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Abstract
Background: Approximately 3/4 of ovarian cancers are diagnosed in advanced 
stages, with the high-grade epithelial ovarian carcinoma (EOC) accounting for 
90% of the cases. EOC present high genomic instability and somatic loss-of-func-
tion variants in genes associated with homologous recombination mutational re-
pair pathway (HR), such as BRCA1 and BRCA2, and in TP53. The identification 
of germline variants in HR genes in EOC is relevant for treatment of platinum 
resistant tumors and relapsed tumors with therapies based in synthetic lethality 
such as PARP inhibitors. Patients with somatic variants in HR genes may also 
benefit from these therapies. In this work was analyzed the frequency of somatic 
variants in BRCA1, BRCA2, and TP53 in an EOC cohort of Brazilian patients, 
estimating the proportion of variants in tumoral tissue and their association with 
progression-free survival and overall survival.
Methods: The study was conducted with paired blood/tumor samples from 56 
patients. Germline and tumoral sequences of BRCA1, BRCA2, and TP53 were ob-
tained by massive parallel sequencing. The HaplotypeCaller method was used for 
calling germline variants, and somatic variants were called with Mutect2.
Results: A total of 26 germline variants were found, and seven patients presented 
germline pathogenic or likely pathogenic variants in BRCA1 or BRCA2. The anal-
ysis of tumoral tissue identified 52 somatic variants in 41 patients, being 43 so-
matic variants affecting or likely affecting protein functionality. Survival analyses 
showed that tumor staging was associated with overall survival (OS), while the 
presence of somatic mutation in TP53 was not associated with OS or progression-
free survival.
Conclusion: Frequency of pathogenic or likely pathogenic germline variants in 
BRCA1 and BRCA2 (12.5%) was lower in comparison with other studies. TP53 
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1   |   INTRODUCTION

Ovarian cancer (OC) is one of the leading causes of death 
among gynecological malignancies, with 314,000 new cases 
and 207,500 deaths per year.1 In Brazil, this type of cancer is 
the eighth most incident and 7310 new cases per year were 
estimated for the period 2023-2025.2 Ninety percent of ovar-
ian cancer are derived from epithelial cells (epithelium of 
ovarian surface or ovarian tube), the remaining 10% are de-
rived from germ cells or from granulosa-theca cells, being 
3/4 of OC cases diagnosed in advanced stages and associated 
with worse outcome.3 The epithelial ovarian cancer (EOC) 
is classified in two major types, based on distinct invasive-
ness capacity and aggressiveness: low-grade epithelial car-
cinoma (type I) and high-grade serous epithelial carcinoma 
(type II or HGSOC).4,5 Type II epithelial ovarian carcinomas 
account for 90% of cases and are classified into serous, mu-
cinous, endometrioid, clear cell, transitional cell (Brenner 
tumors), mixed, and undifferentiated subtypes.6,7 These tu-
mors may present high genomic instability, frequently pre-
senting somatic loss-of-function variants in TP53 gene and 
in genes associated with homologous recombination (HR) 
mutational repair pathway, such as BRCA1 and BRCA2.8,9

The presence of germline loss-of-function variants in 
BRCA1 or BRCA2 confers a predisposition for breast cancer 
(absolute risk of 60%–85%) and ovarian cancer (absolute risk 
of 15%–40%).10 It was estimated that 20%–25% of EOC cases 
are associated with the presence of pathogenic germline 
variants in BRCA1/211,12 or in other genes associated with 
tumor suppression and/or DNA damage response (TP53, 
STK11, PTEN, ATM, and CHEK2).13 On the contrary, the 
presence of somatic variants in TP53 is frequently reported, 
with 91% of sporadic EOC presenting loss-of-function TP53 
variants.14–16 Some authors have associated the presence of 
somatic variants in TP53 with patient's outcome; however, 
there are still contradictory and inconsistent findings in re-
spect to this point.17–22 Presence of BRCA1/2 germline loss-
of-function variants in patients diagnosed with EOC was 
associated with an improved survival.23

Most patients with OC are submitted to surgical inter-
vention followed by platinum-based chemotherapy.24,25 
The identification of germline variants in HR genes 
in EOC patients came to be relevant for treatment of 

platinum resistant tumors and relapsed tumors, due to the 
development of therapies with poly (ADP ribose) poly-
merase inhibitors (PARPi), which are based on synthetic 
lethality.26–28 PARPi have been used in the treatment of pa-
tients with pathogenic germline variants in BRCA1/2.29–32 
The use of PARP inhibitors may be not limited to patients 
with pathogenic germline mutations in BRCA1/2, those 
with HR deficiency identified by the presence of specific 
patterns of mutations and chromosomal structural aber-
rations could also be benefited.27,33 Additionally, investi-
gation of somatic genetic variants can contribute to the 
understanding of deleterious events that result in tumor 
therapy resistance and clonal evolution of EOC tumors.34

The aim of this work was to analyze the presence of 
somatic variants in TP53, BRCA1, and BRCA2 in EOC by 
massive parallel sequencing, estimating the proportion of 
these variants in tumor samples and their association with 
progression-free survival (PFS) and overall survival (OS). 
Previous studies carried out in the Brazilian population 
have focused in describing germline variants in BRCA1/2 
and TP53 in EOC patients.13,35–41 The present study was 
carried out in a cohort of Brazilian patients, using an in-
tegrated analysis of germline and somatic (tumoral) vari-
ants. Our data contribute to a better characterization of 
these tumors, in view of the ongoing development of ther-
apies targeting tumors with functional deficiency in HR 
genes.

2   |   MATERIALS AND METHODS

2.1  |  Study cohort

Tumor biopsies and blood samples used in this work were 
initially selected from samples of 108 patients collected by 
the National Tumors Bank (BNT) at the Brazilian National 
Cancer Institute (INCA – Brazil) between 2007 and 2017. 
All patients signed an informed consent before the collec-
tion of tumor and blood samples by the National Tumor 
Bank. Biopsies and blood samples were frozen in liquid 
nitrogen and stored at -80°C. This study was approved 
by Research Ethics Committee of the Brazilian National 
Cancer Institute (CAAE 78305417.3.0000.5274). Patients 
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tional or non-functional somatic variants in BRCA1 or BRCA2.

K E Y W O R D S

BRCA1, BRCA2, homologous recombination repair pathway, ovarian cancer, somatic mutation, 
TP53



      |  3 of 15RICHAU et al.

were diagnosed with epithelial ovarian carcinoma, and 
94/108 paired blood/tumor samples were available. After 
a histopathologic revision, biopsies presenting <60% 
of malignant cells (n = 38) were excluded. In total, this 
study was carried out with samples from 56 patients with 
paired blood/tumor samples, confirmed diagnosis of epi-
thelial ovarian carcinoma and tumor representativeness 
(TR) ≥ 60%.

Clinicopathological data about age at diagnosis, his-
tological subtype, tumor staging at diagnosis carried out 
according to The International Federation of Gynecology 
and Obstetrics (FIGO), family/personal cancer history 
of patients, treatment, disease progression, and last fol-
low-up or death were obtained from medical records. The 
time of PFS was calculated as the period from the diagno-
sis to the disease progression or last follow-up. The OS was 
calculated as the period from the diagnosis to the date of 
death or last follow-up, as suggested by Tuna et al.20

2.2  |  DNA isolation

Genomic DNA was isolated from frozen tumor tissue and 
blood samples. DNA was purified from ~25 mg of tumor 
tissue using the QIAamp® DNA Mini Kit (Qiagen, USA), 
according to manufacturer's instructions. DNA from 
buffycoat or PBMC was isolated with QIAamp® DNA Mini 
Kit (Qiagen, USA) or ReliaPrep™ gDNA Tissue Miniprep 
System (Promega, USA), according to manufacturers' in-
structions. DNA was quantified by spectrophotometry 
with NanoDrop 2000 UV Spectrophotometer (Thermo 
Scientific, Canton, GA, USA). Genomic DNA integrity 
was evaluated through 0.8% agarose gel electrophoresis.

2.3  |  Exons amplification by polymerase 
chain reaction (PCR)

Exons and intronic flaking regions (at least 10 bp) from 
BRCA1, BRCA2, and TP53 were amplified by multiplex 
PCR or long-range PCR as described in Matta et  al.,42 
but with modifications (see Appendix S1). All PCR prod-
ucts were purified with the PureLink™ PCR Purification 
(Invitrogen™, Thermo-Fisher Corporation). DNA con-
centration was normalized to 0.4 ng/μL for library prepa-
ration and massive parallel sequencing.

2.4  |  Massive parallel sequencings and 
sequence data analysis

DNA libraries were prepared using Nextera XT DNA 
Library (Illumina, San Diego, USA), according to 

manufacturer's instructions. DNA libraries were quan-
tified with Qubit® 3.0 Fluorometer (Life Technologies). 
Libraries from the same sample were multiplexed using 
a 3:1 ratio of tumor: blood libraries, to increase the depth 
of coverage of tumor samples. Massive parallel sequenc-
ing was performed in a single run on the MiSeq platform 
(Illumina, San Diego, USA), with 150 × 150 paired end 
reads.

