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Anhang — Graphische Darstellung der Therapiesequenzen

A1 Graphische Darstellung der

Therapiesequenzen

Farblegende:
e hellgriin = Hormontherapie
e dunkelgriin = zwei Hormontherapien gleichzeitig
e lila = CT1 (Chemotherapie mit Anthrazyklin)
e hellrot = CT2 (Chemotherapie mit Taxan)
e dunkelrot = CT3 (sonstige Chemotherapien)
e violett = CT4 (Hochdosis-Chemotherapie)

A1.1 Hormonrezeptor-positive Pat. (ER oder PR pos./uk.)
A1.1.1 MET I (n = 24)
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Anhang — Graphische Darstellung der Therapiesequenzen
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Anhang — Graphische Darstellung der Therapiesequenzen

A1.1.2 MET II (n = 89)
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Anhang — Graphische Darstellung der Therapiesequenzen
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Anhang — Graphische Darstellung der Therapiesequenzen
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A1.1.3 MET II (n = 37)

All
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Anhang — Graphische Darstellung der Therapiesequenzen

A1.1.4 MET IV(n = 50)
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Anhang — Graphische Darstellung der Therapiesequenzen
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A1.2 Hormonrezeptor-negative Pat. (ER und PR negativ)
A1.2.1 MET I (n = 13)
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Anhang — Graphische Darstellung der Therapiesequenzen

A1.2.2 MET II (n = 25)
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A1.2.3 MET III (n = 19)
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A1.2.4 MET IV (n = 13)
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Anhang — Explorative Analyse des Therapieansprechens

A2 Explorative Analyse des

Therapieansprechens

A2.1 Kontingenztafeln der Therapieansprechraten in
Abhingigkeit tumorspezifischer Parameter, Therapietyp

bzw. Therapiesequenz
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Anhang — Explorative Analyse des Therapieansprechens

