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eMethods. Supplemental Methods

Pooled data from four clinical trials were included in this analysis:

Cancer and Leukemia Group B (CALGB) C9741, C49907, C40101, or North Central Cancer Treatment Group
(NCCTG) N9831. Here we have included a short description of each of these clinical trials. Of note, all patients in
these trials received chemotherapy. None of the patients with triple negative breast cancer in these trials received
immunotherapy. Given the timing of these trials, administration of anti-HER2 therapy for patients with HER2-
positive breast cancer was variable except in N9831 in which all patients received HER2-directed therapy. For
additional details, please consult the full publications of these clinical trials.

CALGB (C9741: This trial studied the efficacy and safety of sequential versus concurrent combination
chemotherapy as well as the safety and efficacy of dose density of chemotherapy. Specifically, the four arms of the
study included 1) sequential doxorubicin then paclitaxel and then cyclophosphamide, administered every 3 weeks;
2) sequential doxorubicin then paclitaxel and then cyclophosphamide, administered every 2 weeks; 3) concurrent
doxorubicin and cyclophosphamide followed by paclitaxel, administered every 3 weeks; and 4) concurrent
doxorubicin and cyclophosphamide followed by paclitaxel, administered every 2 weeks. The trial found that dose
density improved disease-free survival (DFS) and overall survival (OS), and that there was no difference in DFS or
OS between sequential and concurrent chemotherapy schedules.

CALGB C49907: This trial studied standard adjuvant chemotherapy regimens versus capecitabine in women ages
65 years and older with early-stage breast cancer and found that recurrence-free survival was significantly longer for
patients receiving standard adjuvant chemotherapy than for patients receiving capecitabine. Patients that received
standard chemotherapy received either CMF (cyclophosphamide, methotrexate, and fluorouracil) or AC
(doxorubicin and cyclophosphamide).

CALGB C40101: This trial studied whether treatment with paclitaxel alone was non-inferior to treatment with
doxorubicin and cyclophosphamide (AC) in adjuvant treatment of patients with 0 to 3 positive axillary lymph nodes.
The trial found that, while paclitaxel was better tolerated than AC, the efficacy of paclitaxel was not non-inferior to
AC.

NCCTG N9831: This trial studied trastuzumab administered either sequentially or concurrently with chemotherapy
in adjuvant treatment of patients with early-stage HER2+ breast cancer and found that trastuzumab given
concurrently with taxane chemotherapy improved DFS. Chemotherapy included treatment with doxorubicin and
cyclophosphamide (AC) followed by either paclitaxel alone or paclitaxel plus trastuzumab.
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eFigure 1. Kaplan-Meier Estimates of Recurrence-Free Survival in Breast Cancer Subtype
by Race and Ethnicity

