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Highlights 

 

• Progression on olaparib may diminish the efficacy of platinum-based subsequent 
chemotherapy for recurrent ovarian cancer. 
 

• The disease progression patterns are similar in patients receiving either olaparib or 
placebo. 

 

• Characterization of the mechanisms of resistance is crucial for the development of new 
treatments for these patients. 
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Abstract  

 

Background. In the SOLO2 trial (ENGOT Ov-21; NCT01874353), maintenance olaparib in 

patients with platinum-sensitive relapsed ovarian cancer (PSROC) and BRCA mutation 

significantly improved progression-free survival (PFS) and prolonged overall survival (OS). 

Following disease progression on olaparib, efficacy of subsequent chemotherapy remains 

unknown. 

Patients and Methods. We conducted post-hoc hypothesis-generating analysis of SOLO-2 

data to determine the efficacy of different chemotherapy regimens following RECIST disease 

progression in patients who received olaparib or placebo. We evaluated time to second 

progression (TTSP) calculated from the date of RECIST progression to next 

progression/death. 

Results. The study population comprised 147 patients who received chemotherapy as their 

first subsequent treatment after RECIST progression. Of these, 69 (47%) and 78 (53%) were 

originally randomized to placebo and olaparib arms, respectively. In the placebo-treated 

cohort, 27/69 and 42/69 received non-platinum and platinum-based chemotherapy, 

respectively, compared with 24/78 and 54/78, respectively, in the olaparib-treated cohort. 

Among patients treated with chemotherapy (N = 147), TTSP was significantly longer in the 

placebo than olaparib arm: 12.1 vs. 6.9 months (hazard ratio [HR] 2.17; 95% CI 1.47–3.19). 

Similar result was obtained on multivariable analysis adjusting for prognostic factors at 

RECIST progression (HR 2.13; 95% CI 1.41–3.22). Among patients treated with platinum-

based chemotherapy (N = 96), TTSP was significantly longer in the placebo arm: 14.3 vs. 7.0 

months (HR 2.89; 95% CI 1.73–4.82). Conversely, among patients treated with non-platinum-

based chemotherapy (N = 51), the TTSP was comparable in the placebo and olaparib arms: 

8.3 vs. 6.0 months (HR 1.58; 95% CI 0.86–2.90). 

Conclusion. Following progression from maintenance olaparib in the recurrent setting, the 

efficacy of platinum-based subsequent chemotherapy seems to be reduced in BRCA1/2 

mutated patients with PSROC compared to patients not previously receiving PARPi. The 

optimal strategy for patients who relapse after PARP inhibitors is an area of ongoing research. 

Keywords: PARP inhibitor resistance, BRCA mutation, relapsing ovarian cancer 
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Introduction 

Poly (ADP-ribose) polymerase (PARP) inhibitors (PARPi) have radically changed the 

treatment landscape for breast cancer gene (BRCA)-mutated ovarian cancers. 

SOLO2/ENGOT-ov21 (NCT01874353) is a randomized Phase III maintenance therapy study 

evaluating olaparib versus placebo in women with BRCA1/2-mutated platinum-sensitive 

relapsing ovarian cancer (PSROC), following response to platinum chemotherapy. In this trial, 

olaparib demonstrated a significant improvement of progression-free survival (PFS) (hazard 

ratio [HR]: 0.30, [95% confidence interval [CI]: 0.22–0·41], P < 0.0001) and prolongation of 

overall survival (OS) (HR: 0.74; 95% CI: 0.54–1.00, P = 0.054).[1, 2] Olaparib has been approved 

globally as maintenance therapy following response to platinum-based chemotherapy in 

patients with PSROC. Two other PARPi, niraparib and rucaparib, have also been approved in 

the same relapse setting.[3, 4] 

In the first-line setting, PARPi are also being used as maintenance treatment following 

response to platinum-based chemotherapy. SOLO-1 trial demonstrated an unprecedented 

PFS benefit of maintenance olaparib in BRCA-mutated patients.[1, 5] Four other international 

randomized first-line clinical trials (PAOLA-1, PRIMA, VELIA and ATHENA) have also reported 

the efficacy of PARPi, administered either alone or in combination therapy, in both BRCA-

mutated and wild-type tumors.[6-9] 

A significant proportion of patients develop resistance to PARPi. The optimal treatment at 

relapse following PARPi exposure in routine practice is still unclear. Presently, chemotherapy 

is the mainstay of treatment after progression following PARPi therapy. The regimen could be 

platinum containing or non-platinum agents, depending on the platinum-free intervals. 

