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Abstract

The primary objective of this study was to address the gap in national data on the ovarian cancer (OC) patient pathway in 
Portugal. We aggregated and synthesized real-world evidence (RWE) studies conducted by AstraZeneca Portugal between 
2016 and 2025 on OC, including fallopian tube and primary peritoneal carcinoma, to provide an overview of the patient 
journey. Moreover, we performed a literature search to include additional studies, using the keywords “ovarian cancer” AND 
“real world” OR “RWE” OR “real world evidence” AND “patient journey” AND “Portugal,” but no relevant citations were 
identified in PubMed. This review includes five studies presented at various national and international meetings. The PADOC 
and the IPOP OC studies evaluated the prevalence of BRCA pathogenic variants in somatic and germline related to OC; the 
MAP-OCSur study focused on characterization of OC surgery in Portugal; the Portuguese subanalysis of the RESPONSE 
trial described the standard of care in patients with OC in Portugal; and the OLA effectiveness evaluated the use of olapa-
rib in platinum-sensitive relapsed OC. The mentioned RWE studies play a crucial role in characterizing the OC patient pathway 
in Portugal, by enhancing the understanding of both the disease and patient profile, as well as identifying existing evidence 
gaps. This review illustrates the current state of OC care in Portugal, raising awareness of challenges and highlighting 
opportunities to improve access and patient outcomes.

Keywords: Real-world evidence. Ovarian cancer. Fallopian tube carcinoma. Primary peritoneal carcinoma. Standard of care. 
Patient journey. Portugal.

Resumo

O objetivo primário deste estudo foi adereçar a lacuna de dados nacionais sobre a jornada das doentes com cancro do 
ovário (CO) em Portugal. Agregámos e sintetizámos estudos de geração de evidência (RWE) conduzidos pela AstraZeneca 
Portugal entre 2016 e 2025 em CO, incluindo carcinoma das trompas de Falópio e carcinoma peritoneal primário, para 
fornecer uma visão global do percurso das doentes. Além disso, realizámos uma pesquisa bibliográfica para incluir estudos 
adicionais, utilizando as palavras-chave “ovarian cancer” E “real world” OU “RWE” OU “real world evidence” E “patient 
journey” E “Portugal”, mas não foram identificadas citações relevantes no PubMed. Esta revisão inclui cinco estudos apre-
sentados em vários encontros nacionais e internacionais. Os estudos PADOC e IPOP OC avaliaram a prevalência de varian-
tes patogénicas BRCA, somáticas e germinativas, relacionadas com CO; o estudo MAP-OCSur centrou-se na caracterização 
da cirurgia em CO em Portugal; a subanálise portuguesa do ensaio RESPONSE descreveu o padrão de tratamento em 

*Correspondence: 
Monica Nave 

E-mail: mnave@hospitaldaluz.pt 

2976-0062 / 2026 © Sociedade Portuguesa de Oncologia. Published by Permanyer. This is an open access article under the CC BY-NC-ND license 
(http://creativecommons.org/licenses/by-nc-nd/4.0/).

Available online: 29-06-2026

Rev. Port. Oncol. 2026;9(1):13-23

 www.rponcologia.com

Date of reception: 02-10-2025

Date of acceptance: 12-02-2026

DOI: 10.24875/RPO.25000022

REVISTA PORTUGUESA DE

������������������

http://crossmark.crossref.org/dialog/?doi=10.24875/RPO.25000022&domain=pdf
mailto:mnave@hospitaldaluz.pt
http://dx.doi.org/10.24875/RPO.25000022
http://dx.doi.org/10.24875/RSCO.23000019



Rev. Port. Oncol. 2026;9(1)

14

Key issues

•	 Real-world evidence (RWE) refers to the analysis 
and interpretation of data from real-world practice.

•	 RWE may help clinicians and health policymakers 
identify gaps in ovarian cancer (OC) patient path-
ways and define strategies to overcome the 
difficulties.

•	 RWE on BRCA mutations in Portuguese OC 
patients aligns with the published data.

•	 RWE on surgery in OC patients in Portugal shows 
a low number of complete and optimal cytoreduc-
tion, suggesting a need for improvement.

•	 Portuguese RWE on the use of olaparib in plati-
num-sensitive relapsed OC supports efficacy data 
of randomized clinical trials (RCTs) despite a high-
er-than-expected need for dose reductions, sug-
gesting a need for clinician training in safety 
management of PARP inhibitors.

Introduction

The importance of an optimized patient journey

Ovarian cancer (OC) is the most lethal type of gyne-
cologic cancer and one of the principal causes of death 
from cancer in women worldwide.1 In 2022, almost 
325,000 women were diagnosed with OC, and around 
207,000 died.2 Of those, 682 new cases were diagno-
sed in Portugal, with 472 deaths attributed to OC.3

Genetic predisposition is one of the main risk factors 
for developing OC cases, with around 10% of OC cases 
associated with germline mutations. The genes most 
commonly mutated are BRCA1 and BRCA2, involved 
in the DNA repair pathway, which confer a 40% and 
18% lifetime risk of OC, respectively. Mutations in other 
genes that also increase OC risk include BRIP1, 
PALB2, ATM, RAD51C, RAD51D, CHEK2, MLH1, 
MSH2, and TP53. The guidelines recommend genetic 
testing, since it can guide diagnosis and medical mana-
gement of high-risk populations.4-6

doentes com CO em Portugal; e o estudo OLA effectiveness avaliou a utilização de olaparib no CO recorrente sensível à 
platina. Os estudos de RWE referidos desempenham um papel crucial na caracterização da jornada das doentes com CO 
em Portugal, ao aprofundar o conhecimento da doença e do perfil das doentes, bem como ao identificar lacunas de evi-
dência existentes. Esta revisão ilustra o estado atual dos cuidados de saúde em CO em Portugal, sensibilizando para os 
desafios e destacando oportunidades para melhorar o acesso e os resultados em saúde das doentes.

