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The current availability of new Poly(ADP-ribose) Polymerase (PARP)-inhibitors for the treatment of ovarian
cancer patients independently of the presence of a BRCA pathogenic variant, together with the validation of
somatic test for the analysis of BRCA1/2 genes, involves the need to optimise the guidelines for BRCA testing.

The AIOM-SIGU-SIBIOC-SIAPEC-IAP Italian Scientific Societies, in this position paper, recommend the im-
plementation of BRCA testing with 2 main objectives: the first is the identification of ovarian cancer patients
with higher probability of benefit from specific anticancer treatments (test for response to therapy); the second
goal, through BRCA testing in the family members of ovarian cancer patients, is the identification of carriers of

pathogenic variant, who have inheredited predisposition to cancer development (test for cancer risk). These
individuals with increased risk of cancer, should be encouraged to participate in dedicated high-risk surveillance
clinics and specific risk-reducing measures (primary and/or secondary prevention programs).

1. Introduction

The AIOM-SIGU-SIBIOC-SIAPEC-IAP Recommendations represent a
position paper for the implementation of BRCA1/2 testing in ovarian
cancer patients and their relatives.

This paper, based on expert opinion, reflects the need to update the
previous recommendations published in 2016 (Pinto et al., 2016) and to
optimise the guidelines for BRCA testing, taking into account the cur-
rent availability of new Poly(ADP-ribose) Polymerase (PARP)-inhibitors
that have been approved for the treatment of ovarian cancer patients
independently of the presence of a BRCA pathogenic variant, and fol-
lowing the validation of somatic test for the analysis of BRCA1/2 genes.

These recommendations are focused on the implementation of
BRCA testing for the identification of:

a) ovarian cancer patients with higher probability of response to spe-
cific anticancer treatments (test for response to therapy);

b) family members of ovarian cancer patients, carriers of pathogenic
variant, who have inheredited predisposition to cancer development
(test for cancer risk). These individuals with increased risk of cancer,
should be encouraged to participate in dedicated high-risk follow-up
clinics and specific risk-reducing measures (primary and/or sec-
ondary prevention programs).

2. The need of implementation of BRCA testing
2.1. BRCA1/2 predictive testing to estimate the cancer treatment efficacy

Retrospective studies have highlighted that ovarian carcinoma pa-
tients, carrying a constitutional (germline) BRCA pathogenic variant,
show an increased pharmacological sensitivity to combination thera-
pies containing platinum derivatives (Alsop et al., 2012; Bolton et al.,
2012; George et al., 2017), even when administered at high doses, as
usually during intraperitoneal chemotherapy, as well as sensitivity to
pegylated liposomal doxorubicin and trabectedin (Safra et al., 2011;
Monk et al., 2016). Moreover, it has been shown that BRCA gene pa-
thogenic variants, whether constitutional or somatic, represent a pre-
dictive biomarker of higher sensitivity to treatment with PARP in-
hibitors, a class of pharmacological agents involved in the single-strand
DNA breaks repair, in patients with advanced ovarian cancer. The ef-
ficacy of PARP inhibitors as therapeutic option in ovarian cancer is due
to ‘synthetic lethality’, which occurs in cells with an inactive double-
strand DNA repair mechanism mediated by homologous recombination
(HR), where the BRCA1/2 proteins play an essential role (Drost and
Jonkers, 2014; George et al., 2013; Cancer Genome Atlas Research
Network, 2011; Wiggans et al., 2015; Cortesi et al., 2018). The loss of
function due to constitutional or somatic BRCA gene pathogenic var-
iants can be one of the major, although not exclusive, causes of HR
dysfunction (Curtin, 2012; Hilton et al., 2002).
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The prevalence of constitutional BRCA pathogenic variants in
ovarian cancer patients is > 10%, independently of age of diagnosis
and family history (Soegaard et al., 2008). Actually, approximately
25% of women carrying pathogenic BRCA variants have a diagnosis of
ovarian carcinoma over 60 years of age. The prevalence of pathogenic
variants progressively increases to 17-20% in patients with serous
ovarian carcinoma (Alsop et al., 2012; Cancer Genome Atlas Research
Network, 2011), to 23-25% if high-grade (Rust et al., 2018) and to
30-40% if the disease is platinum-sensitive.

