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Population-adjusted indirect treatment 
comparison of maintenance PARP inhibitor 
with or without bevacizumab versus 
bevacizumab alone in women with newly 
diagnosed advanced ovarian cancer
Robert Hettle, Charles McCrea, Chee Khoon Lee and Richard Davidson

Abstract
Background: In patients with newly diagnosed ovarian cancer, bevacizumab and poly(ADP-
ribose) polymerase (PARP) inhibitors, alone or in combination, have shown benefit as 
maintenance treatment following platinum-based chemotherapy. However, no trials have 
compared a PARP inhibitor plus bevacizumab versus a PARP inhibitor, or a PARP inhibitor 
versus bevacizumab. We performed an unanchored population-adjusted indirect treatment 
comparison to estimate the relative efficacy and safety of maintenance treatments for newly 
diagnosed advanced ovarian cancer.
Methods: Analyses were performed using aggregate data from the PRIMA trial and patient-
level data from a subset of patients from the PAOLA-1 trial that met surgery and staging 
eligibility criteria of PRIMA. Propensity weights were used to match baseline characteristics 
of the PAOLA-1 subset to those of the PRIMA population. Analysis was performed in overall 
(biomarker-unselected) and homologous recombination repair deficiency (HRD)-positive 
populations.
Results: A total of 595/806 (266/387 HRD-positive) PAOLA-1 patients were included. After 
matching, the effective sample size for PAOLA-1 was 532 (242 HRD-positive). Maintenance 
olaparib plus bevacizumab reduced the risk of disease progression or death by 43% [hazard 
ratio (HR) 0.57; 95% confidence interval (CI): 0.47–0.69] versus niraparib and by 40%  
(HR 0.60; 95% CI: 0.49–0.74) versus bevacizumab in the biomarker-unselected population 
and by 43% (HR 0.57; 95% CI: 0.41–0.79) and 60% (HR 0.40; 95% CI: 0.29–0.55), respectively, 
in the HRD-positive population. Progression-free survival (PFS) benefits of maintenance 
niraparib and bevacizumab arms were comparable in the biomarker-unselected population 
(HR 1.07; 95% CI: 0.87–1.32); however, niraparib showed a 30% reduced risk compared with 
bevacizumab (HR 0.70; 95% CI: 0.51–0.97) in the HRD-positive population.
Conclusions: In biomarker-unselected and HRD-positive patients, combination treatment with 
olaparib plus bevacizumab as maintenance treatment improves PFS for women with newly 
diagnosed advanced ovarian cancer compared with either bevacizumab or niraparib alone. 
Results are hypothesis generating and could guide randomised trial design.
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Introduction
The majority (approximately 70%) of patients 
with newly diagnosed advanced ovarian cancer 
relapse within 3 years following cytoreductive sur-
gery and platinum-based chemotherapy.1 Over 
the past decade, the addition of intravenous beva-
cizumab to platinum-based chemotherapy fol-
lowed by maintenance bevacizumab has become 
a standard of care. This includes treatment of 
patients at high risk of progression due to poor 
prognosis or suboptimal debulking surgery.2–7

The introduction of poly(ADP-ribose) polymer-
ase (PARP) inhibitors has changed the landscape 
of ovarian cancer treatment. Sensitivity to PARP 
inhibition occurs due to synthetic lethality in 
tumour cells with defects in the homologous 
recombination repair pathway.8,9

The landmark SOLO1 study was the first to 
assess the efficacy and safety of a PARP inhibitor 
as maintenance therapy for patients with advanced 
ovarian cancer and a germline BRCA1 and/or 
BRCA2 (BRCA) mutation in the newly diag-
nosed setting.10 More recently, results from a 
number of other phase III studies with PARP 
inhibitors in the newly diagnosed setting have 
demonstrated significant progression-free sur-
vival (PFS) benefits for patients with newly diag-
nosed advanced ovarian cancer who were in 
clinical response following completion of first-line 
platinum-based chemotherapy, including 
PAOLA-1, which assessed maintenance olaparib 
plus bevacizumab versus bevacizumab alone 
[median follow up 22.9 months; median PFS 
22.1 versus 16.6 months, respectively; hazard ratio 
(HR) 0.59; 95% confidence interval (CI): 0.49–
0.72; p < 0.001],11 and PRIMA, which assessed 
maintenance niraparib versus placebo (median 
follow up 13.8 months; median PFS 13.8 versus 
8.2 months, respectively; HR 0.62; 95% CI: 
0.50–0.76; p < 0.001).12

In both PAOLA-1 and PRIMA, the benefit of 
PARP inhibition was observed in the overall pop-
ulation; however, a greater benefit was observed in 
the subgroup of patients with a positive homolo-
gous recombination deficiency (HRD) test result 
(based on the presence of a BRCA mutation or 
genomic instability). In the subgroup of patients 
with HRD-positive tumours, median PFS in 
PAOLA-1 was 37.2 months for olaparib plus bev-
acizumab versus 17.7 months for bevacizumab 
(HR 0.33; 95% CI: 0.25–0.45),11 and in PRIMA 

was 21.9 months for maintenance niraparib versus 
10.4 months for placebo (HR 0.43; 95% CI: 0.31–
0.59; p < 0.001).12 The safety profile of these regi-
mens was consistent with previous reports, with 
anaemia and hypertension the most common 
grade ⩾3 adverse events with olaparib plus beva-
cizumab and anaemia and thrombocytopenia 
most common with niraparib.11,12

