100

-
o
°

= 100

= 2 "

) =

= 80 S 80 F 804

2z s =

S 60 ? 60 2 60

) o &

8 £ 2

& 404 P=0.04 8 4041 P=0.007 5 409 P=0.002

Q pa

2 a2 ; c I ; % @ —— B: Highri 2

S 20 B: High risk EC-T g 2 B: High risk EC-T 3 201 B: High risk EC-T

g C: Low-risk EC-T § C: Low-risk EC-T C: Low-risk EC-T

0+ T T T T T T T T 1 x 0+ T T T T T T T T 1 0 T T —T T T T T 1
0 12 24 36 48 60 72 84 96 108 0 12 24 36 48 60 72 84 96 108 0 12 24 36 48 60 72 84 96 108
Survival Months Survival Months Survival Months

No. at Risk No. at Risk No. at Risk
ArmB 170 146 110 85 72 44 24 13 6 ArmB 170 149 112 86 73 46 24 13 6 ArmB 170 157 129 92 77 49 25 14 7
AmC 168 166 147 117 78 47 32 16 2 AmC 168 168 152 122 81 50 33 16 2 Am C 168 168 156 127 87 51 33 16 2

Supplementary Figure A. Clinical outcomes among patients receiving
standard treatment. Kaplan-Meier plots show (A) disease-free survival, (B)
recurrence-free survival and (C) overall survival for patients receive standard

treatment. Abbreviations: EC-T, epirubicin and cyclophosphamide followed by

docetaxel; No, Number.
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1-Specificity 1-Specificity 1-Specificity
AUC at 3-year (95% CI) AUC at 3-year (95% ClI) AUC at 3-year (95% CI)
—— Signature  0.607 (0.528-0.686) —— Signature 0.657 (0.574-0.740) —— Signature  0.790 (0.751-0.830)
—— TNM stage 0.571 (0.485-0.658) — TNM stage 0.625 (0.533-0.718) — TNM stage 0.725 (0.605-0.845)
—— Grade 0.546 (0.494-0.599) —— Grade 0.542 (0.482-0.602) —— Grade 0.551 (0.457-0.644)
Ki-67 0.529 (0.482-0.577) Ki-67 0.529 (0.477-0.582) Ki-67 0.525 (0.436-0.615)
— Age 0.534 (0.463-0.606) — Age 0.509 (0.430-0.588) — Age 0.553 (0.509-0.597)

Supplementary Figure B. Efficacy of the integrated mRNA-IncCRNA
signature and traditional clinicopathologic factors in determination of
prognosis in the high-risk (arm B) and low-risk patients (arm C) receiving
the same standard treatment. Time-dependent receiver operating curves for
(A) disease-free survival (DFS), (B) recurrence-free survival (RFS) and (C)
overall survival (OS) were plotted with AUCs reported. All factors were coded

as categorical variables.



Supplementary Table A. Participating centers.

Number

Hospital

1

N o0k W

Fudan University Shanghai Cancer Center
Chongging Cancer Hospital, Chongging University
Northern Jiangsu People's Hospital
Fujian Medical University Union Hospital
Shanghai First Maternity and Infant Hospital
Obstetrics and Gynecology Hospital of Fudan University
The International Peace Maternity & Child Health Hospital of
China Welfare Institute




Supplementary Table B. Treatment cycles and dose modifications between arm A and arm B in high-risk patients.

Arm A (n = 163) Arm B (n = 169)

TEC-GP EC-T Difference (95% CI)
N (%) N (%)

Patients who completed all planned cycles of treatment 149 (91) 158 (93) -2 (-8to 4)
Any treatment-related adverse events (TRAES) 163 (100) 169 (100) 0(-2to 2)

Any =23 TRAEs 105 (64) 86 (51) 13 (3 to 24)
Treatment-related SAEs 9 (6) 7 (4) 2 (-4 to 6)
Any TRAESs leading to dose delayed 47 (29) 33 (20) 9 (0to 18)
Any TRAES leading to dose reduction 51 (31) 25 (15) 16 (7 to 25)
Any TEAES leading to drug permanently discontinued 8 (5) 5(3) 2((-3to7)

Abbreviations: CI, confidence interval; EC-T, epirubicin and cyclophosphamide followed by docetaxel; TEC-GP, docetaxel,
epirubicin, and cyclophosphamide followed by gemcitabine and cisplatin. SAE, severe adverse event. TRAE, Treatment-related
adverse event.