Raw sequencing data were converted from BCL format 
to FASTQ using BaseSpace platform (Illumina). Data were 
processed for read quality using the Prinseq software, 
and reads with Qscore < 30 were excluded from analysis. 
The high-quality reads were mapped to the reference se-
quences of the GRCh38/hg38 UCSC version of the BRCA1 
genes (NM_007294.3); BRCA2 (NM_000059.3) and TP53 
(NM_000546.5) using the Burrows–Wheeler Aligner 
(BWA).43

After pre-processing the data, amplicon and base 
coverage was estimated for all target regions. Variant 
calling of single nucleotide substitutions (SNPs) and in-
sertions/deletions (indels) was performed using a cus-
tom bioinformatics pipeline adapted for the genetic 
panel of BRCA1, BRCA2, and TP53.44 This process was 
divided into two independent steps: (1) calling of germ-
line variants using blood samples and (2) calling of so-
matic variants using paired samples (tumor and blood). 
The germline variant calling was carried out by using 
HaplotypeCaller method, available on the GATK4 web-
site.45 To verify variant quality and to eliminate artifacts 
or false positive variants, the following filters were ap-
plied: QualByDepth, FisherStrand, StrandOddsRatio, 
RMSMappingQuality, MappingQualityRankSumTest, 
and ReadPosRankSumTest, according to GATK sug-
gested parameters. Somatic variants were called with 
Mutect2 simultaneously using germline and somatic se-
quence reads. For filtering, somatic variants were used 
the FilterMutectCalls, which allows the identification of 
low allele frequencies (<10%) and the removal of germ-
line events, artifacts, and possible tumor contamination 
by normal tissue.46

Germline variants with read depth < 30× (DP < 30×) 
and with alternative allele frequency <0.2 (for SNPs) or 
<0.25 (for Indels) were removed from the analysis. For 
tumoral samples, somatic variants with DP < 50×, with a 
minimum count of the alternative allele <10× (minALT-
count < 10×) and localized in intronic position beyond the 
canonical splicing sites (±1/±2), were excluded. All iden-
tified variants were annotated using VEP from Ensembl.47

The proportion of tumoral cells with a somatic muta-
tion (Adjusted Variant Allele Frequency, or VAF-adj) were 
calculated according to Lawson et al.,21 by using the pro-
portion of tumor cells relative to normal cell in the biopsy, 
that is, tumor representativeness (TR). The VAF-adj in 
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somatic samples was estimated as the proportion (in per-
centage) of the alternative allele in the biopsy relative to the 
proportion of tumoral cells (TR): VAF-adj. = VAF × 100%/
TR.

2.5  |  Variant classification

The pathogenicity classification of BRCA1, BRCA2, 
and TP53 germline variants followed the joint rec-
ommendations of the American College of Medical 
Genetics and Genomics (ACMG) and the Association 
for Molecular Pathology (AMP),48 the Clinical Genome 
Resource (ClinGen) updates of such recommendations, 
as well as CanVIG-UK guidelines for cancer suscepti-
bility genes (v2.16), and gene-specific recommenda-
tions from CanVIG-UK (TP53: v1.5; BRCA1/BRCA2: 
v1.17) and ClinGen (TP53: v1.2).49,50 Details on each 
germline classification criterion are described in Matta 
et al.42 Germline variants were classified in five catego-
ries: (a) pathogenic, (b) likely pathogenic, (c) variant of 
uncertain significance (VUS), (d) likely benign, and (e) 
benign.

Somatic variants were classified according to the 
joint recommendations of ClinGen, Cancer Genomics 
Consortium (CGC), and Variant Interpretation for Cancer 
Consortium (VICC),51 being categorized into (a) onco-
genic, (b) likely oncogenic, (c) VUS, (d) likely benign, 
and (e) benign. To support this classification, we used 
the databases Cancer Hotspots and Catalogue of Somatic 
Mutations in Cancer (COSMIC).52,53

In silico predictors suited for functional variant effect 
were also employed to categorize the somatic variants pre-
dicted as deleterious, uncertain, or tolerated: REVEL for 
missense variants54; BayesDel for missense and nonsense 
variants55; mutfunc for inframe indel variants56; SpliceAI 
for splicing variants57; and AutoPVS1 for frameshift, non-
sense, or splicing variants.58 Cutoffs or criteria for this 
categorization were based on the references above and in 
Pejaver et al., for REVEL and BayesDel, and Tayoun et al. 
for AutoPVS1.59,60 Additionally, a functional categoriza-
tion was performed, based on functional studies curated 
by TP53 Database R20 version, CanVIG-UK, or obtained 
by literature searches.61,62 Variants were then categorized 
as non-functional if presented a loss-of-function (LOF) 
effect in at least one functional study; likely non-func-
tional, if variant effect was nonsense, frameshift, or splic-
ing but no functional study was found to corroborate the 
predicted deleterious effect; functional, if there was a 
curated functional study showing a wild-type effect or if 
variant was classified as polymorphism (gnomAD allele 
frequency >1%); otherwise, variant functional categoriza-
tion was deemed uncertain.

2.6  |  Characterization of loss of 
heterozygosity

Germline variants classified as likely pathogenic or patho-
genic were analyzed for loss of heterozygosity (LOH) by 
visual inspection of the reads in the paired tumoral sam-
ple, using the Integrative Genomics Viewer (IGV) tool. 
The presence and frequency of the alternative germline 
allele in the given tumoral sample were computed, and 
the VAF-adj was estimated. LOH was considered when 
the VAF-adj of the likely pathogenic or pathogenic ger-
mline allele in the tumoral sample was ≥80%.

2.7  |  Survival analyses

Association between progression-free survival (PFS) or 
overall survival (OS) with clinical-pathological charac-
teristics and with the presence of somatic mutations in 
TP53 grouped by functional categories was evaluated. 
The clinical-pathological characteristics were grouped 
by tumor histological subtypes (HGSOC vs. other sub-
types), tumor staging (I–II vs. III–IV), and age at diag-
nosis (<50 vs. ≥50 years of age at diagnosis). In respect 
to the presence of somatic mutations in TP53, patients 
were grouped in those with variants categorized as non-
functional or likely non-functional versus those with var-
iants categorized as uncertain or functional effect plus 
patients without TP53 somatic mutations. Kaplan–Meier 
survival analysis and log-rank tests were used to evaluate 
PFS and OS in relation to each variable. Univariate Cox-
regression analyses were performed to calculate relative 
risk, that is, hazard ratio (HR), and 95% CI of each varia-
ble in relation to clinical outcome (PFS or OS). Variables 
with significant relative risk in the univariate analyses 
(p < 0.05) were submitted to multivariate Cox-regression 
analysis. Kaplan–Meier and Cox-regression estimates 
were performed using SPSS software version 23 (SPSS, 
Inc., Chicago, IL, USA).

3   |   RESULTS

3.1  |  Patient clinicopathological 
characteristics and NGS metrics

Table  1 describes the clinicopathological characteristics 
of the cohort. Patients included in this study were diag-
nosed with EOC, the majority (34/56, 60.7%) with High 
Grade Serous Ovarian Carcinoma (HGSOC). The median 
age at diagnosis was 57 years (range, 31–94), being 23/56 
(41.1%) and 14/56 (25.0%) diagnosed in FIGO stages III 
and IV, respectively. Thirteen patients (23.2%) had family 
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history consistent with Hereditary Breast and Ovary Cancer 
Syndrome (HBOC), characterized by the presence of breast/
ovary cancers in first and/or second-degree relatives. Forty-
eight patients (85.4%) underwent total abdominal hysterec-
tomy (TAH), bilateral salpingo-oophorectomy (BSO), and 
omentectomy cytoreduction surgeries. Fifteen (26.8%) pa-
tients received neoadjuvant chemotherapy with carboplatin 
and paclitaxel. Most patients (46/56, 82.1%) were submitted 
to adjuvant chemotherapy regimen based on carboplatin 
and paclitaxel, and 19 patients (33.9%) with disease progres-
sion received additional regimens of adjuvant chemother-
apy with gemcitabine, topotecan, or paclitaxel.

Genomic DNA was isolated from blood and biopsies 
and submitted to massive parallel sequencing of BRCA1, 
BRCA2, and TP53 genes, resulting in average depth cover-
age for tumor samples of 2,330,744 reads for BRCA1 (range: 
442,640–7,475,773), 1,965,145 reads for BRCA2 (range: 
227,065–5,377,818), and 1,505,640 reads for TP53 (range: 
961,945–2,375,777). In blood samples, average depth cover-
age was 335,995 reads for BRCA1 (range: 59,167–2,166,925), 
287,289 reads for BRCA2 (range: 71,233–818,111), and 
381,899 reads for TP53 (range: 308,361–489,603).

3.2  |  Germline variants

A total of 26 distinct germline variants were found, all 
located in coding exons of BRCA1, BRCA2, and TP53 
(Appendix S2). Missense substitutions were the most fre-
quent, corresponding to 22 variants (five in BRCA1, 14 
in BRCA2, and three in TP53) followed by two nonsense 
substitutions (both in BRCA1) and two frameshift variants 
(both in BRCA2).

In respect to variant pathogenicity classification, 18 
variants were classified as benign (three in BRCA1, 12 

T A B L E  1   Characterization of clinicopathological 
characteristics of the 56 patients included in the study.

No (range) %

Patient characteristics

Number of patients included 56 100

Age at diagnosis, median (range) 57 (31–94)

Histological subtype

High-grade serous ovarian carcinoma 34 60

Low-grade serous ovarian carcinoma 2 04

Mucinous carcinoma 8 14

Clear cell carcinoma 7 13

Endometrioid carcinoma 3 05

Mixed tumora 1 02

Mixed tumorb 1 02

Staging

I 16 29

II 3 05

III 23 41

IV 14 25

HBOC family history

Yes 13 23

No 43 77

Personal history of other cancersc

Yes 4 07

No 52 93

Cytoreduction surgery

Primary Debulking Surgery 
(TAH + BSO + Omentectomy)

36 64

Primary Debulking Surgery (Other 
Cytoreduction procedures)

3 6

Interval Debulking Surgery 
(TAH + BSO + Omentectomy)

12 21

Interval Debulking Surgery (Other 
Cytoreduction procedures)

5 9

Neoadjuvant chemotherapy

Yes 15 27

No 41 73

Adjuvant chemotherapy

Carboplatin and Paclitaxel 29 52

Carboplatin and Paclitaxel + 
Additional regimensd

17 30

Gemcitabine 2 4

None adjuvant chemotherapy 8 14

Disease progression

Yes 36 64

No 20 36

(Continues)

No (range) %

Deaths

Yes 36 64

No 20 36

OS in months, median (range) 52 (1–131)

PFS in months, median (range) 22 (1–131)

Abbreviations: BSO, bilateral salpingo-oophorectomy; HBOC, Hereditary 
Breast and Ovarian Cancer Syndrome; OS, Overall Survival; PFS, 
progression-free survival; TAH, total abdominal hysterectomy.
aTumor with histological subtypes HGSOC and Mucinous carcinoma.
bTumor with mixed histological subtypes HGSOC and Clear cell carcinoma.
cCases who had others type of cancer (colorectal cancer, melanoma and 
basal cell carcinoma) before ovarian cancer diagnosis.
dAdditional regimens of adjuvant chemotherapy with gemcitabine, 
topotecan, or paclitaxel.