Based on these trial results, PARP inhibitors are 
now approved as maintenance therapy in the US 
and Europe for eligible patients with newly diag-
nosed ovarian cancer and represent a new stand-
ard of care in this setting.13,14 For reimbursement 
decision-makers there is a need to determine opti-
mal treatment pathways, taking into account the 
net health benefits and harms of different thera-
peutic options and testing strategies, as well as 
their costs. While the PRIMA and PAOLA-1 ran-
domised controlled trials provide valuable insights 
on the efficacy and safety of PARP inhibitors ver-
sus placebo (with or without background bevaci-
zumab), they do not address important questions 
related to the use of maintenance PARP inhibitor 
monotherapy as an alternative to bevacizumab, 
and the addition of bevacizumab to maintenance 
PARP inhibitor therapy versus PARP inhibitor 
monotherapy. Further, comparison of trial results 
are confounded by differences in the design of the 
studies, including the recruitment of a high-risk 
patient population in the PRIMA study and use 
of an active background treatment in PAOLA-
1.11,12 The open-label phase II AVANOVA trial 
[ClinicalTrials.gov identifier: NCT02354131] 
has provided evidence that the addition of bevaci-
zumab to PARP inhibitor (niraparib) improves 
PFS versus PARP inhibitor alone;15 however, it is 
investigating upfront treatment rather than main-
tenance therapy in platinum-sensitive recurrent 
ovarian cancer and therefore results may not be 
generalisable to maintenance olaparib plus beva-
cizumab in the newly diagnosed setting following 
response to platinum-based chemotherapy. Three 
studies are planned to assess PARP inhibitor plus 
bevacizumab versus PARP inhibitor alone in the 
newly diagnosed setting: ENGOT-ov57 (nira-
parib), NIRVANA/ENGOT-ov63 (niraparib), 
and MITO-25 [ClinicalTrials.gov identifier: 
NCT03462212; rucaparib]. In the absence of 
head-to-head studies, indirect treatment compar-
ison (ITC) methods can be used to bridge the 
current evidence gap. These include population-
adjusted ITCs, which can enable the comparison 
of study results despite differences in populations 
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and the absence of randomised evidence to bridge 
between the different control arms of PRIMA and 
PAOLA-1.

We conducted a series of population-adjusted 
ITCs to estimate the relative efficacy and safety of 
combination PARP inhibitor plus bevacizumab, 
PARP inhibitor monotherapy, bevacizumab 
monotherapy and placebo. Consistent with the 
approvals of PARP inhibitors, the ITC is reported 
for patients with biomarker-unselected newly 
diagnosed ovarian cancer per the full intention-
to-treat (ITT) populations of PAOLA-1 and 
PRIMA, and for a subgroup of patients with a 
positive HRD test result. The results of this anal-
ysis are intended to provide insight into the effi-
cacy and safety of PARP inhibitors and 
bevacizumab in newly diagnosed ovarian cancer, 
inform the economic assessment of maintenance 
treatment options for newly diagnosed ovarian 
cancer and identify research priorities, including 
guiding future head-to-head studies.

Methods
Figure 1 summarises the study designs of 
PAOLA-1 [ClinicalTrials.gov identifier: NCT 
02477644] and PRIMA [ClinicalTrials.gov iden-
tifier: NCT02655016], including the randomised 
double-blind design, key patient inclusion criteria 
and treatment regimens.11,12 PAOLA-1 and 
PRIMA were performed in accordance with the 
principles of the Declaration of Helsinki and Good 

Clinical Practice guidelines under the auspices of 
independent data monitoring committees, and all 
patients provided written informed consent.11,12 
Compared with PRIMA, patients from PAOLA-1 
represent a broader population with less restrictive 
criteria for eligibility based on surgical outcomes 
and the requirement to demonstrate a platinum 
response. PAOLA-1 included patients with newly 
diagnosed stage III/IV high-grade serous or endo-
metrioid ovarian cancer, primary peritoneal can-
cer or fallopian-tube cancer irrespective of 
previous surgical outcome. In contrast, PRIMA 
included patients with newly diagnosed stage III/
IV high-grade serous or endometrioid ovarian 
cancer, peritoneal cancer or fallopian-tube cancer 
in which patients with stage III disease required 
incompletely resected cancer after primary debulk-
ing surgery or inoperable disease or receipt of neo-
adjuvant chemotherapy. Furthermore, whereas 
PRIMA initially excluded patients with disease 
>2 cm and excluded those with CA-125 levels 
that were not decreased by >90%, PAOLA-1 per-
mitted patients with disease >2 cm, as well as 
patients with any CA-125 levels, provided they 
were not rising.

In both trials, the primary endpoint of PFS was 
defined as the time from randomisation to disease 
progression (by Response Evaluation Criteria in 
Solid Tumours v1.1) or death; PAOLA-1 data 
were based on investigator assessment, whereas 
PRIMA data were based on real-time blinded 
independent central review.

Figure 1. PAOLA-1 and PRIMA study designs.
*Patients with other epithelial non-mucinous ovarian cancers were eligible if they had a germline BRCA mutation.
CR, complete response; ECOG, Eastern Cooperative Oncology Group; FIGO, International Federation of Gynecology and 
Obstetrics; HGEOC, high-grade endometrioid ovarian cancer; HGSOC, high-grade serous ovarian cancer; HRD, homologous 
recombination deficiency; NACT, neoadjuvant chemotherapy; NED, no evidence of disease; PR, partial response; tBRCAm, 
tumour BRCA mutation.
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HRD-positive subgroups were analysed in both 
trials. Patients were classified as HRD-positive if 
they had a tumour BRCA mutation or an HRD 
score of ⩾42 on the Myriad myChoice® CDx test 
(Myriad Genetic Laboratories, Inc., Salt Lake 
City, UT, USA).

In order to estimate the relative efficacy of these 
regimens, an unanchored population-adjusted 
ITC was carried out in line with published guid-
ance.16 The lack of a common comparator arm 
across studies (the comparator was placebo in 
PRIMA and placebo plus bevacizumab in 
PAOLA-1) and the absence of randomised stud-
ies of bevacizumab versus placebo in the mainte-
nance-only setting prevented the use of 
conventional ITCs or network-based methods. 
Further, as outlined above, a population-adjusted 
method was required to adjust for differences in 
study inclusion criteria. Accordingly, the analysis 
was performed on the subset of PAOLA-1 that 
would have met the staging and surgical eligibility 
criteria for PRIMA (see Supplemental Figure 1 
for an infographic of the methodology used). This 
resulted in a modified set of PAOLA-1 patients 
with any stage IV disease; stage III disease and 
residual disease after primary debulking surgery; 
inoperable stage III disease; and patients with 
stage III disease who had received neoadjuvant 
chemotherapy (Figure 1).

The modified PAOLA-1 set was matched to the 
PRIMA cohort using a reweighting method simi-
lar to inverse propensity-score weighting.16,17 
Weights were estimated using the methods of 
moments approach outlined by Signorovitch 
et al.17 For each cohort in the analysis (biomarker- 
unselected and HRD-positive), we derived a set 
of weights that minimised the difference in base-
line characteristics between the modified 
PAOLA-1 set and the data reported for the nira-
parib arm of PRIMA. Weights were generated 
separately for each arm of the modified PAOLA-1 
set (e.g. the olaparib plus bevacizumab in the 
HRD-positive cohort was matched to the baseline 
data for niraparib in the HRD-positive cohort).