Palavras-chave: Evidência do mundo real. Cancro do ovário. Carcinoma das trompas de Falópio. Carcinoma peritoneal 
primário. Padrão de tratamento. Jornada do doente. Portugal. 

The non-specific signs and symptoms of this malig-
nancy and the absence of a validated screening method 
make early detection of OC difficult. Consequently, 
around 60% of OC is detected in an advanced stage 
(III or IV), when it has often already spread to other 
locations besides the ovary.1,7 Radical surgery and che-
motherapy are the mainstream treatments; however, 
around 70% of patients relapse within the first 3 years.8 
Despite the advances in treatments, the prognosis of 
OC remains poor, with a 5-year survival rate after diag-
nosis of 26% for stage III OC and 14% for stage IV 
disease.9

Portugal has one of the lowest incidence rates of 
OC among European countries, with 12 cases/100,000 
inhabitants,3 a statistic that may partially reflect under-
diagnosis and could be potentially related to non-re-
cognition of symptoms. According to one study, 84.2% 
of Portuguese women do not recognize the symptoms 
of OC, which could contribute to delayed diagnosis.10 
As a result, most OC cases are diagnosed in advan-
ced stages, and 22% of patients proceed directly to 
best supportive care without receiving any therapeutic 
intervention.10 This lack of awareness and absence of 
standardized emergency protocols prolongs the 
patient journey from symptom onset to referral. 
Identifying OC related symptoms remains an evidence 
gap, and ongoing research in Portugal is crucial to 
raise awareness among patients and healthcare 
professionals.

Understanding the trends in patient care and outco-
mes in real-world clinical practice has unquestionable 
value, allowing the identification of gaps that may be 
addressed,11 but also the points of action that can con-
tribute to improving patient and disease management.

The primary objective of this review was to assemble 
some real-world evidence (RWE) published on patients 
with OC in Portugal, including fallopian tube and pri-
mary peritoneal carcinoma, presented in various natio-
nal and international meetings to evaluate the “state of 
the art” in OC in Portugal regarding testing of BRCA 
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mutations (BRCAm), surgery, and first and second line 
of therapy (Fig. 1).

BRCA1/2 mutation testing

Epithelial OC is associated with defective homolo-
gous recombination DNA repair in around half of the 
diagnosed cases, which include germline and/or soma-
tic BRCA1/2 mutations.12 These mutations are associa-
ted with a family history of cancer and are a risk factor 
for developing OC.12 In addition to BRCA1/2, other 
genes related to hereditary OC should also be consi-
dered in germline genetic testing, as they may provide 
valuable information for genetic counseling, even 
though targeted therapies are not currently available for 
all these gene mutations.12 Maintenance therapy with a 
poly (adenosine diphosphate-ribose) polymerase inhi-
bitor (PARPi) after platinum-based chemotherapy in 
patients with recurrent platinum-sensitive high-grade 
OC is a new standard of care option. The benefits of 
PARPi have been demonstrated in OC with homolo-
gous recombination deficiency (HRD), particularly in 
patients with a BRCAm.12

Considering the importance of BRCA status for 
genetic counseling and maintenance therapy with 
PARPi in advanced stages, all patients with high-
grade OC should be tested for BRCA1/2 mutations at 
diagnosis. Therefore, national and international guide-
lines recommend testing for both germline and soma-
tic BRCAm.12,13

A significant percentage of patients are unaware of 
BRCA-related cancers in their family, and, before the 
PADOC and the IPOP OC studies, data on the preva-
lence of BRCAm in Portugal were scarce.14 Given the 

value of BRCAm testing, these two studies were con-
ducted in Portugal to determine the presence of 
BRCAm in patients with OC and further understand the 
prevalence of these mutations in the Portuguese OC 
population.

PADOC - Nationwide prevalence study of 
BRCA1/2 germline and somatic variants in 
patients diagnosed with non-mucinous OC 
in Portugal

The PADOC study14 is an interventional, ambispec-
tive, multicenter study that included women aged 18 
years or older diagnosed with non-mucinous epithelial 
OC, fallopian tube, or primary peritoneal carcinoma 
between January 01, 2014, and December 31, 2016. 
The study aimed to determine the prevalence of 
BRCA1/2 variants (somatic and germline) in patients 
diagnosed with non-mucinous OC in several Portuguese 
hospitals nationwide to define the best strategy for 
screening germline/somatic variants in these genes in 
a routine diagnostic setting.