However, PARPi shares similar resistant mechanisms as chemotherapy, particularly, platinum 

like restoration of homologous recombination achieved by means of secondary BRCA 

mutations.[10, 11] The response rate of patients undergoing subsequent chemotherapy following 

PARPi was reported only in small series, ranging from 9.5% in patients with platinum-free 

interval of less than 6 months to 22.2% in patients with platinum-free interval of more than 12 

months.[12, 13] 

Here, we present the results of a post-hoc analysis of the SOLO-2 trial that sought to 

investigate the efficacy of different chemotherapy regimens following RECIST disease 

progression in patients who received either olaparib maintenance or placebo. 
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Methods 

In the SOLO2/ENGOT-ov21 (NCT01874353) trial, patients were randomly assigned using a 

2:1 design to receive either olaparib (300 mg tablets, twice daily) or placebo until RECIST-

defined progressive disease, unacceptable toxicity, or when the patient was deemed to no 

longer derive any benefit from treatment. 

In this analysis, only patients with RECIST disease progression who underwent post-

progression treatment were included. Patients who had non-RECIST progression were 

excluded. Post-progression treatments following randomized therapy were prospectively 

recorded during SOLO-2 trial follow-up until the next disease progression. Patients were also 

assessed every 12 weeks (CT scan and CA125) for a second progression. A patient’s 

progression status was defined according to local clinical practice and may involve any of the 

following: radiological progression, CA-125 progression, symptomatic progression or death. 

We classified post-progression chemotherapy as platinum containing vs. non-platinum-based 

agents. We further evaluated non-chemotherapy-based regimens. We also further analyzed 

the outcomes of patients who continued the study treatment beyond RECIST progression, as 

permitted by the protocol. At the time of disease progression, we also examined the patterns 

of progression (target vs. no-target vs. new lesions), their localization, and the number of 

organs involved. 

The main efficacy criterion in patients receiving chemotherapy was the time to second 

progression (TTSP) defined as the time between RECIST first progression (using investigator 

assessment) and second progression or death. Multivariable analyses were performed to 

adjust for disease burden and other clinical factors. We defined low disease burden if the 

difference in the sum of target lesions at progression versus the sum of target lesions at 

baseline is less than 50%, and there was no new target lesion and CA125 was <70 U/ml at the 

time of progression. If none of the above criterion was met, disease burden was considered as 

high. We also performed the following sensitivity analyses: time between first subsequent 

treatment (TFST) and second progression, and time between the start dates of first and second 

subsequent treatments in chemotherapy-receiving patients. 

Categorical variables were expressed as frequency and percentage and between-group 

differences were assessed using the Chi-squared test. TTSP and TFST were estimated using 

Kaplan-Meier curves and between-group differences assessed using the log-rank test. The 

Cox proportional hazard model was applied to assess the risk of second progression from the 

first RECIST progression for patients in both randomized groups. The median time from first 

progression to end of study was estimated using reverse Kaplan-Meier. The average time 

between first and second subsequent treatments was calculated using censored linear 
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regression. SAS (Version 9.4; SAS Institute Inc., USA) and R software were employed for 

statistical analyses. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Jo
urn

al 
Pre-

pro
of



8 
 

Results 

 

Population and treatment delivered following RECIST progression 

Of the 295 SOLO2 trial patients, 186 had documented RECIST first progression at the time of 

analysis. Among these, 161 patients received subsequent therapy (86 and 75 patients 

assigned to the olaparib and placebo arms, respectively). Median follow-up from randomization 

in the SOLO-2 trial of the population who received subsequent therapy was 25.1 months (4.7–

34.7) including 25.4 months (11.1–34.7) and 24.7 (4.7–33.5) months in the olaparib and 

placebo arms, respectively. The remaining 25 patients continued the investigational treatment, 

consisting of either olaparib (N = 14), placebo (N = 2), beyond RECIST progression or did not 

receive any further treatment (N = 9). Figure 1 shows the patient disposition of this cohort. 