Weights were estimated to match on all relevant 
prognostic and effect modifiers for PFS. These 
factors were identified via a series of multivariate 
Cox regression analyses of individual patient data 
in PAOLA-1. Matching variables included factors 
that were either prognostic or were an effect modi-
fier for PFS at the 20% significance level. The 

PRIMA stratification factors of response to ther-
apy and prior use of neoadjuvant chemotherapy 
were included regardless of their association with 
PFS in PAOLA-1.

The estimated weights were summarised using 
histogram plots and presented alongside estimates 
of the effective sample size (ESS; see Supplemental 
Figures 2 and 3). The ESS represents the number 
of independent non-weighted individuals that 
would be required to give an estimate with the 
same precision as the weighted sample estimate.16 
A large reduction in ESS would indicate a lack of 
population overlap between studies, which may 
lead to unstable weight estimates. The weight dis-
tributions were inspected for extreme or highly 
variable weights.

Following matching, weighted Kaplan–Meier 
curves for PFS were generated for the modified 
PAOLA-1 set using individual patient data; 
regenerated Kaplan–Meier curves for the nira-
parib and placebo arms of PRIMA were created 
using pseudo-patient-level data from the pub-
lished PRIMA Kaplan–Meier curves using the 
methods of Guyot et  al.18 HRs were calculated 
using unstratified semi-parametric Cox regres-
sion analysis; 95% CIs were calculated using a 
robust sandwich estimator. Median PFS times 
and the probability of being progression free at 
landmark time points were calculated using 
weighted Kaplan–Meier methodology.

Efficacy analyses were carried out on the primary 
endpoints of radiological PFS in both the bio-
marker-unselected and HRD-positive popula-
tions. Results were considered nominally 
significant at a 5% level without controlling for 
multiplicity.

Safety analyses were conducted on the risk of any 
grade, and any grade 3 or above adverse events, as 
well as individual adverse events commonly asso-
ciated with PARP inhibitors (haematological, 
fatigue, nausea, vomiting) and bevacizumab 
maintenance treatment (hypertension). The anal-
ysis was limited to the biomarker-unselected pop-
ulation due to the absence of safety data reported 
for the HRD-positive population in PRIMA. 
Data were generated using the propensity weights 
for the PFS analysis and compared with safety 
data reported in PRIMA. A sensitivity analysis 
was performed using safety data from the indi-
vidualised dosing subgroup of PRIMA.
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Results

Populations
Of the 806 total patients randomised in PAOLA-
1, 595 met the surgical and staging inclusion cri-
teria for PRIMA and were included in this 
analysis. For the PRIMA trial, pseudo-patient-
level data for all 733 patients randomised in the 
study were used. For the HRD-positive popula-
tion, 266 of the 387 patients in PAOLA-1 met the 
surgical and staging inclusion criteria for PRIMA 
and were used in this analysis alongside pseudo-
patient-level data for all 373 HRD-positive 
patients from PRIMA.

A series of multivariate Cox regression analyses of 
prognostic factors and effect modifiers in PAOLA-1 
identified variables for the matching analysis in  
both the ITT and HRD-positive populations 
(Supplemental Table 1). Eight variables were 
matched in the ITT population and seven for the 
HRD-positive population; these included the strati-
fication variables for PRIMA, as well as International 
Federation of Gynecology and Obstetrics stage, 
BRCA and HRD status, and age in years.

Following weighting of PRIMA-eligible PAOLA-1 
patients to match the PRIMA cohort, the ESSs for 
the PAOLA-1 cohorts were n = 357.5 for olaparib 
plus bevacizumab biomarker-unselected, n = 163.5 
for olaparib plus bevacizumab HRD-positive, 
n = 173.7 for placebo plus bevacizumab biomarker- 
unselected and n = 78.8 for placebo plus bevaci-
zumab HRD-positive. Post-matching, baseline 
characteristics were fully balanced across the 
PAOLA-1 and PRIMA cohorts in the biomarker-
unselected and HRD-positive populations 
(Table 1). Matching PAOLA-1 patients to 
PRIMA baseline data had a small positive impact 
on PFS curves for PAOLA-1 in both the bio-
marker-unselected and HRD-positive popula-
tions (Supplemental Figure 4).

Efficacy in the biomarker-unselected 
population
After matching, median PFS in the biomarker-
unselected population was 21.4 months (95% CI: 
19.2–22.1) for patients in the olaparib plus beva-
cizumab arm, 16.0 months (95% CI: 14.3–17.7) 
for patients in the placebo plus bevacizumab arm, 
13.8 months (95% CI: 11.5–15.3) for patients in 
the niraparib arm and 8.1 months (95% CI: 7.31–
8.51) for patients in the placebo arm (Figure 2).

Figure 3(a) shows that maintenance olaparib plus 
bevacizumab was associated with statistically sig-
nificant improvements in PFS compared with 
either placebo plus bevacizumab, niraparib or pla-
cebo, reducing the risk of disease progression by 
40% (HR 0.60; 95% CI: 0.49–0.74), 43% (HR 
0.57; 95% CI: 0.47–0.69) and 67% (HR 0.33; 
95% CI: 0.26–0.42), respectively. Maintenance 
niraparib and maintenance placebo plus bevaci-
zumab were both associated with statistically sig-
nificant improvements in PFS compared with 
placebo, reducing the risk of disease progression 
by 41% (HR 0.59; 95% CI: 0.47–0.74) and 45% 
(HR 0.55; 95% CI: 0.43–0.70), respectively 
[Figure 3(a)]. The risk of disease progression was 
similar between maintenance niraparib and pla-
cebo plus bevacizumab [Figure 3(a)].

Efficacy in the HRD-positive population
Results for the HRD-positive population showed 
a median PFS of 36.0 months [95% CI: 23.2–not 
available (NA)] for patients in the olaparib plus 
bevacizumab arm, 17.6 months (95% CI: 14.7–
19.6) for patients in the placebo plus bevaci-
zumab arm, 22.0 months (95% CI: 19.3–NA) for 
patients in the niraparib arm and 10.5 months 
(95% CI: 8.05–12.1) for patients in the placebo 
arm (Figure 4).