Therapieansprechen in Abhingigkeit vom ER-Status

S1 PD NC PR CR |[PR/CR| ges. [p-Wert
HT ER neg. abs. 3 7 0 1 1 11
rel. 21% 64% 0% 9% 9%| 100% 0.909
ER pos./uk. | abs. 30 51 5 3 8 89
rel. 34% 57% 6% 3% 9%| 100%
CT1/2 |ER neg. abs. 15 18 14 3 17 50
rel. 30% 36% 28% 6% 34%| 100% 0.485
ER pos./uk. | abs. 12 26 16 3 19 57
rel. 21% 46% 28% 5% 33%| 100%
CT3 ER neg. abs. 8 19 6 3 9 36
rel. 22% 53% 1% 8% 25%| 100% 0.818
ER pos./uk. | abs. 7 15 3 2 5 27
rel. 26% 56% 11% % 19%| 100%
ges. ER neg. abs. 26 44 20 7 27 97
rel. 21% 45% 21% % 28%| 100% 0.193
ER pos./uk. | abs. 49 92 24 8 32 173
rel. 28% 53% 14% 5% 18%| 100%
S2 PD NC PR CR |PR/CR| ges. [p-Wert
HT ER neg. abs. 11 7 0 1 1 19
rel. 58% 3% 0% 5% 5%| 100% 0.673
ER pos./uk. | abs. 33 29 5 2 7 69
rel. 8% 42% % 3% 10%| 100%
CT1/2 |ER neg. abs. 20 15 3 2 5 40
rel. 50% 38% 8% 5% 13%| 100% 0.401
ER pos./uk. | abs. 15 19 5 3 8 42
rel. 36% 45% 12% ™% 19%| 100%
CT3 ER neg. abs. 15 5 1 0 1 21
rel. 1% 24% 5% 0% 5%| 100% 0.405
ER pos./uk. | abs. 17 13 2 0 2 32
rel. 53% 41% 6% 0% 6%| 100%
ges. ER neg. abs. 46 27 4 3 7 80
rel. 58% 34% 5% 4% 9%| 100% 0.224
ER pos./uk. | abs. 65 61 12 5 17 143
rel. 45% 43% 8% 3% 12%| 100%
S3 PD NC PR CR |PR/CR| ges. [p-Wert
HT ER neg. abs. 13 5 0 0 0 18
rel. 2% 28% 0% 0% 0%| 100% 0.064
ER pos./uk. | abs. 19 26 1 1 2 47
rel. 40% 55% 2% 2% 4% 100%
CT1/2 |ER neg. abs. 10 4 1 1 2 16
rel. 63% 25% 6% 6% 13%| 100% 0.363
ER pos./uk. | abs. 12 13 2 1 3 28
rel. 43% 46% % 4% 11%| 100%
CT3 ER neg. abs. 4 6 4 0 4 14
rel. 29% 43% 29% 0% 29%| 100% 0.083
ER pos./uk. | abs. 12 11 1 0 1 24
rel. 50% 46% 4% 0% 4% 100%
ges. ER neg. abs. 27 15 5 1 6 48
rel. 56% 31% 10% 2% 13%| 100% 0.065
ER pos./uk. | abs. 43 50 4 2 6 99
rel. 43% 51% 4% 2% 6%| 100%
ges. PD NC PR CR |PR/CR| ges. [p-Wert
HT ER neg. abs. 27 19 0 2 2 48
rel. 56% 40% 0% 4% 4%| 100% 0.110
ER pos./uk. [ abs. 82 106 11 6 17 205
rel. 40% 52% 5% 3% 8%| 100%
CT1/2 |ER neg. abs. 45 37 18 6 24 106
rel. 2% 35% 1% 6% 23%| 100% 0.144
ER pos./uk. | abs. 39 58 23 7 30 127
rel. 31% 46% 18% 6% 24%| 100%
CT3 ER neg. abs. 27 30 11 3 14 71
rel. 38% 42% 15% 4% 20%| 100% 0.204
ER pos./uk. | abs. 36 39 6 2 8 83
rel. 3% 47% % 2% 10%| 100%
ges. ER neg. abs. 99 86 29 11 40 225
rel. 4% 38% 13% 5% 18%| 100% 0.029
ER pos./uk. | abs. 157 203 40 15 55 415
rel. 38% 49% 10% 4% 13%| 100%
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Anhang — Explorative Analyse des Therapieansprechens

