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* Among patients with BRCA wild-type HGOC, 9 of the 11 (82%) long-term responders had high genome-wide LOH (216% LOH);
2 of these patients had a deleterious RAD51C/D mutation. In contrast, only 5 of the 14 (36%) short-term responders had high
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Table 2. Baseline Patient Characteristics and Prior Chemotherapies in Long- and Short-term Responders to Rucaparib Figure 2. Location of BRCA1 Mutations (Excluding CNVs) in (A) Long-term and (B) Short-term Responders to Rucaparib
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RESULTS

Overall, 29% (159/545) of enrolled patients had a best overall response (confirmed or unconfirmed) of a partial or complete

response to rucaparib for ovarian cancer (Figure 1), with 25% (138/545) of enrolled patients having a confirmed response

Thirty-eight patients (28% of patients with confirmed responses) had a long-term confirmed response (DOR 21 year), including

16/138 (12%) with a DOR 22 years

— Two patients, originally identified as potential long-term responders, were excluded from the analysis because they had an
unconfirmed response or response after the treatment end date

Twenty-nine patients had a short-term response (DOR <20 weeks), including 16 patients with confirmed responses

Figure 1. Duration of Response in Patients Who Had a Confirmed or Unconfirmed Response to Rucaparib (n=159)
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Thirty-three patients, including 14 long-term responders, were censored at the date of last assessment.
DOR, duration of response.

* Long- and short-term responders had similar baseline characteristics and prior treatment history (Table 2)

— As expected, based on known prognostics of the disease, there were some trends toward a lower performance status score, a
onger progression-free interval, and increased sensitivity to platinum among long-term responders versus short-term responders
— However, none of the baseline characteristics or the number of prior chemotherapies were significantly different between

ong- and short-term responders
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* The distributions of germline versus somatic BRCA mutations were similar between long- and short-term responders (Table 3)

* A BRCA Ashkenazi Jewish founder mutation (BRCA1 E23fs*17, BRCA1 Q1756fs*74, or BRCA2 S51982fs*22) was detected in
30% (8/27) of long-term responders versus 13% (2/15) of short-term responders (P=0.29, Fisher’s exact test)

* No significant difference was seen in the fraction of mutations found in BRCA1 and BRCAZ2 genes for long- versus short-term
responders (P=0.73, Fisher’s exact test)

* Similar distributions of genomic characteristics were also observed when considering just short-term responders with confirmed
responses and HGOC associated with a BRCA mutation (n=10; 1/10 with a BRCA Ashkenazi Jewish founder mutation; 6/10 with
BRCA1 mutations; 4/10 with BRCAZ2 mutation; 6/10 with germline mutations)

Table 3. Summary of Molecular Characteristics in Long- and Short-term Responders to Rucaparib With Carcinomas

Associated With a BRCA Mutation

Long-term responders (n=27) Short-term responders (n=15)

BRCA mutation origin, n (%)

Germline 22 (81.5)° 10 (66.7)

Somatic 5 (18.5) 5 (33.3)
Presence of BRCA founder mutation, n (%)

Yes 8 (29.6) 2 (13.3)

No 19 (70.4) 13 (86.7)
BRCA gene with mutation, n (%)

BRCA1 17 (63.0)? 11 (73.3)

BRCAZ2 10 (37.0) 4 (26.7)
BRCA mutation type, n (%)

Homozygous deletion or rearrangement 4 (14.8) 0

Small insertion/deletion 21 (77.8) 9 (60.0)

Nonsense mutation 1(3.7) 4 (26.7)

Missense, splice-site mutation 1(3.7) 2 (13.3)

20One long-term responder with a germline BRCA1 mutation also had a somatic BRCAZ2 truncating rearrangement detected in the tumor.

* For BRCA-mutated cases, there was no apparent difference in the intragenic location of BRCA single nucleotide substitutions
or small insertions/deletions for long- versus short-term responders (Figures 2 and 3)

* Among patients with HGOC harboring a BRCA mutation, a BRCA homozygous deletion or truncating/duplication rearrangement
was detected in 15% (4/27) of long-term responders versus 0% (0/15) of short-term responders (Table 3)
— Three mutations were detected somatically and 1 mutation was germline

* An expanded analysis of the 95 patients with a BRCA mutation and a confirmed response to rucaparib (regardless of DOR) was
performed to further evaluate the impact of homozygous deletions/rearrangements
— Patients with HGOC harboring a BRCA homozygous deletion or rearrangement had significantly longer DOR to rucaparib than
patients with other mutation types pooled together (median not reached vs 0.6 years; hazard ratio [HR], 0.22; 95% CI,
0.11-0.44; P=0.016; Figure 4)

Figure 4. Duration of Response to Rucaparib in Patients With a BRCA Homozygous Deletion or Rearrangement Versus

Other BRCA Mutations
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DOR, duration of response; HR, hazard ratio; NR, not reached.

— The most common treatment-emergent adverse events leading to dose reduction were anemia, asthenia/fatigue, nausea,
and neutropenia
* Treatment-emergent adverse event incidence rates were broadly similar for long- and short-term responders
* There were no cases of myelodysplastic syndrome or acute myeloid leukemia among long- or short-term responders

CONCLUSIONS

 Overall, 28% of patients with recurrent HGOC and a confirmed response to rucaparib had
a response of at least 1 year, including 12% with a response lasting more than 2 years

 The majority (71%) of long-term responders to rucaparib harbored a deleterious BRCA
mutation, particularly homozygous deletion or rearrangements which would not be
susceptible to somatic reversion mutations

 Most (82%) long-term responders with BRCA wild-type ovarian cancer had tumors with high
genome-wide LOH, a genomic scar indicative of homologous recombination deficiency

— In 2 patients with a long-term response, high genome-wide LOH was observed in the
context of a deleterious RAD571C/D mutation
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