Exploratory Analysis of the Effect of Maintenance Rucaparib on Postprogression Outcomes in Patients with
Platinum-Sensitive Recurrent Ovarian Carcinoma and Updated Safety Data from the Phase 3 Study ARIEL3
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INTRODUCTION
• The poly(ADP-ribose) polymerase (PARP) inhibitor rucaparib is approved in the United States and
European Union as monotherapy for the maintenance treatment of adult patients with recurrent
epithelial ovarian, fallopian tube, or primary peritoneal cancer who are in a complete or partial
response to platinum-based chemotherapy1,2 based on the results of the phase 3 ARIEL3 study
(NCT01968213; Figure 1)
– In ARIEL3, rucaparib maintenance treatment significantly improved investigator-assessed
progression-free survival (PFS) compared with placebo in all primary analysis groups of patients3
• The aim of maintenance treatment in ovarian cancer is to delay disease progression without affecting
patient quality of life; it is also important to understand how maintenance therapy may influence
postprogression survival
– Evaluation of overall survival may require extended follow-up and may be confounded by
subsequent treatments4
– Therefore, additional postprogression assessments are needed to help demonstrate the clinical
benefit of maintenance therapy
• Here we present analyses of postprogression outcomes in ARIEL3 to investigate the durability of
clinical benefit from rucaparib maintenance treatment following disease progression
– Updated safety data that represent a longer duration of follow-up and more extensive analysis
than previously reported3 are also presented

METHODS
Figure 1. ARIEL3 Study Design: (A) Schema and (B) Analysis Cohorts

Figure 2. Relationship of Exploratory Endpoints to the Primary Endpoint of PFS

Postprogression Endpoints
• CFI (Table 1), TFST (Figure 4), PFS2 (Figure 5), and TSST (Table 1) were significantly longer in the rucaparib than
placebo group for all 3 molecularly defined cohorts

Figure 4. TFST in the Molecularly Defined Cohorts

Updated Safety: December 31, 2017
• During ARIEL3, the most frequent treatment-emergent adverse events (TEAEs) of any grade
were nausea and asthenia/fatigue; the most frequent grade ≥3 TEAEs were anemia/
hemoglobin decreased and alanine/aspartate aminotransferase increased (Table 2)

Table 2. TEAEs in the Safety Population: Updated Data
Event
Any grade TEAE
Grade ≥3 TEAE
Treatment interruption and/or dose reduction
Treatment interruption due to a TEAE
Dose reduction due to a TEAE
Discontinuation due to a TEAEa
Deaths relating to a TEAE
Individual TEAEs occurring in ≥20% patients
Nausea
Asthenia/fatigue
Dysgeusia
Anemia/hemoglobin decreased
Constipation
Vomiting
ALT/AST increased
Diarrhea
Abdominal pain
Thrombocytopenia/platelet count decreased
Decreased appetite

All endpoints are inclusive of the time on rucaparib maintenance treatment or placebo.
CFI, chemotherapy-free interval; PD, progressive disease; PFS, progression-free survival; PFS2, time to PFS on the subsequent line of therapy or death; R, randomization; TFST, time to start of
first subsequent therapy; TSST, time to start of second subsequent therapy.

HRs and associated P values were calculated using a stratified Cox proportional hazards model.
CI, confidence interval; HR, hazard ratio; ITT, intent to treat; LOH, loss of heterozygosity; TFST, time to start of first subsequent therapy.