T A B L E  1   (Continued)
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in BRCA2, three in TP53), two as VUS (both in BRCA2), 
and six as likely pathogenic or pathogenic (four in 
BRCA1 and two in BRCA2). The VUS BRCA2:c.6443C>A 
has conflicting interpretation of pathogenicity in 
ClinVar (either likely benign/benign or VUS), and the 
VUS BRCA2:c.6281A>G was predicted to be benign 
by two in silico predictors (REVEL and BayesDel; see 
Appendix S2).

Among the variants classified as pathogenic/likely 
pathogenic, the nonsense substitution BRCA1 c.1387A>T 
(p.Lys463*) was not reported before in dbSNP or ClinVar. 
This nonsense variant was interpreted as likely patho-
genic, following the PVS1 and PMS supporting criteria of 
the ACMG recommendations48,49: null variant (nonsense, 
frameshift, canonical ±1 or 2 splice sites, initiation codon, 
single or multi-exon deletion) in a gene where loss of func-
tion (LOF) is a known mechanism of disease, and absent 
from controls (absent in gnomAD database). This variant 
was in exon 11, in the Serine-rich Domain Associated 
with the BRCT and in the Ovarian Cancer Cluster Region 
(c.670- c.4096), a region where presence of pathogenic 
variants increases the risk for developing ovarian can-
cer.63 The patient carrying this variant was diagnosed with 
HGSOC at 62 years old and did not report familial history 
of cancers associated with HBOC in first- and second-de-
gree relatives.

The VUS and pathogenic/likely pathogenic germline 
variants are listed in Table  2, and their respective posi-
tions in respect to BRCA1 and BRCA2 protein domains 
are shown in Figure S1.

3.3  |  Somatic variants

A total of 52 somatic variants were found in 41/56 patients 
(Appendix S2). Forty-two variants were single base substi-
tutions (SBSs) being seven in BRCA1, five in BRCA2 and 
30 in TP53. Ten variants were small indels, being three in 
BRCA1, one in BRCA2, and six in TP53. The G>A or C>T 
substitution was the most frequent (n = 17 substitutions) 
followed by T>C or A>G with 14 substitutions (Figure 1). 
Somatic variant classification resulted in 41 classified as 
likely oncogenic/oncogenic, four as VUS, and seven as 
likely benign/benign. In respect to the possible function-
ality of the somatic variants, seven variants were catego-
rized as functional (Appendix S2), 31 as non-functional, 
10 as likely non-functional, and four were categorized as 
uncertain functional effect (Table 3).

For BRCA1 and BRCA2, 16 somatic variants were iden-
tified in 14 patients being six variants (in three patients) 
categorized as functional (Appendix S2), one variant (in 
one patient) as non-functional, six variants (in seven pa-
tients) as likely non-functional, and three variants (in 
three patients) as uncertain functional effect (Table  3). 
Among these variants, two, in BRCA1, were not reported in 
ClinVar or dbSNP: c.3600_3619del(p.Gly1201-GlufsTer11) 
and c.1952A>G(p.Lys651.Arg). The first variant, a frame-
shift deletion in exon 11 results in an early stop codon 
being predicted to be a likely oncogenic variant. The mis-
sense variant c.1952A>G(p.Lys651.Arg) was classified as a 
VUS as there were no supporting data based on functional 
studies, in silico predictions, or cancer databases. The 

T A B L E  2   Germline variants in BRCA1 and BRCA2 genes classified as pathogenic, likely pathogenic, or VUS, and evidence for LOH in 
tumoral tissue.

Patient Exon dbSNP HGVSc HGVSp ClinVar
ACMG/AMP 
classification

VAF blood/
VAFadj tumor

BRCA1

1 11 - c.1387A>Ta p.Lys463* - LP 42%/89%b

66 11 rs80357136 c.3403C>T p.Gln1135* P P 52%/86%b

12 14 rs80357389 c.4484G>T p.Arg1495Met P P 43%/84%b

67 16 rs80357390 c.4964C>T p.Ser1655Phe P/LP LP 51%/100%b

42 16 rs80357390 c.4964C>T p.Ser1655Phe P/LP LP 53%/34%

BRCA2

62 10 rs80359264 c.1138del p.Ser380ValfsTer19 P P 48%/83%b

64 11 rs80359535 c.5771_5774del p.Ile1924ArgfsTer38 P P 48%/100%b

62 11 rs397507838 c.6281A>G p.Tyr2094Cys VUS VUS 58%/38%

67 11 rs80358880 c.6443C>A p.Ser2148Tyr VUS/LB VUS 50%/56%

Note: ACMG/AMP classification considers ClinGen updates of ACMG/AMP guidelines, as well as CanVIG-UK guidelines for cancer susceptibility genes 
(v2.17) (see Section 2).
Abbreviations: LB, likely benign; LP, likely pathogenic; P, pathogenic; VUS, variant of uncertain significance.
aA variant not reported in dbSNP.
bPatients with tumors presenting LOH (Loss of Heterozygosity or loss of the reference allele), what means tumors with VAF-adjusted (VAFadj) > 80%.
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allelic frequency of somatic variants adjusted by the fre-
quency of tumoral cells in the biopsies (VAF-adj) ranged 
from 0.5% to 89% for BRCA1 (median 4.5%) and 1%–100% 
for BRCA2 (median 9%). The position of each somatic 
variant in respect to exons and protein domains is shown 
in Figure S2.

A total of 36 TP53 somatic variants were found in 
tumors of 35 patients (Table  3), with 34 variants (in 34 
patients) categorized as non-functional or likely non-func-
tional, one variant as functional (c.85A>G (p.Asn29Asp)), 
and one as of uncertain functional effect (c.732_733in-
sCATGCG (p.Gly244_Gly245insHisAla)). This inframe 
insertion of six nucleotides occurred between codons 
considered mutational hotspots (Gly244 and Gly245) and 
was not previously reported in dbSNP (see Table  3 and 
Appendix S2). The variant c.559+2T>G was also not re-
ported in dbSNP and was considered likely oncogenic and 
non-functional since it affects a canonical splicing site and 
presents a deleterious in silico prediction (Appendix S2). 
Both non-reported variants were found in patients diag-
nosed at 60 years old (c.732_733insCATGCG (p.Gly244_
Gly245insHisAla)) and 64 years old (c.559+2T>G), both 
with HGSOC stage III, and without familial history of 
cancer.

Indicative of loss of heterozygosity (LOH) was found 
in tumors from six patients carrying BRCA1 or BRCA2 
germline variants (Table  2). For BRCA1 carriers, LOH 
was observed for the following variants: c.1387A>T 
(p.Lys463*) classified as likely pathogenic, c.3403C>T 
(p.Gln1135*) and c.4484G>T (p.Arg1495Met) classified 
as pathogenic, and for one carrier of c.4964C>T (p.Ser-
1655Phe), a variant classified as likely pathogenic. For 
BRCA2, LOH was observed in tumors of two patients 
carrying the pathogenic variants c.1138del (p.Ser380Valf-
sTer19) and c.5771_5774del (p.Ile1924ArgfsTer38). On the 
contrary, no evidence of LOH was found for carriers of 
the germline variants BRCA2:c.6281A>G (p.Tyr2094Cys) 

and BRCA2:c.6443C>A (p.Ser2148Tyr) classified as 
VUS, and for one carrier of the likely pathogenic variant 
BRCA1:c.4964C>T (p.Ser1655Phe). Interestingly, the car-
rier of VUS BRCA2:c.6281A>G (p.Tyr2094Cys) is also a 
carrier of the pathogenic variant BRCA2: c.1138del with 
LOH.

3.4  |  Survival analyses

The univariate analysis found significant associations of 
progression-free survival (PFS) with histological subtype 
and tumor staging, where HGSOC and stages III–IV were 
associated with worse progression (Table 4; Kaplan–Meier 
curves in Figure  S3). However, after the adjusted Cox-
regression, only tumor staging maintained a significant 
association (p = 0.002; HR = 5.218, 95% CI = 1.867–14.587). 
Considering overall survival (OS), only tumor staging pre-
sented a significant association (p = 0.001; HR = 4.948; 95% 
CI = 1.906–12.845), where stages III-IV were associated 
with worse overall survival (Table 4; Kaplan–Meier curves 
in Figure  S3). There were no significant associations of 
PFS or OS with the presence of tumor variants categorized 
as non-functional/likely non-functional in TP53.

