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Abstract

Background: Hereditary breast and ovary cancer syndrome affects both genders but little is known about the uptake of genetic services 
by men. The objective of this study is to characterise the male population counselled through a multidisciplinary breast/ovarian program.

Methods: Descriptive analysis of male patients counselled from January 2000 to December 2015. Data in this analysis include new cancer 
diagnoses during prospective follow up.

Results: From 4,320 families registered, 362 male patients were identified: 236 (65.2%) from hereditary cancer families (HCF) and 126 
(34.8%) from non-HCF. In HCF, 121 patients (51.3%) were mutation carriers (MC): BRCA2 – 102 (84.3%), BRCA1 – 16 (13.2%), CHEK2 – 1 
(0.8%) and TP53 – 2 (1.7%). Non-HCF included 126 patients: 85 (67.5%) belonged to families without pathogenic mutations or with variants of 
unknown clinical significance; 22 (17.5%) refused testing after counselling and 19 (15.0%) did not meet criteria for testing. Both HCF and non-
HCF included patients with previous cancer diagnoses: HCF- Breast Cancer (BC)  - 18; prostate cancer (PC)  - 13; melanoma  - 1; others  - 7) 
and non-HCF (BC  - 77; PC  - 20; gastric cancer (GC)  - 1; melanoma  - 8; bladder cancer  - 1; others  - 22). From the 121 MC identified 
(including the TP53 and CHEK2 carriers), 97 patients (80.2%) adhered to prospective surveillance. With a median follow-up of 36.9 months, 
17 cancers were diagnosed in 14 patients, PC being the most frequently diagnosed neoplasia (5 cases). Eleven patients (78.6%) are alive and 
three patients died of advanced cancer (2 with GC, 1 with disseminated adenocarcinoma).
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Conclusion: We observed a high adherence to counselling, genetic testing and active surveillance by men belonging to hereditary BC 
families. Male carriers of pathogenic DNA variants are at risk for several cancers and should be included in prospective follow-up studies.

Keywords: hereditary cancer, germline mutations, genetic counselling, genetic testing, breast cancer, prostate cancer, surveillance program

Introduction

Family predisposition to cancer has been a clinical, individual and social concern for a long time [1]. With increasing research in cancer 
genetics, multiple genes and mechanisms have been identified as being involved in inherited cancer syndromes [2]. One of these, the 
hereditary breast and ovary cancer syndrome (HBOCS), associated with germline mutations in BRCA1 and BRCA2 genes, is believed to 
cause approximately 10–15% of all breast cancers (BCs) [3]. The prevalence of BRCA1 and BRCA2 mutations in the general population is 
estimated to be between 1 in 500 and 1 in 1,000, respectively [4, 5]. Higher prevalence of BRCA mutations have been described in certain 
founder populations, such as the Ashkenazi Jewish and the Icelandic population [6]. Despite these low rates in the general population, 
pathogenic variants in BRCA1/2 genes are the most frequent genetic alterations diagnosed in familial BC, being responsible for 3–8% of all 
BC cases and for 15–20% of all familial BC aggregation [3]. Other high or moderate penetrance genes (that include CHEK2, PTEN, TP53, 
ATM, STK11/LKB1, CDH1, NBS1, RAD50, BRIP1 and PALB2) have also been described as also contributing to hereditary BC [7–11]. With 
the increasing use of Next Generation Sequencing and panel multigene testing, this list is increasing [2, 12–14].

Because of the high incidence of BC and the increasing awareness of the possibility of inherited cases (especially since BRCA testing is 
commercially available), the majority of patients counselled and tested in BC Risk Evaluation Clinics are female [15]. However, BRCA1/2 
carriers are also at higher risk for developing gastric and pancreatic cancer and male carriers have higher prostate cancer (PC) risk [16–19]. 
Skin or uveal melanoma was also associated with BRCA mutations, but this association is not conclusive [20]. With this knowledge and 
since BRCA1/2 germline mutations have an autosomal dominant transmission, affecting both genders equally, it is expected that men 
increase their uptake of genetic services [15]. The literature is sparse on this matter, however, and the major focus is more on the distress 
and psychological needs of male patients getting genetic testing and counselling [21], than on the characteristics of male patients effec-
tively counselled in genetics clinics. Also, little is known about the surveillance programs performed, and the outcomes and compliance of 
male patients included in these.

