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A Module 1
Q4 (74%)
Q3 (60%)
Q2 (60%)
Q1 (43%)
0.2 901 vs Q4 HR=3.05[2.19,4.24] p = 4e-11
Q1 vs Q2 HR=1.76 [1.31,2.36] p = 0.0002
Q2 vs Q3 HR=1.04[0.752,1.43]p=0.8
o Q3 vs Q4 HR=1.68[1.18,2.4] p = 0.004
I 1 T T 1 1
0 1 2 3 4 5
time
group # atrisk # events
210 163 131 99 82 65 115
200 179 156 129 103 89 74
208 188 159 134 104 79 74
216 2086 185 160 130 101 51
B Module 2
Q2 (66%)
Q1 (64%)
Q3 (60%)
Q4 (48%)
0.2 4Q4 vs Q1 HR=1.86 [1.36,2.53] p = 0.00009
Q2vs Q1 HR=0.996 [0.709,1.4] p = 1
Q3 vs Q2 HR=1.28 [0.926,1.78] p = 0.1
o Q4 vs Q3 HR=1.44 [1.07,1.93] p = 0.01
I T 1 ¥ I I
o 1 2 3 4 5
time
group # atrisk # events
204 193 169 142 115 84 66
211 194 176 145 115 98 67
209 180 152 124 101 83 78
210 169 134 111 88 69 103
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0.2

Module 3

Q4 vs Q1 HR=2.66 [1.93,3.67] p = 3209
Q2 vs Q1 HR=1.3[0.913,1.85]p = 0.1
Q3 vs Q2 HR=1.3[0.94,1.8] p = 0.1

Q4 vs Q3 HR=1.59 [1.19,2.12] p = 0.002
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T 1
0 1 2 3 4 5
time
group # atrisk
Qi 217 203 181 156 127 98
Q2 214 198 168 138 111 91
Q3 198 175 155 126 99 80
Q4 205 160 127 102 82 65
D Combination

survival

0.2 -

Q4 vs Q1 HR=2.96 [2.14,4.1] p = 6e~11
Q2 vs Q1 HR=1.36 [0.947,1.95] p = 0.1
Q3 vs Q2 HR=1.36 [0.98,1.89] p = 0.07
Q4 vs Q3 HR=1.63[1.23,2.18] p = 0.0008
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Module 1, stage |

0.2 Q1 vs Q4 HR=3.11 [1.94,4.98] p = 0.000002

Q1 vs Q2 HR=1.99 [1.24,3.19] p = 0.004
Q2 vs Q3 HR=0.867 [0.538,1.4] p = 0.6
Q3 vs Q4 HR=1.81[1.12,2.92] p = 0.02

T T
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group # atrisk

Qt
Q2
Q3
Q4

survival

85 69

98 20

123 110

140 134
B

0.2 4Qt1 vs Q4 HR=2.61 [1.62,4.21]

2 3
time
58 44
82 38
920 78
121 106

Module 1, stage Il

39

89

p = 0.00008
Q1 vs Q2 HR=1.56 [1.07,2.27] p = 0.02
Q2 vs Q3 HR=1.16[0.745,1.82] p = 0.5
o Q3 vs Q4 HR=1.46 [0.852,2.49] p = 0.2
T T T T T 1
[o] 1 2 3 4 5
time
group # atrisk
Q1 125 24 73 55 43 33
Q2 102 89 74 &1 49 47
Q3 85 78 9 56 41 30
Q4 76 72 ©4 54 41 32
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Module 1, Adenocarcinoma

0.2 Q1 vs Q4 HR=3.38 [2.27,5.02] p = 2e—09
Q1 vs Q2 HR=1.77 [1.23,2.53] p = 0.002
Q2 vs Q3 HR=1.09 [0.743,1.6]p = 0.7
o Q3 vs Q4 HR=1.78[1.18,2.71] p = 0.006
] T T T T 3
[} 1 2 3 a4 5
time
group # atrisk
Qt 134 107 85 66 53 42
Qz 132 121 107 89 68 61
Q3 152 142 126 111 86 65
Q4 167 162 148 134 111 85
Module 1, Squamous Cell Carcinoma
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=
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0.2 Q1 vs Q4 HR=2.32[1.24,4.35] p = 0.009
Q1 vs Q2 HR=1.69 [0.994,2.87] p = 0.05
Q2 vs Q3 HR=0.98 [0.536,1.79] p = 1
Q3 vs Q4 HR=142[0.71,2.83]p =0.3
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Module 1, age <= 65y