Therapieansprechen in Abhingigkeit vom PR-Status

S1 PD NC PR CR |PR/CR| ges. |p-Wert
HT PR neg. abs. 12 12 0 0 0 24
rel. 50% 50% 0% 0% 0%| 100% 0.051
PR pos./uk. | abs. 21 46 5 4 9 76
rel. 28% 61% % 5% 12%| 100%
CT1/2 |PR neg. abs. 15 18 14 2 16 49
rel. 31% 3% 29% 4% 33%| 100% 0.476
PR pos./uk. [ abs. 12 26 16 4 24 58
rel. 21%  45% 28% % 34%| 100%
CT3 PR neg. abs. 9 19 5 1 24 34
rel. 26% 56% 15% 3% 18%| 100% 0.617
PR pos./uk. | abs. 6 15 4 4 24 29
rel. 21% 52% 14% 14% 28%| 100%
ges. PR neg. abs. 36 49 19 3 24 107
rel. 34% 46% 18% 3% 21%| 100% 0.216
PR pos./uk. [ abs. 39 87 25 12 57 163
rel. 24% 53% 15% % 23%| 100%
S2 PD NC PR CR |PR/CR| ges. [p-Wert
HT PR neg. abs. 14 6 1 0 1 21
rel. 67% 29% 5% 0% 5%| 100% 0.209
PR pos./uk. | abs. 30 30 4 3 7 67
rel. 45% 45% 6% 4% 10%| 100%
CT1/2 |PR neg. abs. 23 18 2 2 4 45
rel. 51% 40% 4% 4% 9%| 100% 0.092
PR pos./uk. | abs. 12 16 6 3 9 37
rel. 32% 43% 16% 8% 24%| 100%
CT3 PR neg. abs. 18 5 0 0 0 23
rel. 8% 22% 0% 0% 0%| 100% 0.044
PR pos./uk. [ abs. 14 13 3 0 3 30
rel. 4% 43% 10% 0% 10%| 100%
ges. PR neg. abs. 55 29 3 2 5 89
rel. 62% 33% 3% 2% 6%| 100% 0.008
PR pos./uk. [ abs. 5 59 13 6 19 134
rel. 2% 4% 10% 4% 14%| 100%
S3 PD NC PR CR |PR/CR| gos. |p-Wert
HT PR neg. abs. 16 9 0 0 0 25
rel. 64% 36% 0% 0% 0%| 100% 0.132
PR pos./uk. [ abs. 16 22 1 1 2 40
rel. 40% 55% 3% 3% 5%| 100%
CT1/2 |PR neg. abs. 9 [§ 0 0 0 15
rel. 60% 40% 0% 0% 0%| 100% 0.217
PR pos./uk. | abs. 13 11 3 2 5 29
rel. 5% 38% 10% 7% 17%| 100%
CT3 PR neg. abs. 4 6 1 0 1 11
rel. 36% 55% 9% 0% 9%| 100% 0.723
PR pos./uk. | abs. 12 11 4 0 4 27
rel. 4% 1% 15% 0% 15%| 100%
ges. PR neg. abs. 29 21 1 0 1 51
rel. 5% 41% 2% 0% 2%( 100% 0.073
PR pos./uk. | abs. 41 44 8 3 11 96
rel. 43% 46% 8% 3% 11%| 100%
ges. PD NC PR CR |[PR/CR| ges. |p-Wert
HT PR neg. abs. 42 27 1 0 1 70
rel. 60% 39% 1% 0% 1%| 100% 0.001
PR pos./uk. | abs. 67 98 10 8 18 183
rel. 3% 54% 5% 4% 10%| 100%
CT1/2 [PR neg. abs. 47 42 16 4 20 109
rel. 43% 39% 15% 4% 18%| 100% 0.076
PR pos./uk. | abs. 37 53 25 9 34 124
rel. 30% 43% 20% 7% 27%| 100%
CT3 PR neg. abs. 31 30 6 1 7 68
rel. 46% 4% % 1% 10%| 100% 0.363
PR pos./uk. | abs. 32 39 11 4 15 86
rel. 3% 45% 13% 5% 17%| 100%
ges. PR neg. abs. 120 99 23 5 28 247
rel. 49% 40% % 2% 11%| 100%| <0.001
PR pos./uk. [ abs. 136 190 46 21 67 393
rel. 3% 48% 12% 5% 17%| 100%