Following clinical trials, the PARP inhibitor olaparib has been re-
gistered in October 2014 by EMA (European Medicines Agency) “as
maintenance therapy of patients with platinum-senstive relapsed BRCA-
mutated (with germinal and/or somatic mutation) high-grade serous
epithelial ovarian, Fallopian tube or primary peritoneal cancer who are
in a complete or partial response to platinum-based chemotherapy”
(Ledermann et al., 2014; Anon., 2019a). The Italian Medicines Agency
(AIFA) has approved the drug with the same indication, stating that
“the treatment with olaparib must be started and be monitored under
the supervision of a doctor experienced in the use of anti-cancer med-
icines. Patients must have a confirmed breast cancer susceptibility gene
mutation (BRCA) (within the germline or the tumor tissue) before
starting olaparib treatment. The evaluation of BRCA mutational status
must be performed by a laboratory with expertise using a validated test
method” (Anon., 2015).

Niraparib, another PARP inhibitor, is currently available in a few
countries, including Italy, as “monotherapy for the maintenance treat-
ment of adult patients with platinum-sensitive relapsed high-grade
serous epithelial ovarian, fallopian tube, or primary peritoneal cancer
who are in response (complete or partial) to platinum-based che-
motherapy” (Anon., 2018), independently of the presence of BRCA
mutations.

EMA has recently approved the use of:

- olaparib, independently of BRCA mutational status, (on the basis of
randomized prospective clinical trials that have demonstrated the
benefit of these drugs as maintenance therapy in the overall population
of patients with relapsed platinum-sensitive disease);

- another PARP inhibitor, rucaparib, as monotherapy treatment of
platinum-sensitive patients with germinal and/or somatic BRCA pa-
thogenic variant, associated with advanced high-grade ovarian cancer,
fallopian tube, or primary peritoneal cancer, who have been treated
with at least two prior platinum-based chemotherapy, and who are not
candidates for further platinum-based chemotherapy (Anon., 2019b),
on the basis of the ARIEL 2 study results. Furthermore, the EMA’s
Committee for Medicinal Products for Human Use (CHMP) adopted a
positive opinion on rucaparib (December 2018) for an additional in-
dication as maintenance treatment of adult patients with platinum-
sensitive relapsed high-grade epithelial ovarian, fallopian tube, or pri-
mary peritoneal cancer who are in response (complete or partial) to
platinum-based chemotherapy (on the basis of the ARIEL 3 study
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results).

Although these new therapeutic options have demonstrated their
efficacy even in patients not carrying BRCA gene pathogenic variants
(wild type), it is nevertheless important to investigate the BRCA status
in all ovarian cancer patients (with the exception of mucinous and
borderline tumors) for the following reasons:

a) patients with test positive for BRCA1/2 pathogenic variants show a
greater benefit from the treatment with PARP inhibitors when
compared to patients not carrying such variants (Staropoli et al.,
2018);

the use of olaparib as maintenance treatment after a first-line che-

motherapy in patients with BRCA pathogenic variants has been as-

sociated, in a phase III randomized clinical trial, with a statistically
significant improvement in progression-free survival (PFS); indeed,
the median PFS was 13.8 months in patients receiving placebo and
has not been reached after 3 years in those patients receiving ola-
parib (HR 0.30; 95% CI 0.23- 0.41; p < 0.001). Thus, it will be
crucial to be informed on the BRCA mutational status at the time of
initial diagnosis, leading to the most appropriate first-line treatment

approach (Moore et al., 2018);

c) BRCA-positive patients affected by ovarian cancer should undergo
active surveillance for the risk of developing secondary cancers
(breast cancer and other heredo-familial cancers associated with
BRCA gene pathogenic variants);

d) the inability to repair chemotherapy-induced DNA damage confers a
significantly better prognosis in BRCA-positive patients with ad-
vanced disease when compared to wild type patients;

e) the important implications of cancer risk-assesment and prevention

b
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among family members, especially in the case of a positive test re-
sult (Anon., 2019a; Mirza et al., 2016; Anon., 2019c; Pujade-
Lauraine et al., 2017).

Based on these observations, it is important to offer the BRCA test at
the time of initial diagnosis to all patients with non-mucinous and non-
borderline ovarian epithelial carcinoma, fallopian tube carcinoma and
primary peritoneal carcinoma (Fig. 1).

BRCA testing should be proposed at the time of initial diagnosis,
providing appropriate information on all aspects associated with the
results and respecting the will of the patients (Table 1).

2.2. BRCA1/2 testing for the identification of hereditary cancer
predisposition

As above mentioned, a positive test result for a BRCA pathogenic
variant in ovarian cancer patients enables the access of their relatives to
cancer genetic counseling and to risk- assessment tests, aimed to verify
the presence of the familial genetic alteration. In the case of a positive
test result, programs for risk reduction and/or early detection of
heredo-familial cancers associated with BRCA gene pathogenic variants
are implemented (Fig. 1).