The study included 165 patients from 9 national refe-
rence centers for diagnosis and treatment of OC, with 
a median age at diagnosis of 58 years. Most patients 
(n = 124; 75.2%) were diagnosed with advanced 
disease, 93 had stage III (56.4%), and 31 had stage IV 
(18.8%). Formalin-fixed paraffin-embedded tumor tis-
sue and a peripheral blood sample were available for 
153; for the remaining 12 patients, only blood samples 
were available. Among the 153 tumors analyzed, 127 
(83.0%) had pure serous histology, including 117 
(76.5%) high-grade serous OC (HGSOC) and 9 (5.9%) 
low-grade serous OC. Non-serous histology was 

Figure 1. Real-world evidence regarding ovarian cancer in Portugal conducted by AstraZeneca Portugal between 
2016 and 2025. CNO: National Congress of Oncology (Congresso Nacional de Oncologia); ESGO: European Society  
of Gynaecological Oncology; OC: ovarian cancer; SGO: Society of Gynecologic Oncology; SPG: Portuguese Society  
of Gynecology (Sociedade Portuguesa de Ginecologia), 2025.
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observed in 26 tumors (17.0%), comprising 12 (7.8%) 
clear-cell carcinomas, 4 (2.6%) endometrioid carcino-
mas, and 10 (6.5%) other histologic subtypes.

Of the 153 samples screened for germline/somatic 
BRCA1/2 variants, 32 (20.9%) patients harbored dele-
terious variants: 17 patients (54.5%) with a BRCA1 
variant and 15 patients (45.5%) with a BRCA2 variant. 
A total of 24 (15.7%) patients had germline variants (12 
in the BRCA1 gene and 12 in the BRCA2 gene), and 8 
(5.2%) presented mutations that were found to be 
somatic (5 in BRCA1 and 3 in BRCA2). In addition, one 
BRCA1 germline variant was detected in one of the 12 
patients for whom only the blood sample was available. 
The most frequent germline deleterious variants were 
the BRCA1 c.5266dup and the BRCA2 c.3114dup, each 
representing 12% (3/25) of the germline pathogenic 
variants found in this series. The germline founder 
variant BRCA2 c.156_157insAlu was only detected in 
one of the patients, representing 8.3% (1/12) of the 
BRCA2 germline pathogenic variants found in this 
series. The two germline rearrangements, BRCA2 
c.156_157insAlu and BRCA1 c. (80 + 1_81-1)_(134 + 
1_135-1) del, identified in the respective blood samples, 
were not detected by the NGS tumor assay pipeline. 
Variants of unknown significance (VUS) were identified 
in seven (4.6%) of the 153 patients in which variant 
screening of the BRCA1/2 genes was performed. Within 
this group, four (2.6%) patients had a germline VUS, 
and three (2%) patients had a somatic VUS.

A higher prevalence of pathogenic variants was 
observed among patients with HGSOC, namely 21 of 
117 (17.9%) carried germline variants, and 29 of 117 
(24.8%) carried either germline or somatic variants 
(16 in BRCA1 and 13 in BRCA2). Among the 26 tumors 
with other histologies, three harbored a deleterious ger-
mline BRCAm: one occurred in a clear-cell carcinoma 
(1 of 12; 8.3%) and two in tumors classified as other 
histologies (2 of 10; 20%).

There was a statistically significant difference in age 
at diagnosis between the patients with somatic muta-
tions (mean age of 68.1 years) and those with germline 
mutations (mean age of 54.6 years) (p < 0.001).

Regarding the family history of BRCA-related can-
cers for the total study population, 76.4% (n = 126) of 
the participants had no personal history of breast can-
cer. In the series of 153 patients, 32 reported having a 
family history of BRCA-related cancers, most of them 
in 1st relatives (n = 22; 68.8%). Within the germline and 
the somatic BRCA1/2 mutated groups, 12 out of 
24 (50%) and 2 out of 8 (25.0%) patients, respectively, 
reported having a family history of BRCA-related 

disease. However, the difference was not statistically 
significant.

In conclusion, the PADOC study showed a preva-
lence of 20.9% of BRCA1/2 mutations in patients with 
OC in Portugal, with germline mutations accounting for 
15.7% and somatic mutations for 5.2%. These results 
are consistent with the literature prevalence of BRCAm 
and highlight the importance of performing broad gene-
tic testing, even without a family history of BRCA-
related cancers, leading to the identification of more 
patients with a higher likelihood of benefiting from 
PARPi targeted therapy.15

IPOP OC - Evaluation of BRCA1/2 gene 
frequency among newly diagnosed patients 
with OC in Portugal: a single-center, 
retrospective cohort, database real-world study

A retrospective cohort, observational study was con-
ducted on new patients diagnosed with non-mucinous 
epithelial OC, including carcinosarcomas, at a single 
comprehensive cancer center (IPO-Porto, Portugal), 
where BRCA1/2 testing at diagnosis began to be imple-
mented in clinical practice in 2017.16

This study included female patients aged 18 years or 
more with confirmed newly diagnosed non-mucinous 
epithelial OC who underwent surgery or biopsy at IPO-
Porto between January 01, 2017, and December 31, 
2019. Patients were required to have up to 5 years of 
data available until December 2022. This project aimed 
to evaluate the frequency of BRCA1/2 mutations, either 
somatic or germline, in patients newly diagnosed with 
non-mucinous epithelial OC at a single comprehensive 
cancer center.