A3l



Anhang — Explorative Analyse des Therapieansprechens

Therapieansprechen in Abhiingigkeit vom Her2neu- Status

S1 PD NC PR CR |PR/CR| ges. |p-Wert
HT Her2-neu 0-2/uk. abs. 28 47 5 4 9 84
rel. 33%  56% 6% 5% 11%| 100% 0.348
Her2-neu 3 abs. 5 11 0 0 0 16
rel. 31%  69% 0% 0% 0%| 100%
CT1/2 [Her2-neu 0-2/uk. | abs. 22 41 24 4 28 91
rel. 24%  45% 26% 4% 31%| 100% 0.132
Her2-neu 3 abs. 5 3 6 2 8 16
rel. 31%  19% 38% 13% 50%| 100%
CT3 Her2-neu 0-2/uk. abs. 10 28 8 4 12 50
rel. 20%  56% 16% 8% 24%|( 100% 0.367
Her2-neu 3 abs. 5 6 1 1 2 13
rel. 38%  46% 8% 8% 15%| 100%
ges. Her2-neu 0-2/uk. abs. 60 116 37 12 49 225
rel. 27%  52% 16% 5% 22%| 100% 0.348
Her2-neu 3 abs. 15 20 7 3 10 45
rel. 33%  44% 16% % 22%| 100%
S2 PD NC PR CR |PR/CR| ges. [p-Wert
HT Her2-neu 0-2/uk. abs. 37 33 5 3 8 78
rel. 4%  42% 6% 4% 10%[ 100% 0.324
Her2-neu 3 abs. 7 3 0 0 0 10
rel. 0%  30% 0% 0% 0%| 100%
CT1/2 [Her2-neu 0-2/uk. abs. 27 31 6 4 10 68
rel. 40%  46% 9% 6% 15%| 100% 0.248
Her2-neu 3 abs. 8 3 2 1 3 14
rel. 57%  21% 14% % 21%| 100%
CT3 Her2-neu 0-2/uk. abs. 22 17 3 0 3 42
rel. 52%  40% "% 0% T%| 100% 0.065
Her2-neu 3 abs. 10 1 0 0 0 11
rel. 91% 900 0% U% OOU 100%
ges. Her2-neu 0-2/uk. abs. 86 81 14 7 21 188
rel. 46%  43% % 4% 11%| 100% 0.018
Her2-neu 3 abs. 25 7 2 1 3 35
rel. 1%  20% 6% 3% 9%| 100%
S3 PD NC PR CR [PR/CR| ges. [p-Wert
HT Her2-neu 0-2/uk. abs. 21 28 0 1 1 50
rel. 2%  56% 0% 2% 2%| 100% 0.044
Her2-neu 3 abs. 11 3 1 0 1 15
rel. 3% 20% "% 0% 7%| 100%
CT1/2 [Her2-neu 0-2/uk. | abs. 22 14 3 2 5 41
rel. 54%  34% % 5% 12%[ 100% 0.078
Her2-neu 3 abs. 0 3 0 0 0 3
rel. 0% 100% 0% 0% 0%| 100%
CT3 Her2-neu 0-2/uk. | abs. 14 14 4 0 4 32
rel. 4% 4% 13% 0% 13%[ 100% 0.886
Her2-neu 3 abs. 2 3 1 1 6
rel. 33%  50% 1% 0% 17%| 100%
ges. Her2-neu 0-2/uk. abs. 57 56 7 3 10 123
rel. 46%  46% 6% 2% 8%| 100% 0.759
Her2-neu 3 abs. 13 9 2 0 2 24
rel. 54%  38% 8% 0% 8%| 100%
ges. PD NC PR CR |PR/CR| ges. |p-Wert
HT Her2-neu 0-2/uk. abs. 86 108 10 8 18 212
rel. 1%  51% 5% 4% 8%| 100% 0.146
Her2-neu 3 abs. 23 17 1 0 1 41
rel. 56%  41% 2% 0% 2%| 100%
CT1/2 |Her2-neu 0-2/uk. | abs. 71 86 33 10 43 200
rel. 36%  43% 1% 5% 22%| 100% 0.170
Her2-neu 3 abs. 13 9 8 3 11 33
rel. 39% 2% 24% 9% 33%| 100%
CT3 Her2-neu 0-2/uk. abs. 46 59 15 4 19 124
rel. 3% 48% 12% 3% 15%| 100% 0.175
Her2-neu 3 abs. 17 10 2 1 3 30
rel. 57%  33% "% 3% 10%| 100%
ges. Her2-neu 0-2/uk. | abs. 203 253 58 22 80 536
rel. 38% 4% 11% 4% 15%| 100% 0.033
Her2-neu 3 abs. 53 36 11 4 15 104
rel. 51%  35% 11% 4% 14%| 100%
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Anhang — Explorative Analyse des Therapieansprechens