In the United States, where BRCA testing has become universal for
all ovarian cancer patients over the last few years, epidemiologists es-
timated that risk reduction strategies (medical or surgical) applied to
healthy family members tested positive could lead to a reduction in
ovarian cancer incidence by 40% in 10 years (Bayraktar and Arun,
2017). This accomplishment, in a tumor for which still nowadays
simple and effective prevention and screening methods are not

Patient with non-mucinous and non-borderline ovarian
epithelial carcinoma, fallopian tube carcinoma or
primary peritoneal carcinoma.

BRCA testing

[ Somatic

=)

v

Germline

Germline analysis on peripheral blood to
detect constitutional/hereditary variants

|
—J

No HBOC o HOC Syndrome:
BRCA 1/2 somatic pathogenic
variant (confined to tumor tissue)

[+ )—

y

Constitutional BRCA1/2 variant (present in every cell of the
individual): HBOC o HOC Syndrome

'

Preventive pathway: Oncogenetic
Counseling
Test to family members; surveillance
programs; Risk-reduction strategies

L

Predictive pathway

]
)

Fig. 1. It is initially preferred to search the BRCA1/2 pathogenic variants on tumor tissue, because the BRCA testing on peripheral blood is able to detect only
constitutional/hereditary variants. The identification of a pathogenic variant, somatic or germline, allows to identify the ovarian cancer patients with higher
probability of response to specific anticancer treatments. In the case of a constitutional variant, in addition to predictive informations, the patient will gain the access,
through the cancer genetic counseling, to test for cancer risk (surveillance programs and risk reduction strategies).
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Table 1
Summary of recommendations for the implementation of BRCA testing in
ovarian cancer patients and their relatives.

It is important to offer the BRCA testing to all patients with non-mucinous and non-
borderline ovarian epithelial carcinoma, fallopian tube carcinoma and primary
peritoneal carcinoma.

BRCA testing should be proposed at the time of initial diagnosis, providing
appropriate information on all aspects associated with the results and respecting
the will of the patients.

Reasons:

a) Patients with test positive for BRCA1/2 pathogenic variants show a greater benefit
from the treatment with PARP inhibitors when compared to patients not carrying
such variants;

b) BRCA-positive patients affected by ovarian cancer should undergo active
surveillance for the risk of developing secondary cancers (breast cancer and other
heredo-familial cancers associated with BRCA gene pathogenic variants);

¢) The inability to repair chemotherapy-induced DNA damage confers a significantly
better prognosis in BRCA-positive patients with advanced disease when
compared to wild type patients;

d) BRCA-positive test in ovarian cancer patients has important implications of cancer
risk-assesment and prevention among relatives.

Table 2
Summary of recommendations for the interpretation of BRCA genetic variants
and management of results in the care & treatment pathway.

a) It is initially preferred to search the BRCA1/2 pathogenic variants on tumor tissue.
In one third of cases the BRCA pathogenic variants are exclusively somatic. Thus,
the BRCA test conducted on tumor tissue (“somatic test”) can also identify the
variants acquired as somatic mutations in addition to constitutional defects.

b) In order to maximize sensitivity, the test must include the search for large genomic
rearrangements (i.e., deletions or duplications of one or more exons, or of the
whole gene), which account for a variable proportion of constitutional BRCA
variants across populations, usually not exceeding 10%.

c) The surgical sample submitted for somatic molecular analysis must be assumed as
appropriate (=20% of neoplastic cells in the specimen) by the pathologist, who
must evaluate the characteristics of the tissue block under examination and
consider, if necessary, manual macrodissection to select areas with higher tumor
cellularity within the specimen.

d) NGS methods allow to detect germline variants also in tumor tissue, without any
major problems, while on the other hand fail to identify medium- or large-sized
rearrangements as well as low frequency allelic variants in the specimen under
examination.

e) It is necessary that laboratories have proven experience of test validation and take
part in approved external quality control programs.

f) If the workflow begins with the test in peripheral blood, in case of non-informative
result in a patient eligible to receive the treatment based on PARP inhibitor only
when the presence of a pathogenic variant is demonstrated in one BRCA gene, it
is necessary to refer the tumor tissue to a qualified laboratory for the quest of
somatic variants.

g) For the interpretation of BRCA genetic variants it is important that laboratories use
the updated criteria developed by the Evidence-based Network for the
Interpretation of Germline Mutant Alleles (ENIGMA), available on the
consortium website.

available, is exceptionally important.

If the reference laboratory exclusively performs the test on periph-
eral blood, for patients with a negative constitutional/germline test
result, it will be necessary to refer the tumor tissue to another labora-
tory for the quest of somatic BRCA1/2 variants.