After a database search, 228 patients were identified, 
of which 119 were included in the study. The other 109 
patients were excluded due to oncology disease-specific 
treatments before admission or outside IPO-Porto (n = 
37), no medical appointments at IPO-Porto (n = 64), enro-
lled in a clinical trial (n = 2), and lost to follow-up (n = 6).

Genetic testing was performed in 100 patients, with 19 
patients excluded, mainly due to a lack of conditions for 
systemic treatment (n = 7) and overall survival (OS) < 3 
months (n = 9). BRCA1/2 mutations were identified in 
15  patients (15.0%), characterized as germline BRCA1 
(n = 4), somatic BRCA1 (n = 5), germline BRCA2 (n = 3), 
and somatic BRCA2 (n = 3). Table 1 summarizes the 
patients’ demographic and clinical characteristics overall 
and in BRCA-mutated patients.

There were no differences in the frequency of 
BRCA1/2 mutations considering primary debulking 
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Characteristics BRCAm Overall

Negative Positive

(n = 85) (n = 15) (n = 100)

Age at diagnosis

Mean (SD) 62.0 (11.4) 59.2 (8.12) 61.6 (11.0)

Median (min, 
max)

63.0 
(32.0, 81.0)

59.0 
(46.0, 72.0)

62.0 
(32.0, 81.0)

BMI at diagnosis

Mean (SD) 26.7 (5.07) 27.6 (6.39) 26.8 (5.27)

Median (min, 
max)

26.3 
(16.8, 40.1)

27.6 
(18.3, 43.9)

26.3 
(16.8, 43.9)

Missing 1 (1.2) - 1 (1.0)

ECOG at diagnosis (%)

0 46 (54.1) 9 (60.0) 55 (55.0)

1 22 (25.9) 4 (26.7) 26 (26.0)

2 14 (16.5) 1 (6.7) 15 (15.0)

3 3 (3.5) 1 (6.7) 4 (4.0)

Family history (breast  
or ovary/uterus) (%)

No 53 (62.4) 9 (60.0) 62 (62.0)

Yes 27 (31.8) 6 (40.0) 33 (33.0)

Missing 5 (5.9) - 5 (5.0)

Patient history (other  
cancer diseases) (%)

No 72 (84.7) 12 (80.0) 84 (84.0)

Yes 13 (15.3) 3 (20.0) 16 (16.0)

Histology (%)

Endometrioid 14 (16.5) - 14 (14.0)

Other 14 (16.5) 1 (6.7) 15 (15.0)

Serous 57 (67.1) 14 (93.3) 71 (71.0)

Grade (%)

Well-differentiated 11 (12.9) - 11 (11.0)

Moderately 
differentiated

2 (2.4) - 2 (2.0)

Poorly 
differentiated

58 (68.2) 12 (80.0) 70 (70.0)

Grade cannot be 
assessed

14 (16.5) 3 (20.0) 17 (17.0)

Tumor location (%)

Ovary 61 (71.8) 8 (53.3) 69 (69.0)

Fallopian tube 23 (27.1) 7 (46.7) 30 (30.0)

Fallopian tube/
ovary/peritoneum

1 (1.2) - 1 (1.0)

FIGO staging (%)

I-II 24 (28.2) 3 (20.0) 27 (27.0)

III 41 (48.2) 6 (40.0) 47 (47.0)

IV 20 (23.5) 6 (40.0) 26 (26.0)

SD: standard deviation; BMI: body mass index; ECOG: Eastern Cooperative 
Oncology Group; FIGO: International Federation of Gynecology and Obstetrics.

Table 1. Baseline demographic and clinical 
characteristics of the IPOP OC study population

surgery (PDS) (n = 6) or interval debulking surgery 
(IDS) (n = 6), and 20.0% of patients with BRCA1/2 
mutations were treated only with palliative 
chemotherapy.

The results of this study indicate a 15.0% prevalence 
of BRCA1/2 mutations in patients with OC, with ger-
mline mutations accounting for 7.0% and somatic muta-
tions for 8.0%. This prevalence is lower than reported 
in previous publications, such as the PADOC study.

Given that this is a single cancer-center study, and 
some patients were excluded because they received 
treatment prior to admission or outside IPO-Porto, there 
could be some bias in the patient selection that would 
justify the different prevalence of BRCAm. The lower 
prevalence of germline mutations observed in this 
study, compared to other publications, may be attribu-
ted to the close monitoring of familial risk and imple-
mented genetic counseling appointments at IPO Porto, 
which facilitate prophylactic surgeries and monitor 
BRCAm carriers. Overall, this finding highlights the 
relevance of prevention strategies for OC.17,18

Surgical intervention

Despite the advances in treatments, OC still has a 
poor prognosis. Multiple studies have shown that opti-
mal primary cytoreduction surgery (without residual 
disease) improves patient survival.19-21 Surgery reduces 
tumor burden but also allows for the pathological diag-
nosis of the OC subtype and the establishment of 
appropriate systemic treatment based on tumor and 
patient characteristics.22

The surgical management of advanced OC is com-
plex and is a major component of the multidisciplinary 
management of the disease. Assuring the quality of the 
surgery has a high impact on the survival of patients 
with advanced OC.