Figure 3(b) shows that for HRD-positive patients, 
maintenance olaparib plus bevacizumab was 
associated with statistically significant improve-
ments in PFS compared with either placebo plus 
bevacizumab, niraparib or placebo alone, reduc-
ing the risk of disease progression by 60%, 43% 
and 77%, respectively. Maintenance niraparib 
was associated with statistically significant 
improvements in PFS compared with either pla-
cebo plus bevacizumab or placebo, reducing the 
risk of disease progression by 30% and 59%, 
respectively. Placebo plus bevacizumab was asso-
ciated with a statistically significant improvement 
in PFS compared with placebo, reducing the risk 
of disease progression by 42% [Figure 3(b)].

Efficacy in the HRD-negative population
Due to the limited reporting of baseline summary 
data for the HRD-negative subgroup of PRIMA, 
it was not feasible to repeat the population-
adjusted indirect comparison methodology used 
for the HRD-positive and biomarker-unselected 
populations in the HRD-negative population. 
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Hence, an alternative approach was used (see 
Supplemental Appendix), and results are reported 
in Supplemental Table 2.

Safety in biomarker-unselected population
Table 2 shows a summary of safety data after 
matching of the modified PAOLA-1 set to 
PRIMA. Most patients experienced adverse 
events (any grade: 100% olaparib plus bevaci-
zumab; 96% placebo plus bevacizumab; 99% 
niraparib and 92% placebo).12 The frequency of 
adverse events of grade ⩾3 was higher for mainte-
nance niraparib (70%) versus olaparib plus beva-
cizumab (60%) (Table 2). Haematological 
adverse events (any grade) of anaemia (42% 
olaparib plus bevacizumab; 64% niraparib), neu-
tropenia (18% olaparib plus bevacizumab; 42% 
niraparib) and thrombocytopenia (9% olaparib 
plus bevacizumab; 66% niraparib) were all more 
common with niraparib compared with olaparib 
plus bevacizumab. Adverse-event data in patients 
who received an individualised starting dose of 
niraparib in PRIMA are reported in Supplemental 
Table 3.

Fatigue, nausea and vomiting (any grade) 
occurred with similar frequency in the mainte-
nance olaparib plus bevacizumab (52% fatigue; 

51% nausea; 20% vomiting) and maintenance 
niraparib (51% fatigue; 57% nausea; 22% vomit-
ing) arms (Table 2). Hypertension, a known 
adverse event of bevacizumab, occurred with 
higher incidence in both the olaparib plus bevaci-
zumab (46%) and placebo plus bevacizumab 
(64%) arms compared with niraparib (18%) and 
placebo (7%).

Discussion
In the absence of randomised head-to-head phase 
III trials, ITCs provide an approach for assessing 
the relative efficacy and safety of treatment regi-
mens. The conventional approach to indirect 
comparisons relies on a network of studies, which 
are connected by a common set of comparators. 
However, in the absence of a common compara-
tor arm or additional trials that can bridge 
between studies, methods such as unanchored 
population-adjusted ITCs can be used. With 
overlapping populations, under no unobserved 
confounding, this approach has been shown 
appropriate for cross-trial comparisons20 with 
similar matching-adjusted analyses reported 
across a range of cancer types.21–27 The method, 
nevertheless, makes strong assumptions (detailed 
later) and thus the results are primarily hypothe-
sis generating rather than confirmatory.

Figure 2. Population-adjusted indirect treatment comparison* of progression-free survival: Kaplan–Meier 
curves in biomarker-unselected patients.
*Analyses were performed using aggregate data from the PRIMA trial and patient-level data from a subset of patients from 
the PAOLA-1 trial that met surgery and staging eligibility criteria of PRIMA. Propensity weights were used to match baseline 
characteristics of the PAOLA-1 subset to those of the PRIMA population. Following matching, weighted Kaplan–Meier curves 
for progression-free survival were generated.
CI, confidence interval; PFS, progression-free survival.
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In our analysis, a population-adjusted ITC 
method was used to generate hypotheses to 
address the absence of a PARP inhibitor mono-
therapy arm in PAOLA-1 and the absence of a 
bevacizumab monotherapy arm in PRIMA. As 
individual patient data were only available for 
PAOLA-1, these data were weighted so that the 
baseline characteristics matched those of PRIMA. 
Matching was possible due to the broad surgical 
and staging inclusion criteria of PAOLA-1, which 
encompassed a subset of patients with high-risk 
disease in line with the eligibility criteria for 

PRIMA. There was strong overlap in the charac-
teristics of the higher-risk PAOLA-1 and PRIMA 
cohorts, resulting in a relatively small loss in ESS 
after reweighting PAOLA-1 to match PRIMA.

The results of the population-adjusted ITC sug-
gest that treatment with olaparib in combination 
with bevacizumab as maintenance therapy pro-
vided greater PFS benefit versus either niraparib 
or bevacizumab alone in both the biomarker-
unselected and HRD-positive populations. 
Comparison of niraparib and bevacizumab 

Figure 3. Population-adjusted indirect treatment comparison* of progression-free survival.
Forest plot showing results in (a) biomarker-unselected patients and (b) HRD-positive patients.
*Analyses were performed using aggregate data from the PRIMA trial and patient-level data from a subset of patients from 
the PAOLA-1 trial that met surgery and staging eligibility criteria of PRIMA. Propensity weights were used to match baseline 
characteristics of the PAOLA-1 subset to those of the PRIMA population. Following matching, hazard ratios and 95% CIs 
were calculated.
CI, confidence interval; ESS, effective sample size; HRD, homologous recombination deficiency.
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maintenance monotherapy arms suggested that 
there was no difference in PFS between these 
regimens in the biomarker-unselected popula-
tion; however, in the HRD-positive population, 
maintenance niraparib suggested greater PFS 
benefit compared with bevacizumab. These 
results highlight the importance of HRD testing 
in determining patient groups most likely to ben-
efit from PARP inhibitor treatment compared 
with existing standards of care.