3. Types of BRCA testing

Currently, the BRCA test in peripheral blood (“germline or con-
stitutional test”) for the detection of constitutional pathogenic variants
is performed in most laboratories using well-established techniques,
namely by next-generation sequencing (NGS) eventually followed by
Sanger sequencing for variant validation.

The sequencing analysis of the coding portion and exon/intron
junctions of BRCA1 and BRCA2 genes allows the detection of point
variations (single nucleotide substitutions and insertions/deletions of
one or a few bases) in the DNA sequence and encompasses about 90% of
BRCA pathogenic variants. In order to maximize sensitivity, the test
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must include the search for large genomic rearrangements (i.e., dele-
tions or duplications of one or more exons, or of the whole gene), which
account for a variable proportion of constitutional BRCA variants across
populations, usually not exceeding 10%. Analyses using NGS methods
allow to predict with a certain degree of reliability large rearrange-
ments in BRCA1/2, which are usually confimed by techniques such as
Multiplex Ligation Probe dependent Amplification (MLPA) or Multiplex
Amplicon Quantification (MAQ). Generally, MLPA and MAQ should be
complementarily used, in order to circunvent technical faults
(Scaglione et al., 2018; Concolino et al., 2018).

According to available data, it is expected that two thirds of pa-
thogenic BRCA variants identified in patients affected by ovarian cancer
are constitutional (present in every cell of the individual), inherited
from one parent or arisen de novo (less than 1% of cases) and, therefore,
transmissible to the offspring (50% probability for each child). On the
other hand, in one third of cases the pathogenic variants are exclusively
somatic and thus confined to tumor tissue (George et al., 2013; Cancer
Genome Atlas Research Network, 2011).

The BRCA test conducted on tumor tissue (“somatic test”) can also
identify the variants acquired as somatic mutations in addition to
constitutional defects. Hence, in the event of a positive result, the al-
teration must be verified in peripheral blood in order to ascertain its
constitutional origin. The somatic analysis enables physicians to iden-
tify a fraction of around 7% of ovarian cancer patients with a patho-
genic BRCA variant that would remain unknown if only test in per-
ipheral blood is performed (Ellison et al., 2018). Nonetheless, in spite of
several existing commercial systems that are CE-IVD (In Vitro Diag-
nostics) certified for the BRCA1/2 analysis on tumor tissue, many of
them are currently not equipped with bioinformatic software applica-
tions dedicated to the implementation and interpretation of BRCA
analysis. Such systems are not accurate for the assessment of large re-
arrangements, while resulting to be as reliable as blood tests for point
variant identification (Ellison et al., 2018; Capoluongo et al., 2017).

When prescribing the somatic test the following issues are to be
considered.

1 The surgical sample submitted for molecular analysis must be as-
sumed as appropriate (=20% of neoplastic cells in the specimen)
(Capoluongo et al., 2017) by the pathologist, who must evaluate the
characteristics of the tissue block under examination and consider, if
necessary, manual macrodissection to select areas with higher
tumor cellularity within the specimen.

2 NGS methods allow to detect germline variants also in tumor tissue,
without any major problems (Ellison et al., 2018), while on the
other hand fail to identify medium- or large-sized rearrangements as
well as low frequency allelic variants in the specimen under ex-
amination.

3 Lastly, at present, only few labs conduct the test in tumor tissue,
while an ever increasing number of them perform the test in per-
ipheral blood.

In terms of a proper implementation of BRCA testing, it is necessary
that laboratories:

a have proven experience of test validation;

b take part in approved external quality control programs.

In any event, there are specific methodological recommendations
for the development of an NGS data analysis workflow on ovarian
tumor tissue for the detection of BRCA variants (Ellison et al., 2018;
Capoluongo et al., 2017).

Furthermore, the use of ad hoc standards for each type of analytical
process is crucial also in terms of a proper bioinformatics analysis
(Zhong et al., 2018). Not least, it is recalled that there is a need of an
appropriate tissue storage according to pre-analytical procedures that
may provide the best preservation of DNA (Capoluongo et al., 2017;
Zhong et al., 2018; Anon., 2019d).

The panel does consider that both the BRCA tests, in tumor tissue
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and blood, may be used, but it is preferrable, whenever possibile, to
perform the somatic test in the first instance, taking into consideriation,
in any event that, independently of the type of sample used, quality
standards are to be met along and data analysis and interpretation
expertise are required.