The European Society of Gynaecologic Oncology 
(ESGO) developed a list of quality indicators for advan-
ced OC surgery to audit and improve clinical practice, 
including, among other criteria, a benchmark of at least 
24 cytoreductive surgeries per center per year as a 
quality indicator.23,24 Portugal is one of the few European 
countries without ESGO-certified centers, which may 
indicate a higher number of suboptimal surgeries per-
formed. The need to evaluate the status of OC surgery 
in Portuguese centers led to the MAP-OCSur study, 
designed to map national surgery centers and charac-
terize surgical quality and patient outcomes.25
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MAP-OCSur – MAPping OC Surgery 
centers in Portugal

MAP-OCSur25 is a retrospective study based on hos-
pital records from the Unified Health System (SUS, 
Sistema Único de Saúde). Registries of hospital produc-
tion from 55 hospitals were included according to the 
following criteria: International Classification of Diseases, 
Tenth Revision (ICD-10) OC diagnosis code in 2017 or 
2018; OC surgical procedure in 2018; or surgical ICD-10 
codes (excisions and resections of ovaries, uterus, fallo-
pian tubes, and lymph nodes or excisions of the perito-
neum). Additional surgical procedures were analyzed to 
characterize the surgeries (omentum, colon, small intes-
tine, peritoneum, and other intra-abdominal organs). 
Hospitals were classified into six categories: oncological 
Centers, University Hospitals, regional Hospitals, medium 
Hospitals, small Hospitals, and very small Hospitals.

There were 1778 patients identified with an ICD-10 
code of OC, fallopian tube, or peritoneum cancer diag-
nosis. Of these, 57% (n = 672) were 70 years or older 
at diagnosis. In 2018, 514 patients underwent surgical/
biopsy procedures (70 biopsy only; 448 surgery and 
biopsy), and 59% (n = 303) of them underwent additio-
nal surgery procedures: 42% (n = 215) omentum, 25% 
(n = 128) colorectum, 24% (n = 121) peritoneum, 6% 
(n = 30) small intestine, and 6% (n = 33) other organs.

Around 50% of the patients had surgical treatment at 
Oncological Centers or University Hospitals. On ave-
rage, Oncological Centers performed 37 surgical pro-
cedures, University Hospitals carried out 20 surgeries, 
and the other hospital categories performed 20 surgical 
procedures (Table 2).

Although ICD-10 is complex and missing data may 
introduce bias, this study represents the first attempt to 
map OC surgery in Portugal.

OC is an uncommon tumor usually diagnosed in the 
advanced stage. Surgical treatment is complex, 
time-consuming, and potentially associated with a high 
rate of complications; therefore, patients must be refe-
rred to specially dedicated hospitals. This study revea-
led that only the Oncological Centers performed more 
than 24 surgical procedures, one of the criteria of the 
ESGO certification. A national study must be carried out 
to define the number of centers needed for the surgical 
treatment of patients with advanced OC in Portugal.

Therapeutic approaches

The standard of care for OC consists of PDS followed 
by carboplatin plus paclitaxel, or neoadjuvant chemo-
therapy followed by IDS or palliative treatment when 

extensive surgery or complete tumor resection is not 
feasible. The maintenance therapies available for pla-
tinum-sensitive OC include bevacizumab and PARPi, 
such as niraparib, rucaparib, and olaparib.26 These tar-
geted therapies have become essential in OC treat-
ment, demonstrating a significant improvement in 
patients’ outcomes.26

Based on the phase III SOLO-2 trial27 results, olapa-
rib, a PARPi, was initially approved as maintenance 
therapy for platinum-sensitive relapsed OC in patients 
with BRCAm. Later, the substantial impact of olaparib 
on survival outcomes observed in the phase III SOLO-1 
trial13 led to extending the approval to frontline mainte-
nance in BRCAm patients. Olaparib received European 
Medicines Agency (EMA) approval in December 2014. 
In Portugal, reimbursement began in September 2019 
for platinum-sensitive relapsed OC maintenance in 
BRCAm patients and in January 2022 for first-line treat-
ment in BRCAm patients. This delay impacted national 
implementation and contributed to an initial learning 
curve in managing treatment-related toxicities. The 
phase III PAOLA-1 trial led to the EMA approval of ola-
parib combined with bevacizumab as first-line mainte-
nance for HRD-positive advanced OC in November 
2020. However, this combination is not currently avai-
lable for clinical use in Portugal, limiting patient access 
to this therapeutic option.

Two real-world studies were conducted in Portugal to 
characterize the treatment of advanced OC. One eva-
luated the standard of care and identified patients eli-
gible for PARPi, whereas the other assessed the 
effectiveness and tolerability of olaparib in plati-
num-sensitive relapsed OC. The findings from these 
studies may help identify opportunities to improve cli-
nical practice and optimize access to targeted 
therapies.

RESPONSE – Real-life data on treatment and 
outcomes in advanced OC: an observational, 
multinational cohort study

The main purpose of RESPONSE28 was to describe 
the standard of care of patients with newly diagnosed 
advanced (stage III or IV) high-grade serous or endo-
metrioid OC in eight countries (Austria, Belgium, 
Denmark, Finland, the Netherlands, Norway, Portugal, 
and Israel). Other objectives included determining the 
percentage of patients undergoing PDS with complete 
or optimal resection, characterizing the effects of BRCA 
status, estimating how many patients would be candi-
dates for first-line PARPi maintenance treatment, and 
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evaluating the use of bevacizumab on patients’ 
outcomes.