Chemotherapy was the first subsequent treatment following RECIST progression in 147/161 

(91.3%) patients (Supplementary table 1). The remaining patients (N = 14; 8.7%) received 

various therapies including PARPi monotherapy, bevacizumab monotherapy, or endocrine 

therapy. 

Of the 147 patients having received chemotherapy, 78 (53%) and 69 (47%) were in the olaparib 

and placebo arms, respectively. Platinum-based chemotherapy was used in 69.2% (54/78) 

and 60.8% (42/69) of patients in the olaparib and placebo arms, respectively. 

The characteristics of patients included in this analysis were similar in terms of baseline factors 

at the time of entry into SOLO-2 trial, except for a higher proportion of patients with complete 

response following platinum-based chemotherapy in the placebo arm compared with the 

olaparib arm (41% vs. 23%) (P = 0.02) (Table 1). 

 

Efficacy of chemotherapy as first subsequent therapy 

The median follow-up of patients who received post-progression chemotherapy (N=147) was 

17.8 months (range: 1.2–26.9); the median follow-up of patients in the olaparib and placebo 

arms was 15.3 (1.2–26.9) and 17.4 (1.6–24.2) months, respectively. Median TTSP was 

significantly longer in patients who were treated with chemotherapy following progression on 

placebo than on olaparib (12.1 vs. 6.9 months) (hazard ratio [HR] 2.17; 95% confidence interval 

[CI] 1.47–3.19) (Figure 2). When further evaluated the patients according to tissue BRCA 1 or 

2 status (Supplementary Figure 1), those randomized to olaparib with BRCA 1 had the 

poorest prognosis with median TTSP of 6.5 months versus 10.0 months for those with BRCA 

2 mutation. 
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In multivariable analysis (Supplementary table 2), after adjusting for performance status at 

first disease progression, disease burden at first progression, randomized treatment group, 

number of prior platinum therapy lines, platinum-free interval, response to previous platinum 

chemotherapy at enrollment, as well as responses to randomized treatment, the HR was 2.13 

(95% CI 1.41–3.22, P < 0.001). 

Sensitivity analysis based on TFST to second progression showed median values of 4.8 vs. 

9.5 months (HR 2.97; 95% CI 1.98–4.47). Sensitivity analysis based on time between the first 

and second subsequent treatments showed average times of 16.1 vs. 10.6 months in the 

placebo and olaparib cohorts, respectively. 

Within the subgroup of patients (N = 96, 65%) who received platinum-based post-progression 

chemotherapy, 54 and 42 were previously randomly assigned to either olaparib or placebo 

arm, respectively. The characteristics of these two patient groups at entry into the SOLO2 trial 

were well balanced, except for a trend toward a more complete response to chemotherapy in 

placebo-treated patients: 45% vs. 26% (P = 0.05) Table 1. Of note, the proportion of patients 

in the 6-12 months’ category of platinum sensitivity prior to entering SOLO-2 was similar in the 

olaparib (52%) and placebo treated (48%) cohorts of patients. Median TTSP on platinum-

based chemotherapy was significantly longer for patients who had received placebo compared 

to those treated with olaparib: 14.3 vs 7 months (HR 2.89; 95% CI [1.73, 4.82]) (Figure 2). 

Stratification by the platinum-free interval at trial entry showed a similar trend (Supplementary 

figure 2). 

Of note, 18/42 (42.8%) patients in the placebo arm received a PARPI following platinum-based 

chemotherapy. Out of these 18 patients, 15 were unblinded after progression on placebo. We 

conducted additional analyses by excluding these patients to assess the potential impact of 

PARPi maintenance on the TTSP. The median TTSP was still longer for patients who received 

placebo (14.6 vs 7 months) (HR 2.33; 95% CI 1.27–4.28). 

Similar analyses were conducted for patients treated with non-platinum-based chemotherapy. 

This group comprised of 51 patients (34.7%), with 24 and 27 patients randomly assigned to 

receive either olaparib or placebo, respectively. Characteristics of these two groups were well 

balanced at entry into the SOLO2 trial (Table 1). The median TTSP did not significantly differ 

between the two groups (6.0 vs. 8.3 months in olaparib and placebo arms, respectively) (HR: 

1.58; 95% CI 0.86–2.90). 