If the workflow begins with the test in peripheral blood, in case of
non-informative result (no pathogenic variant detected) in a patient
eligible to receive the treatment based on PARP inhibitor only when the
presence of a pathogenic variant is demonstrated in one BRCA gene, it
is necessary to refer the tumor tissue to a qualified laboratory for the
quest of somatic variants.

4. Interpretation of BRCA genetic variants

The spectrum of allelic variations of the BRCAI and BRCAZ2 genes is
very broad. Indeed, variant classification is an important aspect of the
BRCA testing process, particularly when considering that quite often
clinical testing detects genetic alterations not reported in the scientific
literature. Therefore, although several standards exist for the classifi-
cation of constitutional BRCA variants (Richards et al., 2015), it is
important that laboratories use the updated criteria developed by the
Evidence-based Network for the Interpretation of Germline Mutant Alleles
(ENIGMA), available on the consortium website (Anon., 2019¢), which
are gene specific and based on a broad consulation of international
experts. ENIGMA classifies variants in five groups, according to IARC
recommendations (Plon et al., 2008): benign, likely benign, uncertain,
likely pathogenic and pathogenic.

It is important to underline that the mentioned criteria have been
developed in order to define the meaning of the variants of BRCA genes
as predictive of hereditary risk. At this time, information on the effect of
the different BRCA variants in terms of response to treatment is much
more limited and specific classification criteria for this purpose have
not yet been developed.

It is therefore necessary that laboratory make their protocols, in-
cluding the interpretation process, available, and indicate in the test
report the clinical significance of the BRCA gene variants identified
along with a list of the essential information used for the classification
(Claustres and KozichV, 2014). In this regard, laboratories should take
part in external quality control programs and contribute to a systematic
and centralized, national and international, collection of all BRCA
variants observed with the aim to improve their classification (Wallis
et al., 2019), as concerned both the definition of hereditary risk and the
prediction of response to anticancer treatments.

Furthermore, it is also recommended that the variants classification
is periodically verified. Each reclassification must be notified to the
referring physician, who is required to inform the person to whom the
test has been given (Table 2).

5. Availability of BRCA testing and management of results in the
care & treatment pathway

The traditional pre-test models of cancer genetic counseling devel-
oped in the risk-assessment setting are currently insufficient to meet the
increasing number of BRCA test requests, particularly when the test for
genetic predisposition has also a predictive value for treatment, which
needs to be determined in a short time.

Although the optimal model of genetic counseling for cancer risk
assessment involves detailed information and discussion of the genetic
aspects right from the pre-test stage, the need to obtain test results in a
timely manner in order to implement treatment planning implies that
also oncologists and gynecologists experienced in oncology can directly
request the BRCA test to the laboratory. Even when the test is per-
formed in the cancer treatment setting, the arrangement of compre-
hensive care pathways is mandatory, to ensure the correct interpreta-
tion of the results for clinical purposes, the correct way to manage
family members at risk if a hereditary pathogenic variant is identifed
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and the correct genetic assessment of cases with a noninformative
BRCA test result (Claustres and KozichV, 2014; Wallis et al., 2019).

Each center must provide clear indications of the management
pathways to the patients and their relatives, outlining the duties and
responsibilities of the oncology team, of the laboratory and of the
clinical cancer genetics team across the different phases of the defined
care pathway.

In the absence of recognized standards, one should consider sub-
mitting these pathways to verification via planned audits, with the aim
to improve service quality. It is desirable that local health authorities
render the BRCA test free of charge for healthy relatives of patients
carrying an identified BRCA1/2 pathogenic variant and, eventually,
offer for free the prevention programs to subjects harboring the pa-
thogenic variant, through the introduction of a code exempt for her-
editary genetic diseases.

6. Essential items of the informed consent

The BRCA test for prognosis and prediction of response may be
prescribed by clinical geneticists, oncologists and gynecologists with
oncologic expertise who have the responsibility to provide appropriate
information to the patients on the genetic aspects associated with the
results.The information provided to the patient should cover the po-
tential benefits in terms of prognostic and therapeutic significance,
together with the possibility of detecting a high secondary cancer risk
and the presence of a cancer predisposition in her relatives. The timing
at which informed consent to genetic testing is obtained, as well as the
modalities, must respect the will of the patient, who should be given the
possibility to discuss all the different implications of genetic testing,
such as whether or not to tell other family members about the test re-
sults, before taking a decision.

Physicians who prescribe a BRCA test should abide to an appro-
priate communication and protocols for collection of specific written
informed consent, possibly using ad hoc information material.
Oncologists and gynecologists with oncologic expertise who do not
have experience in cancer genetics must follow a training program
which includes ethical aspects of BRCA testing.