RFS in Breast Cancer Subtype by Race/Ethnicity
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Covariate
Median Hazard Ratio Survival Estimates Level
Event/Total (95% Ci)! (95% CI)2 (95% Ci)! P-values P-value
HR+/HER2- by Race/Ethnicity
Race/Ethnicity 0.0184%
Hispanic 127141 NE (NE-NE) 1.17 (0.67-2.05) 5 Years: 91.0 (86.1-66.3%) 0.57214
10 Years: 87.5 (80.6-04.9%)
Non-hispanic black 37/250 NE (NE-NE) 1.67 (1.18-2.35) 5 Years: 88.5 (84.5-02.8%) 0.00354
10 Years: 81.0 (75.3-87.2%)
Non-hispanic other 472 NE (NE-NE) 0.62 (0.23-1.67) 5 Years: 87.0 (©3.0-100.0%) 0.34844
10 Years: 92.1 (84.8-100.0%)
Non-hispanic white 260/2700 NE (NE-NE) Reference 5 Years: 93.2 (02.2-04.2%) -
10 Years: 87.2 (85.7-88.8%)
HER2+ by Race/Ethnicity
Race/Ethnicity 0.44312
Hispanic 32171 NE (NE-NE) 1.14 (0.80-1.62) 5 Years: 85.1 (70.6-01.0%) 0.4740%
10 Years: 78.4 (71.6-85.9%)
Non-hispanic black 50/220 NE (NE-NE) 1.05 (0.81-1.38) 5 Years: 84.0 (70.8-83.2%) 0.7012¢
10 Years: 80.5 (76.0-85.3%)
Non-hispanic other 200152 NE (NE-NE) 0.72 (0.47-1.14) 5 Years: 88.0 (82.8-83.5%) 0.16874
10 Years: 88.1 (80.4-02.2%)
Non-hispanic white 621/3376 NE (NE-NE) Reference 5 Years: 85.1 (83.8-86.3%) -
10 Years: 80.8 (79.4-82.2%)
HR- and HER2- by Race/Ethnicity
Race/Ethnicity 0.55633
Hispanic 14/83 NE (NE-NE) 1.35(0.78-2.33) 5 Years: 84.6 (76.9-83.0%) 0.28864
10 Years: 78.3 (87.7-00.5%)
Non-hispanic black 32107 NE (NE-NE) 1.23 (0.84-1.81) 5 Years: 84.1 (79.0-80.6%) 0.28624
10 Years: 80.4 (72.9-87.4%)
Non-hispanic other 533 NE (NE-NE) 1.10 (0.40-2.00) 5 Years: 86.8 (75.4-09.9%) 0.70414
10 Years: 80.6 (85.8-08.6%)
Non-hispanic white 142/1040 NE (NE-NE) Reference 5 Years: 86.5 (34.5-83.8%) -

10 Years: 84.7 (82.3-87.2%)

1Kaplan-Meier method; 2Cox model; *Logrank test; Wald Chi-Square test:
These supplemental Kaplan-Meier estimates show unadjusted survival by subgroup.
Abbreviations: RFS, recurrence-free survival; HR+, hormone receptor positive; HER2-, human epidermal growth
factor receptor 2-negative; HER2+, human epidermal growth factor receptor 2-positive; HR-, hormone receptor
negative.
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eFigure 2. Kaplan-Meier Estimates of Overall Survival in Breast Cancer Subtype by Race

and Ethnicity

0OS in Breast Cancer Subtype by Race/Ethnicity
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Covariate
Median Hazard Ratio Survival Estimates Level
Event/Total (95% Ciyt (95% CI)2 (95% Ci)t P-values P-value
HR+/HER2- by Race/Ethnicity
Race/Ethnicity 0.17713
Hispanic 18/141 NE (NE-NE) 1.08 (0.64-1.75) 5 Years: 95.7 (02.0-89.5%) 0.81544
10 Years: 71.4 (58.5-87.0%)
Non-hispanic black 467252 NE (12.1-NE) 1.36 (1.01-1.85) 5 Years: 2.4 (80.0-06.0%) 0.04584
10 Years: 76.2 (80.7-82.4%)
Non-hispanic other 772 NE (NE-NE) 0.72 (0.24-1.52) 5 Years: 92.8 (88.1-80.0%) 0.38834
10 Years: 88.4 (79.5-28.1%)
Non-hispanic white 4112711 NE (NE-NE) Reference 5 Years: 83.2 (92.2-84.2%) -
10 Years: 81.6 (79.7-82.4%)
HER2+ by Race/Ethnicity
Race/Ethnicity 0.30013
Hispanic 26172 NE (NE-NE) 0.95 (0.64-1.40) 5 Years: 88.8 (83.0-04.0%) 0.70084
10 Years: 83.2 (77.2-980.0%)
Non-hispanic black 68/320 NE (NE-NE) 1.22 (0.95-1.57) 5 Years: 86.3 (82.6-80.2%) 0.11474
10 Years: 77.8 (72.0-82.9%)
Non-hispanic other 23/152 NE (NE-NE) 0.82 (0.54-1.24) 5 Years: 0.9 (86.2-05.7%) 0.3480¢
10 Years: 84.0 (70.0-01.3%)
Non-hispanic white 650/3376 NE (NE-NE) Reference 5 Years: 90.5 (80.5-01.5%) -
10 Years: 81.8 (80.5-83.2%)
HR- and HER2- by Race/Ethnicity
Race/Ethnicity 0.98553
Hispanic 17/83 NE (NE-NE) 1.08 (0.66-1.77) 5 Years: 80.2 (71.7-80.7%) 0.75574
10 Years: 73.5 (82.4-86.7%)
Non-hispanic black 41107 14.0 (12.2-NE) 1.02 (0.73-1.42) 5 Years: 86.1 (81.1-81.2%) 0.92154
10 Years: 74.3 (66.7-82.8%)
Non-hispanic other 733 NE (11.6-NE) 1.00 (0.52-2.32) 5 Years: 81.7 (68.4-07.6%) 0.8146%
10 Years: 77.2 (62.6-05.3%)
Non-hispanic white 222/1040 NE (14.8-NE) Reference 5 Years: 84.2 (81.0-85.5%) -