Q1 vs Q4 HR=3.44 [2.12,5.59] p = 0.0000006

Q1 vs Q2
Q2 vs Q3
Q3 vs Q4

HR=1.97 [1.26,3.08] p = 0.003
HR=1.05 [0.629,1.76] p = 0.8
HR=1.65 [0.954,2.85] p = 0.07
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Q1
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Q3
Q4

0.2 11 vs Q4 HR=2.69 [1.71,4.23] p = 0.00002
Q1 vs Q2 HR=1.67 [1.13,2.46] p = 0.01
Q2 vs Q3 HR=1.02[0.674,1.54] p = 1
o Q3 vs Q4 HR=1.59 [0.994,2.56] p = 0.05
f | T T .}
o 1 2 3 4
time
group # atrisk
o6 70 52 41 34 27
102 90 76 64 a8 39
105 96 79 59 44 33
o4 87 75 64 49 33
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Module 2, stage |}

HR=1.84[1.16,2.93] p = 0.01
HR=1[0.619,1.61]p =1

Q3 vs Q2 HR=1.29 [0.801,2.06] p =0.3

o

Q4 vs Q3 HR=1.40 [0.889,2.21] p = 0.1
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Q2 vs Q1 HR=0.966 [0.596,1.57] p = 0.9

Q3 vs Q2 HR=1.24 [0.79,1.95] p = 0.3

o Q4 vs @3 HR=1.39 [0.944,2.05] p = 0.1
f T T T T 1
(e} 1 2 3 4 5

time
group # at risk

80 77 66 53 39 29
o1 82 72 58 45 38
o6 83 69 54 44 38
121 o1 73 61 46 37
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HR=1.65 [1.08,2.53] p = 0.02
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0.2 |Q4 vs O
Q2 vs Q1
Q3 vs Q2
Q4 vs Q3

Module 2, Adenocarcinoma

HR=1.98 [1.37,2.87] p = 0.0003
HR=0.936 [0.622,1.41] p = 0.8
HR=1.44 [0.97,2.14] p = 0.07
HR=1.48 [1.03,2.11] p = 0.03
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0.2 44 vs Q1

T
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HR=1.81 [0.988,3.33] p = 0.05

T
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Module 2, Squamous Cell Carcinoma

&4
80
59
50

Q2 vs Q1 HR=1.27 [0.663,2.42] p = 0.5
Q3 vs Q2 HR=0.993 [0.551,1.79]p =1
o Q4 vs Q3 HR=1.35[0.781.2.32] p = 0.3
T T T T T 1
(o] 1 2 3 4 5
time
group # atrisk
51 46 39 26 23 18
50 41 37 27 20 18
68 54 40 32 28 21
57 45 32 22 17 12
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0.2 1Q4 vs Q1
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Module 2, age <= 65y

HR=2.00 [1.25,3.2] p = 0.004
HR=0.932 [0.547,1.59] p = 0.8
HR=1.48 [0.895,2.43] p = 0.1