The influence of male BRCA carriers in pedigree analysis of potential hereditary BC families has been previously acknowledged [22]. 
Besides the male-to-female ratio, family size and the individual clinical history of family members (death in young age, surgical procedures 
for non-oncological reasons that prevent the posterior development of cancer) are factors to consider, when counselling for genetic testing 
in BC families [23]. Not acknowledging these may prevent the identification of high-risk individuals and their families, women and men, and 
their participation in specific cancer surveillance programmes. The non-systematic inclusion of men from BRCA1/2 families in the counsel-
ling process may also prevent the opportunity to improve health practices and to transmit cancer risk information to offspring [24].

The aim of this study is to characterise the male population counselled during the first 15 years of activity in our BC Evaluation Clinic. Men 
with a previous diagnosis of BC were included, from the beginning of our program, since we considered male BC as criteria for BRCA1/2 
testing, even without other cancer family history. In recent years, we also started inviting healthy men from BRCA1/2 families for carrier 
testing, mostly due to high PC risk [16, 18]. Our approach has been to include BRCA1/2 male carriers in prospective long-term surveillance 
programmes. Men seeking counselling for other hereditary syndromes as well as other male patients seeking counselling due to non-
hereditary familial BC, were also reviewed in this study.

Patients and methods

Patients: Review of all consecutive genetic and clinical medical records of male patients counselled through our programme, between 
January 2000 and December 2015. These records include a complete personal and medical history of the patient as well as a pedigree 
with cancer and genetic information of at least three generations. Most men included in our program were either referred by their physicians 
because they had breast or PC, or were invited through proband contact when belonging to families found to harbour genetic pathogenic 
variants.
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Genetic counselling: Our criteria for DNA testing are publicly available on the Internet [25]. Briefly, genetic testing was considered in cases 
of at least 10% combined probability of a BRCA1/2 mutation or BC diagnosis before 30 years of age or triple negative BC before 50 or 
male BC or (since 2014) high-grade serous ovarian cancer. Patients with criteria for genetic testing undergo appropriate counselling. When 
consenting on molecular diagnosis, they return for a post-test counselling visit, for test result disclosure and post-test management. All 
male carriers of pathogenic variants were offered the possibility to participate in a prospective surveillance programs. For the purposes 
of this paper, hereditary cancer families (HCF) are defined as families with a previous identification of a pathogenic germline variant.  
Non-hereditary cancer families (non-HCF) did not have a germline pathogenic variant identified.

Molecular diagnosis: Until 2014 mutation testing for point mutations in BRCA1 and BRCA2 genes was performed using methodologies 
based on heteroduplex analysis: Conformational Sensitive Gel Electrophoresis [26], [27] and Conformational Sensitive Capillary Elec-
trophoresis [26]–[28]. After 2014 BRCA1 and BRCA2 molecular diagnosis was performed by next generation sequencing (NGS) using 
the BRCA MASTR Dx (Multiplicom, Niel, Belgium) kit and multigene testing was performed using the Trusight Cancer sequencing panel 
(Illumina, San Diego, CA, USA) in a MiSeq plattform (Illumina, San Diego, CA, USA) [29]. Large rearrangements in BRCA1 and BRCA2 
genes were tested by multiplex ligand probe amplification (MLPA, MRC Holland) and the Portuguese founder mutation specifically tested 
for as previously described [30].