10 Years: 75.4 (7T2.4-78.5%)

"Kaplan-Meier method; 2Cox mode!; “Logrank test: ‘Wald Chi-Square test:
These supplemental Kaplan-Meier estimates show unadjusted survival by subgroup.
Abbreviations: OS, overall survival; HR+, hormone receptor positive; HER2-, human epidermal growth factor
receptor 2-negative; HER2+, human epidermal growth factor receptor 2-positive; HR-, hormone receptor negative.
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eFigure 3. Kaplan-Meier Estimates of Recurrence-Free Survival in Age Category by Race
and Ethnicity

RFS in Age Category by Race/Ethnicity
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Covariate
Median Hazard Ratio Survival Estimates Level
Event/Total (95% Ci)! (95% CI)2 (95% Ci)! P-values P-value
Age <50
Race/Ethnicity 0.08813
Hispanic 40212 NE (NE-NE) 1.32 (0.96-1.82) 5 Years: 82.8 (77.4-88.2%) 0.08754
10 Years: 77.8 (71.4-84.7%)
Non-hispanic black 81/422 NE (NE-NE) 1.20 (1.02-1.63) 5 Years: 82.8 (79.0-86.7%) 0.03374
10 Years: 78.1 (72.8-82.7%)
Non-hispanic other 201128 NE (NE-NE) 0.92 (0.50-1.43) 5 Years: 83.1 (82.6-04.0%) 0.60714
10 Years: 83.3 (76.5-00.7%)
Non-hispanic white 542/3284 NE (NE-NE) Reference 5 Years: 85.0 (84.7-87.2%) -
10 Years: 81.7 (80.2-83.1%)
50 <=Age > 65
Race/Ethnicity 0.02083
Hispanic 16/162 NE (NE-NE) 0.84 (0.51-1.39) 5 Years: 91.8 (87.5-86.4%) 0.50404
10 Years: 88.6 (80.1-92.5%)
Non-hispanic black 56/235 NE (NE-NE) 1.37 (1.04-1.81) 5 Years: 84.6 (80.6-88.7%) 0.0266*
10 Years: 80.4 (75.7-85.4%)
Non-hispanic other 7/108 NE (NE-NE) 0.48 (0.23-1.02) 5 Years: 92.7 (87.6-08.1%) 0.05604
10 Years: 2.7 (87.6-08.1%)
Non-hispanic white 452/2234 NE (NE-NE) Reference 5 Years: 80.1 (28.0-80.2%) -
10 Years: 85.0 (83.7-86.3%)
Age >=65
Race/Ethnicity 0.04933
Hispanic 14/61 NE (8.0-NE) 2.00 (1.21-3.60) 5 Years: 78.0 (66.0-00.8%) 0.00804
10 Years: 63.8 (47.7-85.1%)
Non-hispanic black 17/112 NE (NE-NE) 0.90 (0.60-1.63) 5 Years: 87.6 (81.5-04.2%) 0.97344
10 Years: 80.7 (72.3-20.1%)
Non-hispanic other 4136 NE (NE-NE) 0.75 (0.28-2.03) 5 Years: 91.2 (82.2-100.0%) 0.57684
10 Years: 86.4 (74.5-100.0%)
Non-hispanic white 190/1218 NE (NE-NE) Reference 5 Years: 87.9 (86.0-80.8%) -