Our findings are consistent with data from other 
ITCs that have assessed a PARP inhibitor plus 
bevacizumab versus PARP inhibitor alone and 
results of other trials. A recently reported popula-
tion-adjusted ITC used individual data from the 
SOLO1 trial (maintenance olaparib versus pla-
cebo in newly diagnosed advanced ovarian cancer 
patients with a BRCA mutation) and the subset 
of patients with a tumour BRCA mutation from 
PAOLA-1.28 A PFS benefit was observed with the 
combination of olaparib plus bevacizumab versus 
olaparib alone as maintenance therapy (HR 0.71; 
95% CI: 0.45–1.09), consistent with our findings 
in the HRD-positive population. Additionally, 
the HR of 0.55 (95% CI: 0.43–0.70) for bevaci-
zumab versus placebo in the ITT population of 
our ITC is consistent with the results of the phase 
III GOG-0218 randomised trial, which reported 
an investigator-assessed PFS HR of 0.62 (95% 

CI: 0.52–0.75) for bevacizumab plus chemother-
apy followed by maintenance bevacizumab versus 
platinum-based chemotherapy plus placebo.29 
The corresponding Kaplan–Meier curves for PFS 
show a consistent trend with those in the GOG-
0218 trial and predict an improvement in PFS for 
bevacizumab that ultimately diminishes over 
time. As with previous randomised studies of bev-
acizumab, there was evidence of non-proportional 
hazards across populations in the ITC (see 
Supplemental Appendix and Supplemental 
Figures 5 and 6). To assess its impact on results, 
we performed a restricted mean survival time 
analysis of PFS up to 24 months. The results of 
this analysis support the overall conclusions of the 
study (Supplemental Table 4).

Our results are subject to the limitations and 
assumptions underpinning the unanchored pop-
ulation-adjusted ITC methodology. This 
includes the assumption of conditional consist-
ency of absolute effects, which refers to the 
matching of all prognostic and effect modifiers 
across studies. While reported baseline data were 
successfully matched in the ITC, including 
known prognostic factors such as response to 
prior chemotherapy and use of neoadjuvant ther-
apy, any differences in unobserved or unreported 
prognostic or effect modifiers may have con-
founded the results.

Figure 4. Population-adjusted indirect treatment comparison* of progression-free survival: Kaplan–Meier 
curves in HRD-positive patients.
*Analyses were performed using aggregate data from the PRIMA trial and patient-level data from a subset of patients from 
the PAOLA-1 trial that met surgery and staging eligibility criteria of PRIMA. Propensity weights were used to match baseline 
characteristics of the PAOLA-1 subset to those of the PRIMA population. Following matching, weighted Kaplan–Meier curves 
for progression-free survival were generated.
CI, confidence interval; NA, not available; PFS, progression-free survival.
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Table 2. Safety in biomarker-unselected population (%).

Post-matching 

Olaparib + bevacizumab 
(n = 398; ESS = 357)

Placebo + bevacizumab 
(n = 194; ESS = 172)

Niraparib13 (n = 484) Placebo13 (n = 244)

Adverse event, % (n)

 Any grade: all causes12 100 96 99 92

  Grade ⩾312 60 53 70 19

Haematological

 Anaemia*

  Any grade 42 10 64 18

  Grade ⩾3 18 0 31 2

 Neutropenia*

  Any grade 18 16 42 8

  Grade ⩾3 6 3 21 1

 Thrombocytopenia*

  Any grade 9 5 66 5

  Grade ⩾3 2 1 39 <1

Non-haematological

 Nausea

  Any grade 51 23 57 28

  Grade ⩾3 2 1 1 1

 Vomiting

  Any grade 20 11 22 12

  Grade ⩾3 2 2 1 1

 Fatigue*

  Any grade 52 30 51 41

  Grade ⩾3 5 2 3 1

 Hypertension*

  Any grade 46 64 18 7

  Grade ⩾3 19 33 6 1

*Grouped terms; neutropenia grouped term includes neutropenia, neutropenic infection, neutropenic sepsis, febrile neutropenia.
ESS, effective sample size.
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At the time of the analysis, we were unable to 
match on post-surgical residual disease status due 
to the lack of published PRIMA data. Since con-
ducting the analysis, data on the total proportion 
of PRIMA patients (47%) with no residual disease 
has been reported.19 These data are comparable 
with the proportion of patients with no residual 
disease in the higher-risk biomarker-unselected 
PAOLA-1 cohort used in the matching analysis; 
46% of olaparib plus bevacizumab and 44% of 
placebo plus bevacizumab. The matching of other 
clinical characteristics had little impact on the 
proportion of patients with no residual disease 
(45% for olaparib plus bevacizumab and 44% for 
bevacizumab plus placebo). Despite not matching 
on surgical status, the prevalence of no residual 
disease after debulking surgery was well balanced 
across groups in the ITC (47% in PRIMA versus 
44–45% in the matched biomarker-unselected 
PAOLA-1 cohort). This finding provides some 
reassurance that the results of the ITC may be at a 
low risk of bias from unmatched prognostic fac-
tors or effect modifiers.

Additionally, the ITC results may be confounded 
by differences in the design of the studies, which 
could not be adjusted for in the ITC. These include 
differences in the assessment of PFS (investigator 
assessment every 24 weeks in PAOLA-1 compared 
with real-time blinded independent central review 
every 12 weeks in PRIMA), geographical location 
(Europe and Japan for PAOLA-1; Europe and 
North America for PRIMA), follow-up time 
(median follow up was 22.9 months in PAOLA-1 
compared with only 13.8 months in PRIMA)11,12 
and the treatment regimen given prior to randomi-
sation in the studies.

The comparison of different assessments of PFS 
(investigator assessment for PAOLA-1 compared 
with blinded independent central review for 
PRIMA) was necessary due to limited reporting 
of the Kaplan–Meier plot for investigator-assessed 
PFS in PRIMA, which prevented comparison 
with PAOLA-1 investigator-assessed PFS. PFS 
results from investigator-assessed and real-time 
blinded independent central review in PRIMA 
were, however, aligned [median PFS in both 
assessments was 13.8 months for niraparib versus 
8.2 months for placebo; HR for investigator 
assessment was 0.63 (0.51–0.76) and HR for 
blinded independent central review was 0.60 
(0.49–0.73)], making comparison of these end-
points appropriate.12 In terms of the impact of 
differences in the scheduled frequency of scan 

assessments on the results of unanchored popula-
tion-adjusted ITCs (24 weeks for PAOLA-1; 
12 weeks for PRIMA), results of an analysis con-
ducted by Kapetanakis et al.30 suggest that poten-
tial bias may be minimal in settings where the 
survival curve for PFS declines steadily, as is the 
case in the PRIMA and PAOLA-1 trials. The 
extent to which differences in follow up, geogra-
phy and prior therapy use leads to bias after 
matching on other clinical parameters such as 
response to therapy is unknown.