Therapieansprechen in Abhingigkeit des Typs der Vorgingertherapie

HT PD NC PR CR |PR/CR ges. p-Wert (Test auf Sequenzabh.)
nach HT (S2) abs. 22 19 1 1 2 43
rel. 51% 44% 2% 2% 5% 100% p=0.159
nach HT (S3) abs. 9 14 1 0 1 24
rel. 38% 58% 4% 0% 4% 100%
nach HT (ges.) abs. 31 33 2 1 3 67
rel. 46%  49% 3% 1% 4% 100%
nach CT1/2/4 (S2) |abs. 16 9 4 2 6 31
rel. 52% 29% 13% 6% 19% 100%
nach CT1/2/4 (S3) | abs. 11 12 0 1 1 24
rel. 46%  50% 0% 4% 4% 100%
nach CT1/2/4 (ges.) | abs. 27 21 4 3 7 55
rel. 49%  38% % 5% 13% 100%
nach CT3 (S2) abs. 6 8 0 0 0 14
rel. 43%  57% 0% 0% 0% 100%
nach CT3 (S3) abs. 12 5 0 0 0 17
rel. 1% 29% 0% 0% 0% 100%
nach CT3 (ges.) abs. 18 13 0 0 0 31
rel. 58% 42% 0% 0% 0% 100%
ges. abs. 109 125 11 8 19 253
rel. 43%  49% 1% 3% 8% 100%
CT1/2/4 PD NC PR CR |PR/CR ges. p-Wert (Test auf Sequenzabh.)
nach HT (S2) abs. 8 14 3 2 5 27
rel. 30% 52% 11% % 19% 100% p=0.037
nach HT (S3) abs. 8 8 2 1 3 19
rel. 2% 42% 11% 5% 16% 100%
nach HT (ges.) abs. 16 22 5 3 8 46
rel. 3% 48% 11% 7% 17% 100%
nach CT1/2/4 (S2) |abs. 9 14 4 2 6 29
rel. 3%  48% 14% % 21% 100%
nach CT1/2/4 (S3) | abs. 7 4 1 1 2 13
rel. 54%  31% 8% 8% 15% 100%
nach CT1/2/4 (ges.) | abs. 16 18 5 3 8 42
rel. 38% 43%  12% % 19% 100%
nach CT3 (S2) abs. 18 6 1 1 2 26
rel. 69% 23% 4% 1% 8% 100%
nach CT3 (S3) abs. 7 5 0 0 0 12
rel. 58%  42% 0% 0% 0% 100%
nach CT3 (ges.) abs. 25 11 1 1 2 38
rel. 66% 29% 3% 3% 5% 100%
ges. abs. 84 95 41 13 54 233
rel. 36% 41% 18% 6% 23% 100%
CT3 PD NC PR CR | PR/CR ges. p-Wert (Test auf Sequenzabh.)
nach HT (S2) abs. 8 5 0 0 0 13
rel. 62%  38% 0% 0% 0% 100% p=0.039
nach HT (S3) abs. 5 8 2 0 2 15
rel. 33% 53% 13% 0% 13% 100%
nach HT (ges.) abs. 13 13 2 0 2 28
rel. 46%  46% % 0% % 100%
nach CT1/2/4 (S2) |abs. 22 7 1 0 1 30
rel. 73%  23% 3% 0% 3% 100%
nach CT1/2/4 (S3) | abs. 7 8 2 0 2 17
rel. 1% 47% 12% 0% 12% 100%
nach CT1/2/4 (ges.) | abs. 29 15 3 0 3 47
rel. 62%  32% 6% 0% 6% 100%
nach CT3 (S2) abs. 2 6 2 0 2 10
rel. 20% 60% 20% 0% 20% 100%
nach CT3 (S3) abs. 4 1 1 0 1 6
rel. 67% 17% 17% 0% 17% 100%
nach CT3 (ges.) abs. 6 7 3 0 3 16
rel. 38% 44%  19% 0% 19% 100%
ges. abs. 63 69 17 5 22 154
rel. 1% 45% 11% 3% 14% 100%
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Anhang — Explorative Analyse des Therapieansprechens

A2.2 Klassifikationsbdume (CART)

Firstline-Therapiestrategie [HT vs. CT1/2 vs. CT3] in Abhéngigkeit
patienten- bzw. tumorspezifischer Parameter

pos./uk.