10 Years: 81.0 (78.4-83.7%)

1Kaplan-Meier method; 2Cox model; *Logrank test; Wald Chi-Square test:
These supplemental Kaplan-Meier estimates show unadjusted survival by subgroup.
Age is represented in years.
Abbreviations: RFS, recurrence-free survival.
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eFigure 4. Kaplan-Meier Estimates of Overall Survival in Age Category by Race and

Ethnicity

0S in Age Category by Race/Ethnicity
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Covariate
Median Hazard Ratio Survival Estimates Level
Event/Total (95% Ci)? (95% CI)2 (95% Ci)? P-values P-value
Age <50
Race/Ethnicity 0.00013
Hispanic 367212 NE (NE-NE) 1.46 (1.04-2.08) 5 Years: 86.2 (81.2-01.4%) 0.02754
10 Years: 77.9 (71.5-84.9%)
Non-hispanic black 84/424 NE (NE-NE) 1.62 (1.28-2.04) 5 Years: 86.6 (83.2-00.1%) <0.00014
10 Years: 75.9 (71.2-80.9%)
Non-hispanic other 17/1238 NE (NE-NE) 0.91 (0.58-1.48) 5 Years: 91.9 (87.2-06.0%) 0.70444
10 Years: 87.3 (81.2-93.9%)
Non-hispanic white 475/3285 NE (NE-NE) Reference 5 Years: 82.0 (91.0-82.0%,) -
10 Years: 84.6 (82.3-86.0%)
50 <= Age > 65
Race/Ethnicity 0.02330%
Hispanic 16/162 NE (NE-NE) 0.72 (0.44-1.18) 5 Years: 92.2 (87.8-06.8%) 0.19434
10 Years: 84.2 (76.6-02.8%)
Non-hispanic black 70/335 NE (NE-NE) 1.35 (1.05-1.73) 5 Years: 87.0 (83.2-00.8%) 0.0170%
10 Years: 77.5 (72.4-83.1%)
Non-hispanic other 15/100 NE (NE-NE) 0.78 (0.47-1.31) 5 Years: 80.7 (83.8-06.0%) 0.35364
10 Years: 85.7 (78.7-93.3%)
Non-hispanic white 606/3385 NE (NE-NE) Reference 5 Years: 00.5 (20.5-01.6%) -
10 Years: 81.5 (80.0-82.0%)
Age >= 65
Race/Ethnicity 0.54347
Hispanic 15/62 11.6 (8.0-NE) 1.20 (0.72-2.02) 5 Years: 84.6 (75.2-05.2%) 0.48604
10 Years: 54.6 (35.7-82.6%)
Non-hispanic black 20112 NE (NE-NE) 0.82 (0.56-1.19) 5 Years: 86.7 (80.4-83.5%) 0.20504
10 Years: 70.7 (61.7-80.9%)
Non-hispanic other /28 NE (11.5-NE) 0.7 (0.41-1.52) 5 Years: 84.8 (73.2-08.1%) 0.47724
10 Years: 72.1 (57.0-21.2%)
Nen-hispanic white 3851219 140 (12.0-NE) Reference 5 Years: 85.3 (83.2-87.4%) -

10 Years: 64.4 (61.2-67.7%)

1Kaplan-Meier method: 2Cox mode!; *Logrank test; 4Wald Chi-Square test:

These supplemental Kaplan-Meier estimates show unadjusted survival by subgroup.
Age is represented in years.
Abbreviation: RFS, recurrence-free survival.
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eFigure 5. Kaplan-Meier Estimates of Recurrence-Free Survival in Body Mass Index
(BMI) Category by Race and Ethnicity

RFS in BMI Category by Race/Ethnicity
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Body Mass Index (BMI) groups were determined based on National Institutes of Health definitions of underweight,
normal weight, overweight, and obesity as follows: <18.5, 18.5 to <25, 25 to <30, >30 kg/m? respectively.?*