Prospective follow up: Duration of follow up was defined as the period since the post-test counselling visit until the last registered visit dur-
ing study period. Data collected included patients’ demographics, reason for referral, personal clinical and family history, DNA test results 
and follow-up data with new cancer diagnoses and survival considered as events of interest. For male BRCA1/2 mutation carriers (MC) 
the surveillance program included:

•	 Annual	medical	oncology	evaluation	along	with	complete	physical	examination	
•	 Annual	urology	evaluation	with	PSA	screening
•	 Annual	dermatologic	screening	for	suspicious	skin	lesions
•	 Specific	surveillance	according	to	the	Hereditary	Syndrome	(e.g.,	Colon	and	prostate	screening	for	the	CHEK2	1100delC	carrier	and	

a specific protocol for TP53 carriers)
•	 Other	clinical	investigation	according	to	new	symptoms.

Statistics: Descriptive statistics were obtained, using Microsoft Excel, for the distribution of study variables.

Legal and ethical issues: All genetic records are protected with restricted access as per Portuguese law. All men consenting in genetic testing 
or their legal representatives signed an informed consent form that was approved by the Ethics Committee of our Institute.

Results

Patients characteristics

From a total of 4,320 families registered, we identified 362 male patients, with a median age of 53 years (16–86 years). Most of them [236 
patients (65.2%), median age 47.5 years] belong to HCF (Figure 1). One hundred twenty-one of these were found to be MC: BRCA2 (102), 
BRCA1 (16), CHEK2 1100delC variant (1) and TP53 (2) (Table 1). Nineteen patients were the first individuals to be tested in their families, 
all with a previous cancer diagnosis [BC (16), PC (2), colorectal cancer (1)]. All other men in HCF were invited, through proband contact, 
after the identification of a pathogenic variant in a family relative. Fifty-one (50%) of all BRCA2 carriers belong to c.156_157insAlu fami-
lies, a founder mutation of Portuguese origin [30]. The non-MC of HCF was discharged from follow-up after the post-test counselling visit. 
Six patients in the HCF Group were waiting for test results by the time of the analysis. Their mutational status is included in the sample 
characterisation but they were not included in the follow-up data collection. Three patients refused genetic testing (Figure 1). They were 
discharged from the clinic with information to their primary care physician. The other group (Non-HCF, Figure 1) includes 126 patients 
(34.8%), with a median age of 63.5 years (range 1,786 years). More than half (67%) of these men belong to high risk families and were 
tested as index patients, but were found to have non-pathogenic mutations or variants of unknown clinical significance. Also in this group, 
19 patients asked for counselling due to aggregation of BC in their families, but were found not to have criteria for genetic testing, and 22 
refused testing after counselling.
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Legend: HCF – Hereditary cancer families; MC – Mutation carriers; VUCS – Variants of unknown clinical significance; GT - Genetic test
1 Six of these 121 MC were still waiting test results by the time of data analysis. They were not included in the follow-up.
2 Four patients were young adults by the time of first counselling visit, and decided to postpone their genetic testing.

Figure 1. Study population.

Table 1. Patients’ characterisation by mutational status.
MC Non-MC* Unknown1 Total

Patients (No) 121 193 48 362

Age at first visit (years)

Mean 48 55 52 53

Range 23–78 16–86 16–81 16–86

Healthy (No) 95 110 17 222

Age at first visit, years

Mean 44 46 37 47

Range 23–78 16–79 16–64 16–79

Previously affected (No) 26 83 31 140

Age at first visit, years

Mean 68 64 58 64

Range 48–77 32–86 16–81 16–86

Previous neoplasia (No)

1 12 68 26 106

2 10 14 4 28

3 3 0 1 4

>3 2 1 0 3

Mutations

BRCA2 102
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Table 1. Continued.

BRCA1 16

p53 2

CHEK2 1

MC – Mutation carriers; Non MC - non mutation carriers (*these include true negative 
carriers for their family mutation and index patients found with non-pathogenic variants 
or variants of uncertain clinical significance).
1Unknown status: these patients were not tested, either because they did not meet 
criteria for genetic testing or refused to be tested after counselling.