Safety results were determined for the safety analy-
sis set of the biomarker-unselected population, with 
the probability of experiencing an adverse event in 
the post-matched PAOLA-1 population being gen-
erally consistent with the safety results in the main 
study population for PAOLA-1.11 Despite shorter 
median duration of treatment with niraparib com-
pared with olaparib [11.1 months for niraparib 
(range 0.03–29 months)13 versus 17.3 months for 
olaparib (range 0.0–33.0 months)],11 the overall 
risk of grade ⩾3 adverse events was higher in the 
niraparib monotherapy arm compared with the 
olaparib and bevacizumab arm (70 versus 60%). 
This difference may be driven by the higher inci-
dence of haematological adverse events in the nira-
parib arm; haematological events were higher than 
in the other treatment arms in our analysis and also 
higher than reported with other PARP inhibitors.31 
A comparison of treatment discontinuations due to 
adverse events is not reported due to differences in 
study design between PAOLA-1 and PRIMA, 
which would impact on the validity of such an anal-
ysis. Additionally, in PAOLA-1, patients who dis-
continued study treatment were proactively asked 
about the presence of adverse events at that time, 
whereas this approach was not taken in PRIMA.11,12

Our ITC was performed using data from the full-
study population of PRIMA, which comprised 
niraparib treatment regimens at a fixed starting 
dose of 300 mg (65% of patients) and an individu-
alised starting dose of 200–300 mg based on body 
weight and platelet count (35% of patients).12 The 
individualised starting dose was introduced dur-
ing the PRIMA follow up to improve the safety 
profile of niraparib given high frequencies of dose 
interruptions and reductions with the fixed start-
ing dose. The individualised starting dose is the 
recommended posology for niraparib in clinical 
practice.32 Where available, we sought to compare 
safety results using both the full-study and indi-
vidualised starting-dose data. With the individual-
ised starting dose, the overall risk of grade ⩾3 
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adverse events for niraparib was equivalent to the 
risk for the combination of olaparib and bevaci-
zumab, whereas the risk of grade ⩾3 haematologi-
cal events remained numerically higher for 
niraparib (Supplemental Table 2).13,33

At the time of analysis, insufficient data were 
available to compare the efficacy of the individu-
alised starting dose for niraparib with the regi-
mens of PAOLA-1. However, recently reported 
efficacy data suggest similar, albeit numerically 
lower, efficacy based on PFS for the individual-
ised versus fixed starting dose in the biomarker-
unselected and HRD-positive cohorts of 
PRIMA.34 If the effect of individualised dosing is 
consistent with fixed dosing, then the results of 
the ITC are generalisable to clinical practice 
regardless of the dosing regimen used. Otherwise, 
the ITC results may overestimate the efficacy of 
the individualised dose of niraparib.

Our study used established methodology to 
address differences between the studies that would 
otherwise prevent an informative ITC between 
PAOLA-1 and PRIMA. It has been argued that 
population-adjusted ITCs between PRIMA and 
PAOLA-1 are not feasible due to lack of overlap in 
the populations enrolled in the studies.35 
Specifically, it has been noted that the PAOLA-1 
study has wider inclusion criteria than PRIMA, 
including stage III patients with no residual disease 
after primary debulking surgery. The exclusion of 
these patients from PRIMA prevents comparison 
of PRIMA with the broader full-study population 
of PAOLA-1. However, as the higher-risk PRIMA 
population is a subgroup of PAOLA-1, we were 
able to match this cohort of PAOLA-1 to PRIMA 
and estimate the comparative efficacy and safety of 
treatments in the higher-risk population.

The results of the ITC are hypothesis generating 
and may inform areas of future clinical research. 
Our results showed a benefit for niraparib and 
combination olaparib plus bevacizumab versus 
bevacizumab alone in HRD-positive patients. 
Outside of HRD-positive patients, and in a bio-
marker-unselected population, niraparib mono-
therapy does not appear to confer significant PFS 
benefit versus bevacizumab alone. Further study of 
the role of PARP inhibitors and bevacizumab in 
HRD-negative or unknown patients is warranted. 
The inclusion criteria of PRIMA also limited the 
scope of the ITC to higher-risk patients. These 
results may not be generalisable to the population 
with stage III disease and complete resection after 

primary surgery. Hence, further study of the role 
of niraparib versus bevacizumab, with or without 
olaparib, in patients with lower-risk disease may 
also be warranted. Other areas of potential future 
clinical study include the role of individualised 
dosing in the comparative efficacy and safety of 
niraparib versus other treatment options, as well as 
further study of the comparative safety of treat-
ments in clinical practice.

The use of different PARP inhibitors in PAOLA-1 
(olaparib) and PRIMA (niraparib) may have 
affected the results of the ITC when comparing 
between monotherapy PARP inhibitor and combi-
nation PARP inhibitor and bevacizumab. For 
example, the improvement in PFS suggested for 
olaparib plus bevacizumab versus niraparib alone 
may relate to differences in the efficacies of olaparib 
and niraparib, as well as the effect of adding bevaci-
zumab to olaparib. Potential for efficacy differences 
across PARP inhibitors in the first-line setting is 
currently unknown, owing to a lack of head-to-head 
studies. The ITC results should therefore be inter-
preted as a comparison of the regimens in PAOLA-1 
(olaparib plus bevacizumab, bevacizumab) and 
PRIMA (niraparib), and care should be taken when 
extrapolating these results to other PARP inhibitor 
monotherapy or combination regimens.

Effective trial design to ensure clinically relevant 
questions are addressed is of great importance. Our 
results may guide more specific aspects of trial design, 
for example, indirect comparison of adverse events 
may allow trial designers to make a more informed 
decision regarding the risk–benefit ratio of PARP 
inhibitor plus bevacizumab versus PARP inhibitor 
alone, and therefore to balance whether a head-to-
head study should be conducted. In addition, the 
point estimates and 95% CI for effect size deter-
mined by our analysis provide critical information to 
trial designers who must prospectively state the size 
of the anticipated effect and use this to calculate sam-
ple size. Utilisation of point estimates based on robust 
ITC methodology is superior to other determinants 
of effect size, such as retrospective analyses of institu-
tional databases, highlighting the utility of our work.