Outcome with continuing Olaparib beyond RECIST progression 
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As permitted according to the study protocol, 14 patients continued with olaparib beyond 

RECIST disease progression. Their median TTSP was 10.1 months, involving 10 patients 

without a second progression documented during follow-up. 

Patterns of disease progression 

We conducted analyses of the 186 patients exhibiting RECIST progression. The disease 

progression patterns were similar in patients receiving either olaparib or placebo. The number 

of progressing RECIST target lesions was similar in olaparib or placebo groups (one 

progressing target lesion: 68% vs. 64%; two progressing lesions: 32% vs. 36%, respectively). 

Likewise, the progression site did not differ between the two groups, with the peritoneum (32% 

vs. 48%) and lymph node (31% vs. 29%) being the most common progressing lesion sites in 

the two groups. Details are shown in Supplementary table 3. 
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Discussion 

 

This hypothesis-generating exploratory analysis suggests that PARPi maintenance therapy 

may reduce the efficacy of subsequent platinum-based chemotherapy. There was a 7.3-month 

difference in TTSP in favor of the placebo over olaparib cohort of the SOLO-2 trial. This 

difference remained significant in multivariable analysis and also in the sensitivity analyses 

excluding patients who received maintenance PARPi following platinum-based chemotherapy. 

Maintenance PARPi treatment for recurrent ovarian cancer has been shown to confer durable 

clinical benefits that delay subsequent therapy requirements and persist throughout the course 

of subsequent treatments. Assessment of these post-progression endpoints in patients with 

ovarian cancer is classically based on TFST, time to second subsequent treatment (TSST), 

and PFS2. In the SOLO2 trial, olaparib maintenance was associated with improvement in 

TFST (27.9 vs. 7.1 months; HR: 0.28; 95% CI: 0.21–0.38; P = 0.0001), TSST (NR vs. 18.2 

months; HR: 0.42; 95% CI: 0.26–0.53; P = 0.0001), PFS2 (NR vs. 18.4 months; HR: 0.50; 95% 

CI: 0.34–0.72; P = 0.0002) and OS (51.1 vs. 38.8 months; HR 0.74; 95% CI: 0.54–1.00; P = 

0.054).[1] Similar benefits of rucaparib were reported in the BRCA-mutated subpopulation of 

the ARIEL-3 trial: TFST (18.9 vs. 7.2 months; HR: 0.28: 95% CI: 0.20–0.41; P = 0.0001), TSST 

(28.8 vs. 17.7 months; HR: 0.53; 95% CI: 0.36–0.80; P = 0.0022), and PFS2 (26.8 vs. 18.4 

months; HR: 0.56; 95% CI: 0.38–0.83; P = 0.0040).[14] In addition, in BRCA-mutated patients 

in the NOVA study, niraparib significantly prolonged both TFST (21.6 vs. 8.4 months; HR: 0.31; 

95% CI: 0.21–0.48; P < 0.0001) and PFS2 (HR: 0.67; 95% CI: 0.479–0.948).[15] 

The TTSP from first RECIST progression, an endpoint used in our analysis, has not been 

widely utilized in PARPi ovarian cancer trials, either in the relapse or in the adjuvant setting. 

This endpoint differs from PFS2 since the time interval was calculated from the date of first 

RECIST progression to the date of second progression, whereas PFS2 is typically calculated 

from date of randomization to date of second progression. PFS2 encompasses both PFS 

duration and TTSP. In contrast to PFS2, TTSP provides a different insight into the efficacy of 

subsequent therapies, given that it does not include the impact of initial PARPi maintenance 

therapy. However, our analysis only evaluated those patients who had progressed on 

randomized therapies and excluded those who showed no disease progression. Nevertheless, 

the decreased TTSP observed in this study for platinum-based treated patients who had earlier 

progressed under olaparib did not represent a reversal of the benefits of olaparib maintenance. 