Regarding cancer diagnoses before genetic testing, 33 patients belonging to HCF (33/236) had been previously diagnosed with a total of 
39 cancer cases (0.17 case/patient). BC was the most frequent diagnosis (46%), followed by prostate (33%) and colorectal cancer (10%) 
(Figure 2). Although these individuals belonged to families with a known hereditary cancer syndrome, only 26 were confirmed carriers of 
the family mutation. The other seven cancer cases were admitted to be likely sporadic: the other side of the family was not suspicious for 
cancer heredity, and even when it was (only 1 case) comprehensive BRCA1/2 analysis did not reveal any pathogenic variant. An example 
of a family with two cases of male BC and found to harbour a BRCA2 mutation is shown in Figure 3. More complex hereditary families are 
shown in Figure 4 (CHEK2 1100delC) and Figure 5 (Li-Fraumeni Syndrome).

Male patients from non-HCF included 107 individuals with a personal history of neoplasia (129 cases; 1.02/patient). BC represented 77 of 
these cases (60%). Figure 2 displays both HCF and non-HCF cancer diagnoses registered before testing.

HCF – Hereditary cancer family; Non-HCF–Non-hereditary cancer family; NHL – Non-Hodgkin Lymphoma; HNC–Head and Neck Cancer
*Other sites: Chronic Lymphocitic Leukemia (0:1); Urothelium (0:1); Wilms tumor (0:1); Thyroid (0:1); Parathyroid (0:1); Testicular (0:1); Squamous 
cell skin cancer (0:1); Basal cell carcinoma (1:0).

Figure 2. Previous cancer diagnoses.
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Figure 3. Pedigree of a bilateral breast cancer and prostate cancer patient (arrow), carrier of a BRCA2 mutation (c.9098_9099insA). Plus (+) and 
minus (−) signs represent the carrier status of tested family members.

 

Figure 4. Pedigree of a prostate cancer patient (arrow), carrier of a CHEK2 mutation (1100delC). Plus (+) and minus (−) signs represent the 
carrier status of tested family members.
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Figure 5. Pedigree of a male healthy carrier (arrow) of pathogenic TP53 variant (c.481G > A). Plus (+) and minus (−) signs represent the carrier 
status of tested family members.

Prospective follow up: Ninety-seven male MC were included in this prospective surveillance program, 19 of which were cancer survivors. 
With a median follow-up of 36.9 months (range 0–131,1mo), 14 patients were diagnosed with 17 new cancer cases (Table 2). For those 14 
patients the median follow-up was 82.6 months). PC was the most frequently diagnosed neoplasia (5 cases). Eleven patients (78.6%) are 
alive, all but one without relapse (this one is a patient diagnosed with advanced pancreatic cancer alive after 36 months after his diagnosis). 
Three patients were diagnosed with advanced cancer and died of the disease (two with gastric cancer (GC) and one with disseminated 
adenocarcinoma).

An example of the importance of the surveillance programs for MC is the case of a 76-year-old male BC patient (index patient indicated 
with an arrow in Figure 3) that started follow up in April 2005, after being diagnosed with a BRCA2 germline mutation (c.9098_9099insA). 
Three new early cancers were diagnosed and treated during follow up (PC, contralateral BC and Bladder cancer). The patient is alive and 
in complete remission of all cancers.

Table 2. Cancer diagnoses during follow-up.
FUP Diagnoses T = 17

Prostate cancer 5

Gastric cancer 3

Breast cancer 2

Colorectal cancer 2

Pancreas cancer 1

Kidney	cancer 1

Urothelium 1

Thyroid 1

Occult primary 1
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Discussion

In this study, we analysed the characteristics of male patients seeking counselling in our clinic and reviewed data from prospective follow up 
of MC at risk for hereditary cancer. Most of our high-risk patients are carriers of BRCA1/2 pathogenic variants and adhered to a surveillance 
plan that allowed for cancer detection and treatment in 14 patients. In 10 of these patients (71%) early detection led to successful treatment. 
In four patients (GC (2), metastasis of unknown origin (1), pancreatic cancer (1)), their cancer diagnosis was made in an advanced stage 
and, with the exception of the patient diagnosed with advanced pancreatic cancer (alive 36 months after his initial diagnosis), they all died 
of progressive disease. The unexpected survival of the patient with advanced pancreatic cancer may be related with the known platinhyper 
sensitivity of BRCA cancers [31, 32].

