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CRPC is enriched for DNA repair gene
aberrations (2625%)
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RESPONSE TO OLAPARIB NO RESPONSE TO OLAPARIB
Patient number 17 | 15|14 20|30 39 (35|36 1| 6 | 5 |26|48)| 8 [ 16| 11| 7 | 12|44 | 31|50 | 2| 3| 4| 9| 10|13#/18# 19 |21# 22| 23| 24| 25| 27| 28| 29| 32| 33| 34| 37 |40#/41# 42| 43 | 45| 46 | 47 |49#
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50 patients entered TOPARP-A

2

49 patients evaluable for response

v

46 patients with baseline
plasma cfDNA available

v

46 patients with baseline
cfDNA concentration calculated

v

43 patients with baseline plasma
cfDNA successfully sequenced

4

16/16 responders
29 somatic mutations
in baseline cfDNA from 14/16 patients

27/30 non-responders
31 somatic mutations
in baseline cfDNA from 19/27 patients

v

Total 101 samples sequenced
(baseline + follow-up)

v

10 patients with cfDNA sample at
secondary resistance

v

v

Total 153 samples sequenced
(baseline + follow-up)

Targeted sequencing: 10 samples
Whole exome sequencing: 7* samples
* 6 pairs baseline-progression and one case with
targeted at baseline and WES at progression

1. Quantitativeassesment
A Concentration

A Change in concentration

2. Qualitative assessment (NGS)
A Stratification
A Tumor evolution

A Resistance mechanisms



N Median (IQR) value
Overall 46 | 31.6 (19.4,57.1)"
Responders | 16 | 42.0 (24.3,57.9 ~0.29
Nonresponders. 30 | 30.2 (16.1, 57.1 P=L.
Overall 46 |-38.1% {62.6,-4.5)
- 0 -
Responders | 16 il
29.5) 007
Norrresponderg 30 | ~334% 23, e
P +5.5)

% Change in cfDNA from baseline

Overall 42 |-28.8 (55.1,+29.7
- (0] -
Responders | 16 HEHDIOEIL
20.3) —~0.00¢
Nonresponders 26 AN EHEL e
P +57.8)

L First extraction from 4ml plasma

200

100

-100

Number of weeks

Non-Responders Responders

Goodalt, Mateo*, Yuan et al, Canc&iscov2017
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- Univariate-! R 2 dza (i S RUnivariate-! R2dza (i SR

n HR (95% CI)  p-value HR (95% CI) p-value
CTC conversion 47 0.16 (0.06, 0.40) <0.001 0.28(0.12,0.65) 0.003
30% CTC decline 47 0.29(0.12,0.69) 0.005 0.64(0.29,1.39) 0.26
4 SIBNIAEEEIEE 46 1.01(1.00,1.01) 0.001 1.01(1.00,1.01) 0.005
weeks (continuous )
cfDNA[c] logfold change 46  2.98 (1.73,5.14) <0.001 2.35(1.37,4.01) 0.002
30%cfDNA][c] decline 46 0.45(0.22,0.93) 0.03 0.55(0.27,1.14) 0.11
50% cfDNA][c] decline 46  0.21 (0.09,0.51) 0.001 0.31(0.14,0.71) 0.006
CTC conversion 41 0.18(0.07,0.45) <0.001 0.26(0.11,0.61) 0.002
30% CTC decline 41 0.38(0.17,0.85) 0.02 0.59(0.27,1.29) 0.19
8 SR IeENEE 42 1.01(1.00,1.01) 0.004 1.00(1.00,1.01) 0.25
weeks (continuous)
cfDNA[c] logfold change 42 2.51(1.44,4.37) 0.001 2.10(1.31, 3.37) 0.002
30%cfDNA][c] decline 42 0.45(0.21,099) 0.05 0.50(0.23,1.13) 0.1
50%cfDNA][c] decline 42 0.18 (0.06,0.48) 0.001 0.14 (0.05, 0.42) <0.001
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OS by 50% decrease in cfDNA [c] at 4 weeks

100+ HR (95% Cl), p-value: 0.81 (0.43, 1.52), p=0.51

75
g >50% decrease in cfDNA [c]
= Median (IQR): 13.8 (8.3, 18.3)
S
-g 50
=3 No 50% decrease in cfDNA [c]
o Median (IQR): 11.1 (5.6, 15.9)

25

O -

T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22
Months since trial entry
Number at risk (events)
No 50% decrease )19(1)18(1)17(1)1 9(0)9(0)9(0)9(4)5(0)5(1)4(0)3(1)2(2) 1 (0) O
50% decrease 18(0)18(1}17(1)I5(0)16(0)16(0)1610]16(2)14(1)13(3)10(0)10(0)10(0)1011) 9(1)8(2)6(0)6(1)5(3)2(0)2(0)2(1) 1




