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Clinical trial PAOLA-1* and

the initial results

Maintenance therapy

N=806
Olaparib (300 mg BID) x2 years [ llibCEI0TY
n=277, 34%

+ bevacizumabt
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Placebo x2 years

+bevacizumab®

FIRST LINE

* Surgery NEDICRIPR
(upfront or interval)

* Platinum-taxane
based chemotherapy

« 23 cycles of
bevacizumab!

Randomization

Stratification
+ Tumour BRCA status* HRD status

« Firstline treatment outcome' unknown
n=142; 18

excluding tBRCAm

HRD positive
n=387, 48%

HRD positive,

n=152; 19%

HRD positive, including tBRCAm |

[ HRD positive, excluding tBRCAM | |

HRD negative/unknown

23883

progression and death (%)

Patients free from disease
s3es

No. st riek Monlhs since randomization
uouh .’ 7 7 1 7 7 7 1 0 156 103 85 46 29 11 3 O
12 03 4 44 28 18 8 ¢

Olaparid + bevacizumab Placedo + bevacizumab
(N=255)

Median PFS, months. 37.2 ] 28.1*

T 1
0 3 6 91215182124273033363942450 3 6 9 121518 2124 27 30 33 36 39 42 45 0 3 6 9 |21513212427303336394245
Months since randomization

Events,n (%) 87(34) 434 40() 193 (68) 102 (74)

| R A
Months since randomization

282 261 219 167 180 161 110 Bs 3 zr 9 8 1
137 124 100102 81 72 55 7

ib + bevacizumab  Placebo + bevacizumab
(N=: 2!17 (N=137)

16.6 169 16.0

I HR 0.33 (95% C1025-0 45) |

| HR 0.43 (95% C1028-0 66) I |

HR 0.92 (95% C1072-117)

*PAOLA-1 trial (NCT02477644) sponsored by ARCAGY-Research
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Internal recruitment, N = 144 to
adjust the model to Myriad results
(30 missing data from Myriad)
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External recrmtment N =86 to
assay the robustness of GlIScar in
other laboratories
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Samples from PAOLA-1, N = 469 to
validate the predictions of GlScar
on Olaparib answer

Clinical Validation

/ N = 469 tumors from PAOLA-1 with progression free survival data \

HRD positive, including tBRCAm

HRD positive, excluding tBRCAm

HRD negative

o Number of patients at risk
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Progression Free Survival

—— Placebo, n =81
== Olaparib, n =177

: - Number of patients at risk
3B 29 24 19 12 8 8 7 0
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Progression Free Survival

= Placebo, n =33
== Qlaparib, n =75

T T
10 20 30

Time in months

Olaparib + Placebo +
bevacizumab bevacizumab
(N=177) (N =81)

84 (47) 58 (72)
41.7 19.5

T T
10 20 30

Time in months.

Olaparib + Placebo +
bevacizumab bevacizumab
(N =75) VKX

44 (59) 26 (79)
27.6 16.3

Progression Free Survival

Number of patients at risk

68 61 50 40 26 19 15 5
138 126 98 81 52 32 21 11

A

~—— Placebo, n =868
== Qlaparib, n = 138

10 20

Time in months

Olaparib + Placebo +
bevacizumab bevacizumab
(N =138) (N = 68)

111 (80) 55 (81)
16.6 16.6

HR 0.438 (95% Cl 0.312-0.613)

HR 0.529 (95% Cl 0.323-0.866)

HR 1,034 (95% Cl 0.748-1.429)

A : Events, n (%), B : Median PFS
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ogression free survival data on discordances between Myriad Genetics® and GlScar
GlScar and Myriad missing data, N = 43

Pr i i
Myriad Positive and GIScar Negative, N = 18
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2 0 0 0
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Progression Free Survival
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GlScar Positive + Myriad Negative, N = 27

Number of patients at risk

Progression Free Survival
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10 20
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p-value log rank test = 0.00599, HR = 0.232 [0.074 ; 0.724]

Progression Free Survival

Number of patients at risk
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GIScar Positive

GlIScar Negative

Number of patients at risk

Ove ra I | SU rVIVa I “‘j - Number of patients at risk
81 79 79 75 74 67 63 59 56 52 51 41 30 19 3 0
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Overall Survival

QOverall Survival
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Technical validation

Correlation between Myriad Genetics® and GlScar % of agreement Myriad Genetics® and GlScar
N =114 tumors

Bat.lesse

Accuracy =93 % (106/114)
Sensitivity = 94 % (48/51)
Specificity = 92 % (58/63)

Sensitivity

— GlScar, AUC = 0.935 N = 86 tumors
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Accuracy =90 % (77/86)
Sensitivity = 86 % (37/43)
Specificity = 93 % (40/43)

04 08
1-Specificity

R? = 0,6559

N = 469 tumors

(+)ameo

Accuracy = 89 % (378/423)

Myriad score

p-value log rank test = 0.03656, HR = 0.661 [0.447 ; 0.977]

K 0 20

T T T
40 60 0

Time in months

T
20 40 €0
Time in months
p-value log rank test = 0.24569, HR = 1.237 [0.862 ; 1.775]

Sensitivity = 93 % (222/240)
Specificity = 86 % (156/183)

04 06 08 1 1,2 14 16
GIS¢rg Score

GlScar
HRD negative, N = 207; 44%
(v) GINECO

HRD unknown, N = 4; 1%/

Myriad

HRD negative,N = 182; 39%

/
<

BRCA mut, N = 150; 32%
BRCA mut, N = 150; 32%

7

HRD unknown, N = 47; 10% \BRCA wt + HRD, N = 90; 19%

BRCAwt + HRD, N = 108; 23% 7—_—

GlScar reduces the number of inconclusive HRD tumor status compared to Myriad classification

Conclusions

GlIScar allows in one experiment the identification of BRCA variants and HRD score
computation

The tumor classification by GlScar is correlated to olaparib efficacy assessed by PFS
We reduce by more than 90 % (4 versus 47) the number of inconclusive cases
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