N=200
[97 69 34]

[48% 35%17%]

[100 107 63]
[ 37% 40% 23%

Met.

MET IV p<0.001 MET I-III
N=50 N=150

[5378] [92 32 26]

[10% 74% 16%] [61% 21% 17%]
Alter
>50 p=0.003 <=50
N=105 N=45
[68 15 22] [24 17 4]

[65% 14% 21%] [53% 38% 9%]

N=270

HorRez.

p<0.001

neg.

N=70
[33829]

[4% 54%42%]

Met.
MET I/III/IV p=0.003 MET II
N=45 N=25
[329 13] [0 916]
[7% 64% 29%)] [0% 36 % 64%)]
Alter
>65, <35 p=0.004 50-65
N=11 N=34
[344] [0259]

[28% 36% 36%] [0% 74% 26%]
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Anhang — Explorative Analyse des Therapieansprechens

N=30
[1413 3]

Secondline-Therapieansprechen [PD vs. NC vs. PR/CR]
in Abhiingigkeit tumorspez. Parameter

N=53
[3218 3]
[60 34 6]

neg.

N=123
[1850]

N=135
[67 52 16]
[50 38 12]

T2 Art

p=0.070

CT

N=223
[111 88 24]
[5039 11]

T2_Art

p=0.790

CT (Ant./Tax./HD)

N=82
[3534 13]
[43 41 16]

PR neg.

p=0.024

N=37
[12 16 9]
[3243 24]

N=45
[23 18 4]
[51409]

HT
N=288
[44.36 8]
[51409]
RFI
1-24 M. p=0.005 >24 M., prim. met.
N =41 N=47
[26 15 0] [18217]
[64 36 0] [38539]
pos PR neg. pos. PR neg.
p=0.528 p=0.495
N=27 N=14 N = 40 N=7
[16 11 0] [1040] [14197] [421]
[6139 0] [71290] 3547 18] | |15729 14]

3 | Her2| <3 3 Her2\ <3 \/"
p=0.46 p=0.248
N=4 N=25 N=6 N=17 N=8 N=29 N=6 N =39
[410] [10123]} | [600] [1250] [323] [914 6] [510] [18 17 4]
[8020 0] [40 48 12]] [[1000 0] [71290] 372637]| |[314821] [831701]|  [4643 11]

X

IV Xil

IX

X
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Anhang — Explorative Analyse des Therapieansprechens

Thirdline-Therapieansprechen [PD vs. NC vs. PR/CR] in
Abhiéngigkeit tumorspez. Parameter bzw. Therapiesequenz

N=149
[71 66 12]
[48% 44% 8%)

N=82
[38 34 10]
[46% 42% 12%],

N=67
[33322]
[49% 48% 3%]

PD/NC / Max_Anspr.(S1/S2) HorRez

20,010 p=0.010.

N=56
[27 27 2]
[48% 48% 4%)]

N=26
[1178]
[42% 27% 31%)]

N=56
[23313]
[40% 55% 5%]

[29% 57% 14%]

N=14 N=42
[23 19 0]

[55% 45% 0%]

N=22
[1282]
[55% 36% 9%]

Risk2/3

neg.

N=11
[1010]
[91% 9% 0%]

N=34
[1123 0]
[32% 68% 0%]

>24 M., p.m. IX

Risk1 (Skelett)

N=14

N=28 N=13 N=9 N=19
[1040] [13 15 0] [175] [711] [9100]
[71% 29% 0%] [46% 54% 0%] [39% 54% 7%]

[78% 11% 11%] [47% 63% 0%]

N=15
[2130]
[13% 87% 0%]

\l V i Vil V
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Anhang — Ergebnisse der Verweildaueranalysen

A3 Ergebnisse der Verweildaueranalysen

A3.1 Survival-CART

Zeit bis zur Progression (S1) in Abhéingigkeit
tumorspez. Parameter bzw. Therapietyp

CT 1.Ther.

p<0.001

Grad. 3/4 \/I

p=0.020

1-24 M. >24 M., p.m.