4   |   DISCUSSION

In this study, germline pathogenic or likely pathogenic var-
iants were detected in BRCA1 and BRCA2 and were found 
in 12.5% (7/56) of patients. This frequency is lower than 
those reported in studies carried out in other countries, 
with patients with BRCA1 and BRCA2 germline variants 
and not selected for hereditary syndromes: 14.6%–17.5% 
in United States64,65; 21.5% in Black Americans66; and 
22% in Chinese population.67 Three other reports ana-
lyzing Brazilian patients also found a higher frequency 

F I G U R E  1   Number of nucleotide substitution by different categories (T>C or A>G; G>A or C>T; T>G or A>C; A>T or T>A; G>T or 
C>A; G>C or C>G) and indels for BRCA1, BRCA2, and TP53 in tumoral samples. The first cluster shows the nucleotide substitution for the 
three genes and the others show for each gene separately.
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of germline pathogenic variants in BRCA1 and BRCA2: 
19%,35 20%,68 and 27.2%.69 Interestingly, in our set of pa-
tients, no patient was found with one of the pathogenic 
germline variants frequently reported in the Brazilian 
population: BRCA1:c.5266dupC.35,38,68,70 Another recur-
rent pathogenic germline variant not found in our co-
hort is TP53:c.1010G>A (p.R337H), which is considered 
a Brazilian founder mutation, with a populational fre-
quency of ~0.3% in Brazilian Southern region.71,72 While 
this TP53 variant is associated with hereditary breast and 
ovarian syndrome, it has been reported mainly in breast 
cancer cases.42,73

In this work, the analysis of tumor sequences showed 
loss of the germline reference allele (LOH) in all patients 
carrying germline variants classified as pathogenic or 
likely pathogenic, except for one carrier of the variant 
BRCA1:c.4964C>T (p.Ser1655Phe). This variant was found 
in two patients: LOH was detected in one (VAF = 80%; and 
VAF-adj = 100% in the tumor biopsy), but no evidence of 
LOH was found in the other (VAF = VAF-adj = 34% in the 
tumor biopsy). This variant is located in the BRCT-1 do-
main, and functional assays showed that p.Ser1655Phe 
impairs the interaction of BRCA1 with ABRAXAS, BRIP1, 
and CtIP proteins, acting in the HR pathway.74 However, 

this variant was considered as moderately deleterious in 
functional assays affecting the transduction of DNA dam-
age signals.75 Interestingly, the patient carrying the germ-
line variant BRCA1 c.1387A>T (p.Lys463*), at the BRCA1 
Ovarian Cancer Cluster Region, classified as likely patho-
genic (accordingly to ACMG) and presenting LOH in the 
tumoral tissue, did not present familial or personal cancer 
history consistent with HBOC.

Considering somatic variants, the G>A or C>T sub-
stitution was the most recurrent mutation (17/42), fre-
quently occurring in cytosines present in CpG sites 
(8/17), resulting in missense or nonsense substitutions. 
These substitutions are associated with the deamination 
of 5-methylcytosine in positions considered methylation 
hotspots.76,77 This substitution pattern characterizes the 
1A/B mutational signature, as defined by,78,79 and is fre-
quently reported in other cancer types, being positively 
correlated with age.

For BRCA1 and BRCA2, somatic variants classified 
as oncogenic or likely oncogenic were detected in low 
frequency: only four in BRCA1 (in five patients) and 
three in BRCA2 (in three patients). All were nonsense or 
frameshift variants, except for one in BRCA1 gene: the 
missense somatic variant c.5212G>A (p.Gly1738Arg). 

T A B L E  4   Progression-free survival and overall survival analysis in respect to clinicopathologic characteristics and presence of somatic 
variants in TP53.

PFS (mean)
PFS p-
valuea

PFS HR 
(p-value)

PFS 95% 
CI OS (mean)

OS p-
valuea

OS HR 
(p-value) OS 95% CI

Univariate analysis

Histological subtype

Other (N = 22) 78.5 (±11.5) 0.018 2.4 (0.022) 1.1–5.3 70.6 (±11.1) 0.343 1.4 (0.347) 0.7–2.9

HGSOC (N = 34) 40.8 (±7.8) 61.7 (±7.4)

Tumor staging

I–II (N = 19) 97.1 (±9.1) <0.001 5.4 (<0.001) 2.2-13.3 97.6 (±9.9) <0.001 4.9 (0.001) 1.9-12.8

III–IV (N = 37) 34.9 (±7.3) 49.4 (±6.3)

Age at diagnosis

<50 years (N = 15) 58.9 (±13.3) 0.781 1.0 (0.673) 0.9–1.0 74.9 (±13.0) 0.403 1.0 (0.207) 1.0–1.1

≥50 years (N = 41) 51.7 (±8.0) 60.2 (±6.9)

TP53 somatic variant functional classificationb

Functional (N = 22) 63.1 (±11.7) 0.285 1.5 (0.291) 0.7–3.0 59.0 (±9.4) 0.664 0.9 (0.665) 0.4–1.7

Non- functional 
(N = 34)

49.8 (±8.6) 68.3 (±8.3)

PFS multivariate analysis of histological subtype and tumor staging

Histological subtype – – 1.1 (0.896) 0.4–2.5 – – – –

Tumor staging – – 5.2; (0.002) 1.9–14.6 – – – –

Note: HR and 95% CI refers to hazard ratio and confidence interval from Univariate Cox-regression analyses.
Abbreviations: OS, overall survival; PFS, progression-free survival.
ap-Value from Log-rank test.
bThe presence of somatic mutations in TP53, patients were grouped in those with variants classified as non-functional or likely non-functional variants versus 
patients those with variants classified as uncertain effect/functional variants and patients without somatic variants in TP53.
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This variant was categorized as non-functional, and 
the carrier presented a somatic VAF-adjusted of 89%. 
Functional assays characterized a deleterious effect of 
this alteration, due to its location in the C-terminal re-
gion of BRCA1, between the BRCT-1 and BRCT-2 do-
mains, which deregulates the functional activity of the 
protein.80,81

The prevalence of TP53 somatic variants categorized 
as non-functional or likely non-functional, which may 
disturb p53 function, was 62.5% (35/56) of all patients, 
and 64.7% (22/34) of HGSOC patients. The frequency of 
TP53 somatic variants in the present study was lower than 
the 68%–96% frequency found in other studies.82–85 Most 
TP53 somatic variants found here were missense substi-
tutions spanning exons 5 to 8, which correspond to the 
DNA-binding domain (amino acid residues 95–288).86,87 
Nineteen of these missense somatic variants are fre-
quently reported in ovarian tumors, occurring at codons 
considered cancer hotspots,88,89 and presented VAF-
adjusted ranging from 3% to 100%. All these missense vari-
ants were found to reduce/inactivate the transcriptional 
activity of TP53 protein90,91 and/or to decrease/abolish 
the p53 antiproliferative activity, as measured by cell 
growth.92,93 Interestingly, of the five TP53 nonsense so-
matic variants found in this study, four are also described 
as cancer hotspots89 and were caused by the single G>A or 
C>T substitutions that characterize the 1A/B mutational 
signature.78,79

In this work, most of the somatic variants (28/36) cat-
egorized as non-functional or likely non-functional pre-
sented a VAF-adjusted ≥50%, indicating a prevalence of 
tumoral cells with non-functional TP53. In the biallelic 
context, when VAF-adjusted is ~50%, the presence of a 
non-functional TP53 protein can affect the function of the 
wild-type TP53, contributing to tumor progression (e.g., 
variants present in the oligomerization domain).94–96 As 
none of the cases presented a germline variant classified 
as likely oncogenic or oncogenic in TP53, it can be pre-
sumed that somatic alterations in TP53 could be drivers 
of tumorigenesis. This hypothesis is also corroborated by 
the high frequency of TP53 somatic variants in prema-
lignant lesions of the epithelium of the ovarian or fallo-
pian tube.97 However, studies about driver and passenger 
variants in TP53 remain a challenge, because alterations 
in this gene are subjected to multiple selective pressures 
during tumor evolution.98

Considering the survival analyses, tumor staging III/
IV were associated with worse overall survival, while late 
tumor staging and HGSOC were associated with a worse 
progression-free survival, which is consistent with pre-
vious studies.84,99 On the contrary, the presence in TP53 
of somatic non-functional/likely NF variants was not 
associated with overall and progression-free survival, 

agreeing with Ahmed et al., Tuna et al., and Ghezelayagh 
et al.18,20,22 Nevertheless, in a larger cohort (791 HGSOC 
samples from TCGA and other sample sets), Tuna et al.20 
found that a subgroup of tumors with three variants in 
mutational hotspot sites (Y163C/G266/R282) was associ-
ated with worse OS in comparison to other TP53 muta-
tions. In our work, as in other similar studies, the small 
sample size might have obscured the association between 
non-functional/likely -NF TP53 somatic variants and pa-
tient outcome. Therefore, TP53 mutational status could 
not be independently analyzed from tumor characteris-
tics, like histological subtype and tumor staging, which 
are known to be associated with patient survival.

The identification of non-functional or likely non-func-
tional somatic variants in BRCA1/2, in patients without 
germline variants in these genes, could aid in the detec-
tion of patients who may benefit from PARP inhibitors 
(PARPi) targeted therapies.26,27,29 For cases with somatic 
mutations, there are clinical studies that analyze the treat-
ment response and patient survival after the administra-
tion of PARPi.100 Some investigations report the clinical 
benefit of carriers of somatic mutations with the use of 
PARPi and that the responses to treatment are similar be-
tween cases with germline or somatic alterations.101–103 
According to these results, the patients with somatic mu-
tations in BRCA1/2, detected in this study, could benefit 
from PARPi targeted therapy, since most cases are HGSOC 
present 100% representativeness in the tumor and, there-
fore, low levels of contamination by normal cells.

5   |   CONCLUSION

In the present study, the parallel sequencing analyses of 
normal and tumoral tissue allowed the identification of 
variants exclusively present in tumoral samples. TP53 was 
the most altered gene, as expected, with 35 patients (62.5%) 
presenting likely oncogenic or oncogenic variants, while 
eight patients (14.2%) presented likely oncogenic variants 
in BRCA1 and BRCA2 genes. The simultaneous analysis 
of tumor and germline samples allowed the identification 
of somatic variants present in low frequency (<10%), and 
the detection of LOH in tumors from six patients with ger-
mline pathogenic/likely pathogenic variants in BRCA1 or 
BRCA2. In addition, the frequency (12.5%) of germline 
pathogenic or likely pathogenic variants in BRCA1/BRCA2 
was lower in comparison with other works. In respect to 
somatic variants, our analyses did not show any associa-
tion between presence of oncogenic/loss-of-function vari-
ants in TP53 and OS or PFS. To our knowledge, this work 
was the first to carry out an integrated analysis of germline 
and somatic variants for the BRCA1, BRCA2, and TP53 
genes in a Brazilian cohort of epithelial ovarian cancer 
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patients, and to evaluate possible associations between 
tumor mutational profile and survival outcomes in the 
Brazilian population.