Finally, the care pathway must clearly identify the cancer genetics
team which the patient is referred to, when requiring a deeper eva-
luation of the genetic aspects, before deciding whether or not to un-
dergo the test, as well as in particular circumstances, such as families
with nonspecific hereditary predisposition to cancer.

7. Conclusion

In conclusion, the knowledge of the prognostic and predictive role
of individual BRCA mutational status is a rapidly evolving field.

In light of the recent technological advances and therapeutic de-
velopments, these recommendations by the Italian scientific societies,
highlight the importance of the implementation of BRCA testing in the
management and treatment pathways of ovarian cancer patients and
their relatives. The identification of BRCA1/2 pathogenic variants have
therapeutic implications in addition to cancer risk assessment and allow
us to obtain the information to improve the outcome of medical treat-
ments, to promote specific strategies of risk reduction and finally to
improve the survival of ovarian cancer patients and the incidence of the
disease in the population.

Financial disclosure
The authors report no financial support.
References

Alsop, K., Fereday, S., Meldrum, C., et al., 2012. BRCA mutation frequency and patterns
of treatment response in BRCA mutation-positive women with ovarian cancer a


http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0005
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0005

S. Gori, et al.

report from the Australian Ovarian Cancer study Group. J ClinOncol 30, 2654-2663.

Anon, 2015. Determina AIFA n.251/2015; GU n.72 Del 27-3-2015. http://www.
gazzettaufficiale.it/atto/serie_generale/caricaDettaglioAtto/originario;jsessionid =
453xTGif8mbot + V4yq5tdg.nte-as5-guri2b?atto.dataPubblicazioneGazzetta = 2015-
03-27.

Anon, 2018. Determina AIFA N 1367/2018; GU n.219 Del 20-9-2018. http://
www.gazzettaufficiale.it/atto/serie_generale/caricaDettaglioAtto/
originario?atto.dataPubblicazione Gazzetta=2018-09-20&
atto.codiceRedazionale = 18A05991&elenco30giorni = false. .

Anon. (2019a) http://www.ema.europa.eu/ema/index.jsp?curl = pages/medicines/
human/medicines/003726/human_med_001831.jsp&mid = WC0b01ac058001d124.

Anon. (2019b) https://www.ema.europa.eu/en/medicines/human/EPAR/rubraca.

Anon. (2019c¢) http://www.ema.europa.eu/ema/index.jsp?curl = pages/medicines/
human/medicines/004249/human_med_002192.jsp&mid = WC0b01ac058001d124.

Anon, 2019d. Linee Guida Tracciabilita, Raccolta, Trasporto, Conservazione E
Archiviazione Di Cellule E Tessuti Per Indagini Diagnostiche Di Anatomia Patologica.
www.salute.gov.it/imgs/C_17pubblicazioni_2369_allegato.pdf.

Anon, 2019e. Enigma. https://enigmaconsortium.org/.

Bayraktar, S., Arun, B., 2017. BRCA mutation genetic testing implications in the United
States. Breast. 31 (February), 224-232.

Bolton, K.L., Chenevix-Trench, G., Goh, C., et al., 2012. Association between BRCA1 and
BRCA2 mutations and survival in women with invasive epithelial ovarian cancer. J.
Am. Med. Assoc. 307, 382-390.

Cancer Genome Atlas Research Network, 2011. Integrated genomic analyses of ovarian
carcinoma. Nature. 474, 609-615.

Capoluongo, E., Ellison, G., Lépez-Guerrero, J.A., et al., 2017. Guidance statement on
BRCA1/2 tumor testing in ovarian Cancer patients. Semin. Oncol. 44 (June (3)),
187-197.

Claustres, M., KozichV, Dequeker E., et al., 2014. Recommendations for reporting results
of diagnostic genetic testing (biochemical, cytogenetic and molecular genetic. Eur. J.
Hum. Genet. 22, 160-170.

Concolino, P., Rizza, R., Mignone, F., et al., 2018. A comprehensive BRCA1/2 NGS pi-
peline for an immediate copy Number Variation (CNV) detection in breast and
ovarian cancer molecular diagnosis. ClinChim Acta. 480 (May), 173-179. https://
doi.org/10.1016/j.cca.2018.02.012.

Cortesi, L., Toss, A., Cucinotto, 1., 2018. Parp inhibitors for the treatment of ovarian
Cancer. Curr. Cancer Drug Targets.

Curtin, N.J., 2012. DNA repair dysregulation from cancer driver to therapeutic target.
Nat. Rev. Cancer 12 (12), 801-817.

Drost, R., Jonkers, J., 2014. Opportunities and hurdles in the treatment of BRCA1-related
breast cancer. Oncogene 33, 3753-3763.