The predominance of BRCA1/2 male carriers in our study (contrasting with rarer TP53 and CHEK2 carriers) is related to the predicted 
prevalence of these different genetic events in the general population. Also, multigene panels started to be regular practice in molecular 
diagnosis only recently [14], and our cohort started in 2000. It is likely that the number of male carriers of other pathogenic non-BRCA1/2 
mutations will increase in the future.

The significant underrepresentation of BRCA1 MC in our sample is due to several factors. First, there was a delay in testing and counselling 
male individuals from BRCA1 families, since BRCA2 men seemed to be at higher cancer risks and there was no clear recommendation to 
test men [19]. More recently, however, not only BRCA2 but also BRCA1 status has been considered one of the factors to take into account 
before deciding on PC screening [16], and we started including men from BRCA1 families in the counselling process.

In a universe focused on female breast and ovarian hereditary cancers [15], it is important to understand how these men were referred for 
counselling. Besides the increased awareness for the risk of inherited cancer, the main reason for male patient referral is a previous BC 
diagnosis. This is particularly true in our study population, in which BC was the most frequent cancer observed among previously affected 
patients. It is estimated that BRCA mutations are responsible for nearly 10% of male BC [33], with a reported lifetime risks of inherited 
male BC ranging from 5% to 10% in BRCA2 MC and 1% to 5% in BRCA1 MC [34]. Also, it seems that the probability of a BRCA mutation 
(especially BRCA2) increases if there is a significant family history of breast and ovarian cancer [33, 35]. For PC, 2% of the cases are attrib-
utable to BRCA mutations and the estimated lifetime risk for PC is 20% in BRCA1 MC and 40% in BRCA2 MC [35, 36]. This data helps to 
explain why BC (94) and PC (33) were the most frequently observed cancers in previously affected patients. Either through their physician 
or through self-referral, these men felt at risk of belonging to a hereditary cancer family. Counselling for individuals in Hereditary Prostate 
Cancer Families (HPCF) is very complex, since other known and unknown genetic factors besides BRCA1/2 mutations seem to be implied 
[37]. In our cohort 28 of all 4,320 families reviewed met criteria for HPCF (three or more cases of PC in first degree relatives; patients with 
PC in each of three successive generations or two first degree relatives with PC before the age of 55). Of these, 18 PC patients consented 
on BRCA1/2 testing after counselling but BRCA2 pathogenic variants were only observed in six cases, leaving all other HPCF without any 
genetic cause identified (data not shown).

Increased surveillance of healthy BRCA1/2 male carriers is still controversial, even if higher cancer risks are recognised [19, 36, 38, 39]. 
Data are accumulating however that, at least for BRCA2 male carriers, early detection is advisable: BRCA2 male BC displays pathologic 
characteristics related with greater biological aggressiveness, in comparison either with the sporadic male counterpart or BRCA1/2 female 
cases [40]. Also, BRCA2 PC displays an aggressiveness that justifies treatment [41]. We observed an unexpected good compliance with 
follow up (82% of all carriers kept regular surveillance) and the neoplasia most frequently diagnosed was PC, with five cases of Gleason 
6–9 (data not shown). Early treatment has allowed, so far, survival without relapse in all PC patients. As previously mentioned, two deaths 
attributable to GC were observed. On the other hand, some studies include GC in the BRCA2 phenotype [19, 42, 43], others did not confirm 
this [36]. Other factors may contribute for the GC cases observed in our BRCA2 carriers, since Portugal has a high incidence and mortal-
ity of this cancer [42]. There are no clear guidelines regarding screening of digestive cancers in BRCA2 carriers and even for pancreatic 
cancer screening (part of both the BRCA1 and BRCA2 phenotype [33]) the recommendation is to include those carriers in prospective 
studies [44].

