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PURPOSE: To develop a predictive test for response and survival following
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Background

Any test to predict sensitivity and/or resistance to guide the selection of a
standard adjuvant regimen should predict high probability of survival for
patients predicted to be treatment-sensitive. To date, few chemotherapy
response predictors have been compared to survival endpoints and none
have met this goal.

The sensitivity to endocrine therapy (SET) index was recently reported to
demonstrate that patients whose Stage II-1l breast cancer is endocrine
sensitive (high or intermediate SET index) have high probability of survival
following chemo-endocrine therapy.! This was independent from, and likely to
be synergistic with, their tumoral response to neoadjuvant chemotherapy.*

To date, predictive approaches have been unable to distinguish lack of
excellent pathologic response from inherent resistance to chemotherapy.

Pre-treatment biopsy of tumor for gene expression microarray (U133A).
Pathologic response after neoadjuvant chemotherapy assessed by pCR &/or
residual cancer burden (RCB).2

Distant relapse-free survival (DRFS) event as distant relapse or death.
Discovery cohort (N=310) to define signatures stratified by ER status,
independent validation cohort (N=198) to test predictive accuracy.

Comparison with other published signatures reported to predict chemotherapy
responders as high genomic grade 3, basal or luminal B intrinsic subtype
(PAM50) 4, or predicted pCR (DLDA30) °.

PPV for prediction of pathologic response (pCR or RCB-I) if predicted Rx
sensitive and low SET index (endocrine insensitive) was 56% (95% CI 31 to
78) in the validation population (pathologic response rate 33% overall).
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Figure 4 . Comparison with reported predictors of chemotherapy response

Clinically significant prediction of survival following neoadjuvant taxane-anthracycline
chemotherapy was achieved using a genomic test of breast cancer prior to treatment.

Development of an accurate predictor for response and survival required:
« Stratification according to ER status
+ Independent prediction of endocrine sensitivity
« Independent prediction of chemoresistance
« Independent prediction of chemosensitivity

Otherwise, predictors of response have a paradoxical relationship with survival.

References

Symmans WF, Hatzis C, Sotiriou C, et al. J Clin Oncol 2010;28:4111-19.
Symmans WF, Peintinger F, Hatzis C, etal. J Clin Oncol 2007;25:4414-22.
Liedtke C, Hatzis C, Symmans WF, etal. J Clin Oncol 2009;27:3185-91.
Parker JS, Mullins M, Cheang MC, et al. J Clin Oncol 2009;27:1160-67.
. Hess KR, Anderson K, Symmans WF, etal. J Clin Oncol 2006;24:4236-44.

EECN S




