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Thyroid cancer, the commonest of endocrinemalignancies, continues increasing in incidence being the 5thmore
prevalent cancer among women in the United States in 2012. Familial thyroid cancer has become a well-
recognized, unique, clinical entity in patients with thyroid cancer originating from follicular cells, that is,
nonmedullary thyroid carcinoma. Hereditary nonmedullary thyroid cancer may occur as a minor component
of familial cancer syndromes (familial adenomatous polyposis, Gardner's syndrome, Cowden's disease, Carney's
complex type 1, Werner's syndrome, and papillary renal neoplasia) or as a primary feature (familial
nonmedullary thyroid cancer [FNMTC]).
Although there is some controversy, some epidemiologic and clinical kindred studies have shown that FNMTC is
associated with more aggressive disease than sporadic cases, with higher rates of multicentric tumours, lymph
node metastasis, extrathyroidal invasion, and shorter disease-free survival. This way, preventing screening will
allow earlier detection, more timely intervention, and hopefully improved outcomes for patients and their fam-
ilies. On the other hand, in the last years, an important number of genetic studies on FNMTChave beenpublished,
trying to determine its genetic contribution. However, the genetic inheritance of FNMTC remains unclear; but it is
believed to be autosomal dominantwith incomplete penetrance and variable expressivity. This paper provides an
extensive overview of FNMTC from several points of view. Firstly, the impact of early detection on prognosis, sec-
ondly, the management and follow-up of FNMTC patients, and finally, the role of susceptibility loci, microRNAs
(miRNAs) and telomerases in recently identified isolated cases of FNMTC.

© 2014 Elsevier B.V. All rights reserved.
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1. Introduction

Thyroid cancer (TC) is themost common endocrinemalignancy and
its incidence has been increasing sharply since themid-1990s, being the
fastest-increasing cancers in both men and women in United States [1].
Increased medical surveillance, the effect of environmental factors and
more sensitive diagnostic tests, such as ultrasound and confirmation
via fine-needle aspiration, are thought to account for this increased inci-
dence [2]. There is significant disparity in thyroid cancer incidence by
gender. TC is more common in women (approximately 3:1 ratio) be-
coming the 5th more prevalent cancer among women [1]. Some inves-
tigators have suggested that the higher rate of papillary thyroid cancer
in women may be due to reproductive, hormonal and dietary factors,
but the molecular factors that account for gender disparity in thyroid
cancer incidence are unknown [3].

TC is a general term that comprises two main groups of neoplasias,
depending on the cell type affected by the malignant transformation.
1) Carcinomas originating from the follicular epithelium, referred to as
nonmedullary thyroid cancer (NMTC) representing more than 95% of
all TC; and 2) carcinomas originating from the parafollicular thyroid C
cells, referred to as medullary thyroid cancer (MTC) accounting less
than 5% of all TC. There are four histologic subtypes of NMTC: papillary
(PTC) (85%), follicular (FTC) (11%), Hürthle cell (HTC) (3%) and the an-
aplastic histotype (ATC) (1%) [4].

Histologically, PTCs are composed of well differentiated epithelial
cells and can be distinguished by distinctive nuclear alterations includ-
ing pseudoinclusions, grooves, and chromatin clearing (Fig. 1A). PTC
Fig. 1.Histopathologyof the twodifferentiated subtypes of non-medullary thyroidneoplasias: A
thyroid cancer (FTC) without the morphological nuclear features of PTC.
incidence is remarkably high in developed countries, it is typically
slow growing, and when it spreads it usually metastasizes to local
lymph nodes [5]. On the other hand, FTC lacks themorphological nucle-
ar features of PTC (Fig. 1B), which tends to be more aggressive and pro-
duces distant metastasis rather than lymph node invasion [6]. Although
some PTC and FTC behave aggressively, the vast majority can be man-
aged effectively. An important histologic variant of FTC is the oncocytic
(Hürthle cell, oxyphilic) follicular carcinoma composed of eosinophilic
cells repleted with mitochondria [7]. ATCs, the most uncommon form
of NMTCs, are characterized by undifferentiated cells with high mitosis
rate, necrotic areas, spindle-like cell morphologies as well as giant and
occasionally squamous cells. ATC behaves very aggressively, rapidly in-
vades adjacent tissues and is considered one of the most lethal human
cancers [5].