Each country retrospectively identified patients until 
a target of 120 was reached, with all patients followed 
for at least 20 months. 1119 women with high-grade 
serous or endometrioid OC between 2002 and 2018 
were included. Most of the patients (97.5%) had high-
grade serous carcinoma, and 66.9% of all patients had 
stage III disease. BRCA testing was available in 66% 
of the patients (739 of 1119), showing that 11.7% had a 
germline BRCAm, and 5.8% had a somatic BRCAm. 
Around a fourth of patients (26.6%) received bevacizu-
mab simultaneously with first-line chemotherapy and as 
maintenance.

Regarding surgery, 41% of the patients underwent 
PDS, and 39.3% had IDS. Of those who had PDS, 
55.5% had complete resection (no visual residual 
disease > 1 cm after surgery), and 15.1% had optimal 
resection (residual disease of ≤ 1 cm). Of the patients 
who underwent IDS, 63.9% had complete resection, 
and 20.9% had optimal resection.

The response to treatment, defined as the propor-
tion of patients with a normal CA-125 level or  > 90% 
decrease from the baseline CA-125 level, was achie-
ved by 66.2% of patients, while, according to physi-
cian assessment, 78.9% had a response to treatment 
(53.2% had a complete response [CR] and 25.7% had 
a partial response [PR]). These results suggest that 
78.9% of the patients would have been eligible for 
PARPi maintenance.

The disease status of the patients was followed up 
for at least 20 months. Six months after the completion 
of chemotherapy, 71.9% of the patients were disea-
se-free, 26.2% had progressive disease, and 1.9% had 
died. After at least 20 months of follow-up, 32.9%, 

46.4%, and 20.9% were disease-free, had progressive 
disease, or had died, respectively.

Bevacizumab significantly improved the OS of patients 
(hazard ratio [HR] 0.62; 95% confidence interval [CI] 
0.42-0.91; p = 0.01), but not the progression-free survi-
val (PFS). The presence of a BRCAm had a significant 
positive effect on PFS (HR 0.60; 95% CI 0.41-0.84;  
p < 0.01), whereas the effect on OS was uncertain.

Even though the results may not apply to other 
regions, this study offers valuable insight into the treat-
ment landscape of OC in Europe.

RESPONSE – Portuguese cohort

In November 2022, a poster summarizing the Portug
uese results compared to the global RESPONSE results 
was presented at the 19th Congresso Nacional de 
Oncologia.10 Portugal included patients from 13 centers 
in Portugal, exceeding the target of 120 patients with a 
total of 190 participants. The majority of these patients 
were diagnosed between 2015 and 2018 (n = 140).

Similar to the overall RESPONSE population, approxi-
mately 68% of the Portuguese patients had stage III 
disease. The proportion of patients with a germline 
BRCAm was higher in Portugal than in the global 
cohort (20.0% vs. 11.7%) and exceeded rates reported 
in the PADOC and IPOP OC studies.

The median time from diagnosis to surgery was 
higher in the Portuguese population, with 2.5 months 
from diagnosis to PDS and 5 months from diagnosis to 
IDS, compared to 0.5 months and 3.5 months in the 
overall RESPONSE population, respectively.

In Portugal, 26% of patients had no surgery, 50% 
underwent PDS, and 22% received palliative chemo-
therapy (vs. 19%, 41%, and 10% globally). A complete 

Table 2. Number of ovarian cancer patients and surgical procedures in the different hospitals included in  
MAP-OCSur study

Hospital category n hospitals n hospitals with surgical 
procedures

n total surgeries n procedures/hospital

IPO – oncology hospital 3 3 111 37

Central university hospitals 6 6 119 20

Regional hospitals 10 10 114 11

Medium hospitals 17 14 84 6

Small hospitals 12 8 20 3

Very small hospitals 5 0 0 0
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cytoreduction was achieved in 37% of patients who had 
PDS (vs. 55% globally), and 59% of the patients who 
underwent IDS (vs. 64%), whereas 11% of PDS (vs. 
15%) and 14% of the IDS (vs. 21%) had residual disease 
of ≤ 1 cm. Table 3 identifies the clinical data from the 
Portuguese cohort versus the global study.

The histology, percentage of stage III disease, PDS, 
and CA-125 expression were comparable between the 
Portuguese patients and the overall RESPONSE popu-
lation. However, the median time from diagnosis to 
surgery was longer in Portugal compared with the glo-
bal cohort, both PDS and IDS. Furthermore, complete 
and optimal cytoreduction rates were lower in Portugal 
than in RESPONSE.

These findings indicate opportunities to reduce time 
to surgery and improve surgical outcomes in Portugal.

OLA effectiveness beyond trials: olaparib’s 
real-world data in platinum-sensitive relapsed 
OC – a multicenter experience from Portugal

The study OLA effectiveness aimed to assess the 
effectiveness and tolerability of olaparib in real-world 
settings across multiple centers in Portugal, exploring 
the extent to which phase III trial outcomes are repli-
cated in clinical practice.29 The effectiveness and tole-
rability of olaparib were evaluated regardless of BRCA 
status, adding valuable RWE for local authorities and 
potentially informing future treatment guidelines.