Ellison, G., Ahdesméki, M., Luke, S., et al., 2018. An evaluation of the challenges to
developing tumor BRCA1 and BRCA2 testing methodologies for clinical practice.
HumMutat. 39 (March (3)), 394-405. https://doi.org/10.1002/humu.23375. Epub
2017 Dec 28.

George, J., Alsop, K., Etemadmoghadam, D., et al., 2013. Non equivalent gene expression
and copy number alterations in high-grade serous ovarian cancers with BRCA1 and
BRCA2 mutations. Clin. Cancer Res. 19, 3474-3484.

George, A., Kristeleit, R., Rafii, S., et al., 2017. Clinical factors of response in patients with
advanced ovarian cancer participating in early phase clinical trials. Eur. J. Cancer 76,
52-59.

Hilton, J.L.1, Geisler, J.P., Rathe, J.A,, et al., 2002. Inactivation of BRCA1 and BRCA2 in
ovarian cancer. J. Natl. Cancer Inst. 94, 1396-1406.

Ledermann, J., Harter, P., Gourley, C., et al., 2014. Olaparib maintenance therapy in

72

Critical Reviews in Oncology / Hematology 140 (2019) 67-72

patients with platinum-sensitive relapsed serous ovarian cancer: a preplanned ret-
rospective analysis of outcomes by BRCA status in a randomized phase 2 trial. Lancet
Oncol. 15, 852-861.

Mirza, M.R., Monk, B.J., Herrstedt, J., et al., 2016. Niraparib maintenance therapy in
Platinum-Sensitive, recurrent ovarian Cancer. N. Engl. J. Med. 375 (22), 2154-2164.

Monk, B.J., Lorusso, D., Italiano, A., et al., 2016. Trabectedin as a chemotherapy option
for patients with BRCA deficiency. Cancer Treat. Rev. 50 (November), 175-182.

Moore, K.N., Colombo, N., Scambia, G., et al., 2018. Maintenance olaparib following
platinum-based chemotherapy in newly diagnosed patients (pts) with advanced
ovarian cancer (OC) and a BRCA1/2 mutation (BRCAm): phase III SOLO1 trial.
Annals of Oncology Volume 29 (Supplement 8) Abstract Book of the 43rd ESMO
Congress. (ESMO 2018), LBA7_PR. Munich, Germany.

Pinto, C., Bella, M.A., Capoluongo, E., et al., 2016. Recommendations for the im-
plementation of BRCA testing in the care and treatment pathways of ovarian cancer
patients. Future Oncol. 12, 2071-2075.

Plon, S.E., Eccles, D.M., Easton, D., et al., 2008. Sequence variant classification and re-
porting: recommendations for improving the interpretation of cancer susceptibility
genetic test results. Hum. Mutat. 29, 1282-1291.

Pujade-Lauraine, E., Ledermann, J.A., Selle, F., et al., 2017. SOLO2/ENGOT-Ov21 in-
vestigators. Olaparib tablets as maintenance therapy in patients with platinum-sen-
sitive, relapsed ovarian cancer and a BRCA1/2 mutation (SOLO2/ENGOT-Ov21): a
double-blind, randomised, placebo-controlled, phase 3 trial. Lancet Oncol. 18
(September (9)), 1274-1284.

Richards, S., Aziz, N., Bale, S., et al., 2015. ACMG laboratory quality assurance com-
mittee. Standards and guidelines for the interpretation of sequence variants: a joint
consensus recommendation of the american college of medical genetics and genomics
and the association for molecular pathology. Genet. Med. 17 (May (5)), 405-424.

Rust, K., Spiliopoulou, P., Tang, C.Y., et al., 2018. Routine germline BRCA1 and BRCA2
testing in ovarian carcinoma patients: analysis of the Scottish real life experience.
BJOG. 20 (February).

Safra, T.1, Borgato, L., Nicoletto, M.O., et al., 2011. BRCA mutation status and de-
terminant of outcome in women with recurrent epithelial ovarian cancer treated with
pegylated liposomal doxorubicin. Mol. Cancer Ther. 10 (October (10)), 2000-2007.
https://doi.org/10.1158/1535-7163.MCT-11-0272. Epub 2011 Aug 11.

Scaglione, G.L., Concolino, P., De Bonis, M., et al., 2018. A whole germline BRCA2 gene
deletion: how to learn from CNV in silico analysis. Int. J. Mol. Sci. 19 (March (4)).
https://doi.org/10.3390/ijms19040961. pii: E961.