NMTC is prevalently sporadic, but evidence of a familial inheritance
is accumulating over the last years with prevalence from 5–10% in dif-
ferent series [8]. The first description of familial nonmedullary thyroid
cancer was reported in 1955 by Robinson and Orr in monozygotic
twins [9], and since then, numerous cases of FNMTC were reported
until FNMTC was recognized as a distinct clinical entity [10]. It is
named as familial non-medullary thyroid carcinoma (FNMTC) and it is
defined by the diagnosis of two or more first-degree relatives with thy-
roid cancer of follicular cell origin without another familial syndrome.
Several large case–control studies have reported the heritability of
FNMTC to be one of the highest of all cancers [11] (Fig. 2). FNMTC
may occur as aminor component of familial cancer syndromes (Adeno-
matous polyposis of colon (FAP), Gardner's syndrome, Cowden's
. Papillary thyroid cancer (PTC) characterized by distinctive nuclear alterations; B. Follicular



Fig. 2. Example of a complete pedigree affected by familiar non-medullary thyroid cancer (FNMTC) where□ and○ represent non-affected relatives;■ and● represent relatives affected
by FNMTC; and represent relatives affected by benign thyroid disease; and represents an individual with thyroid metastasis from bladder cancer.
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disease, Carney complex type-1, Werner's syndrome, McCune–Albright
syndrome) or as the predominate feature [12]. The genetic inheritance
of FNMTC remains unknown, but it is believed to be autosomal with in-
complete penetrance and variable expressivity as observed on reports
of families with three or more affected members, horizontal transmis-
sion in siblings and increased percentage of male patients with FNMTC
compared to those with sporadic NMTC [13].

FNMTC cannot be differentiated from the sporadic form of NMTC;
and no specific clinical or histological features have been identified.
However, it may have a trabecular strumawith oxyphilia, andwhen as-
sociated with familial adenomatous polyposis it has a cribiform pattern
[14]. Of note, there is some controversy about the higher aggressiveness
of FNMTC compared with its sporadic counterpart. While some authors
have reported this difference [15–17], some others did not find it [10,
18]. However, incidence of tumour multifocality, local invasion, lymph
node metastasis, and local or regional recurrences has been also ob-
served. In addition, FNMTC occurs at an earlier age, with some evidence
to suggest genetic anticipation in successive generations [17]. All these
features have led many medical centres to recommend more vigilant
screening and management in affected families. Thus, the aim of this
paper is to extensively review FNMTC from several points of view. First-
ly, we determine the impact of early detection on prognosis; secondly,
we study themanagement and follow-up of FNMTCpatients and finally,
we analyze the role of susceptibility loci, microRNAs (miRNAs) and
telomerases in recently identified isolated cases of FNMTC.

2. Search strategy

Published data for this review were identified by search and selec-
tion in MEDLINE database and reference lists from relevant articles
and reviews. A two-step approach was used. Firstly, a search with the
keywords “familial thyroid cancer”, “familial nonmedullary thyroid can-
cer” and “familial papillary thyroid cancer” was carried out. Second, fa-
milial nonmedullary thyroid cancer was used as a keyword with the
addition of the following keywords “screening”, “genetics”, “aggressive-
ness”, “miRNA” and “telomerase”. Bibliographies of all selected articles
and review articles about familial nonmedullary thyroid cancer were
reviewed for other relevant articles.

3. Screening recommendations in FNMTC

As heritability of FNMTC is one of the highest of all cancers, all first-
degree relatives of affected families, even if asymptomatic, should be
assessed. Some authors go beyond and strongly recommend the screen-
ing not only to first-degree relatives but also to second-degree [19]. In
this study, a comprehensive screening examination was carried out in
a huge cohort of 128 relatives of 21 FNMTC patients from 10 different
families. The most outstanding observation of this analysis was that
nearly 50% of second-degree relativeswere diagnosed of thyroid pathol-
ogy [19]. This percentage was very similar to the one obtained in first
degree relatives (54%) suggesting that an exhaustive screening should
be performed in both, first and second degree relatives, when possible
[19]. Moreover, the authors did not find differences in multicentricity
or lymphatic metastases when comparing first vs second-degree rela-
tives showing similar aggressiveness of the tumour in both groups
[19].

The gene(s) responsible for FNMTChave not yet been identified, and
only some susceptibility genes of this familial disorder have been ana-
lyzed in selected kindred, but usually have not been validated by
other subsequent studies. Thus, genetic testing for FNMTC is not avail-
able and it is mandatory that these individuals undergo a careful history
and comprehensive physical examination. This should be followed by
ultrasonography of the thyroid gland and cervical lymph nodes, fine
needle aspiration biopsy when thyroid nodules or suspicious nodules
are identified, and appropriate surgical treatment. Regarding patient
and family history, the presence of locoregional symptoms should be
questioned in all patients with thyroid abnormalities [20] because an
augmenting incidence of tumour multifocality, local invasion, lymph
node metastasis, local or regional recurrences and intraglandular me-
tastasis in patients with FNMTC compared to sporadic counterparts
has been reported [15–18]. The increased incidence of benign thyroid
lesions that can progress from normal thyroid tissue to benign neo-
plasms and subsequent malignant transformation, together with famil-
ial clustering of multinodular goiters should be annotated because a
personal or family history of benign thyroid conditions has been ob-
served in about 45% of patients with FNMTC [10,21].