AUTHOR CONTRIBUTIONS
Caroline Stahnke Richau: Data curation (equal); formal 
analysis (equal); methodology (equal); validation (equal); 
visualization (equal); writing – original draft (equal); writ-
ing – review and editing (equal). Nicole de Miranda 
Scherer: Data curation (equal); methodology (equal); 
software (equal); validation (equal); visualization (equal); 
writing – review and editing (equal). Bruna Palma 
Matta: Conceptualization (equal); data curation (equal); 
methodology (equal); validation (equal); writing – re-
view and editing (equal). Elvismary Molina de Armas: 
Data curation (equal); methodology (equal); validation 
(equal); visualization (equal); writing – review and editing 
(equal). Fábio Carvalho de Barros Moreira: Data cura-
tion (equal); methodology (equal); writing – review and 
editing (equal). Anke Bergmann: Methodology (equal); 
writing – review and editing (equal). Claudia Bessa 
Pereira Chaves: Conceptualization (equal); writing – 
review and editing (equal). Mariana Boroni: Data cura-
tion (equal); methodology (equal); writing – review and 
editing (equal). Anna Claudia Evangelista dos Santos: 
Conceptualization (equal); data curation (equal); formal 
analysis (equal); project administration (equal); writing –  
review and editing (equal). Miguel Angelo Martins 
Moreira: Conceptualization (equal); formal analysis 
(equal); funding acquisition (equal); project administra-
tion (equal); supervision (equal); writing – original draft 
(equal); writing – review and editing (equal).

ACKNO​WLE​DGE​MENTS
We are very thankful to patients who decided to make the 
surgical specimens available for scientific research. We 
like to thank Maria Theresa Accioly, Diego J. G. de Paula, 
and Luciana M. de Castro from National Tumors Bank 
(BNT) team at the Brazilian National Cancer Institute 
(INCA—Brazil) for storage and helping in DNA purifica-
tion. We thank Carolina F. Torres da Silva for the support 
with massively parallel sequencing, Renata O. Jardim dos 
Santos for performing some PCR reactions and sample 
purification, Maria Carolina V. Alves for figure editing, 
and Daniel Mattos for the supporting in the submission of 
massive parallel sequencing data.

FUNDING INFORMATION
This work was supported by Brazilian Research Council 
(CNPQ, grant: 304339/2018-0), Carlos Chagas Filho 
Research Support Foundation of the State of Rio de Janeiro 
(FAPERJ, grants: 200.928/2021 and E-26/211.309/2021), 
and Ministry of Health (Brazil), Brazilian National Cancer 

Institute (INCA-Brazil, intramural grants), and Swiss 
Bridge Foundation.

CONFLICT OF INTEREST STATEMENT
The authors declare no conflict of interest.

DATA AVAILABILITY STATEMENT
Massive parallel sequencing data (BAM files) are available 
at DDBJ (DNA Data Bank of Japan) under the accession 
number PRJDB16141.

ETHICS STATEMENT
This work was approved by the institutional Research 
Ethics Committee (CAAE 78305417.3.0000.5274).

ORCID
Nicole de Miranda Scherer   https://orcid.
org/0000-0002-5914-4776 
Miguel Angelo Martins Moreira   https://orcid.
org/0000-0003-1437-7522 

REFERENCES
	 1.	 Sung H, Ferlay J, Siegel RL, et  al. Global Cancer Statistics 

2020: GLOBOCAN estimates of incidence and mortality 
worldwide for 36 cancers in 185 countries. CA Cancer J Clin. 
2021;71(3):209-249. doi:10.3322/caac.21660

	 2.	 Instituto Nacional de Câncer, da Silva JAG. Estimativa 2023: 
incidência de câncer no Brasil. Instituto Nacional de Câncer, 
INCA; 2022 162 p.

	 3.	 Toss A, Tomasello C, Razzaboni E, et al. Hereditary ovarian can-
cer: not only BRCA 1 and 2 genes. Biomed Res Int. 2015;2015:11. 
doi:10.1155/2015/341723

	 4.	 Kurman RJ. Origin and molecular pathogenesis of ovar-
ian high-grade serous carcinoma. Ann Oncol. 2013;24:16-21. 
doi:10.1093/annonc/mdt463

	 5.	 Kossaï M, Leary A, Scoazec JY, Genestie C. Ovarian cancer: 
a heterogeneous disease. Pathobiology. 2018;85(1–2):41-49. 
doi:10.1159/000479006

	 6.	 Meinhold-Heerlein I, Fotopoulou C, Harter P, et  al. The new 
WHO classification of ovarian, fallopian tube, and primary 
peritoneal cancer and its clinical implications. Arch Gynecol 
Obstet. 2016;293(4):695-700. doi:10.1007/s00404-016-4035-8

	 7.	 WHO Classification of Ovarian Neoplasms. Accessed May 30, 
2023. https://​www.​patho​logyo​utlin​es.​com/​topic/​​ovary​tumor​
whocl​assif.​html

	 8.	 Testa U, Petrucci E, Pasquini L, Castelli G, Pelosi E. Ovarian 
cancers: genetic abnormalities, tumor heterogeneity and pro-
gression, clonal evolution and cancer stem cells. Medicines. 
2018;5(1):16. doi:10.3390/medicines5010016

	 9.	 Dion L, Carton I, Jaillard S, et al. The landscape and therapeutic 
implications of molecular profiles in epithelial ovarian cancer. 
Journal of. Clin Med. 2020;9(7):1-12. doi:10.3390/jcm9072239

	10.	 Wooster R, Weber BL. Breast and ovarian cancer. N Engl J Med. 
2003;348(23):2339-2347. doi:10.1056/NEJMra012284

	11.	 Nielsen FC, Van Overeem Hansen T, Sorensen CS. Hereditary 
breast and ovarian cancer: new genes in confined pathways. 
Nat Rev Cancer. 2016;16(9):599-612. doi:10.1038/nrc.2016.72

https://orcid.org/0000-0002-5914-4776
https://orcid.org/0000-0002-5914-4776
https://orcid.org/0000-0002-5914-4776
https://orcid.org/0000-0003-1437-7522
https://orcid.org/0000-0003-1437-7522
https://orcid.org/0000-0003-1437-7522
https://doi.org//10.3322/caac.21660
https://doi.org//10.1155/2015/341723
https://doi.org//10.1093/annonc/mdt463
https://doi.org//10.1159/000479006
https://doi.org//10.1007/s00404-016-4035-8
https://www.pathologyoutlines.com/topic/ovarytumorwhoclassif.html
https://www.pathologyoutlines.com/topic/ovarytumorwhoclassif.html
https://doi.org//10.3390/medicines5010016
https://doi.org//10.3390/jcm9072239
https://doi.org//10.1056/NEJMra012284
https://doi.org//10.1038/nrc.2016.72


      |  13 of 15RICHAU et al.

	12.	 Zelli V, Compagnoni C, Cannita K, et al. Applications of next 
generation sequencing to the analysis of familial breast/ovarian 
cancer. High Throughput. 2020;9(1):1-16. doi:10.3390/ht9010001

	13.	 Da Costa E, Silva Carvalho S, Cury NM, et al. Germline vari-
ants in DNA repair genes associated with hereditary breast 
and ovarian cancer syndrome: analysis of a 21 gene panel in 
the Brazilian population. BMC Med Genomics. 2020;13(1):21. 
doi:10.1186/s12920-019-0652-y

	14.	 Moschetta M, George A, Kaye SB, Banerjee S. BRCA somatic muta-
tions and epigenetic BRCA modifications in serous ovarian cancer. 
Ann Oncol. 2016;27(8):1449-1455. doi:10.1093/annonc/mdw142

	15.	 Patch AM, Christie EL, Etemadmoghadam D, et  al. Whole-
genome characterization of chemoresistant ovarian cancer. 
Nature. 2015;521(7553):489-494. doi:10.1038/nature14410

	16.	 Li VD, Li KH, Li JT. TP53 mutations as potential prognostic 
markers for specific cancers: analysis of data from The Cancer 
Genome Atlas and the International Agency for Research on 
Cancer TP53 database. J Cancer Res Clin Oncol. 2019;145(3):625-
636. doi:10.1007/s00432-018-2817-z

	17.	 Shahin MS, Hughes JH, Sood AK, Buller RE. The prognostic sig-
nificance of p53 tumor suppressor gene alterations in ovarian 
carcinoma. Cancer. 2000;89(9):2006-2017. doi:10.1002/1097-
0142(20001101)89:9<2006::aid-cncr18>3.3.co;2-z

	18.	 Ahmed AA, Etemadmoghadam D, Temple J, et al. Driver muta-
tions in TP53 are ubiquitous in high grade serous carcinoma of 
the ovary. J Pathol. 2010;221(1):49-56. doi:10.1002/path.2696

	19.	 Wong KK, Izaguirre DI, Kwan SY, et al. Poor survival with wild-
type TP53 ovarian cancer? Gynecol Oncol. 2013;130(3):565-569. 
doi:10.1016/j.ygyno.2013.06.016

	20.	 Tuna M, Ju Z, Yoshihara K, Amos CI, Tanyi JL, Mills GB. 
Clinical relevance of TP53 hotspot mutations in high-grade 
serous ovarian cancers. Br J Cancer. 2020;122(3):405-412. 
doi:10.1038/s41416-019-0654-8

	21.	 Lawson BC, Yang RK, Euscher ED, Ramalingam P, Malpica A. 
TP53 variant allele frequency correlates with the chemotherapy 
response score in ovarian/fallopian tube/peritoneal high-grade 
serous carcinoma. Hum Pathol. 2021;115:76-83. doi:10.1016/j.
humpath.2021.06.003

	22.	 Ghezelayagh TS, Pennington KP, Norquist BM, et  al. 
Characterizing TP53 mutations in ovarian carcinomas with 
and without concurrent BRCA1 or BRCA2 mutations. Gynecol 
Oncol. 2021;160(3):786-792. doi:10.1016/j.ygyno.2020.12.007