Soegaard, M., Kjaer, S.K., Cox, M., et al., 2008. BRCA1 and BRCA2 mutation prevalence
and clinical characteristics of a population-based series of ovarian cancer cases from
Denmark. Clin. Cancer Res. 14 (12), 3761-3767.

Staropoli, N., Ciliberto, D., Del Giudice, T., et al., 2018. The Era of PARP inhibitors in
ovariancancer: "Class Action" or not? A systematic review and meta-analysis. Crit.
Rev. Oncol. Hematol. 131 (November), 83-89.

Wallis, Y., Payne, S., McAnulty, C., et al., 2019. Practice guidelines for the evaluation of
pathogenicity and the reporting of sequence variants in clinical molecular genetics
ACGS/VGKL. www.acgs.uk.com/media/774853/evaluation_an-
d_reporting_of sequence_variants_bpgs_june_ 2013 _-_finalpdf.pd. .

Wiggans, A.J., Cass, G.K., Bryant, A., et al., 2015. Poly(ADP-ribose) polymerase (PARP)
inhibitors for the treatment of ovarian cancer. Cochrane Database Syst. Rev. 20 (May
(5)), CD007929.

Zhong, Q., Wagner, U., Kurt, H., et al., 2018. Multi-laboratory proficiency testing of
clinical cance genomic profiling by next-generation sequencing. Pathol. Res. Pract. 22
(May) pii: S0344-0338(17)31187-1.


http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0005
http://www.gazzettaufficiale.it/atto/serie_generale/caricaDettaglioAtto/originario;jsessionid=453xTGif8mbot+4yq5tdg.ntc-as5-guri2b?atto.dataPubblicazioneGazzetta=2015-03-27
http://www.gazzettaufficiale.it/atto/serie_generale/caricaDettaglioAtto/originario;jsessionid=453xTGif8mbot+4yq5tdg.ntc-as5-guri2b?atto.dataPubblicazioneGazzetta=2015-03-27
http://www.gazzettaufficiale.it/atto/serie_generale/caricaDettaglioAtto/originario;jsessionid=453xTGif8mbot+4yq5tdg.ntc-as5-guri2b?atto.dataPubblicazioneGazzetta=2015-03-27
http://www.gazzettaufficiale.it/atto/serie_generale/caricaDettaglioAtto/originario;jsessionid=453xTGif8mbot+4yq5tdg.ntc-as5-guri2b?atto.dataPubblicazioneGazzetta=2015-03-27
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0015
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0015
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0015
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0015
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/003726/human_med_001831.jsp%26mid=WC0b01ac058001d124
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/003726/human_med_001831.jsp%26mid=WC0b01ac058001d124
https://www.ema.europa.eu/en/medicines/human/EPAR/rubraca
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/004249/human_med_002192.jsp%26mid=WC0b01ac058001d124
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/004249/human_med_002192.jsp%26mid=WC0b01ac058001d124
arxiv:/www.salute.gov.it/imgs/C_17pubblicazioni_2369_allegato.pdf
https://enigmaconsortium.org/
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0045
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0045
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0050
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0050
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0050
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0055
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0055
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0060
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0060
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0060
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0065
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0065
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0065
https://doi.org/10.1016/j.cca.2018.02.012
https://doi.org/10.1016/j.cca.2018.02.012
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0075
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0075
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0080
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0080
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0085
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0085
https://doi.org/10.1002/humu.23375
https://doi.org/10.1002/humu.23375
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0095
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0095
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0095
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0100
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0100
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0100
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0105
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0105
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0110
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0110
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0110
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0110
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0115
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0115
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0120
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0120
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0125
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0125
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0125
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0125
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0125
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0130
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0130
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0130
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0135
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0135
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0135
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0140
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0140
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0140
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0140
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0140
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0145
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0145
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0145
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0145
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0150
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0150
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0150
https://doi.org/10.1158/1535-7163.MCT-11-0272
https://doi.org/10.3390/ijms19040961
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0165
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0165
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0165
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0170
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0170
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0170
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0175
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0175
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0175
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0175
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0180
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0180
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0180
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0185
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0185
http://refhub.elsevier.com/S1040-8428(19)30104-0/sbref0185

	Recommendations for the implementation of BRCA testing in ovarian cancer patients and their relatives
	Introduction
	The need of implementation of BRCA testing
	BRCA1/2 predictive testing to estimate the cancer treatment efficacy
	BRCA1/2 testing for the identification of hereditary cancer predisposition

	Types of BRCA testing
	Interpretation of BRCA genetic variants
	Availability of BRCA testing and management of results in the care &#x200B;&&#x200B; treatment pathway
	Essential items of the informed consent
	Conclusion
	Financial disclosure
	References