The use of cervical ultrasound for screening of asymptomatic pa-
tients is increasing because ultrasound permits earlier detection of oc-
cult non-palpable thyroid cancers in asymptomatic family members of
patients with FNMTC [22]. It is important to remark that thyroid cancer
detection ratewith neck palpation alone is low, reportedly only 0.19% in
a huge screening study of more than 18,000 women, whereas the inci-
dence of ultrasonographically detecting thyroid nodules in healthy
adults was reported to be about 20% [23]. Moreover, a study with 149
patients who were symptom-free relatives of patients from 53 FNMTC
families, reported a 52% prevalence of thyroid nodules detected by
screening neck ultrasounds [22]. In addition, 10% of this cohortwas sub-
sequently diagnosed with thyroid cancer, with tumours averaging less
than 1 cm in size. Despite the relatively tumour small size, 47% showed
multifocal disease and 43% had lymph node metastases [22]. Several
studies have shown excellent specificity (95.7–100%) and reasonable
sensitivity (83.3–92.6%) of neck ultrasonography for identifying cervical
lymph nodemetastases in the lateral neck [24,25]. Furthermore, preop-
erative ultrasonography results may alter the surgical approach in as
many as 34% of cases, including those with palpable lymphadenopathy
on preoperative exam [24]. The only drawback of thyroid ultrasonogra-
phy is that regarding the high frequency of multifocal disease, it can
identify thyroid nodules that are benign and of little risk to these indi-
viduals. However, when balancing the advantages vs disadvantages of
neck ultrasonography, the use of ultrasound is strongly recommended
as an important part of the evaluation of any patient at risk for
FNMTC. In the last years, thyroid elastography is gaining more
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importance for thyroid tumour screening. It is a new technique based on
the principle that when body tissues are compressed, softer parts de-
form more easily than harder ones. The amount of displacement is de-
termined from ultrasound signals reflected by tissues when they are
compressed. Elastography is a more accurate and sensitive technology
that allows the detection and differential diagnosis of thyroid cancers.
In a recent study, the reproducibility of real-time freehand elastography
in thyroid nodules was determined with statistically significant agree-
ment between two radiologists, making elastography a reproducible
and suitable technique that could be used in daily clinical practice [26].

Fine needle aspiration cytology (FNAC) is a cost-effective and reli-
able diagnostic test for thyroid nodules being the gold standard for the
differential diagnosis between benign and malignant thyroid nodules.
However, as FNMTC is associatedwith an increased rate ofmultifocality,
bilaterality, andmultiple benign nodules, the results of FNACmay be in-
determinate and inconclusive in nearly 5–15% of these lesions [27]. This
rate of inconclusive results led us to recommend total thyroidectomy in
any patientwith a thyroid nodule and a strong family history, regardless
of the FNAC result [20].

To sum up, we believe that a complete screening should be devel-
oped in all, first and second-degree relatives, even if asymptomatic. Re-
garding the special features of FNMTC, a complete personal and familiar
history and an exhaustive physical examination should be carried out.
This should be followed by ultrasonography of the thyroid gland and
cervical lymph nodes, fine needle aspiration biopsy when thyroid nod-
ules or suspicious nodules are identified, and appropriate surgical treat-
ment. This preventing screening will allow earlier detection, more
timely intervention, and hopefully improved outcomes for patients
and their families.

4. Clinical management and follow-up of FNMTC

In the past years, there has been a controversy about the existence of
the familiar form of NMTC, however, nowadays, the existence of this
FNMTC is well documented and has little discussion [7–13,15–17,20,
22,27]. Although NMTC is mostly sporadic, evidence for a familial
form, not associated with other Mendelian cancer syndromes is un-
equivocal and is thought to cause more aggressive disease [17]. For
that reason, the search for genetic susceptibility loci for FNMTC started
two decades ago. The clinical characteristics of FNMTC are being clari-
fied, not only by family studies, but also by large epidemiologic revi-
sions, differing from sporadic NMTC [18]. FNMTC has been associated
with early age of onset [10,17], an increased incidence of benign thyroid
nodules [15], multifocality [8,15], bilateral tumour occurrence [8,18],
higher frequency of lymph nodemetastasis at diagnosis [18], recurrence
[17] and worse outcome [17] when compared with the sporadic NMTC.
All these differences between the familiar and the sporadic form of
NMTC explain that patients with FNMTC should have amore aggressive
surgical treatment and should be followed closely. On the other hand, it
is not clear if higher incidence in thyroid pathology might be due to a
more exhaustive screening in kindred of patients, or it is a real higher in-
cidence. It is a difficult question to answer due to the lack of bibliogra-
phy, but in our point of view and according to unpublished results of
our group [19], the incidence of thyroid pathology (including benign
diseases) is higher in the familiar than in the sporadic form.