RESULTS

Figure 5. PFS2 in the Molecularly Defined Cohorts

Patient Demographics
• The majority of patients had epithelial ovarian cancer (rucaparib, 312 [83.2%]; placebo, 159 [84.1%]),
had an Eastern Cooperative Oncology Group Performance Status of 0 (280 [74.7%]; 136 [72.0%]),
had a BRCA wild-type carcinoma (245 [65.3%]; 123 [65.1%]), and received 2 previous platinumbased chemotherapy regimens (236 [62.9%]; 126 [66.7%]); full details have been reported
previously3

Rucaparib (n=372),
n (%)
372 (100.0)
222 (59.7)
267 (71.8)
243 (65.3)
206 (55.4)
57 (15.3)
7
(1.9)b
Any grade
Grade ≥3
282 (75.8)
14 (3.8)
263 (70.7)
26 (7.0)
148 (39.8)
0
145 (39.0)
80 (21.5)
141 (37.9)
7 (1.9)
138 (37.1)
15 (4.0)
129 (34.7)
38 (10.2)
121 (32.5)
2 (0.5)
112 (30.1)
11 (3.0)
109 (29.3)
20 (5.4)
88 (23.7)
3 (0.8)

Placebo (n=189),
n (%)
182 (96.3)
30 (15.9)
20 (10.6)
19 (10.1)
8 (4.2)
3 (1.6)
2 (1.1)c
Any grade
Grade ≥3
69 (36.5)
1 (0.5)
84 (44.4)
5 (2.6)
13 (6.9)
0
10 (5.3)
1 (0.5)
46 (24.3)
2 (1.1)
29 (15.3)
2 (1.1)
8 (4.2)
0
41 (21.7)
2 (1.1)
49 (25.9)
1 (0.5)
5 (2.6)
0
26 (13.8)
0

aExcluding

disease progression. bFive considered unrelated to treatment by the investigator (2 due to progressive disease, 1 due to cardiac arrest, 1 due to hematophagic histiocytosis, and
1 due to high-grade, unclassifiable, B-cell lymphoma) and 2 considered treatment related by the investigator (1 due to acute myeloid leukemia and 1 due to myelodysplastic syndrome). cOne due
to progressive disease and 1 due to pulmonary embolism.
ALT, alanine aminotransferase; AST, aspartate aminotransferase; TEAE, treatment-emergent adverse event.

CONCLUSIONS

Subsequent Lines of Therapy
• Figure 3 compares first and second subsequent therapies for patients from the rucaparib and
placebo groups

• Rucaparib significantly improved the clinically meaningful endpoints CFI,
TFST, PFS2, and TSST vs placebo in all predefined cohorts of patients with
platinum-sensitive, recurrent ovarian cancer

Figure 3. First and Second Subsequent Lines of Therapy for the ITT Population

– Prior rucaparib treatment did not adversely impact the possibility for
patients to benefit from subsequent therapy
• The updated rucaparib safety profile was consistent with prior reports,3 and
no new safety signals were identified
HRs and associated P values were calculated using a stratified Cox proportional hazards model.
CI, confidence interval; HR, hazard ratio; ITT, intent to treat; LOH, loss of heterozygosity; NR, not reached; PFS2, time to PFS on the subsequent line of therapy or death.
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• The visit cutoff dates for the exploratory efficacy analyses and updated safety analyses were April 15,
2017, and December 31, 2017, respectively
• The prespecified, exploratory, investigator-assessed postprogression endpoints of chemotherapy-free
interval (CFI), time to start of first subsequent therapy (TFST), time to PFS on the subsequent line of
therapy or death (PFS2), and time to start of second subsequent therapy (TSST) (Figure 2) were
analyzed in the 3 molecularly defined, nested cohorts (Figure 1B)
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BRCA mutant
Rucaparib
Placebo
(n=130)
(n=66)

Visit cutoff December 31, 2017.
*Includes olaparib; olaparib in combination with cediranib, durvalumab, pembrolizumab, or radiation; rucaparib; niraparib; and experimental (unspecified) PARP inhibitor.
†Other includes: VEGF inhibitor; hormonal therapy; immunotherapy; investigational treatment (unspecified); radiation; and hyperthermic intraperitoneal chemotherapy.
‡Patient may not have started any subsequent treatment as of the visit cutoff, was transferred to palliative care, was lost to follow-up, or passed away prior to starting any subsequent therapy.
§Eligible patients who discontinued from ARIEL3 excluding those who withdrew consent.
ITT, intent to treat; PARP, poly(ADP-ribose) polymerase; VEGF, vascular endothelial growth factor.
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