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KEYS / CONCLUSIONS

RESULTS

* The bevacizumab(bev)/olaparib(ola) maintenance regimen was approved for Met-BRCA1 & Met-RAD51C are not BRCA mutated (2 co-alteration )
women affected with BRCA-mutated (BRCAm) and homologous recombination Met-BRCA1 & Met-RAD51C are exclusive (4 5y bR e ) Fig3: Met-BRCA1 (13%) or met-RAD51C (4.8%) Table 1 BRCA1/I.?AD51C.methyIat|(.)n testing
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 HRD testing is challenging due to an important rate of non informative results, its 37 BRCA WT & , , .
& ging P ’ unmethylated Figd: PFS1 according to tumor genotypes as defined in Table 1 and treatment arms

dependence on high throughput sequencing devices and costs.

Met-BRCA1 and Meth -RAD51C benefit from ola+bev maintenance o ,
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* Here, we evaluated the validity of scoring BRCA1 and RAD51C methylation to Methylation assessment coupled with BRCA1-2 somatic testing ol 5 Olaparib Placebo — BRCAWTNM
identify patients that would benefit from ola + bev versus bev alone as allows the identification of 85% (248/293) of HRD+ high grade AOC. U —_— 8 i
maintenance therapy . ERCAmLL e /- HRDS e o o = g %ﬂ o Lj
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METHODOLOGY | P<0.0001 — — | p=0.12 |
N 106 50 59 26 31 20 152 75 N T T T T D A T T T T T T
Median PFS1 66.3 22.0 29.8 17.4 57.1 16.6 16.7 15.1
* 519 tumor DNA samples were available for methylation analysis (348 randomized to [42.6-75.2] | [16.6-26.3] | [22.0-42.1] | [11.1-27.7] | [18.7-NR] | [11.8-24.9] | [15.3-18.8] | [14.0-18.7]

Fig5: OS according to tumor genotypes as defined in Table 1 and treatment arms

| % Placebo
| o — |
8 0,6 ) L:L .‘ ;\:‘?_\_‘—‘

O|a+beV a nd 171 to beV'l'pIace bO) HR 0.42 [0.27-0.66] 0.49 [0.29-0.84] 0.34 [0.17-0.67] 0.9 [0.73-1.34]

* BRCA1 and RAD51C methylation was analyzed from bisulfite converted DNAs using Median 05 NR [5562_8N - [536;‘:; - [3262_‘; s [38“;F_‘NR] [3953_‘; - [30356_; - [28472_514 ~ |

MS-ddPCR (droplet digital PCR, Bio-Rad) (Figl) and methylation specific PCR (MS- 5-years survival|  75% 54% 56% 52% 54% 44% 28% 35%
PCR) (3730x| Genetic Analyzer, Thermofischer Scientific) (Fig2)

Olaparib
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HR 0.52 [0.30-0.92] 0.76 [0.42-1.50] 0.78 [0.35-1.76] 1.2 [0.86-1.71] 04| e 04 - .
* 3 CpG regions analyzed for BRCA1, 2 CpG for RAD51C (detailed methodology | P<0.0001 A sl P=0.17
available at request) Methylation testing is a cost effective method to identify oy e ]

* Methylation status was correlated to clinical data, BRCA1/2 mutations, GIS and HRD HGOC patients that benefit from ola+bev maintenance
scores, PFS and OS. R (r-project.org/) and JMP software version 10.0 were used for

statistical analysis. A p-value < 0.05 was considered significant.

* Benefit of adding ola maintenance to bev was similar between patients with met-HGOC and those
with unmethylated BRCA1/2 WT HRD+ tumors
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® Exemple of methylation scoring by fragment analysis using serial dilutions of 100% M DNA in UM DNA.
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