Although being a controversial topic, most studies, including large
cohort studies, suggest that FNMTC is more aggressive than sporadic
NMTC. As commented above, FNMTC has been associated with early
age of onset, an increased incidence of multiple benign thyroid nodules,
multifocality, bilaterality, nodal involvement, intraglandular dissemina-
tion, extrathyroidal invasion, lymph node metastasis, shorter disease-
free survival period and recurrence [15,17,19,21,22,28–31]. In a study
conducted in Japan containing records of 8422 patients treated by thy-
roidectomy between 1946 and 2000, 258 patients from 154 families
were identified as having FNMTC [15]. Among them, intraglandular dis-
semination of the tumour wasmore frequent in FNMTC patients than in
sporadic thyroid carcinomapatients (40.7% vs 28.5%; p b 0.0001). In ad-
dition, multiple benign nodules were found more frequently in the
FNMTC patients than in the sporadic thyroid carcinoma patients
(41.5% vs 29.8%; p b 0.0001) and tumour recurrence was also seen
more frequently in the FNMTCpatients (16.3% vs 9.6%; p= 0.0005). Re-
currence at ipsilateral and contralateral lymph nodes and the contralat-
eral thyroid lobe were significantly more frequent in FNMTC patients
than in sporadic disease patients. Regarding surgical procedure, total
thyroidectomy, subtotal thyroidectomy, and lymph node dissection
were more frequent in the FNMTC patients than in the sporadic thyroid
carcinoma patients [15]. Furthermore, the disease-free survival period
was also significantly shorter for the FNMTC patients, although survival
curves did not differ statistically between groups. It is important to re-
mark that it is very difficult to perform a survival analysis in a relatively
rare diseasewith a lowdeath rate. Hence, no studywill probably ever be
able to prove a difference in overall survival [20]. Thus, disease-free sur-
vival is a much more appropriate endpoint for this disease, and there
are, apart from this, several well-conducted studies that support the
conclusion that FNMTC has a shorter disease-free survival.

A descriptive study of 119 patients with papillary thyroid
microcarcinoma showed that FNMTC may be more aggressive than the
sporadic disease [31]. Despite the fact that only seven of these patients
had FNMTC, the differences with the sporadic cohort were remarkable.
Although FNMTC patients showed an average tumour size of only
5.9 mm, rates of tumour multicentricity (71% vs 19%), bilateral disease
(43% vs 8%), lymph node metastasis (57% vs 28%) and vascular invasion
(43% vs 5%) were all significantly higher than in sporadic cases.

A retrospective analysis with 698 confirmed cases of nonmedullary
well-differentiated thyroid cancer demonstrated that the presence of
distant metastases was statistically significantly higher in the familial
cases than in the sporadic cases (p = 0.003). Interestingly, distant me-
tastases were seen particularly in families with three or more affected
members [28]. The familial group had statistically significant increased
rates of recurrent/persistent disease as judged by the requirement for
reoperation (p = 0.05), the requirement of additional radioactive io-
dine therapy administered at least two years after the initial therapy
(p = 0.03), or a combination of these two therapeutic modalities
(p = 0.03). Furthermore, there was a statistically significant trend for
greater mortality (p = 0.01) in the FNMTC cohort.

A population-based case–control study including 332 cases with
papillary or follicular carcinoma diagnosed between 1993–1999 and
412 controls, matched by sex and 5-year age-group was carried out in
New Caledonia, where high incidence rates of thyroid cancer have
been observed, particularly in Melanesian women [29]. In this study, a
3.2-fold increased odds ratio of non-medullary thyroid cancer in indi-
viduals with a family history of thyroid cancer among first-degree rela-
tiveswas observed. This study also found an odds ratio of 3.6 for thyroid
cancer in individuals with a family history of multinodular goiter in
first-degree relatives [29].

Another study,with twodifferent cohorts from Italy andGreece, com-
pared 34 FNMTC with 235 sporadic NMTC patients [17]. These authors
obtained that tumours of FNMTC patients weremore frequentlymultifo-
cal (p = 0.001), tended to have higher recurrence rate (p = 0.05), and
had worse outcome (p= 0.001) when compared with sporadic PTC pa-
tients [17]. In this analysis, the phenomenonof “genetic anticipation”was
observed. It has gained new attention in the last decades and has been
fully demonstrated for other inherited benign and malignant disorders,
such as Huntington's disease [32] or dyskeratosis congenital [33]. The au-
thors found that mean age of tumour at presentation and at diagnosis
was significantly younger in the second generation (p b 0.0001). In addi-
tion, patients of the second generation had a higher rate of local or distant
metastases (p = 0.02), tumour multicentricity (p = 0.003), and
bilaterality (p = 0.01) at the time of diagnosis and a worse outcome
(p = 0.04) at final follow-up when compared with their parents [17].