With the progressive inclusion of multigene panels in molecular testing, the number of male carriers of non-BRCA mutations is likely 
to increase, adding to the complexity of counselling and surveillance. TP53 carriers pose a complex challenge to cancer risk manage-
ment clinics [45]. This patient population not only is at high risk for multiple primary neoplasia since childhood [46], as they also have an 
increased susceptibility to DNA damage by ionising radiation, limiting the use of radiologic exams in surveillance [45–47]. Most  surveillance 



Re
se
ar
ch

 9 www.ecancer.org

ecancer 2018, 12:804

 recommendations for Li-Fraumeni patients and their families focus mainly on breast and colorectal cancer surveillance, which may be 
insufficient given the high-risk for other types of cancer such as bone and soft tissue sarcoma (diagnosed in 25% of all germline TP53 
MC [48]), brain tumours, leukaemia, adrenocortical carcinoma among others less frequently observed (gastric, prostate, pancreas, mela-
noma, lymphoma) [45, 47, 49–51]. Interest in the concept of “whole-body imaging” is emerging, and a number of trials assessing the role 
of whole-body MRI (WB-MRI) in high-risk cancer patients are ongoing [52, 53]. Early this year, the first results of the SIGNIFY study were 
published [54].	This	was	a	small	UK	trial,	aiming	to	evaluate	the	role	of	WB-MRI	in	TP53 MC screening. Eighty-eight patients were enrolled, 
44 were MC and the other 44 patients were healthy control individuals. During the study, six patients in the experimental arm had a can-
cer diagnosed, but only four were a direct result of WB-MRI screening. One of the questions raised by this study was the false-negative 
findings leading to further investigation and radiation, and the potential distress caused by these [54]. More robust data is needed before 
recommendations can be made.

The clinical management of patients harbouring moderate penetrance gene variants (like CHEK2 gene) is challenging. The CHEK2 
1100delC mutation may explain up to 5% of BC families with a BRCA1/2 phenotype but with a BRCA1/2 negative test result [55, p. 2]. This 
particular mutation has been shown to increase female BC risk by 2- to 3-fold and a 10-fold increase risk in male BC [10]. It has also been 
associated with PC [56]. According to NCCN guidelines, male MC for a CHEK2 gene mutation lack specific medical management guide-
lines for BC risk. Nevertheless, this risk has increased the concern about male BC screening, patient breast awareness education, clinical 
breast examinations, and mammography [49, 57]. To include or not, prostate and colorectal cancer screening is still debatable.

For high-risk couples where the male is a BRCA1, BRCA2 or a TP53 carrier, counselling should include discussion regarding the possibility 
of preimplantation genetic diagnosis (PGD) [46, 58]. PGD uses fertilisation in vitro technology and allows embryos to be tested prior the 
transfer to the uterus, according to their mutational status [46, 58]. Although PGD implies some ethical issues that are not in the framework 
of this study, several couples are interested in pursuing it, and proper counselling should be made available.

Several questions remain to be answered, and one of them is the management of high-risk patients with variants of unknown clinical sig-
nificance [59]. Although 18% of all BC cases tested by our group were found to be carriers of a BRCA1/2 pathogenic mutation, nearly 30% 
of our male referrals because of a cancer diagnosis (including multiple previous diagnoses) had an inconclusive test result. This can be 
a source of distress [60] for patients and their families and poses unique problems in management and follow up since there is a lack of 
predictive cancer models for these men.

Conclusion

Men from HBOCS families actively seek counselling concerning their risk for hereditary cancer, and the great majority of carriers with 
pathogenic variants are compliant with increased surveillance. Management of cancer risk is complex, not only for BRCA1/2 and TP53 MC 
but also for men at high risk of hereditary cancer without identified pathogenic variants. It is likely that the current use of panel testing will 
identify new genes responsible for Breast, Prostate and other male cancers in HBOCS like families. This may clarify the genetic contributor 
but will add to the complexity of clinical management. Genetics Clinics need to adapt to the needs of a growing male population and more 
clinical research is also needed to develop guidelines for the management of complex phenotypes.
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