Covariate
Median Hazard Ratio Survival Estimates Level
Event/Total (95% Ci)! (95% CI)2 (95% CiI)1 P-values P-value
Underweight by Race/Ethnicity
Race/Ethnicity 0.20323
Hispanic 14 6.3 (NE-NE) 1.82 (0.26-14.52) 5 Years: 100.0 (100.0-100.0%) 0.52244
10 Years: 0.0 (NE-NE%)
Non-hispanic black 48 8.7 (8.3-NE) 2.92 (1.01-8.50) 5 Years: 87.5 (67.2-100.0%) 0.04714
10 Years: 28.5 (12.4-100.0%)
Non-hispanic other 15 14.3 (NE-NE) 0.97 (0.13-7.21) 5 Years: 100.0 (100.0-100.0%) 0.97074
10 Years: 100.0 (100.0-100.0%)
Non-hispanic white 241120 NE (NE-NE) Reference 5 Years: 84.9 (78.7-01.6%) -
10 Years: 78.2 (70.7-86.5%)
Normal by Race/Ethnicity
Race/Ethnicity 0.05873
Hispanic 13102 NE (NE-NE) 1.28 (0.74-2.24) 5 Years: 84.4 (76.5-83.0%) 0.37844
10 Years: 82.5 (74.2-91.8%)
Non-hispanic black 22/112 NE (NE-NE) 1.50 (1.03-2.45) 5 Years: 84.4 (77.2-02.0%) 0.03554
10 Years: 74.4 (85.1-85.1%)
Non-hispanic cther 10114 NE (NE-NE) 0.84 (0.24-1.20) 5 Years: 92.3 (87.2-07.6%) 0.1672¢
10 Years: 80.8 (84.0-96.1%)
Non-hispanic white 32712212 NE (NE-NE) Reference 5 Years: 83.3 (88.0-89.7%) -
10 Years: 84.2 (82.7-85.0%)
Overweight by Race/Ethnicity
Race/Ethnicity 0.04813
Hispanic 20/145 NE (NE-NE) 1.56 (1.07-2.28) 5 Years: 83.7 (77.5-80.4%) 0.0212¢
10 Years: 71.6 (62.1-82.8%)
Non-hispanic black 42/228 NE (NE-NE) 1.20 (0.84-1.77) 5 Years: 83.2 (78.1-88.6%) 0.12154
10 Years: 70.0 (72.3-85.2%)
Non-hispanic other 12/98 NE (NE-NE) 0.82(0.47-1.43) 5 Years: 88.6 (82.1-85.5%) 0.53124
10 Years: 84.6 (76.6-92.4%)
Non-hispanic white 23588/2328 NE (NE-NE) Reference 5 Years: 87.3 (85.8-88.7%) -
10 Years: 82.0 (80.2-82.7%)
Obese by Race/Ethnicity
Race/Ethnicity 0.62857
Hispanic 27/180 NE (NE-NE) 1.08 (0.72-1.57) 5 Years: 86.8 (31.8-02.0%) 0.76084
10 Years: 83.9 (78.2-90.0%)
Non-hispanic black 82/500 NE (NE-NE) 1.15 (0.91-1.45) 5 Years: 84.9 (81.7-88.2%) 0.2512¢
10 Years: 81.9 (78.3-85.7%)
Non-hispanic other 8166 NE (NE-NE) 0.82 (0.41-1.65) 5 Years: 83.2 (80.2-86.8%) 0.57814
10 Years: 8.1 (77.5-95.6%)
Non-hispanic white 440/2007 NE (NE-NE) Reference 5 Years: 87.5 (86.2-88.7%) -

10 Years: 83.2 (81.7-84.7%)

'Kaplan-Meier mathod: 2Cox model: “Logrank test; “Wald Chi-Square test:

These supplemental Kaplan-Meier estimates show unadjusted survival by subgroup.
Abbreviations: RFS, recurrence-free survival, BMI, body mass index.
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eFigure 6. Kaplan-Meier Estimates of Overall Survival in Body Mass Index (BMI)
Category by Race and Ethnicity

