Fig. 1A
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Events B-yr DFS
— Observation/ TOPO2A Low 36 67.2%
— Observation/ TOPO2A High 49 65.0%
| Trastuzumab/ TOPO2A Low 62 723%
0 Trastuzumab/ TOPO2A High 70 73.1%  Adjusted interaction p-value=0.80
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0 1 2 3 4 5 6 7 8 9 10
No at Risk Years
Observation/ Low 119 104 93 90 86 83 79 68 31 12 0
Observation/ High 140 122 111 101 94 92 89 76 40 13 0
Trastuzumab/ Low 234 219 208 199 191 182 176 161 82 25 0
Trastuzumab/ High 256 246 229 206 200 193 186 164 104 27 1
Fig. 1B
100
+ Censored
80
o)
<
= 60
=
=
15}
=
@
o
£
L=l
& 40
v
It
o
=2
(=]
20 ) . Events  8-yr DFS
— Observation/ Ki67 Low 28 68.7 %
= Observation/ Ki67 Intermediate 30 63.3 %
= Observation/ Ki67 High 33 63.0 %
Trastuzumab/ Ki67 Low 43 73.9 %
Trastuzumab/ Ki67 Intermediate 41 75.2 %
0 Trastuzumab/ Ki67 High 54 68.3 % Adjusted interaction p-value=0.81
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0 1 2 3 4 5 6 7 8 9 10
No at Risk Years
Observation / Low 92 79 72 68 66 65 62 57 29 11
Observation / Itm 88 78 71 68 60 57 55 49 20 8
Observation / High 89 78 69 63 60 58 56 42 24 9

Trastuzumab / Low 169 161 151 141 137 133 130 113 72 20
Trastuzumab / Itm 171 164 157 144 139 133 127 117 63 20
Trastuzumab / High 175 164 153 139 134 126 122 113 65 20
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Fig. 1C
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20- . Events  8-yr DFS
— Observation/ Cyclin D1 Low 27 617 %
~— Observation/ Cyclin D1 Intermediate 33 61.0 %
— Observation/ Cyclin D1 High 24 74.9 %
Trastuzumab/ Cyclin D1 Low 26 77.2 %
Trastuzumab/ Cyclin D1 Intermediate 45 72.3 %
04 Trastuzumab/ Cyclin D1 High 59 72.5 0% Adjusted interaction p-value=0.013
T T I T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10
No at Risk Years
Observation/ Low 71 60 51 50 45 43 41 37 20 7 0
Observation,/ Itm 86 72 67 60 58 56 52 46 24 8 0
Observati(mé High 102 94 85 80 77 77 76 63 30 10 0
Trastuzumab,/ Low 115 108 106 99 96 92 88 78 46 17 0
Trastuzumab/ Itm 161 155 144 133 129 126 121 111 68 19 1
Trastuzumab/ High 222 210 196 181 176 168 163 147 79 20 0

Fig.1D
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Events 8-yrDFS
— Observation/p27 Low 47 58.0 %
— Observation,/p27 High 38 71.6 %
Trastuzumab/p27 Low 55 73.1%
01 Trastuzumab/p27 High 77 725 % Adjusted interaction p-value=0.0049
T T ] T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10
No at Risk Years
Observation/ Low 113 94 80 73 69 67 64 57 29 11
Observation/ High 145 131 123 116 110 108 104 89 43 14
Trastuzumab/ Low 205 196 181 165 162 154 147 132 87 22
Trastuzumab/ High 290 272 260 243 233 225 218 198 99 31 1



Fig. 2

Biomarker  No. of pts No. of events . Adjuste:d

level by trt arm by trt arm HR 95% CI Interaction
p-value

TOPOZA
=3 234wvs 119 — 62 vs 36 0.75 [0.50, 1.14)
=5 256vs 140 — TOvs 49 0.63 [0.44,0.91) 0.60
Missing 7lvs42 R 18vs 14 0.63 [0.31, 1.27)

Kio7
1% tertile 169 vs 92 — 43vs 28 0.79 [0.45, 1.18)
2™ tertile 171vs 88 —— 41 vs 30 0.57 [0.36,0.92) 081
3™ tertile 175 vs B89 — 54 vs 33 0.66 [0.42, 1.03)
Missing 46vs 32 + 12vs8 0.90 (0.37,2.23)

Cyclin D1
1" tertile 115vs71 —— 26 vs 27 0.43 (0.25,0.74)
2™ tertile 161 vs 86 — 45 vs 33 0.57 (0.36, 0.90) 0.013
3" tertile 222vs 102 —_——— 39 vs 24 1.08 [0.67, 1.74)
Missing 63 vs 42 — 20vs 15 0.73 (0,37, 1.44)

P27
=70 205vs 113 — 35 vs 47 0.44 (0.29, 0.65)
=70 290 vs 145 e E— 77 vs 38 0.97 (0.68, 1.44) 0.004%9
Missing 66 vs43 A E— 1Bvs14 0.66 (0.33, 1.35)
T T T T
0.0 0.3 1.0 1.5 2.5
- —_—

Favours Trastuzumab

Favours Observation

Modeis adjusted for- Nodal stotws, Pathological tumor size & Region