A higher aggressiveness of the tumour in FNMTC patients compared
with sporadic counterparts was also reported in a case–control study
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with 28 FNMTC and 85 sporadic NMTC [30]. The presence of
adenopathies (p = 0.02), thyroid nodules (p = 0.01) and multicentric
disease (p = 0.007) was higher in the FNMTC patients. However, this
study failed in finding significant differences in the presence of lymph
node metastases, recurrence or mortality.

On the other hand, a retrospective analysis of 67 patients with
FNMTC who were compared with 375 control subjects with sporadic
NMTC did not find a higher frequency of multicentric disease and
lymph node metastases at diagnosis. In addition, the authors showed
FNMTC to have a similar long-term outcomewhen compared with spo-
radic disease [34]. Similarly, a meta-analysis performed with 178 pa-
tients concluded that FNMTC was not more aggressive than the
sporadic form of the disease [10].

In view of the results thus far reviewed, we believe that there is con-
vincing evidence supporting the fact that FNMTC is more aggressive
than the sporadic form of the disease, thus suggesting that earlier treat-
ment is beneficial.We therefore recommend total thyroidectomywith a
prophylactic central neck lymph node dissection if the patient has ama-
lignant thyroid nodule and a thorough family history of thyroid cancer.
If lymph node involvement is present in the lateral neck compartment
by preoperative imaging or by palpation, a therapeutic lymph node dis-
section should also be performed. Moreover, all patients treated with a
total thyroidectomy should be considered for postoperative radioactive
iodine therapy, regardless of tumour size, as there is a high incidence of
local recurrence and nodal involvement. Upon completion of radioac-
tive iodine therapy, patients should be placed on lifelong thyroid sup-
pression. The optimal follow-up for patients with a diagnosis of
FNMTC is not known. Because all patients with FNMTC have thyroid
cancer, their follow-up should be, at a minimum, the standard of care
for their stage of disease [20]. However, due to aggressiveness of
FNMTC and the high risk of recurrence, amore aggressive postoperative
treatment and more rigorous follow-up should be considered.

5. Genetic predisposition to FNMTC

On a molecular level, the genetic basis of FNMTC as a distinct syn-
drome remains poorly understood (Table 1). Unlike in the case of MTC
syndrome, caused by germline point mutations in the RET proto-
Table 1
Genetic alterations in FNMTC.

Susceptibility gene Location Author Year Findings

MNG1 14q31 Bignell et al. 1997 No evidence of l
TCO 19p132 Canzian et al. 1998 Confirmed in ind

and NMTC1.
fPTC/PRN 1q21 Malchoff et al. 2000 Not yet confirme

PRN association
NMTC1 2q21 McKay et al. 2001 Interaction betw

who inherit both
a fraction of case

FTEN 8p23.1-p22 Cavaco et al. 2008 Potential tumou
FOXE1 9q22.33 Gudmundsson et al. 2009 GWAS conducted

transcription fact
NKX2-1 14q13.3 Gudmundsson et al. 2009 GWAS conducted

transcription fact
Not yet identified 1q21 Suh et al. 2009 SNP array-genoty

family (NBPF) re
Not yet identified 6q22 Suh et al. 2009 SNP array-genot
miR-886-3p 5q31.2 Xiong et al. 2011 3-Fold downregu

and focal adhesio
miR-20a 13q31.3 Xiong et al. 2011 4-fold downregu

invasion, and hig
TERC-hTERT
complex

3q26 and 5p15.33 Capezzone et al. 2008 Short telomeres,
contribute to gen
and NMTC patien

Abbreviations:MNG1:Multinodular goiter-1; FNMTC: Familiar non-medullary thyroid cancer; T
papillary thyroid cancer; PRN: Papillary renal neoplasm; FTEN: Familial thyroid epithelial neop
association study; NBPF: neuroblastoma breakpoint family; SNP: Single nucleotide polymorp
kinase type-1 gamma gene; PXN: Paxillin; ZYX: Zyxin; TERC: Telomerase RNA component; hT
oncogene [35]; the causative genes predisposing to FNMTC have not
been yet identified. The variable expression of FNMTC suggests that the
responsible gene(s)may lead topredisposition or susceptibility to thyroid
cancer. With the advent of new techniques inmolecular genetics, a num-
ber of potential loci for FNMTC genes have been identified. In addition,
the role of different miRNAs and the effect of telomeres and telomerases
in the genetic predisposition to FNMTC have been investigated.

5.1. FNMTC susceptibility loci

Studies employing genome wide linkage analysis using microsatel-
lite markers and informative large pedigrees with multiple affected
members have revealed potential loci and also excluded some impor-
tant genes that were thought to be good candidates in susceptibility to
FNMTC [7].