39 48 45
2 0 4
4.1 69 1.7

1-24 M. p=0.004 >24 M., p.m.

0.0 10.0

M I
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Anhang — Ergebnisse der Verweildaueranalysen

Gesamtiiberleben ab Metastasierung in Abhéngigkeit
von Prognosefaktoren und Firstline-Therapieerfolg

neg. HorRez pos.
200
42
27.0
PD/NC Resp. (S1) PR/CR MET I Met. MET II-1V
17 24
2 10
16.7 43.6
MET I/III Met. MET 1I/1V \/" I >24 M., prim.m, RFI 1-24 M.
25 77
1 5
16.0 20.4

\/I" MET 11 Met. MET IV 112 Grad. 3/4 IV

9 52
0 17
8.9 31.0
Resp. (S1 NC/PR
> M., prim.m. RFI 1-24 M. XI I I I PD esp- (S1)
10 9 38
1 0 2 8
13.9 9.8 19.1 345
IX X V /"N
30 8
7 1
36.4 17.4

| \Y/
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Anhang — Ergebnisse der Verweildaueranalysen

Gesamtiiberleben ab Metastasierung in Abhéingigkeit von
Prognosefaktoren sowie First- u. Secondline-Therapieerfolg

neg. HorRez pos./uk.
168
34
28.1
PD/NC Resp. (max. S1/S2)\ PR/CR >24 M., prim.m. RFI 124 M.
15 100 68
2 29 5
17.1 31.8 223
>24 M., prim.m. RFI R V I I I
124 M- PD / Resp. (max. S1/52) \ NC/PR/CR
22 18 10
1 0 P
15.6 9.4 18.4

\/I \/I I IV MET I/III Met. MET II/IV

25 65
14 13
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Anhang — Ergebnisse der Verweildaueranalysen

A3.2 Kaplan-Meier Kurven

A3.2.1 Zeit bis zur Risikoverinderung

Zeit bis zur Risikoveranderung, nach ER Zeit bis zur Risikoveranderung, nach PR
e e
o - 4 ko] 4
c c
8 o | ol ]
g ©° B
N 4 N J
2 o | 2 o |
®» o )
g < | @ ]
m o m
£ 1 . < i
= « = «
s N neg. " = o N neg. N =
2 o pos. Juk Log-Rang : p=0.137 2 o pos.Juk Log-Rang : p= 0.003
< 1 Peto : p=0.114 < 1 Peto : p=0.004
o o
O‘ L T T T T O L T T T T
0 10 20 30 40 0 10 20 30 40
Monate ab Erstmetastasierung Monate ab Erstmetastasierung
Zeit bis zur Risikoveranderung, nach ER/PR Zeit bis zur Risikoveranderung, nach Hor.Rez.
o o
e 1 — ER-/PR- 2
L x| —— ER+/PR- g «
2 < —— ER-PR+ 2 °
g o | —— ER+/PR+ g
2 o 2
8 < — ‘ ®?
@ o] lI &
£ § £
= « L = «
% o 1 Log-Rang:p=0.027 T —_— g o 1 Log-Rang:p=0.015 '
< 1 Peto: p=0.037 < 1 Peto: p=0.023
o o
S ] . . . . S . . . .
0 10 20 30 40 0 10 20 30 40
Monate ab Erstmetastasierung Monate ab Erstmetastasierung
Zeit bis zur Risikoveranderung, nach Grading Zeit bis zur Risikoveranderung, nach RFI
e Qe
2 1 2 1 Log-Rang : p= 0.952
© [ee} @ [ce)
g & B oS Peto : p=0.755
35 =
N E N i
2 o | 2 o |
@’ o 2
g < 3 |
m o m
< 1| = 1/2/uk. = J
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< 1 Peto : p=0.016 < 1 ’
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Anhang — Ergebnisse der Verweildaueranalysen