	23.	 Bolton KL, Chenevix-Trench G, Goh C, et al. Association be-
tween BRCA1 and BRCA2 mutations and survival in women 
with invasive epithelial ovarian cancer. JAMA. 2012;307(4):382-
389. doi:10.1001/jama.2012.20

	24.	 Ledermann JA, Raja FA, Fotopoulou C, Gonzalez-Martin A, 
Colombo N, Sessa C. Newly diagnosed and relapsed epithe-
lial ovarian carcinoma: ESMO clinical practice guidelines for 
diagnosis, treatment and follow-up. Ann Oncol. 2013;24(Suppl 
6):24-32. doi:10.1093/annonc/mdt333

	25.	 National Comprehensive Cancer Network. Ovarian cancer/
fallopian tube cancer/primary peritoneal cancer. 2023. (Version 
1.2023). Accessed May 18, 2023. https://​www.​nccn.​org/​profe​
ssion​als/​physi​cian_​gls/​pdf/​ovari​an.​pdf

	26.	 Fong PC, Boss DS, Yap TA, et al. Inhibition of poly (ADP-ribose) 
polymerase in tumors from BRCA mutation carriers. N Engl J 
Med. 2009;361(2):123-134. doi:10.1056/NEJMoa0900212

	27.	 Jiang X, Li X, Li W, Bai H, Zhang Z. PARP inhibitors in ovarian 
cancer: sensitivity prediction and resistance mechanisms. J Cell 
Mol Med. 2019;23(4):2303-2313. doi:10.1111/jcmm.14133

	28.	 Lord CJ, Ashworth A. PARP inhibitors: synthetic lethality in 
the clinic. Science. 2017;355(6330):1152-1158. doi:10.1126/sci-
ence.aam7344

	29.	 Moore K, Colombo N, Scambia G, et al. Maintenance Olaparib in 
patients with newly diagnosed advanced ovarian cancer. N Engl 
J Med. 2018;379(26):2495-2505. doi:10.1056/NEJMoa1810858

	30.	 Ledermann J, Harter P, Gourley C, et al. Olaparib maintenance 
therapy in patients with platinum-sensitive relapsed serous 
ovarian cancer: a preplanned retrospective analysis of out-
comes by BRCA status in a randomised phase 2 trial. Lancet 
Oncol. 2014;15(8):852-861. doi:10.1016/S1470-2045(14)70228-1

	31.	 Ledermann JA, Drew Y, Kristeleit RS. Homologous recombina-
tion deficiency and ovarian cancer. Eur J Cancer. 2016;60:49-58. 
doi:10.1016/j.ejca.2016.03.005

	32.	 Kim G, Ison G, McKee AE, et  al. FDA approval summary: 
olaparib monotherapy in patients with deleterious germline 
BRCA-mutated advanced ovarian cancer treated with three or 
more lines of chemotherapy. Clin Cancer Res. 2015;21(19):4257-
4261. doi:10.1158/1078-0432.CCR-15-0887

	33.	 Stover EH, Fuh K, Konstantinopoulos PA, Matulonis UA, Liu 
JF. Clinical assays for assessment of homologous recombina-
tion DNA repair deficiency. Gynecol Oncol. 2020;159(3):887-
898. doi:10.1016/j.ygyno.2020.09.029

	34.	 Jonsson P, Bandlamudi C, Cheng ML, et  al. Tumour 
lineage shapes BRCA-mediated phenotypes. Nature. 
2019;571(7766):576-579. doi:10.1038/s41586-019-1382-1

	35.	 Maistro S, Teixeira N, Encinas G, et  al. Germline muta-
tions in BRCA1 and BRCA2 in epithelial ovarian cancer pa-
tients in Brazil. BMC Cancer. 2016;16(1):934. doi:10.1186/
s12885-016-2966-x

	36.	 Silva FC, Lisboa BCG, Figueiredo MCP, et al. Hereditary breast 
and ovarian cancer: assessment of point mutations and copy 
number variations in Brazilian patients. BMC Med Genet. 
2014;15(1):55. doi:10.1186/1471-2350-15-55

	37.	 Palmero EI, Alemar B, Schüler-Faccini L, et  al. Screening 
for germline BRCA1, BRCA2, TP53 and CHEK2 mutations 
in families at-risk for hereditary breast cancer identified in a 
population-based study from southern Brazil. Genet Mol Biol. 
2016;39(2):210-222. doi:10.1590/1678-4685-GMB-2014-0363

	38.	 Palmero EI, Carraro DM, Alemar B, et  al. The germline mu-
tational landscape of BRCA1 and BRCA2 in Brazil. Sci Rep. 
2018;8(1):9188. doi:10.1038/s41598-018-27315-2

	39.	 Alemar B, Gregório C, Herzog J, et  al. BRCA1 and BRCA2 
mutational profile and prevalence in hereditary breast and 
ovarian cancer (HBOC) probands from southern Brazil: are 
international testing criteria appropriate for this specific pop-
ulation? PLoS One. 2017;12(11):e0187630. doi:10.1371/journal.
pone.0187630

	40.	 Maksimenko J, Irmejs A, Trofimovičs G, et al. High frequency 
of pathogenic non-founder germline mutations in BRCA1 
and BRCA2 in families with breast and ovarian cancer in a 
founder population. Hered Cancer Clin Pract. 2018;16(1):12. 
doi:10.1186/s13053-018-0094-0

	41.	 Ewald IP, Cossio SL, Palmero EI, et al. BRCA1 and BRCA2 rear-
rangements in Brazilian individuals with hereditary breast and 
ovarian cancer syndrome. Genet Mol Biol. 2016;39(2):223-231. 
doi:10.1590/1678-4685-GMB-2014-0350

	42.	 Matta BP, Gomes R, Mattos D, et al. Familial history and prev-
alence of BRCA1, BRCA2 and TP53 pathogenic variants in 
HBOC Brazilian patients from a public healthcare service. Sci 
Rep. 2022;12(1):18629. doi:10.1038/s41598-022-23012-3

https://doi.org//10.3390/ht9010001
https://doi.org//10.1186/s12920-019-0652-y
https://doi.org//10.1093/annonc/mdw142
https://doi.org//10.1038/nature14410
https://doi.org//10.1007/s00432-018-2817-z
https://doi.org//10.1002/1097-0142(20001101)89:9<2006::aid-cncr18>3.3.co;2-z
https://doi.org//10.1002/1097-0142(20001101)89:9<2006::aid-cncr18>3.3.co;2-z
https://doi.org//10.1002/path.2696
https://doi.org//10.1016/j.ygyno.2013.06.016
https://doi.org//10.1038/s41416-019-0654-8
https://doi.org//10.1016/j.humpath.2021.06.003
https://doi.org//10.1016/j.humpath.2021.06.003
https://doi.org//10.1016/j.ygyno.2020.12.007
https://doi.org//10.1001/jama.2012.20
https://doi.org//10.1093/annonc/mdt333
https://www.nccn.org/professionals/physician_gls/pdf/ovarian.pdf
https://www.nccn.org/professionals/physician_gls/pdf/ovarian.pdf
https://doi.org//10.1056/NEJMoa0900212
https://doi.org//10.1111/jcmm.14133
https://doi.org//10.1126/science.aam7344
https://doi.org//10.1126/science.aam7344
https://doi.org//10.1056/NEJMoa1810858
https://doi.org//10.1016/S1470-2045(14)70228-1
https://doi.org//10.1016/j.ejca.2016.03.005
https://doi.org//10.1158/1078-0432.CCR-15-0887
https://doi.org//10.1016/j.ygyno.2020.09.029
https://doi.org//10.1038/s41586-019-1382-1
https://doi.org//10.1186/s12885-016-2966-x
https://doi.org//10.1186/s12885-016-2966-x
https://doi.org//10.1186/1471-2350-15-55
https://doi.org//10.1590/1678-4685-GMB-2014-0363
https://doi.org//10.1038/s41598-018-27315-2
https://doi.org//10.1371/journal.pone.0187630
https://doi.org//10.1371/journal.pone.0187630
https://doi.org//10.1186/s13053-018-0094-0
https://doi.org//10.1590/1678-4685-GMB-2014-0350
https://doi.org//10.1038/s41598-022-23012-3


14 of 15  |      RICHAU et al.

	43.	 Li H, Durbin R. Fast and accurate long-read alignment with 
Burrows-Wheeler transform. Bioinformatics. 2010;26(5):589-
595. doi:10.1093/bioinformatics/btp698

	44.	 De Armas EM, De Miranda Scherer N, Lifschitz S, Boroni M. 
Genome variant calling workflow implementation and de-
ployment in HPC infrastructure. International Conference on 
Bioinformatics and Biomedicine (BIBM), Houston, TX, USA 
2021:1933-1940.