This retrospective study included patients with plati-
num-sensitive relapsed OC, fallopian tube cancer, or 
primary peritoneal cancer who were treated with 

olaparib as maintenance therapy, irrespective of 
BRCAm status. Clinical data were collected at diagno-
sis and recurrence, before and after initiating olaparib 
treatment. The primary objectives were to evaluate ola-
parib’s effectiveness by calculating median PFS and 
OS from the start of olaparib treatment to radiologically 
confirmed disease progression and death/last contact, 
respectively, and to evaluate tolerability (CTCAE v5.0).30 
Secondary objectives included assessing olaparib 
effectiveness according to BRCAm status and patient 
response to subsequent lines of chemotherapy after 
olaparib treatment. Patients were recruited from six 
Portuguese hospitals, with 59 patients meeting the 
inclusion criteria.

Table 4 shows the baseline characteristics and prior 
treatment patterns of patients included in the OLA 
effectiveness study. Of the 59 patients, 17 (29%) were 
aged ≥ 65 years, 33 (56%) had an Eastern Cooperative 
Oncology Group (ECOG) 0, and 24 (41%) had an ECOG 
1. In total, 45 patients (76%) had BRCAm, subdivided 
as follows: 24 patients with BRCA1, 19 with BRCA2, 
and 2 with mutations in both BRCA1 and BRCA2. 
Among those with BRCAm, 31 were germline, whereas 
14 were somatic. The remaining 14 patients (24%) were 
BRCA wild-type (BRCAwt). At the time of diagnosis, 
97% had HGSOC, predominantly with stage III (70%) 
and stage IV (22%).

Regarding prior treatments, 54% of patients received 
two prior lines of platinum-based chemotherapy, whe-
reas 46% received more than two. The response to the 
most recent line of platinum chemotherapy included 21 
patients (36%) achieving a CR and 38 patients (64%) 

Table 3. Comparing clinical data from the global RESPONSE study versus data from the Portuguese cohort

Parameter RESPONSE (n = 1119) (%) Portugal (n = 190) (%)

High-grade serous tumor 97.5 96.8

Stage III 66.9 68.4

ECOG 0-1 69.6 72.6

Family history of ovarian/breast cancer ~5%/~22 ~5%/~22

gBRCA1/2m 11.7 20

Surgery 80.1% (surgery); 19.9% (no surgery) 73.7 (surgery); 26.3 (no surgery)

PDS and IDS 40.8 (PDS); 39.3 (IDS) 50.7 (PDS); 49.3 (IDS)

Use of chemotherapy in 1st line 1L: ~38; Neo: ~50; palliative: ~10 1L: ~30; Neo: ~48; palliative: ~22

CA-125 60.60 ~60

1L: first line; ECOG: Eastern Cooperative Oncology Group; gBRCA1/2m: BRCA1/2 germline mutation; IDS: interval debulking surgery; Neo: neoadjuvant; PDS: primary 
debulking surgery.
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achieving a PR. Concerning platinum sensitivity, 63% of 
patients had a platinum-free interval of more than 
12 months, whereas 37% had a platinum-free interval of 
6-12 months. Surgery was performed in 95% of patients 
during their first-line treatment, with upfront surgery con-
ducted in 54% of the patients and interval surgery in 
41%, achieving R0 resection in 61% of the cases.

The median duration of olaparib treatment was 8 mon-
ths (range, 2-65). Treatment was discontinued in 
45 patients (75%), mainly due to disease progression (42 
patients), whereas 14 patients (24%) remained on the 
therapy at study end. Notably, 4 patients (7%) received 
olaparib for 5 years or longer. Median PFS was 12 mon-
ths (95% CI 8.4-15.6), with better outcomes in patients 
with BRCAm than in those with BRCAwt (13 vs. 4 mon-
ths; log-rank p = 0.007). Median OS was 28 months 
(95% CI, 21.2-34.7), longer in BRCAm than BRCAwt 
patients (30 vs. 22 months), though the difference was 
not statistically significant (log-rank p = 0.266).

Upon disease progression, 39 of the 42 patients who 
experienced progression received a subsequent line of 
chemotherapy, with a median of 2 lines per patient 
(range, 1-4 lines). Of these, 62% received platinum-ba-
sed chemotherapy, and 15% also received bevacizu-
mab. The median PFS of subsequent chemotherapy 
was 5 months (95% CI 3.8-6.2), with similar values 
regardless of whether patients received platinum-ba-
sed or non-platinum-based regimens (5 vs. 4 months, 
respectively; log-rank p = 0.426).

Treatment-related toxicities of any grade occurred in 
41 patients (69%), leading to dose reductions in 
27  patients (46%) and permanent treatment disconti-
nuation in 3 patients (5%) due to severe adverse events, 
including anemia, acute myeloid leukemia, and acute 
renal failure. Grade ≥ 3 toxicities were reported in 
13 patients (22%). Adverse events included anemia in 
42% of patients (grade ≥ 3 anemia in 12%), nausea in 
19%, asthenia in 12% (with 2% grade ≥ 3), thrombo-
cytopenia in 3% (all grade ≥ 3), and neutropenia in 3% 
(all grade ≥ 3). Additional adverse events were vomiting 
in 5%, leucopenia in 2%, lymphopenia in 2% (grade 3), 
rash in 2%, and single cases of acute renal failure and 
acute myeloid leukemia.