o Q4 vs Q3 HR=1.47 [0.955,2.27] p = 0.08
f T T
o] 1 2 3 4
time
group # atrisk
Q1 105 o8 o2 77 61
Q2 112 105 98 84 71
Q3 110 o9 84 71 63
Q4 110 91 75 62 49
F Module 2, age > 65y
z
=
=3
w
0.2 4Q4 vs @1 HR=1.8[1.19,2.71] p = 0.005
Q2 vs Q1 HR=1.10 [0.705,1.70] p = 0.7
Q3 vs Q2 HR=1.16 [0.755,1.79] p = 0.5
° Q4 vs Q3 HR=1.41 [0.943,2.11] p = 0.1
I T T T ¥ |
o] 1 2 3 4 5
time
group # atrisk
(@) ] 99 o5 77 65 54 36
Qz 99 89 78 61 a4 36
Q3 99 81 (2= 53 38 32
Qa 100 78 59 49 39 28
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A Module 3, stage |
Q1 (77%)
Q2 (66%)
Q3 (61%)
2 Qa4 (53%)
5
w
0.4 —
0.2 “1Q4 vs Q1 HR=2.7 [1.69,4.33] p = 0.00004
Q2 vs Q1 HR=1.60 [0.976,2.63] p = 0.06
Q3 vs Q2 HR=1.18 [0.738,1.90] p = 0.5
o Q4 vs Q3 HR=1.45 [0.927,2.27] p = 0.1
; 7 T T T 1
o) 1 2 3 4 5
time
group # atrisk # events
Qi 142 135 118 104 90 69 29
Q2 113 103 87 73 59 48 34
Qs 97 86 79 70 52 40 35
Q4 94 79 67 49 44 35 43
B Module 3, stage Ii
Q2 (63%)
- Q1 (61%)
g Q3 (53%)
3
Q4 (37%)
0.2 |4 vs @1 HR=2.18 [1.40,3.41] p = 0.0006
Q2 vs Q1 HR=0.932 [0.562,1.54] p = 0.8
Q3 vs Q2 HR=1.42 [0.906,2.22] p = 0.1
o Q4 vs Q3 HR=1.7 [1.16,2.49] p = 0.006
I T T T T ]
o 1 2 3 4 5.
time
group # atrisk # events
Q1 75 68 63 52 37 29 27
Q2 101 o5 81 65 52 a3 34
Q3 101 89 76 56 47 40 a4
Q4 111 81 60 53 38 30 &8

Fig. 5
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Q2 vs Q1 HR=1.35[0.902,2.01}] p = 0.1
Q3 vs Q2 HR=1.23[0.831,1.83} p = 0.3
o Q4 vs Q3 HR=1.84 [1.28,2.66] p = 0.001
F T T T
(e 1 2 3
time
group # at risk
Q1 174 167 153 134
Q2 160 152 134 116
Q3 125 112 100 85
Q4 126 101 79 65
EI Module 3, Squamous Cell Carcinoma
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0.2 14 vs Q1
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Module 3, Adenocarcinoma

HR=3.07 [2.11,4.47] p = 5e—-09

0.2 |Q4 vs Q1 HR=1.95[1,3.79] p = 0.05
Q2 vs Q1 HR=1.08 [0.51,2.29] p = 0.8
Q3 vs Q2 HR=1.39 [0.759,2.56] p = 0.3
° Q4 vs Q3 HR=1.29 [0.78,2.13] p = 0.3
T T T T T i
(o] 1 2 3 4 5
time
group # atrisk
43 36 28 22 16 12
54 46 34 22 19 16
67 58 50 36 30 22
62 46 36 27 23 19
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E Module 3, age <= 65y
Q1 (79%)
Q2 (73%)
Q3 (61%)
% Q4 (51%)

0.4 —
0.2 44 vs Q1 HR=2.86 [1.76,4.65] p = 0.00002
Q2 vs Q1 HR=1.28 [0.732,2.22] p =0.4
Q3 vs Q2 HR=1.61 [0.977,2.67] p = 0.06
o Q4 vs Q3 HR=1.40[0.915,2.13] p = 0.1
I T T T T —
[o] 1 2 3 4 5
time
group # atrisk
Q1 121 115 104 S1 78 e7
Q2 107 100 88 78 64 51
Q3 102 20 79 64 53 47
Q4 107 88 78 61 49 37

survival

Module 3, age > 65y

0.2 4Q4 vs Q1 HR=2.47 [1.60,3.80] p = 0.00004
Q2 vs Q1 HR=1.25[0.79,1.98] p = 0.3
Q3 vs Q2 HR=1.09 [0.71,1.67]p = 0.7
o Q4 ves Q3 HR=1.81 [1.22,2.69] p = 0.003
I ¥ I ¥
[e] 1 2 3 4 5
time
group # atrisk
(@3] 26 88 77 65 a9 31
Q2 107 o8 80 60 a7 40
Q3 o6 85 76 62 a6 33
Q4 o8 72 49 41 33 28
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0.2 1Q4 vs Q1 HR=3.01[1.88,4.81] p
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Combination, stage |