5.1.1. MNG1 14q31 locus
It was thefirst locus identified to be potentially implicated in FNMTC

[36]. A Canadian pedigree with 18 cases of multinodular goiter (MNG)
and 2 cases of NMTCwere studied [36]. After genotyping 34 individuals,
a potential susceptibility locus at 14q31 was identified. Haplotype anal-
ysis concurred with the linkage data and showed an autosomal domi-
nant mode of inheritance. To confirm these initial findings, linkage
analysis was repeated on several pedigrees. The locus was confirmed
in other families with MNG [37], but no evidence of linkage was found
in additional FNMTC pedigrees suggesting that this locus may not be in-
volved in FNMTC, or that it may account for only a minority of FNMTC
cases with MNG. Alternatively, it is possible that the MNG1 locus may
harbour a gene for MNG alone but not for FNMTC.

5.1.2. TCO 19p132 locus
The thyroid tumours with cell oxyphilia (TCO) locus were mapped

for the first time on chromosome 19p132 in a French family consisting
of six cases of MNG and three of NMTC by the French NMTC Consortium
[38]. The TCO locus extends up to∼2Mb and has been further refined to
a 1.6 Mb interval by adding more markers and more families with af-
fected individuals showing oxyphilic tumours. Initially, it was speculat-
ed that the TCO locus is associated only with this unique form of FNMTC
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with cell oxyphilia. However, when a linkage analysis on 22 FNMTC
families was performed, 1 family with linkage to the TCO locus was
found and the thyroid cancers in this family did not display cell
oxyphilia [39]. Importantly, linkage to the TCO locus has been subse-
quently confirmed in independent studies [16,39]. Furthermore, analy-
sis of additional families has provided evidence for the genetic
interaction between the TCO at 19p132 and NMTC1 at 2q21 loci (anoth-
er potential genetic locus), resulting in a significantly increased risk of
NMTC in patients carrying both susceptibility loci [39].

5.1.3. fPTC/PRN 1q21 locus
It was firstly identified on Chromosome 1q21 in an American family

with fivemembers affected by PTC, one by colon cancer and two bypap-
illary renal neoplasm (PRN) [40]. Thirty-one members of this family
were genotyped and haplotype analysis revealed that all affected sub-
jects carried the same phenotype within the linkage region. To date,
the relationship of this locus with FNMTC has not been confirmed in
any other independent study and no further families with a PTC and
PRN association have been reported. These findings suggest that the
fPTC/PRN locus may harbour a susceptibility gene for a unique and
rare FNMTC phenotype where PTC is associated with PRN. However
no association to this locus is suggested for the majority of FNMTC.

5.1.4. NMTC1 2q21 locus
The existence of a susceptibility locus for FNMTC (NMTC1) on chro-

mosome 2q21 was first identified in a large Tasmanian pedigree with
recurrence of PTC [41]. An extensive genome-wide scan followed by
haplotype analysis revealed that seven out of eight subjects with PTC
shared a common haplotype on chromosome 2q21. These observations
were subsequently confirmed with a linkage analysis performed on ad-
ditional 80 pedigrees with FNMTC. Moreover, a linkage analysis was
carried out on a further 10 FNMTC families, 9 ofwhich contained thyroid
cancers with cell oxyphilia. This study revealed a significant evidence in
favour of a two locus inheritance model between TCO and NMTC1 [42],
suggesting that interaction between the TCO and NMTC1 loci may in-
crease the risk of FNMTC in patients who inherit both susceptibility
loci [39,42]. Furthermore, the loss of heterozygosity at the TCO and
NMTC1 loci was demonstrated in some tumour specimens from pa-
tients with FNMTC [43]. Together, all these findings suggest that alter-
ations at TCO and NMTC1 could be important in a fraction of cases
with FNMTC.

5.1.5. FTEN 8p23.1-p22 locus
It was discovered in a clinical screening of a Portuguese family with

11 cases of benign thyroid disease and 5 cases of thyroid cancer using
higher genomic resolution techniques such as single-nucleotide poly-
morphism (SNP) followed bymicrosatellites [44]. A genome-wide signif-
icant evidence of linkage, to a single region on chromosome 8p23.1-p22
was obtained and recombination events delimited theminimal region to
a 7.46-Mb span. The authors excluded seventeen suggestive candidate
genes located in theminimal region as susceptibility genes bymutational
analysis. Allelic losses in the 8p23.1-p22 regionwere absent in seven thy-
roid tumours from family members, suggesting that the inactivation of a
putative tumour suppressor gene may have occurred [44]. Further anal-
yses are warranted before this locus is considered to harbour an FNMTC
susceptibility gene.