This is the first multicenter study in Portugal to 
demonstrate the effectiveness and safety of olaparib in 
a real-world platinum-sensitive relapsed OC popula-
tion. The findings indicate that olaparib is effective as 
a maintenance therapy in BRCAm platinum-sensitive 
relapsed OC patients and can also benefit selected 

Patient characteristics n (%)

Age

< 65 years 42 (71)

≥ 65 years 17 (29)

ECOG at baseline

0 33 (56)

1 24 (41)

2 2 (3)

Surgery in first line treatment

Surgery performed - yes 56 (95)

Upfront surgery 32 (54)

Interval surgery 24 (41)

R0 34 (61)

High-grade serous ovarian cancer

Yes 57 (97)

No 2 (3)

FIGO stage at diagnosis

I 2 (3)

II 3 (5)

III 41 (70)

IV 13 (22)

Time to recurrence after penultimate  
platinum-based regimen (platinum sensitivity)

6-12 months 22 (37)

> 12 months 37 (63)

Surgery for the current relapse

Yes 15 (25)

No 44 (75)

Number of prior platinum-based therapies

2 32 (54)

> 2 27 (46)

Response to the most recent platinum-based therapy

CR 21 (36)

PR 38 (64)

Prior bevacizumab

Yes 20 (34)

No 39 (66)

BRCA mutation status

BRCAm 45 (76)

BRCA1/BRCA2/BRCA1+2 24/19/2

Germline/Somatic 31/14

BRCAwt 14 (24)

ECOG: Eastern Cooperative Oncology Group; FIGO: International Federation of 
Gynecology and Obstetrics; PR: partial response; CR: complete response; BRCAwt: 
BRCA wild-type; BRCAm: BRCA mutated.

Table 4. Patient characteristics and prior therapies  
(n = 59) in the OLA effectiveness study



Rev. Port. Oncol. 2026;9(1)

22

BRCAwt patients. Despite a higher-than-expected rate 
of dose reductions (46%), the low rate of permanent 
discontinuations reflects a manageable safety profile 
with appropriate monitoring, supporting olaparib’s fea-
sibility in clinical practice. The significant benefits 
observed in BRCAm patients align with phase III trial 
data, although it highlights challenges in toxicity mana-
gement in real-world settings.

These results emphasize the need for continued 
research, clinician training in toxicity management, and 
faster and more comprehensive access to innovative 
therapies. This study provides valuable RWE by docu-
menting treatment patterns, clinical responses, and 
associated challenges that can inform local treatment 
guidelines and healthcare policy. Olaparib’s RWE rea-
ffirms its role as an effective maintenance therapy 
option in platinum-sensitive relapsed OC patients.

Conclusion

RWE studies offer vital insights into healthcare by 
providing comprehensive data on patients and disease 
characterization, and helping healthcare professionals 
to understand the journey from diagnosis to treatment. 
Furthermore, assessing diagnosis methods and treat-
ment effectiveness in real-world settings could offer 
practical outcomes that complement clinical trial data. 
Overall, RWE studies play a crucial role in enhancing 
personalized patient care, optimizing treatment strate-
gies, improving healthcare systems, and can contribute 
to health policy changes.

The RWE gathered and presented in this manuscript 
emphasizes several insights and gaps from the 
Portuguese OC patient journey that need to be addres-
sed. One important finding is that the prevalence of 
BRCA pathogenic variants in OC in Portugal aligns with 
what is described in the literature; however, there 
appears to be a disparity in germline mutations, highli-
ghting the need for genetic testing in all patients. The 
MAP-OCSur study revealed that in Portugal, only the 
Oncological Centers meet one of the quality indicators 
of the ESGO certification. Furthermore, the RESPONSE 
trial results point out the importance of shortening the 
time from diagnosis to surgery and improving OC sur-
gery outcomes in Portugal, given its great importance 
in the prognosis of the disease. These key highlights 
may trigger a broader discussion on the establishment 
of specialized reference centers for OC surgery in 
Portugal, which is crucial for enhancing surgical care 
and patient outcomes. Regarding targeted therapies, 
which can improve long-term disease control, the OLA 

effectiveness study shows olaparib’s similar clinical 
results, but higher dose-reduction rates than reported 
in clinical trials, suggesting a need for better manage-
ment of the PARPi toxicity that enables clinical benefit 
without compromising the quality of life.

Although these results do not represent all the 
Portuguese OC patients, nor all the hospitals that treat 
OC, the studies presented in this review offer a com-
prehensive evaluation of the disease in Portugal. 
Additional studies could be implemented to improve 
knowledge that encompasses all the pathways of OC 
patients, including disease symptoms, time to diagno-
sis and treatment, and palliative care characterization. 
When interpreting these results, the retrospective 
design of the studies should be considered, which can 
be associated with certain biases, such as patient iden-
tification issues and missing data.

Nevertheless, RWE represents an important tool in 
the generation of evidence, allowing for a comprehen-
sive assessment of therapeutic effectiveness in real-
world clinical practice and characterizing the patient 
journey and clinical outcomes. This review summarizes 
five studies that characterize the standard of care for 
OC on diagnosis and treatment, identify gaps and 
unmet needs, and, ideally, provide valuable insights 
into patient pathways, with the aim of improving care 
and prognosis for this disease in Portugal.
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