Anteil in Basisrisikozustand Anteil in Basisrisikozustand

Anteil in Basisrisikozustand

Anteil in Basisrisikozustand

1.0

0.8

0.6

0.4

0.2

0.0

1.0

0.8

0.6

0.4

0.2

0.0

1.0

0.8

0.6

0.4

0.2

0.0

1.0

0.0

Zeit bis zur Risikoveranderung, nach Erstmet.

MET |
MET Il
MET Il

Log-Rang : p=0.015
Peto : p=0.007

0 10 20 30 40

Monate ab Erstmetastasierung

Zeit bis zur Risikoveranderung, nach Ther.-Typ (S1)

Log-Rang : p= 0.009
Peto : p=0.015

0 10 20 30 40

Monate ab Erstmetastasierung

Zeit bis zur Risikoveranderung, nach Resp.(S1) fiir MET |

i -— PD

1 - NC

1 — PR/CR

| Log-Rang : p=0.001

1 Peto : p= 0.002

0 10 20 30 40

Monate ab Erstmetastasierung

Zeit bis zur Risikoveranderung, nach Resp.(S1) fir MET IlI

| Log-Rang : p= 0.00
| Peto : p=0.000

0 10 20 30 40

Monate ab Erstmetastasierung
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Anteil in Basisrisikozustand
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1 Peto : p= 0.000
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Anhang — Ergebnisse der Verweildaueranalysen

A3.2.2 Zeit bis zur Progression

3 palliativen Therapielinien

Anteil in Response

0.2

Anteil in Response

0.2

1.0

0.8

0.6

0.4

0.0

1.0

0.8

0.6

0.4

0.0

Zeit bis Progression (S1), nach ER

neg.
pos./uk

Log-Rang : p= 0.085
Peto : p=0.197

5 10 15 20 25 30 35

Monate ab Therapiebeginn

Zeit bis Progression (S3), nach ER

neg.
pos./uk

Log-Rang : p= 0.024
Peto : p= 0.059

5 10 15 20 25 30 35

Monate ab Therapiebeginn
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Anteil in Response

1.0

0.0

1.0

0.0

(S1-S3), Restiiberlebenszeit nach

Zeit bis Progression (S2), nach ER

neg.
pos./uk

Log-Rang : p= 0.002
Peto : p=0.007

5 10 15 20 25 30 35

Monate ab Therapiebeginn

Restliberlebenszeit nach 3 Therapien, nach ER

neg.
pos./uk

Log-Rang : p= 0.034
Peto : p=0.001

+ L —rm: t |
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Monate ab Versagen der 3. Therapielinie
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Anteil in Response

00 0.2

Anteil in Response

00 0.2

Anteil in Response
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04 0.6
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Zeit bis Progression (S3), nach HorRez.

04 0.6
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pos./uk.

Log-Rang : p= 0.008
Peto : p=0.011

5 10 15 20 25 30 35

Monate ab Therapiebeginn
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Uberlebensfunktion
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Anteil in Response
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Uberlebensfunktion
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Anteil in Response
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A3.3.2 Gesamtiiberlebenszeit ab Metastasierung
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A3.4 Adjustierte marginale Multi-State Hazard-Kurven
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A3.5 Modelldiagnostik-Residuenplots

A3.5.1 Cox-Modell fiir die Zeit bis zur Progression (S1)
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Delta-Beta-Residuen
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A3.5.2 Multi-State-Modell
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A3.5.3 Gesamtiiberleben ab Metastasierung
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Beta(t) for met1
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Delta-Beta-Residuen
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Delta-Beta-Residuen ( MET II')
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