Remarkably, all these studies showed themain limitation of being
performed in individual families, with distinct variants of FNMTC
(e.g., papillary renal neoplasia, oxyphilic tumours) not existing in
the vast majority of families. For that reason, some of these loci still
remain to be confirmed in other families. To address this problem,
two new loci have been recently linked to FNMTC susceptibility
using genome-wide association study (GWAS) technology. Two
common gene polymorphisms associated with thyroid cancer have
been detected at chromosomes 9q22.33 and 14q13.3 in a GWAS con-
ducted in 378 cases and 37,196 Icelandic controls [45]. The estimated
risk of thyroid cancer in homozygous carriers was 5.7-fold greater
than that of non-carriers. These variants involved, respectively, the
FOXE1 and the NKX2-1 genes, which encode for two thyroid tran-
scription factors. It is important to corroborate these results in differ-
ent familiar cohorts to confirm the role of these polymorphisms in
FNMTC. Additionally, a SNP array-genotype analysis from 38
FNMTC families across the United States and Italy identified signifi-
cant linkage between FNMTC phenotype and 2 SNPmarkers on chro-
mosomes 1q21 and 6q22 [46]. These 2 regions may possibly
encompass heretofore undiscovered genes that predispose to
FNMTC. Some genes potentially associated with FNMTC reside on
these regions, such as the neuroblastoma breakpoint family; howev-
er, the exact genes have not been yet identified.

On the other hand, recent technical advances in molecular genetics,
such as multiple germline mutation analyses have excluded the most
common somatic mutations in genes associated with sporadic thyroid
cancers, including RET, RET/PTC, MET, MEK1, MEK2, APC, PTEN and
NTRK, as candidate genes for FNMTC [44]. However, somatic mutations
of BRAF and RASwere also identified in Portuguese familieswith several
individuals affected with NMTC [43]. The authors suggest that these so-
matic genetic alterations may be involved in the FNMTC tumour
progression.

5.2. miRNAs in FNMTC

MicroRNAs (miRNAs) are endogenous, conserved, single stranded,
small (approximately 22 nucleotides in length), noncoding RNAs that
repress gene expression at the post-transcriptional level by targeting
mRNA [47]. Lin-4, the first miRNA discovered (1993), was found to reg-
ulate Caenorhabditis elegans development by inhibiting the protein ex-
pression of lin-14 via binding to the 3′UTR of its mRNA [48]. Since
then, and according to the miRNA database miRBase, the human ge-
nomeencodesmore than 1500miRNA sequences,whichmay target ap-
proximately 60% of humanprotein-coding genes [49].miRNAanneals to
complementary sequences in the 3′-untranslated regions (3′UTR) of
target mRNAs of protein-coding genes, causing mRNA to be cleaved or
to repress the translational machinery needed for protein synthesis.
Thus, miRNA can either inhibit translation or induce degradation of its
target mRNA or both, depending upon the overall degree of comple-
mentarity of the binding site, the number of binding sites, and the acces-
sibility of those binding sites [50]. The stronger its complementarity
with the prospective target RNA, the more likely the miRNA will de-
grade the target mRNA, and those miRNAs that display imperfect se-
quence complementarities with target mRNAs primarily, result in
translational inhibition. Two classes of microRNAs relevant to cancer
are distinguished: ‘onco-miRs’ with tumour promoting effects versus
‘tumour-suppressive miRNAs’ that restrain cancer progression.

As far aswe know, there is only one study comparing themiRNApro-
file of FNMTCwith their sporadically occurring counterparts [51]. In this
study, miRNA expression profile of familial vs sporadic nonmedullary
thyroid cancer tumour samples was analyzed using whole genome
miRNA microarrays. The authors found two miRNAs, miR-886-3p and
miR-20a, differentially expressed between the FNMTC and the sporadic
NMTC groups. Importantly, they were validated to be differentially
expressed by 3- and 4-fold by quantitative real time RT-PCR, respective-
ly. Moreover, miR-886-3p and miR-20a were also downregulated in
NMTC as compared to normal thyroid tissue by 3.5–4-fold. Both miR-
20a (13q31.3) andmiR-886-3p (5q31.2) are not located in chromosomal
loci previously identified as susceptibility loci by linkage studies in kin-
dreds with FNMTC, nevertheless, this issue is not surprising given the
small nucleotide lengths of miRNAs.

Recently, miR-886-3p has been observed to be downregulated in
squamous cell lung cancer compared with normal lung tissue, suggest-
ing a potential tumour suppressor role for this miRNA [52]. These au-
thors demonstrated that overexpression of miR-886-3p caused
dramatic decrease (more than 4-fold) in the expression of genes that
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regulate DNA replication (CDC6) and focal adhesion (PIP5K1C, PXN,
ZYX) in two different well-characterized thyroid cancer cell lines. Over-
expression of miR-886-3p significantly inhibited cell proliferation to
79% (p b 0.001) by increasing the number of cells in S phase (12–16%)
while decreasing the number of cells in G0/G1 (11–22%) (p b 0.001).
On the other hand, miR-886-3p overexpression decreased the number
and size of spheroids in thyroid cancer cell lines when cultured in
ultra low adherent culture flasks and significantly inhibited migration
of thyroid cancer cell lines using the scratch wound healing assay
(p b 0.001) [51].