0S in BMI Category by Race/Ethnicity
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Body Mass Index (BMI) groups were determined based on National Institutes of Health definitions of underweight,
normal weight, overweight, and obesity as follows: <18.5, 18.5 to <25, 25 to <30, >30 kg/m? respectively.?*

Covariate
Median Hazard Ratio Survival Estimates Level
Event/Total (95% Ci)? (95% CI)2 (95% Ci)? P-values P-value
Underweight by Race/Ethnicity
Race/Ethnicity 0.57083
Hispanic 14 NE (2.4-NE) 1.80 (0.25-14.18) 5 Years: 75.0 (42.6-100.0%) 0.53424
10 Years: NE (NE-NE%)
Non-hispanic black 172 NE (NE-NE) 0.52 (0.07-3.88) 5 Years: 87.5 (67.2-100.0%) 0.53124
10 Years: 87.5 (87.3-100.0%)
Non-hispanic other 5 NE (NE-NE) 0.00 (0.00-) 5 Years: 100.0 (100.0-100.0%) 0.93054
10 Years: 100.0 (100.0-100.0%)
Non-hispanic white 201120 NE (NE-NE) Reference 5 Years: 87.6 (81.8-83.7%) -
10 Years: 79.0 (71.8-86.9%)
Normal by Race/Ethnicity
Race/Ethnicity 0.00173
Hispanic 15/02 NE (NE-NE) 1.60 (0.95-2.69) 5 Years: 85.0 (77.1-63.7%) 0.07454
10 Years: 71.6 (58.5-87.8%)
Non-hispanic black 27112 NE (12.5-NE) 1.82 (1.21-2.86) 5 Years: 85.7 (79.1-83.0%) 0.00104
10 Years: 73.7 (84.4-84.4%)
Non-hispanic other 13115 NE (NE-NE) 0.78 (0.45-1.38) 5 Years: 91.1 (85.6-06.8%) 0.37864
10 Years: 88.5 (82.3-95.2%)
Non-hispanic white 35012215 NE (NE-NE) Reference 5 Years: 81.5 (90.2-02.7%) -
10 Years: 83.6 (82.0-85.3%)
Overweight by Race/Ethnicity
Race/Ethnicity 0.88053
Hispanic 25/148 NE (NE-NE) 1.18 (0.79-1.77) 5 Years: 88.1 (82.7-84.0%) 0.41154
10 Years: 73.8 (64.4-84.6%)
Non-hispanic black 447228 NE (NE-NE) 1.16 (0.85-1.59) 5 Years: 85.4 (20.6-0.5%) 0.33444
10 Years: 80.0 (74.4-86.1%)
Non-hispanic other 17/08 NE (NE-NE) 1.01 (0.62-1.64) 5 Years: 88.7 (82.4-05.6%) 0.96684
10 Years: 80.8 (72.2-00.3%)
Non-hispanic white 447/2228 NE (NE-NE) Reference 5 Years: 00.2 (88.9-01.4%) -
10 Years: 79.23 (77.5-81.2%)
Obese by Race/Ethnicity
Race/Ethnicity 0.30013
Hispanic 267189 NE (NE-NE) 0.80 (0.54-1.18) 5 Years: 80.8 (85.2-04.5%) 0.25434
10 Years: 83.1 (76.8-80.9%)
Non-hispanic black 106/511 NE (NE-NE) 1.14 (0.93-1.40) 5 Years: 87.6 (84.7-20.6%) 0.21414
10 Years: 74.7 (70.3-70.3%)
Non-hispanic other 11/66 NE (NE-NE) 0.81(0.44-1.48) 5 Years: 80.6 (82.0-97.0%) 0.47634
10 Years: 82.8 (72.0-92.9%)
Non-hispanic white 607/2008 NE (NE-NE) Reference 5 Years: 80.8 (88.7-21.0%) -

10 Years: 78.6 (76.9-80.3%)

1Kaplan-Meier mathod; 2Cox model; “Logrank test; “Wald Chi-Square test:
These supplemental Kaplan-Meier estimates show unadjusted survival by subgroup.
Abbreviations: RFS, recurrence-free survival, BMI, body mass index.
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