= 0.000004
Q2 vs Q1 HR=1.35[0.81,2.27] p = 0.2
Q3 vs Q2 HR=1.61[0.994,2.68] p = 0.05
o Q4 vs Q3 HR=1.41[0.918,2.17] p = 0.1
[ T T T 1
(o] 1 2 3 4 5
time
group # atrisk
Qt 142 135 121 107 SO 71
Q2 114 104 o2 77 63 49
Q3 29 S0 77 64 51 3s
Q4 91 74 61 48 41 33

survival

0.2 —

Q4 vs Q1 HR=2.45 [1.54,3.89] p = 0.0001
Q2 vs Q1 HR=1.20[0.72,2.01] p = 0.5
Q3 vs Q2 HR=1.16 [0.742,1.83] p = 0.5
Q4 vs Q3 HR=1.79 [1.21,2.65] p = 0.003

T
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Combination, Adenocarcinoma
Q1 (74%)
Q2 (67%)
s Q3 (54%)
=
3 Q4 (44%)
0.2 ~Q4 vs Q1 HR=3.06 [2.09,4.49] p = 0.00000001
Q2 vs Q1 HR=1.39[0.91,2.11] p = O.1
Q3 vs Q2 HR=1.59 [1.08,2.36] p = 0.02
o Q4 vs Q3 HR=1.43 [1.01,2.03] p = 0.04
] ¥ T T T 1
o 1 2 3 a 5
time
group # at risk # events
Q1 173 167 153 139 115 86 41
Q2 150 143 129 111 86 71 46
Q3 128 117 100 78 60 52 56
Q4 134 105 84 72 57 44 73
D Combination, Sgquamous Cell Carcinoma
Q1 (66%)
Q3 (64%)
Q2 (612%6)

survival

Q4 (35%)

0.2 Q4 vs Q1 HR=2.78 [1.45,5.33] p =
Q2 vs Q1 HR=1.2 [0.586,2.46] p = 0.6

Q3 vs Q2 HR=0.896 [0.478,1.68] p = 0.7

Q4 vs Q3 HR=2.53 [1.45,4.4] p = 0.001

o —

T T ¥ T T 1

[o] 1 2 3 4 5

time

group # atrisk # evenlts
Q1 44 38 32 19 12 10 12
Q2 61 51 40 31 26 20 20
Q3 57 52 43 37 34 27 19
Q4 c4 45 33 20 16 12 38

o) Combination, age <= 65y

Q1 (80%)

Q2 (70%)
Q3 (66%)

survival

_'—“'—6— Q4 (47%)

0.2 Q4 vs Q1 HR=3.5[2.11,5.8] p = 0.000001
Q2 vs Q1 HR=1.65 [0.947,2.87] p = 0.08
Q3 vs Q2 HR=1.14 [0.696,1.87] p = 0.6
° Q4 vs Q3 HR=1.88 [1.21,2.91] p = 0.005
T T T T T ¥
(o] 1 2 3 a4 5
time
group # atrisk # events
Q1 116 111 103 20 74 63 21
Qz 112 102 20 80 68 56 31
Q3 100 o2 84 €9 57 a7 32
Q4 109 88 72 55 45 36 54
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Combination, age > 65y

Q1 (629%)
— Q2 (60%)
[x:3
=
=
5 Q3 (48%)
w
Q4 (38%)
0.2 Q4 vs Q1 HR=2.57 [1.68,3.93] p = 0.00001
Q2 vs Q1 HR=1.17 [0.725,1.89] p = 0.5
Q3 vs Q2 HR=1.59 [1.02,2.46] p = 0.04
° Q4 vs Q3 HR=1.47 [1.00,2.15] p = 0.05
) T T T T 1
o 1 2 3 4 5
time
group # atrisk # events
at 101 o4 82 68 53 33 32
Q2 100 93 80 63 45 36 35
Q3 o2 82 63 50 40 34 46
Q4 104 74 57 a7 37 29 63

Fig. 6
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CBX7T STX1A TPX2

A
a—
0.8 —

Q4 (68%%)

0.6 — Q3 (60%%)

‘ 2 (5a4%)

survival

Q1 (F2e)

