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Supplementary Tables and Figures

Supplemental Table 1. Summary of the combined models built from expression and clinical

variables in the different patient cohorts.

Supplemental Figure 1. Kaplan-Meier survival estimates of relapse-free survival among 550

patients, according to the data set evaluated.

Supplemental Figure 2a-c. Unsupervised hierarchical cluster analysis of 323 gene expression
modules (rows) across the microarray data of 550 node-negative breast cancer patients

(columns). Exact localization of modules is shown on the right side of figures 2a, 2b and 2c.

Supplemental Figure 3. Survival prediction analyses of the different models under evaluation
from a total of 319 modules (which excludes the known modules that were trained on patient
prognosis). (A) Models for all patients; (B) Models for ER-positive patients; (C) Models for ER-
negative patients; (D) Models for HER2-positive patients. 1) Hazard ratio and p-value of the Cox

proportional hazard model (Cox-model), for both the training and testing sets, respectively; 2)



Kaplan—Meier survival estimates of relapse-free survival among training set and testing set,
according to each model. Patients were stratified into high-risk (red curve) and low-risk (blue
curves) groups based on their respective risk score, which was defined as the natural logarithm of
the hazard ratio. The chosen cut-off value for stratification into high and low-risk groups was
zero. P-values were obtained from the log-rank test. + denotes observations that were censored

owing to loss to follow-up or on the date of last contact.

Supplemental Figure 4. Significant prognostic combined models built for all patients (A) and
ER-positive patients (B) from 319 gene expression modules (which excludes the known modules
that were trained on patient prognosis). Modules in blue identify those modules and/or clinical
variables that were evaluated in the combined model in Supplemental Figure 3. Colored squares
identify the modules and/or clinical variables association with poor (red) or good (green)
prognosis, respectively. Freq, frequency of selection of a particular module/clinical variable

among 200 models; Ref, references of previously published modules.

Supplemental Figure 5. Performance of the MDACC module for predicting pathological
complete response (pCR) after anthracycline/taxane-based chemotherapy using Popovici et al.

dataset (n=225).



Supplemental Table 1. Summary of the Combined Models Built from Expression and
Clinical Variables in the Different Patient Cohorts.

Train Test
Patient Cohort Train Test
Cox HR*  P-value Cox HR* P-value
All 359 191 5.99 <0.0001 3.71 <0.0001
ER-positive (ER+) 259 136 5.27 <0.0001 2.38 <0.001
ER+/HER2-negative 232 118 6.78 <0.0001 14.7 <0.001
ER-negative 100 55 4.18 <0.0001 1.43 0.093
HER2-positive 73 37 7.03 <0.0001 0.801 0.670
Luminal 183 104 4.67 <0.0001 2.33 <0.005
Luminal A 98 58 7.06 <0.0001 0.996 0.99
Luminal B 85 46 114 <0.0001 7.93 0.08
Basal-like 72 34 20.4 <0.0001 2.26 0.59
HER2-enriched 56 27 NA NA NA NA

*Cox HR, hazard ratio for RFS. NA, a Cox proportional hazard model could not be built.
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Supplemental Figure 2b
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Supplemental Figure 3

A. All Patients (N = 550)

1)

Combined model Genomics model Clinical model
Hazard Ratio P-Value Hazard Ratio P-Value Hazard Ratio P-Value
Training (N =359) 6.28 <1.0e-22 6.7 <1.0e-22 3.34 3.4e-06
Testing (N=191) 3.47 9.3e-06 4.48 9.1e-06 4.34 0.001
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B. ER-positive Patients (N = 395)

1)

Combined model Genomics model Clinical model
Hazard Ratio P-Value Hazard Ratio P-Value Hazard Ratio P-Value
Training (N =259) 5.45 <1.0e-22 5.8 <1.0e-22 3.83 2.3e-05
Testing (N=136) 1.95 0.0097 2.15 0.011 5.16 0.0037
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C. ER-negative Patients (N = 155)

1)

Combined model

Genomics model

Clinical model

D. HER2-positive Patients (N = 110)

1)

Hazard Ratio P-Value Hazard Ratio P-Value Hazard Ratio P-Value
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Combined model Genomics model Clinical model
Hazard Ratio P-Value Hazard Ratio P-Value Hazard Ratio P-Value
Training (N=73) 7.54 7.6e-8 7.71 8.2e-08 2.85 0.011
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Supplemental Figure 4

A. All Patients
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B. ER-positive Patients
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Supplemental Figure 5
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