	45.	 GATK guidelines. Accessed May 10, 2021. https://​gatk.​broad​
insti​tute.​org/​hc/​en-​us

	46.	 Benjamin D, Sato T, Cibulskis K, Getz G, Stewart C, Lichtenstein 
L. Calling somatic SNVs and indels with Mutect2. 2019. bioRxiv. 
doi:10.1101/861054

	47.	 Ensembl. Accessed February 10, 2021. https://​www.​ensem​bl.​
org/​index.​html

	48.	 Richards S, Aziz N, Bale S, et al. Standards and guidelines for 
the interpretation of sequence variants: a joint consensus rec-
ommendation of the American College of Medical Genetics 
and Genomics and the Association for Molecular Pathology. 
Genet Med. 2015;17(5):405-424. doi:10.1038/gim.2015.30

	49.	 Clinical Genome Resource (ClinGen). Accessed April 20, 2023. 
https://​www.​clini​calge​nome.​org/​worki​ng-​groups/​seque​nce-​
varia​nt-​inter​preta​tion/​

	50.	 The Cancer Variant Interpretation Group UK (CanVIG-UK). 
Accessed April 20, 2023. https://​www.​cange​ne-​canva​ruk.​org/​
canvi​g-​uk

	51.	 Horak P, Griffith M, Danos AM, et al. Standards for the classi-
fication of pathogenicity of somatic variants in cancer (oncoge-
nicity): Joint recommendations of Clinical Genome Resource 
(ClinGen), Cancer Genomics Consortium (CGC), and Variant 
Interpretation for Cancer Consortium (VICC). Genet Med. 
2022;24(5):986-998. doi:10.1016/j.gim.2022.01.001

	52.	 Cancer Hotspots. Accessed April 20, 2023. https://​www.​cance​
rhots​pots.​org

	53.	 Catalogue Of Somatic Mutations In Cancer (COSMIC). 
Accessed April 20, 2023. https://​cancer.​sanger.​ac.​uk/​cosmic

	54.	 Ioannidis NM, Rothstein JH, Pejaver V, et al. REVEL: an ensem-
ble method for predicting the pathogenicity of rare missense 
variants. Am J Hum Genet. 2016;99(4):877-885. doi:10.1016/j.
ajhg.2016.08.016

	55.	 Feng BJ. PERCH: a unified framework for disease gene pri-
oritization. Hum Mutat. 2017;38(3):243-251. doi:10.1002/
humu.23158

	56.	 Wagih O, Galardini M, Busby BP, Memon D, Typas A, Beltrao 
P. A resource of variant effect predictions of single nucleotide 
variants in model organisms. Mol Syst Biol. 2018;14(12):e8430. 
doi:10.15252/msb.20188430

	57.	 Jaganathan K, Kyriazopoulou Panagiotopoulou S, McRae JF, et al. 
Predicting splicing from primary sequence with deep learning. 
Cell. 2019;176(3):535-548.e24. doi:10.1016/j.cell.2018.12.015

	58.	 Xiang J, Peng J, Peng Z. AutoPVS1: an automatic classifica-
tion tool for PVS1 interpretation of null variants. Hum Mutat. 
2020;41(9):1488-1498. doi:10.1002/humu.24051

	59.	 Pejaver V, Byrne AB, Feng BJ, et  al. Calibration of compu-
tational tools for missense variant pathogenicity classifica-
tion and ClinGen recommendations for PP3/BP4 criteria. 
Am J Hum Genet. 2022;109(12):2163-2177. doi:10.1016/j.
ajhg.2022.10.013

	60.	 Abou Tayoun AN, Pesaran T, DiStefano MT, et  al. 
Recommendations for interpreting the loss of function PVS1 

ACMG/AMP variant criterion. Hum Mutat. 2018;39(11):1517-
1524. doi:10.1002/humu.23626

	61.	 TP53 Database R20 version. Accessed April 20, 2023. https://​
tp53.​isb-​cgc.​org/​

	62.	 The Cancer Variant Interpretation Group UK (CanVIG-UK). 
Accessed April 20, 2023. https://​www.​cange​ne-​canva​ruk.​org/​
funct​ional​-​studi​es-​recom​menda​tions​

	63.	 Rebbeck TR, Mitra N, Wan F, et al. Association of type and lo-
cation of BRCA1 and BRCA2 mutations with risk of breast and 
ovarian cancer. JAMA. 2015;313(13):1347-1361. doi:10.1001/
jama.2014.5985

	64.	 Walsh T, Casadei S, Lee MK, et  al. Mutations in 12 genes 
for inherited ovarian, fallopian tube, and peritoneal car-
cinoma identified by massively parallel sequencing. Proc 
Natl Acad Sci USA. 2011;108(44):18032-18037. doi:10.1073/
pnas.1115052108

	65.	 Norquist BM, Harrell MI, Brady MF, et al. Inherited mutations 
in women with ovarian carcinoma. JAMA Oncol. 2016;2(4):482-
490. doi:10.1001/jamaoncol.2015.5495

	66.	 Somasegar S, Weiss AS, Norquist BM, et  al. Germline muta-
tions in black patients with ovarian, fallopian tube and primary 
peritoneal carcinomas. Gynecol Oncol. 2021;163(1):130-133. 
doi:10.1016/j.ygyno.2021.08.017

	67.	 Li W, Shao D, Li L, et al. Germline and somatic mutations of 
multi-gene panel in Chinese patients with epithelial ovarian 
cancer: a prospective cohort study. J Ovarian Res. 2019;12(1):80. 
doi:10.1186/s13048-019-0560-y

	68.	 Cotrim DP, Ribeiro ARG, Paixão D, et al. Prevalence of BRCA1 
and BRCA2 pathogenic and likely pathogenic variants in 
non-selected ovarian carcinoma patients in Brazil. BMC 
Cancer. 2019;19(1):4. doi:10.1186/s12885-018-5235-3

	69.	 Cipriano NM, de Brito AM, de Oliveira ES, et al. Mutation screen-
ing of TP53, CHEK2 and BRCA genes in patients at high risk for 
hereditary breast and ovarian cancer (HBOC) in Brazil. Breast 
Cancer. 2019;26(3):397-405. doi:10.1007/s12282-018-00938-z

	70.	 Gomes R, Soares BL, Felicio PS, et  al. Haplotypic characteri-
zation of BRCA1 c.5266dupC, the prevailing mutation in 
Brazilian hereditary breast/ovarian cancer. Genet Mol Biol. 
2020;43(2):e20190072. doi:10.1590//1678-4685-GMB-2019-0072

	71.	 Garritano S, Gemignani F, Palmero EI, et al. Detailed haplotype 
analysis at the TP53 locus in p.R337H mutation carriers in the 
population of Southern Brazil: evidence for a founder effect. 
Hum Mutat. 2010;31(2):143-150. doi:10.1002/humu.21151

	72.	 Achatz MI, Zambetti GP. The inherited p53 mutation in 
the Brazilian population. Cold Spring Harb Perspect Med. 
2016;6(12):a026195. doi:10.1101/cshperspect.a026195

	73.	 Giacomazzi J, Graudenz MS, Osorio CABT, et al. Prevalence 
of the TP53 p.R337H mutation in breast cancer patients in 
Brazil. PLoS One. 2014;9(6):e99893. doi:10.1371/journal.
pone.0099893

	74.	 Roy R, Chun J, Powell SN. BRCA1 and BRCA2: different roles 
in a common pathway of genome protection. Nat Rev Cancer. 
2012;12(1):68-78. doi:10.1038/nrc3181

	75.	 Lee MS, Green R, Marsillac SM, et al. Comprehensive analysis 
of missense variations in the BRCT domain of BRCA1 by struc-
tural and functional assays. Cancer Res. 2010;70(12):4880-4890. 
doi:10.1158/0008-5472.CAN-09-4563

	76.	 Cooper DN, Mort M, Stenson PD, Ball EV, Chuzhanova 
NA. Methylation-mediated deamination of 5-methylcy-
tosine appears to give rise to mutations causing human 

https://doi.org//10.1093/bioinformatics/btp698
https://gatk.broadinstitute.org/hc/en-us
https://gatk.broadinstitute.org/hc/en-us
https://doi.org//10.1101/861054
https://www.ensembl.org/index.html
https://www.ensembl.org/index.html
https://doi.org//10.1038/gim.2015.30
https://www.clinicalgenome.org/working-groups/sequence-variant-interpretation/
https://www.clinicalgenome.org/working-groups/sequence-variant-interpretation/
https://www.cangene-canvaruk.org/canvig-uk
https://www.cangene-canvaruk.org/canvig-uk
https://doi.org//10.1016/j.gim.2022.01.001
https://www.cancerhotspots.org
https://www.cancerhotspots.org
https://cancer.sanger.ac.uk/cosmic
https://doi.org//10.1016/j.ajhg.2016.08.016
https://doi.org//10.1016/j.ajhg.2016.08.016
https://doi.org//10.1002/humu.23158
https://doi.org//10.1002/humu.23158
https://doi.org//10.15252/msb.20188430
https://doi.org//10.1016/j.cell.2018.12.015
https://doi.org//10.1002/humu.24051
https://doi.org//10.1016/j.ajhg.2022.10.013
https://doi.org//10.1016/j.ajhg.2022.10.013
https://doi.org//10.1002/humu.23626
https://tp53.isb-cgc.org/
https://tp53.isb-cgc.org/
https://www.cangene-canvaruk.org/functional-studies-recommendations
https://www.cangene-canvaruk.org/functional-studies-recommendations
https://doi.org//10.1001/jama.2014.5985
https://doi.org//10.1001/jama.2014.5985
https://doi.org//10.1073/pnas.1115052108
https://doi.org//10.1073/pnas.1115052108
https://doi.org//10.1001/jamaoncol.2015.5495
https://doi.org//10.1016/j.ygyno.2021.08.017
https://doi.org//10.1186/s13048-019-0560-y
https://doi.org//10.1186/s12885-018-5235-3
https://doi.org//10.1007/s12282-018-00938-z
https://doi.org//10.1590//1678-4685-GMB-2019-0072
https://doi.org//10.1002/humu.21151
https://doi.org//10.1101/cshperspect.a026195
https://doi.org//10.1371/journal.pone.0099893
https://doi.org//10.1371/journal.pone.0099893
https://doi.org//10.1038/nrc3181
https://doi.org//10.1158/0008-5472.CAN-09-4563


      |  15 of 15RICHAU et al.

inherited disease in CpNpG trinucleotides, as well as in 
CpG dinucleotides. Hum Genomics. 2010;4(6):406-410. 
doi:10.1186/1479-7364-4-6-406

	77.	 Pfeifer GP. Mutagenesis at methylated CpG sequences. Curr 
Top Microbiol Immunol. 2006;301:259-281. doi:10.1007/​
3-540-31390-7_10

	78.	 Alexandrov LB, Nik-Zainal S, Wedge DC, Campbell PJ, Stratton 
MR. Deciphering signatures of mutational processes operative 
in human Cancer. Cell Rep. 2013;3(1):246-259. doi:10.1016/j.
celrep.2012.12.008

	79.	 Alexandrov LB, Kim J, Haradhvala NJ, et  al. The reper-
toire of mutational signatures in human cancer. Nature. 
2020;578(7793):94-101. doi:10.1038/s41586-020-1943-3