0.2 "1 ws Q2 HR=1.73 [1.38,2.19] p — 0.000003

Q1 ws Q4 HR=2.55 [1.98,3.28] p = B=-13
22 ws Q3 HR=1.12 [0.873,1.43] p = 0.4
o Q3 vs Qe HR=1.28[0.875,1.67] p = 0.07
q { W 1 T T 1
6] 10 20 30 40 S50 [=1s]
tirrne
group # atrisk # evendts
LN 239 230 204 180 155 129 101 [S1=]
o3 287 233 223 183 153 132 109 =23
L ed 258 231 188 1680 139 1138 104 113
[} 245 184 T 1o 23 65 52 1680
B CBX7 TMPRSES2 GPR116 STX1A KLKS SLC168A3 TPX2 UCK2 PHKA"1
q oy
0.8 —
Q4 (6990)
o6 - Q3 (58%)
= Q2 (54%)
=
=
3
0.4 -
o1 (3326}
02 “1Q1 wve Q2 HR=1.61 [1.29,2.02] p = 0.00004
Gl ve Q4 HR—=2.680 [2.02,3.36] p = 2e-13
22 vs QX HR=1.20 [0.937,1.53] p = 0.1
o — Q3 vs Q1 HR=1.34 [1.02,1.75] p = 0.04
L T T T Y T t
Q 1 20 30 40 30 [:]¢]
time
group # atrisk # events
Q4 247 235 217 1896 168 138 108 B7
Leelc] 251 231 208 174 151 130 107 26
Oz 251 225 184 1806 128 111 96 110
Lo 3] 251 187 145 1Q7 =91 71 58 1682

Fig. 7
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CBX7 TMPRSS2 GPR116 KCNJ15 STX1A KLKS

C SLC16A3 PYGL TPX2 UCK2 PHKA1 EIF4A3
4 =
0.8 —
Q4 (70%)
0.6 Q3 (60%)
= Q2 (53%)
&
=
=
0.4 —
Q1 {319%)
0.2 "1 ve Q2 HR=1.72 [1.38,2.16] p = 0.000002
Q1 ve Q4 HR=2.87 [2.22,3.72] p =12-15
Q2 ws O3 HR=1.31 [1.02,1.67] p = 0.03
p QB vs Q4 HR=1.29 [0.975,1.7] p = 0.08
f 7 ¥ 7 ¥ T 1
D 10 20 30 40 50 60
time
group #atrisk # events
i 244 230 218 185 187 1386 108 65
a3 254 238 210 178 142 131 110 sS4
Q2 253 232 203 158 134 109 94 111
(oY) 249 181 138 104 86 68 56 1865
CHBX7 TMPRSS2 GPR116 KCNJ15 PTPN13 8STX1A
D KLKS SLG16A3 PYGL LDHA TPX2 UCK2
P~
0.8 —
Q4 (69%%)
0.8 - Q3 (819}
=
= Q2 (5294)
=
£
0.4 —
Q1 (33%%)
0.2 "1 wvs Q2 HR=1.83 [1.30,2.04] p = 0.00002
QO ws Qi HR=2.67 [2.08,3.45] p =9=-14
Q2 vs Q3 HR=1.3 [1.02,1.88] p = 0.04
o @B vs Q4 HR=1.28[0.97,1.68] p =0.08
3 I ¥ 1 H 3 t
o 10 20 30 40 50 60
time
group # atrisk # events
Q4 241 o028 213 192 164 1386 105 66
Q3 257 237 212 176 151 128 109 o3
<z 252 230 202 181 131 107 o1 114
on 250 183 137 104 90 73 &1 162

Fig. 7
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ADFRB2 PTPN1 3 SFTPB ITGAS PYGL CBX7 TK1
PARMY EIF281 SLC18A3 KCNJ15 PPFIBP2 HMGAT VEGFTS KLKS

0.8 -
Q4 (68%)
_ o8 - Q3 (599%)
"é Q2 (5326)
=
0.4 —
Q1 {(36%%)
0.2 1 ws Q2 HR=1.53 [1.22,1.91] p = 0.0002
1 ws Q94 HR=2.44 [1.90,3.15] p = Se-12
Q2 ws Q3 HR=1.93 [1.04,1.71] p = 0.02
o - 3 ws Q4 HR=1.21 [0.915,1.89] p =0.2
¥ H ¥ T ¥ £ 13
a 10 20 3o 40 50 50
time:
group # atrisk # events
Q4 242 226 210 188 162 135 109 71
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