In conclusion, we used a population-adjusted 
ITC method to compare the efficacy and safety of 
olaparib plus bevacizumab versus niraparib as 
maintenance treatment in the newly diagnosed 
advanced ovarian cancer setting due to the 
absence of a common comparator arm in the 
PAOLA-1 and PRIMA trials. Results suggest that 
in patients with either biomarker-unselected or 
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HRD-positive tumours, the combination of 
olaparib plus bevacizumab as maintenance treat-
ment improves PFS for women with newly diag-
nosed advanced ovarian cancer, compared with 
either bevacizumab or niraparib alone. These 
data provide important insight into the roles of 
PARP inhibitors and bevacizumab, which may 
guide the design of future ovarian cancer trials. 
Additionally, these findings support the use of 
HRD testing at diagnosis to determine the most 
appropriate treatment for women with newly 
diagnosed advanced ovarian cancer.

Author note
Richard Davidson during the study of this article 
was an employee of AstraZeneca, and owned 
stock.

Conflict of interest statement
Robert Hettle and Charles McCrea are employ-
ees of AstraZeneca, and own stock. Chee Khoon 
Lee reports honoraria from AstraZeneca, 
Boehringer Ingelheim, Novartis, GSK, Pfizer, 
Roche and Takeda; consulting or advisory roles 
for AstraZeneca, Boehringer Ingelheim, GSK, 
Novartis, Pfizer, Roche and Takeda; institutional 
research funding from AstraZeneca; and travel 
support from AstraZeneca and Boehringer 
Ingelheim.

Funding
The authors disclosed receipt of the following 
financial support for the research, authorship, 
and/or publication of this article: this study was 
funded by AstraZeneca and is part of an alliance 
between AstraZeneca and Merck Sharp & Dohme 
Corp, a subsidiary of Merck & Co, Inc, 
Kenilworth, NJ, USA. Medical writing assistance 
was provided by Caroline Pettigrew, PhD from 
Mudskipper Business Ltd, funded by AstraZeneca 
and Merck Sharp & Dohme Corp, a subsidiary of 
Merck & Co, Inc, Kenilworth, NJ, USA.

Supplemental material
Supplemental material for this article is available 
online.

References
 1. Ledermann JA, Raja FA, Fotopoulou C, et al. 

Newly diagnosed and relapsed epithelial ovarian 
carcinoma: ESMO Clinical Practice Guidelines 
for diagnosis, treatment and follow-up. Ann Oncol 
2013; 24(Suppl. 6): vi24–vi32.

 2. Perren TJ, Swart AM, Pfisterer J, et al. A phase 3 
trial of bevacizumab in ovarian cancer. N Engl J 
Med 2011; 365: 2484–2496.

 3. Burger RA, Brady MF, Bookman MA, et al. 
Incorporation of bevacizumab in the primary 
treatment of ovarian cancer. N Engl J Med 2011; 
365: 2473–2483.

 4. Colombo N, Sessa C, Du Bois A, et al. ESMO-
ESGO consensus conference recommendations 
on ovarian cancer: pathology and molecular 
biology, early and advanced stages, borderline 
tumours and recurrent disease. Ann Oncol 2019; 
30: 672–705.

 5. Karam A, Ledermann JA, Kim JW, et al. Fifth 
Ovarian Cancer Consensus Conference of the 
Gynecologic Cancer InterGroup: first-line 
interventions. Ann Oncol 2017; 28: 711–717.

 6. Tewari KS, Burger RA, Enserro D, et al. 
Final overall survival of a randomized trial of 
bevacizumab for primary treatment of ovarian 
cancer. J Clin Oncol 2019; 37: 2317–2328.

 7. Grant EJ, Furukawa K, Sakata R, et al. Risk of 
death among children of atomic bomb survivors 
after 62 years of follow-up: a cohort study. Lancet 
Oncol 2015; 16: 1316–1323.

 8. Bryant HE, Schultz N, Thomas HD, et al. 
Specific killing of BRCA2-deficient tumours 
with inhibitors of poly(ADP-ribose) polymerase. 
Nature 2005; 434: 913–917.

 9. D’Andrea AD. Mechanisms of PARP inhibitor 
sensitivity and resistance. DNA Repair (Amst) 
2018; 71: 172–176.

 10. Moore K, Colombo N, Scambia G, et al. 
Maintenance olaparib in patients with newly 
diagnosed advanced ovarian cancer. N Engl J 
Med 2018; 379: 2495–2505.

 11. Ray-Coquard I, Pautier P, Pignata S, et al. 
Olaparib plus bevacizumab as first-line 
maintenance in ovarian cancer. N Engl J Med 
2019; 381: 2416–2428.

 12. Gonzalez-Martin A, Pothuri B, Vergote I, et al. 
Niraparib in patients with newly diagnosed 
advanced ovarian cancer. N Engl J Med 2019; 
381: 2391–2402.

 13. GlaxoSmithKline. ZEJULA™ (niraparib) 
capsules, for oral use, https://www.
accessdata.fda.gov/drugsatfda_docs/
label/2020/208447s015s017lbledt.pdf (2020, 
accessed 8 February 2021).

 14. US Food and Drug Administration (FDA). 
Lynparza prescribing information, https://
www.accessdata.fda.gov/drugsatfda_docs/

https://journals.sagepub.com/home/tam
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/208447s015s017lbledt.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/208447s015s017lbledt.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/208447s015s017lbledt.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/208558s013lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/208558s013lbl.pdf


Therapeutic Advances in Medical Oncology 13

14 journals.sagepub.com/home/tam

label/2020/208558s013lbl.pdf (2020, accessed 30 
June 2020).

 15. Mirza MR, Nyvang G-B, Lund B, et al. Final 
survival analysis of NSGO-AVANOVA2/
ENGOT-OV24: Combination of niraparib and 
bevacizumab versus niraparib alone as treatment 
of recurrent platinum-sensitive ovarian cancer—a 
randomized controlled chemotherapy-free study. 
J Clin Oncol 2020; 38: Abstract 6012.