	80.	 Carvalho MA, Couch FJ, Monteiro ANA. Functional assays for 
BRCA1 and BRCA2. Int J Biochem Cell Biol. 2007;39(2):298-310. 
doi:10.1016/j.biocel.2006.08.002

	81.	 Easton DF, Deffenbaugh AM, Pruss D, et  al. A systematic 
genetic assessment of 1,433 sequence variants of unknown 
clinical significance in the BRCA1 and BRCA2 breast can-
cer-predisposition genes. Am J Hum Genet. 2007;81(5):873-883. 
doi:10.1086/521032

	82.	 Bell D, Berchuck A, Birrer M, et al. Integrated genomic anal-
yses of ovarian carcinoma. Nature. 2011;474(7353):609-615. 
doi:10.1038/nature10166

	83.	 Pennington KP, Walsh T, Harrell MI, et  al. Germline and so-
matic mutations in homologous recombination genes predict 
platinum response and survival in ovarian, fallopian tube, and 
peritoneal carcinomas. Clin Cancer Res. 2014;20(3):764-775. 
doi:10.1158/1078-0432.CCR-13-2287

	84.	 Watanabe T, Nanamiya H, Endo Y, et  al. Identification and 
clinical significance of somatic oncogenic mutations in epithe-
lial ovarian cancer. J Ovarian Res. 2021;14(1):129. doi:10.1186/
s13048-021-00876-z

	85.	 Andrikopoulou A, Zografos E, Apostolidou K, et al. Germline 
and somatic variants in ovarian carcinoma: a next-generation 
sequencing (NGS) analysis. Front Oncol. 2022;12:1030786. 
doi:10.3389/fonc.2022.1030786

	86.	 Willis A, Jung EJ, Wakefield T, Chen X. Mutant p53 ex-
erts a dominant negative effect by preventing wild-type p53 
from binding to the promoter of its target genes. Oncogene. 
2004;23(13):2330-2338. doi:10.1038/sj.onc.1207396

	87.	 Bouaoun L, Sonkin D, Ardin M, et al. TP53 variations in human 
cancers: new lessons from the IARC TP53 database and genomics 
data. Hum Mutat. 2016;37(9):865-876. doi:10.1002/humu.23035

	88.	 Chang MT, Asthana S, Gao SP, et  al. Identifying recurrent 
mutations in cancer reveals widespread lineage diversity and 
mutational specificity. Nat Biotechnol. 2016;34(2):155-163. 
doi:10.1038/nbt.3391

	89.	 Chang MT, Bhattarai TS, Schram AM, et al. Accelerating dis-
covery of functional mutant alleles in cancer. Cancer Discovery. 
2018;8(2):174-183. doi:10.1158/2159-8290.CD-17-0321

	90.	 Kato S, Han SY, Liu W, et al. Understanding the function-struc-
ture and function-mutation relationships of p53 tumor sup-
pressor protein by high-resolution missense mutation analysis. 
Proc Natl Acad Sci USA. 2003;100(14):8424-8429. doi:10.1073/
pnas.1431692100

	91.	 Dearth LR, Qian H, Wang T, et al. Inactive full-length p53 mutants 
lacking dominant wild-type p53 inhibition highlight loss of hetero-
zygosity as an important aspect of p53 status in human cancers. 
Carcinogenesis. 2007;28(2):289-298. doi:10.1093/carcin/bgl132

	92.	 Giacomelli AO, Yang X, Lintner RE, et al. Mutational processes 
shape the landscape of TP53 mutations in human cancer. Nat 
Genet. 2018;50:1381-1387. doi:10.1038/s41588-018-0204-y

	93.	 Kotler E, Shani O, Goldfeld G, et  al. A systematic p53 muta-
tion library links differential functional impact to Cancer 
mutation pattern and evolutionary conservation. Mol Cell. 
2018;71(1):178-190. doi:10.1016/j.molcel.2018.06.012

	94.	 Brosh R, Rotter V. When mutants gain new powers: news 
from the mutant p53 field. Nat Rev Cancer. 2009;9:701-713. 
doi:10.1038/nrc2693

	95.	 Freed-Pastor WA, Prives C. Mutant p53: one name, many 
proteins. Genes Dev. 2012;26(12):1268-1286. doi:10.1101/
gad.190678.112

	96.	 Babamohamadi M, Babaei E, Ahmed Salih B, Babamohammadi 
M, Jalal Azeez H, Othman G. Recent findings on the role of 
wild-type and mutant p53 in cancer development and therapy. 
Front Mol Biosci. 2022;9:903075. doi:10.3389/fmolb.2022.903075

	97.	 Zhang S, Dolgalev I, Zhang T, Ran H, Levine DA, Neel BG. Both 
fallopian tube and ovarian surface epithelium are cells-of-or-
igin for high-grade serous ovarian carcinoma. Nat Commun. 
2019;10(1):5367. doi:10.1038/s41467-019-13116-2

	98.	 Leroy B, Anderson M, Soussi T. TP53 mutations in human can-
cer: database reassessment and prospects for the next decade. 
Hum Mutat. 2014;35(6):672-688. doi:10.1002/humu.22552

	99.	 Choi MC, Hwang S, Kim S, et  al. Clinical impact of somatic 
variants in homologous recombination repair-related genes 
in ovarian high-grade serous carcinoma. Cancer Res Treat. 
2020;52(2):634-644. doi:10.4143/crt.2019.207

	100.	 Hennessy BTJ, Timms KM, Carey MS, et al. Somatic mutations in 
BRCA1 and BRCA2 could expand the number of patients that ben-
efit from poly (ADP ribose) polymerase inhibitors in ovarian cancer. 
J Clin Oncol. 2010;28(22):3570-3576. doi:10.1200/JCO.2009.27.2997

	101.	 Poveda A, Lheureux S, Colombo N, et  al. Olaparib mainte-
nance monotherapy in platinum-sensitive relapsed ovarian 
cancer patients without a germline BRCA1/BRCA2 mutation: 
OPINION primary analysis. Gynecol Oncol. 2022;164(3):498-
504. doi:10.1016/j.ygyno.2021.12.025

	102.	 Swisher EM, Lin KK, Oza AM, et al. Rucaparib in relapsed, plat-
inum-sensitive high-grade ovarian carcinoma (ARIEL2 Part 1): 
an international, multicentre, open-label, phase 2 trial. Lancet 
Oncol. 2017;18(1):75-87. doi:10.1016/S1470-2045(16)30559-9

	103.	 Faraoni I, Graziani G. Role of BRCA mutations in cancer treat-
ment with poly(ADP-ribose) polymerase (PARP) inhibitors. 
Cancers (Basel). 2018;10(12):487. doi:10.3390/cancers10120487

SUPPORTING INFORMATION
Additional supporting information can be found online in the 
Supporting Information section at the end of this article.

How to cite this article: Richau CS, Scherer 
NdM, Matta BP, et al. BRCA1, BRCA2, and TP53 
germline and somatic variants and 
clinicopathological characteristics of Brazilian 
patients with epithelial ovarian cancer. Cancer 
Med. 2024;13:e6729. doi:10.1002/cam4.6729

https://doi.org//10.1186/1479-7364-4-6-406
https://doi.org//10.1007/3-540-31390-7_10
https://doi.org//10.1007/3-540-31390-7_10
https://doi.org//10.1016/j.celrep.2012.12.008
https://doi.org//10.1016/j.celrep.2012.12.008
https://doi.org//10.1038/s41586-020-1943-3
https://doi.org//10.1016/j.biocel.2006.08.002
https://doi.org//10.1086/521032
https://doi.org//10.1038/nature10166
https://doi.org//10.1158/1078-0432.CCR-13-2287
https://doi.org//10.1186/s13048-021-00876-z
https://doi.org//10.1186/s13048-021-00876-z
https://doi.org//10.3389/fonc.2022.1030786
https://doi.org//10.1038/sj.onc.1207396
https://doi.org//10.1002/humu.23035
https://doi.org//10.1038/nbt.3391
https://doi.org//10.1158/2159-8290.CD-17-0321
https://doi.org//10.1073/pnas.1431692100
https://doi.org//10.1073/pnas.1431692100
https://doi.org//10.1093/carcin/bgl132
https://doi.org//10.1038/s41588-018-0204-y
https://doi.org//10.1016/j.molcel.2018.06.012
https://doi.org//10.1038/nrc2693
https://doi.org//10.1101/gad.190678.112
https://doi.org//10.1101/gad.190678.112
https://doi.org//10.3389/fmolb.2022.903075
https://doi.org//10.1038/s41467-019-13116-2
https://doi.org//10.1002/humu.22552
https://doi.org//10.4143/crt.2019.207
https://doi.org//10.1200/JCO.2009.27.2997
https://doi.org//10.1016/j.ygyno.2021.12.025
https://doi.org//10.1016/S1470-2045(16)30559-9
https://doi.org//10.3390/cancers10120487
https://doi.org/10.1002/cam4.6729

	BRCA1, BRCA2, and TP53 germline and somatic variants and clinicopathological characteristics of Brazilian patients with epithelial ovarian cancer
	Abstract
	1|INTRODUCTION
	2|MATERIALS AND METHODS
	2.1|Study cohort
	2.2|DNA isolation
	2.3|Exons amplification by polymerase chain reaction (PCR)
	2.4|Massive parallel sequencings and sequence data analysis
	2.5|Variant classification
	2.6|Characterization of loss of heterozygosity
	2.7|Survival analyses

	3|RESULTS
	3.1|Patient clinicopathological characteristics and NGS metrics
	3.2|Germline variants
	3.3|Somatic variants
	3.4|Survival analyses

	4|DISCUSSION
	5|CONCLUSION
	AUTHOR CONTRIBUTIONS
	ACKNO​WLE​DGE​MENTS
	FUNDING INFORMATION
	CONFLICT OF INTEREST STATEMENT
	DATA AVAILABILITY STATEMENT

	ETHICS STATEMENT
	REFERENCES


