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1. Backup of all conventional methods

Subtype Classification

Triple-negative patients
15% of all cases

Discrepant findings in IHC of biopsy and
resected tissues (as well as HER2 IHC 2+)

2. Supplement to conventional methods

Patient Stratification

Differentiation between
luminal A and B tumors
by Ki67 and/or RACGAP1
and HER2

Tamoxifen response in
luminal tumors
by ESR1 level

Response to
chemotherapy by
Ki67 and/or RACGAP1

SUBSTITUTE SHEET (RULE 26)

PCT/EP2014/067675

40-50% of all

5 new breast

cancer cases

Figure 1



WO 2015/024942

PCT/EP2014/067675

Frequency 855
Mean 0,8374269 Value Difference
Std.-Dev.  0,3691917 1,6874469 0,07126
HER2>=38 HER2<38
Frequency 183 Frequency 672
Mean 0,7814208 Mean 0,8526786  Value Difference
Std.-Dev. 0,4144162 Std.-Dev. 0,3546901 2,0664333 0,08524
ESR1<34 ESR1>=34
Frequency 155 Frequency 517
Mean 0,7870968 Mean 0,8723404 Value Difference
Ki67<31,7 Ki67>=31,7
Frequency 396 Frequency 121
Mean 0,9015152  Value Difference Mean 0,7768595
Std.-Dev.  0,298346 1 9359039  0,10681 Sid.-Dev.  0,418083
PGR>=30,2 PGR<30,2
Frequency 338 | Frequency 58
Mean 0,8171598 | Mean 0,8103448
Std.-Dev. 0,2760492| Std.-Dev. 0,3954521

SUBSTITUTE SHEET (RULE 26)

Figure 2 A



WO 2015/024942 PCT/EP2014/067675
All lines
Frequency 855
Mean 0,8374269  Value Difference
Std.-Dev. 03691917 16874469 0,07126
I
| |
HER2>=38 HER2<38
Frequency 183 Frequency 672
Mean 0,7814208 Mean 0,8526786  Value Difference
Std.-Dev.  0,4144162 Std.-Dev.  0,3546901 20664333 0,08524
|
ESR1<34 ESR1>=34
Frequency 155 Frequency 517
Mean 0,7870968 Mean 0,8723404  Value Difference
Std.-Dev. 0,4106867 Std.-Dev. 0,3340336 11202184 0,07004
| |
PGR<30,2 PGR>=30,2
Frequency 86 Frequency 431
Mean 0,8139535 Mean 0,8839907 Value Difference
Std.-Dev.  0,3914266 Std.-Dev.  0,3206082 44369602 0,15372
|
| |
Ki67>=31,7 Ki67<31,7
Frequency 93 | Frequency 338
Mean 0,7634409 || Mean 0,9171598
Std.-Dev.  0,4272727 || Std.-Dev.  0,2760492
Figure 2 B

SUBSTITUTE SHEET (RULE 26)



WO 2015/024942 PCT/EP2014/067675

4/23

Frequency 855

Mean 0,8374269 Value Difference
Std.-Dev. 0,3691917 4 gg74469 0,07126
i 1

HER2>=38 HER2<38
Frequency 183 Frequency 672
Mean 0,7814208 Mezn 0,85267868 Value Difference
Std.-Dev. 0,4144162 Std.-Dev.  0,3546901 { 955611 0,08204
|
| I l
ESR1<34 | ESR1>=34
Frequency 157 Frequency 515
Mean 0,7898089, Mean 0,8718447 Value Ditference
Std.-Dev. 0!408748 Std.-Dev. 0,3345877 3,5619348 0,12627
|
|
Ki67>=31,7 Ki67<31,7
Frequency 120 Frequency 395 .
Mean 0,775 Value Difference Mean 0,9012658 Value Difference
Std.-Dev. 0,4193332 1,0980371 0,21395 Std.-Dev. 0,2986831 4 0425937 0,41169
| ] : |
RACGAP1>=34,2 RACGAP1<34,2 RACGAP1>=34,2 RACGAP1<34,2
Frequency 41 Freguency 79 Frequency 10 Frequency 385
Mean 0,6341463 Mean 0,8481013 Mean 0,5 Mean 0,9116883
Std.-Dev. 0,4876524 Std.-Dev. 0,3612162 Std.-Dev.  0,5270463 Std.-Dev. 0,2841169

Figure2C

SUBSTITUTE SHEET (RULE 26)



WO 2015/024942 PCT/EP2014/067675

5/23

1.0 LumA
o %Lum
0.2
07 HER2 || TNT
067
05+
044
037
024
014
B s I Y L L
0 1 2 3 4 4] 4] T
Time to death (years)

Probability of survival

Time to event: Time to death (years)

Censored with death

Censor code 1

Grouped based on HER2, ESR1, PGR and Ki67 mRNA expression level

Figure 3

SUBSTITUTE SHEET (RULE 26)



WO 2015/024942 PCT/EP2014/067675

6/23
10 u
0,97 —‘——'m_‘——LumA
S 087 TNT
> .
SU'? HER2 || LumB
» 06
© 0k
2
= 044
fud 024
£ 2
0,17
T T T T 1 T T
0 1 2 3 4 5 E 7
Time to distant
recurrence (years)

Time to event: Time to distant recurrence (years)

Censored with distant recurrence

Censor code 1

Grouped based on HER2, ESR1, PGR and Ki67 mRNA expression level

Figure 4

SUBSTITUTE SHEET (RULE 26)



PCT/EP2014/067675

WO 2015/024942

7/23

_ Proportional Hazards Fit

Censored by

Distant Recurrence

Figure 5

— Whole Model _
Number of Events 135
Number of Censorings 715
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Model logLikeli chiSquare Degree of -
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ChiSquare
Difference 259224 519847 8 <5001
Full B80.7213
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Parameter Estimates
: Lower 95% | Upper 95%
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ICH Subtype HER2 4 335 82 023 0478
(Sotiriou et al.)
ICH Suctype LumA 542 gu7s 0787 0106
(Sotiriou et al.)
ICH Subtype LumB 5 3¢ 0184 0247 0476
(Sotiriou et al.)
Present Invention -
Subtype HER2 $.131 §.183 -0.247 §.518
Present Invention -
Subtype LumA .55 D1B4 -3531 -0.2068
Present Invention 0974 ni5e 6046 DERD
Subtype LumB
pT (Tumor Size) 0357 0118 0123 4584
pN (Nodal Status) 0.245 oo8 0456 0385
Effect Likelihood Ratio Test
Source Number of | Degree of L-R _u_.ocw_u___z
P Freed i
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Present Invention 3 3 11733 0008
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