12, 95% Cl 0.01-0.83, p adjusted
=0.045), and high (OR 0.03, 95% CI 0.001-0.29, p adjusted =0.009) Trop-

Cl, 0.67-0.76) (Figure 4).
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Conclusion

These findings suggest a potential role of Trop-2 expression as a bio-
marker of resistance to neoadjuvant dual HER2 blockade in combination
with chemotherapy and may be considered a strategic target for future
combinations in HER2-positive early BC patients.
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HR: hormone receptor; HER2: human epidermal growth factor receptor-2; IHC: immunohistochemistry; TCHP: Trastuzumab, pertuzumab, docetaxel, and carboplatin; pCR: pathological complete response; H: trastuzumab; P: pertuzumab; ET: endocrine therapy; SUVmax: maximum standardized uptake value; AUCcv: cross-validated AUC; AUC: Area under receiving-operating characteristic curve.