Indeed, both PFS and PFS2 in SOLO-2 remained significantly prolonged in the olaparib arm 

compared with placebo. However, we recognize that the duration of PFS decreases with each 
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chemotherapy line; PARPi maintenance most likely confirms this observation, which may thus 

be considered as a proper treatment line.[16] 

We herein provide the first benchmark of BRCA-mutated relapsing ovarian cancer patients 

progressing on PARPi in a clinical trial setting, involving patients undergoing subsequent 

chemotherapy. PARPi maintenance did not affect the ability of patients to receive subsequent 

treatment lines. Of the 186 patients who had RECIST progression, only nine (6%) did not 

receive subsequent treatment (six and three patients in the olaparib and placebo arms, 

respectively). We did not notice any significant difference in the proportions of patients who 

received platinum-based and non-platinum-based regimens as subsequent chemotherapy 

among patients treated with olaparib (69%/31%) and placebo (61%/39%), respectively, 

suggesting similar distribution of platinum-sensitive disease among the relapsed patients. A 

similar distribution of platinum-based and non-platinum-based chemotherapy as post-

progression treatment in the placebo and rucaparib arms was also observed in the ARIEL3 

trial, even though the proportion of platinum-based chemotherapy regimens was lower. This 

difference is likely attributable to the smaller proportion of BRCA-mutated patients (35%) who 

were less likely to be platinum-sensitive.[14] A recent MITO study showed that among BRCA-

mutated patients treated with maintenance olaparib for platinum-sensitive ovarian cancer, only 

22% (platinum-free interval [PFI] > 12 months) and 11% (PFI: 6–12 months) responded to 

subsequent therapy, suggesting that resistance to platinum represents a real clinical challenge 

following PARP inhibition.[12] 

Resistance to platinum-based chemotherapy is also a strong predictor of the resistance to 

PARPi treatment.[17] The current practice is to select patients for further platinum-based 

chemotherapy, if the platinum-free interval is ≥6 months, including in those who had received 

PARPi and developed disease progression. However, our data (Supplementary 3) showed that 

there was no difference in platinum chemotherapy outcome according to platinum-free interval 

following progression after olaparib. We hypothesized that similarity in the resistance 

mechanisms between platinum chemotherapy and olaparib explains this finding. This 

observation is in line with the statement from the sixth ovarian cancer consensus conference 

that discourage the only use of the interval from last platinum treatment as the only clinical trial 

eligibility criteria for patients with recurrent ovarian cancer. A number of different strategies are 

currently available to tackle the resistance to PARPi. The OReO/ENGOT-OV38 randomized 

Phase III trial (NCT03106987) evaluated the efficacy of PARPi re-challenge in both BRCAm 

and non-mutated ovarian cancer patients who had previously received a PARP inhibitor for at 

least 6 months.[18] Patients were recruited to this study only if they had showed a partial or 

complete response to platinum-based chemotherapy; these patients were then randomly 

assigned to receive either olaparib or placebo until disease progression. Re-challenge with 
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maintenance olaparib provided a statistically significant but clinically modest improvement in 

PFS compared with placebo, regardless of BRCA mutation status: BRCA mutant (median PFS: 

4.3 vs. 2.8 months; HR 0.57; 95% CI: 0.37–0.87; P = 0.022); BRCA wild-type (median PFS: 

5.3 vs. 2.8 months; HR 0.43, 95% CI: 0.26–0.7; P = 0.0023). Some patients derived clinically 

relevant long-term benefit from re-challenge of olaparib with treatment duration up to 36.9 

months. 

  

Resistance to PARPi occurs through three mechanisms: drug target-related resistance, 

restoration of homologous recombination, and restoration of replication fork stability.[19] The 

type of initial BRCA mutation may impact further sensitivity to chemotherapy after patients had 

received PARPi in maintenance as suggested by the shorter TTSP in BRCA1m compared to 

BRCA2m. BRCA1m tumors might more susceptible to resistance mechanisms than their 

BRCA2m counterparts. However, the numbers within each subgroup is small and hence the 

data should only be interpreted as hypothesis generating. 

