100% —
90% —
s Ny,
= 70% — Wiyt 4 - - 1 -
s
c
3 60% —
[0}
g
g 0% — + Censored
3 40% —] ypTO 189/1672 DFS events
a ° ypTis 80/394 DFS events
30% — Logrank p<.0001
HR ypTis to ypT0 = 1.79, 95% Cl (1.38, 2.32), p<.0001
20% —
10% —
0% I T I I I I I I I I
0 12 24 36 48 60 72 84 96 108 120
ypTO 1672 1598 1471 1335 1096 675 372 225 149 126 102
= === ypTis 394 381 352 306 250 165 95 60 35 29 26

Time in months

Supplementary figure 1a: Kaplan-Meier curves of disease-free survival according to residual in situ disease.
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Supplementary figure 1b: Kaplan-Meier curves of distant disease-free survival according to residual in situ disease.
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Supplementary figure 1c: Kaplan-Meier curves of overall survival according to residual in situ disease.



Supplementary table 1: Inclusion criteria and design per study

Study Inclusion criteria Tumor subtypes Study arms
control experimental
* i}
GeparTrio  High risk: <36 years, >cT2, HR-,cN+, G3 all 2*DocAC-4*DocAC 2, DOSACNX
2*DocAC-6*DocAC
GeparQuattro cT3orcT4, HR-, HR+ and cN+ all EC-Doc EC-DocX, EC-Doc-X
GeparQuinto  cT3/4, cT2 if HR- or cN+, cT1 if HR- or pN+ HER2+ EC-Doc+T EC-Doc+ Lap
HER2- EC-Doc EC-Doc + Bev
Non responder after EC EC-P EC-P +RADO01
G Sixt T9-4 or CT1c if N+ TNBC PM+Bev PMCb+Bev
eparsixto - cletortiict HER2+ PM+T+Lap PMCb+T+Lap
GeparSepto cT2-4, cT1c and cN+ or high risk all P-EC (+T+Per if HER2+) nabP-EC (+T+Per if HER2+)

A: adriamycine; Bev: Bevacizumab; C: cyclophosphamide; Cb: carboplatinum; Doc: docetaxel; E: epirubicine; Lap: lapatinib; M: myocet; N:
vinorelbine; nabP: nabPaclitaxel; P: paclitaxel; PE: pertuzumab; RADOO1: everolimus; T: trastuzumab; X: capecitabine, HR: hormone receptor,
TNBC: triple negative breast cancer