 16. Phillippo DM, Ades AE, Dias S, et al. Methods 
for population-adjusted indirect comparisons in 
health technology appraisal. Med Decis Making 
2018; 38: 200–211.

 17. Signorovitch JE, Sikirica V, Erder MH, et al. 
Matching-adjusted indirect comparisons: a new 
tool for timely comparative effectiveness research. 
Value Health 2012; 15: 940–947.

 18. Guyot P, Ades AE, Ouwens MJ, et al. Enhanced 
secondary analysis of survival data: reconstructing 
the data from published Kaplan-Meier survival 
curves. BMC Med Res Methodol 2012; 12: 9.

 19. National Institute for Health and Care 
Excellence. Single technology appraisal: 
niraparib for maintenance treatment of 
advanced ovarian, fallopian tube and peritoneal 
cancer after response to first-line platinum-
based chemotherapy, https://www.nice.org.uk/
guidance/ta673/evidence/committee-papers-
pdf-9014692142 (accessed 16 March 2021).

 20. Hatswell AJ, Freemantle N and Baio G. The 
effects of model misspecification in unanchored 
matching-adjusted indirect comparison: results 
of a simulation study. Value Health 2020; 23: 
751–759.

 21. Chowdhury S, Oudard S, Uemura H, et al. 
Matching-adjusted indirect comparison of 
the efficacy of apalutamide and enzalutamide 
with ADT in the treatment of non-metastatic 
castration-resistant prostate cancer. Adv Ther 
2020; 37: 501–511.

 22. Kelley RK, Mollon P, Blanc JF, et al. 
Comparative efficacy of cabozantinib and 
regorafenib for advanced hepatocellular 
carcinoma. Adv Ther 2020; 37: 2678–2695.

 23. Odom D, Mladsi D, Purser M, et al. A matching-
adjusted indirect comparison of sonidegib and 
vismodegib in advanced basal cell carcinoma. J 
Skin Cancer 2017; 2017: 6121760.

 24. Reckamp K, Lin HM, Huang J, et al. 
Comparative efficacy of brigatinib versus ceritinib 
and alectinib in patients with crizotinib-refractory 
anaplastic lymphoma kinase-positive non-small 
cell lung cancer. Curr Med Res Opin 2019; 35: 
569–576.

 25. Song J, Ma Q, Gao W, et al. Matching-adjusted 
indirect comparison of blinatumomab vs. 
inotuzumab ozogamicin for adults with relapsed/
refractory acute lymphoblastic leukemia. Adv 
Ther 2019; 36: 950–961.

 26. Telford C, Kabadi SM, Abhyankar S, et al. 
Matching-adjusted indirect comparisons of the 
efficacy and safety of acalabrutinib versus other 
targeted therapies in relapsed/refractory mantle cell 
lymphoma. Clin Ther 2019; 41: 2357–2379.e1.

 27. Tremblay G, Chandiwana D, Dolph M, et al. 
Matching-adjusted indirect treatment comparison 
of ribociclib and palbociclib in HR+, HER2- 
advanced breast cancer. Cancer Manag Res 2018; 
10: 1319–1327.

 28. Vergote IB, Moore KN, Hettle R, et al. Population 
adjusted indirect comparison of the SOLO1 and 
PAOLA-1/ENGOT-ov25 studies of olaparib with 
or without bevacizumab, bev alone and placebo in 
the maintenance treatment of women with newly 
diagnosed stage III/IV ovarian cancer with BRCA 
mutation. Oral Presentation at SGO, 28–31 March 
2020, Toronto, Canada. Abstract 35.

 29. Genentech. AVASTIN® (bevacizumab) injection, 
for intravenous use, https://www.accessdata.fda.
gov/drugsatfda_docs/label/2020/125085s332lbl.
pdf (2020, accessed 8 February 2021).

 30. Kapetanakis V, Prawitz T, Schlichting M, et al. 
Assessment-schedule matching in unanchored 
indirect treatment comparisons of progression-
free survival in cancer studies. Pharmacoeconomics 
2019; 37: 1537–1551.

 31. LaFargue CJ, Dal Molin GZ, Sood AK, et al. 
Exploring and comparing adverse events between 
PARP inhibitors. Lancet Oncol 2019; 20: e15–e28.

 32. Berek JS, Matulonis UA, Peen U, et al. Safety 
and dose modification for patients receiving 
niraparib. Ann Oncol 2018; 29: 1784–1792.

 33. European Medicines Agency. Assesment 
report: Zejula, https://www.ema.europa.eu/en/
documents/variation-report/zejula-h-c-003943-
ii-0019-epar-assessment-report-variation_en.pdf 
(2020, accessed 8 February 2021).

 34. Mirza MR, Gonzalaez Martin A, Graybill W, et al. 
Evaluation of an individualized starting-dose of 
niraparib in the PRIMA/ENGOT-OV26/GOG-
3012 study. J Clin Oncol 2020; 38(Suppl. 15): 6050.

 35. Lorusso D, Guy H, Hamilton J, et al. 366 
Feasibility study of a network meta-analysis 
and unanchored population-adjusted indirect 
treatment comparison of niraparib, olaparib, and 
bevacizumab as maintenance therapies in patients 
with newly diagnosed advanced ovarian cancer. 
Int J Gynecol Cancer 2020; 30: A71–A72.

Visit SAGE journals online 
journals.sagepub.com/
home/tam

SAGE journals

https://journals.sagepub.com/home/tam
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/208558s013lbl.pdf
https://www.nice.org.uk/guidance/ta673/evidence/committee-papers-pdf-9014692142
https://www.nice.org.uk/guidance/ta673/evidence/committee-papers-pdf-9014692142
https://www.nice.org.uk/guidance/ta673/evidence/committee-papers-pdf-9014692142
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/125085s332lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/125085s332lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/125085s332lbl.pdf
https://www.ema.europa.eu/en/documents/variation-report/zejula-h-c-003943-ii-0019-epar-assessment-report-variation_en.pdf
https://www.ema.europa.eu/en/documents/variation-report/zejula-h-c-003943-ii-0019-epar-assessment-report-variation_en.pdf
https://www.ema.europa.eu/en/documents/variation-report/zejula-h-c-003943-ii-0019-epar-assessment-report-variation_en.pdf
https://journals.sagepub.com/home/tam
https://journals.sagepub.com/home/tam