Current approaches to overcome resistance are focused on combining PARPi with another 

agent inhibiting the DNA damage response, immune checkpoint inhibition, or other targeted 

therapies. There is a mechanistic rationale for combining PARPi with agents targeting other 

DDR pathways so as to promote synthetic lethality. These include the WEE1, ATR, and CHK1 

pathways. The EFFORT study has shown interesting results with a clinical benefit rate of 89% 

and a median PFS of 6.8 months with olaparib plus adavosertib (WEE1 inhibitor) in a platinum-

resistant setting.[20] The CAPRI study has investigated the efficacy of the combination of 

ceralasertib (ATR inhibitor) plus olaparib in the same setting. The overall response rate and 

median PFS were 46% and 7.5 months, respectively.[21] 

 

Some limitations of our study should be considered while interpreting the results. This was a 

post-hoc analysis primarily focused on patients with RECIST progression and this patient 

subset may represent those with more aggressive disease. In particular, patients who 

progressed on olaparib will have molecular features that were likely to be different from those 

who progressed on placebo. Multivariable analyses which we performed would not be able to 

account for all possible confounders. Further, only those who progressed were included in the 

current analysis and information of those who progressed later will need to be studied as well. 

Moreover, even if the proportion of 6-12 and >12 months platinum-free interval was similar in 

the 2 cohorts, a slight difference in terms of disease status at the inclusion in the SOLO-2 trial 

(partial response versus complete response) may suggest a difference of chemo-sensitivity in 

the cohorts. However, the relatively modest 7-month TTSP for patients treated with 

chemotherapy following progression after olaparib maintenance raises questions concerning 
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the best treatment strategy, particularly for those who relapse early following PARPi 

maintenance. Lastly, similar analyses are necessary with respect to PARPi maintenance in the 

first-line setting, given that the duration of PARPi exposure (2 years in first-line vs treatment 

until disease progression in SOLO-2) may clearly influence the mechanism of acquisition of 

resistance, as well as the efficacy of subsequent therapy lines at relapse. 
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Conclusion 

 

Maintenance PARPi have significantly improved outcome for PSROC. In patients with 

BRCA1/2 mutation, olaparib is associated with significant prolongation of PFS, and also 

numerical improvement of OS. As these agents are currently being widely used, overcoming 

resistance to PARPi in ovarian cancer patients constitutes a major challenge. Following 

disease progression on maintenance PARPi therapy, the efficacy of subsequent platinum-

based therapy lines is diminished, as shown in this post-hoc hypothesis-generating analysis 

of SOLO2 trial. Despite the potential for diminished efficacy of subsequent platinum 

chemotherapy following progression on olaparib, PARPi should still be offered to all eligible 

patients as maintenance therapy. Better characterization of the underlying mechanisms of 

resistance is crucial for the development of new treatment strategies, which is currently being 

prospectively assessed in these patients.  
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Figure Legends 

Figure 1. Flow-chart of the study. O: olaparib; P: platinum; PARPi: PARP inhibitor 

Figure 2. Time to second progression according to subsequent therapy type 
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Supplementary figure 1. Time to the second progression in patients treated with 

chemotherapy (N = 147) stratified by Myriad BRCA1 or BRCA2 mutation at entry in the SOLO2 

trial 

Supplementary figure 2. Time to the second progression in patients treated with platinum-

based chemotherapy (N = 96) stratified by the previous platinum-free interval at entry in the 

SOLO2 trial 
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Table 1. Characteristics of patients who received chemotherapy as subsequent therapy 

regimen, with comparison between olaparib- vs. placebo-treated patients 

Characteristics Overall population 
(n=147) 

Platinum-based cohort 
(n=96) 

Non platinum-based cohort 
(n=51) 

SOLO2 population 
(n=295) 

olaparib 
N = 78 

placebo 
N = 69 

p 
valu

e 
olaparib 
N = 54 

placebo 
N = 42 

p 
value 

olaparib 
N = 24 

placebo 
N = 27 

p 
value 

olaparib 
N = 196 

placebo 
N = 99 

Mean (SD) age, years 57 (40 -83) 56 (39 -75) 0.41 57 (40-83) 57 (40-75) 0.58 56 (45-68) 55 (39-70) 0.65 56 (51–63) 56 (49–63) 

ECOG, n (%)                      

Normal   activity 62 (81%) 54 (78%) 0.61 46 (87%) 31 (74%) 0.11 16 (67%) 23 (85%) 0.12 162 (84%) 77 (78%) 

Restricted  activity 15 (19%) 15 (22%)   7 (13%) 11 (26%)   8 (33%) 4 (15%)   32 (16%) 22 (22%) 

Missing 1     1          2 0 
Primary Tumor Location,  
n (%)                      

Ovary 65 (83%) 59 (86%) 0.86 45 (83%) 36 (86%) 0.67 20 (83%) 23 (85%) 0.55 164 (84%) 86 (87%) 

Fallopian 5 (6%) 3 (4%)   5 (9%) 2 (5%)   0 (0%) 1 (4%)   13 (7%) 4 (4%) 

Other  8 (10%) 7 (10%)   4 (7%) 4 (10%)   4 (17%) 3 (11%)   19(9%) 9 (9%) 

Histology, n (%) 
                    

Serous 75 (96%) 63 (91%) 0.37 53 (98%) 38 (90%) 0.22 22 (92%) 25 (93%) 0.90 183 (93%) 86 (87%) 

Endometrioid 3 (4%) 5 (7%)   1 (2%) 3 (7%)   2 (8%) 2 (7%)   9 (5%) 8 (8%) 

Others 0 (0%) 1 (1%)   0 (0%) 1 (2%)   0 (0%) 0 (0%)   4 (2%) 5 (5%) 

Myriad BRCA status, n (%)                      

BRCA1 53 (71%) 43 (63%) 0.43 36 (69%) 24 (59%) 0.28 17 (74%) 19 (70%) 0.78 132 (69%) 61 (64%) 

BRCA2 22 (29%) 25 (37%)   16 (31%) 17 (41%)   6 (26%) 8 (30%)   58 (31%) 35 (36%) 

Missing 3 1   2 1   1 126   6 3 
Previous platinum free 
interval, n (%)                     

6-12 months 40 (51%) 33 (48%) 0.68 28 (52%) 20 (48%) 0.68 12 (50%) 14 (52%) 0.89 79 (40%)         40 (40%) 

>12 months 38 (49%) 36 (52%)   26 (48%) 22 (52%)   12(50%) 13 (48%)   117 (60%) 59 (60%) 
Previous platinum based 
regiment, n (%)                     

2 41 (53%) 37 (54%) 0.15 30 (56%) 23 (55%) 0.49 11 (46%) 14 (52%) 0.25 110 (56%) 62 (63%) 

3 28 (36%) 17 (25%)   18 (33%) 11 (26%)   10 (42%) 6 (22%)   60 (31%) 20 (20%) 

>3 9 (12%) 15 (22%)   6 (11%) 8 (19%)   3 (13%) 7 (26%)   25 (13%) 17 (17%) 
Disease status at inclusion  
in the SOLO2 trial, n (%)                   

Partial reponse 60 (77%) 41 (59%) 0.02 40 (74%) 23 (55%) 0.05 20 (83%) 18 (67%) 0.17 91 (46%) 47 (47%) 

Complete response 18 (23%) 28 (41%)   14 (26%) 19 (45%)   4 (17%) 9 (33%)   105 (54%) 52 (53%) 

Prior use of bevacisumab, n 
(%)                      

Yes 14 (18%) 18 (26%) 0.23 12 (22%) 14 (33%) 0.22 2 (8%) 4 (15%) 0.47 33(17%)       20(20%) 

No 64 (82%)  51 (74%)    42 (88%)  28 (77%)    22 (92%)  23 (85%)    163(83%)      
      
79(80%) 
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Figure 2. 

Olaparib vs. Placebo 
Median: 6.9 vs. 12.1m 
HR = 2.17; 95% CI 1.47–3.19 

Olaparib vs. Placebo 
Median:  7.0 vs. 14.6 months  
HR = 2.33; 95% CI 1.27–4.28 

Olaparib vs. Placebo 
Median: 6.0 vs. 8.3 months 
HR = 1.58; 95% CI 0.86–2.90  

Olaparib vs. Placebo 
median 7.0 vs. 14.3 months  
HR = 2.89; 95% CI 1.73–4.82 

Population treated with chemotherapy (n = 147) 

Non-platinum-based chemotherapy (n = 51) 

Platinum-based chemotherapy (n = 96) 

Platinum-based chemotherapy excluding patients with 
PARPi maintenance (n = 78) 
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