Dysregulation of miR-20a expression has been previously observed
in prostate, ovarian and head and neck squamous cells among others
[53,54]. miR-20a promotes cellular proliferation and invasion, and
higher expression levels have been associated with tumour dedifferen-
tiation [53]. The biology of miRNAs represents a relatively new research
area and is still an emerging field [55]. For that reason, further analyses
are guaranteed to identify the role of newmiRNAs in the FNMTC. Future
studies aimed at understanding howmiRNAs are integrated into FNMTC
are a prerequisite for their development as potential therapeutic targets.

5.3. Telomeres and telomerase in FNMTC

Telomeres are non-coding regions at the end of eukaryotic chromo-
somes consisting of hundreds of copies of a simple tandem repeat
sequence (TTAGGG in vertebrates) that serves to stabilize the chromo-
some for replication through cell division. Telomeres progressively
shorten with each cell replication due to incomplete lagging of DNA
strand synthesis and oxidative damage. When telomeres become criti-
cally short, the cells undergo senescence or apoptosis [56]. Telomerase
is a specialized ribonucleoprotein with reverse transcriptase activity
that counteracts telomere shortening by adding telomeric repeats to
the G-rich strand. It is composed of a telomerase RNA component
(TERC) that serves as a template for the addition of repeats, and a pro-
tein component, the telomerase reverse transcriptase (hTERT) [56]. In
humans, telomerase activity is abundant in germ cells, adult stem
cells, and activated immune cells, whereas it is absent or low in adult
differentiated cells and resting immune cells. In the absence of telome-
rase orwhen the activity of the enzyme is low, apoptosis is triggered. In-
terestingly, although most cells die by apoptosis when telomeres
become critically short, rare cells survive andmaintain stable short telo-
mere lengths through the reactivation of telomerase facilitating cell im-
mortalization. This suggests that maintenance of telomere length is
necessary for continued cell division and immortalization and both
have been implicated in the control of the proliferate capacity of normal
and malignant cells [57]. Thus, patients who have inherited or acquired
genetic defects in telomeremaintenance seem to have an increased risk
of developing familial benign diseases and malignant diseases such as
head, neck, lung, breast, and renal cancers [58].

The strong association of telomerase re-activation with cancer pro-
vides evidence that this mechanism plays an important role in cancer
development. Moreover, telomerase activity (TA) can be regarded as a
marker for human cancers [59]. In normal thyroid samples, TA is almost
absent whereas among thyroid cancer, increased TA was found in all
histotypes (papillary, follicular, medullary and anaplastic), with large
variations in different series, but approximately approaching more
than 50% of the samples [27]. This issue was firstly reported in 1997,
where the presence of TA was observed in 100% of FTC and its absence
in 76% of benign thyroid lesions [60]. These authors stated that TA
may provide a potential diagnostic marker distinguishing benign from
malignant follicular thyroid tumours. Some studies showed that TA cor-
related significantlywith the progression of the clinical stage suggesting
that telomerase expression could be important in defining the clinical
behaviour of thyroid carcinomas [61,62].

Recently, several telomeric abnormalities, such as telomeric associa-
tions and telomeric fusions driving to chromosomal fragilities have
been discovered in patients with FNMTC compared with healthy
subjects and sporadic cases [63]. In addition, the presence of an imbal-
ance of the telomere–telomerase complex has been reported in a
study with 34 patients with FNMTC, validated in a second series with
18 FNMTC patients and compared with the expression in sporadic
cases of NMTC [64]. The authors observed that FNMTC patients display
shorter telomeres, increased amplification in hTERT gene copy number,
and higher telomerase activity, comparedwith sporadic NMTC patients.
High telomerase activity found in FNMTC patients together with exag-
gerated hTERT activity and the increase in hTERT gene copy number
represents genetic abnormalities associated with genomic instability
that allow DNA-damaged cells escape from apoptosis and contributes
to genomic instability and immortalization [65]. These observations
suggest that patients born with short telomeres might reach earlier in
life the threshold telomere length sufficient to trigger cancer develop-
ment and/or progression. Importantly, patients of the second genera-
tion were always diagnosed with thyroid cancer at an earlier age,
compared with their affected relative in the first generation [64].
These findings are in agreementwith the definition of “genetic anticipa-
tion” reinforcing the hypothesis that FNMTC is a true familial disease
rather than the fortuitous association of the same disease in a family.

6. Conclusions

Evidence of a familial inheritance of NMTC has been accumulating
over the last years with prevalence from 5–10% in different series.
Since the first description of FNMTC in 1955, numerous cases have
been reported recognizing FNMTC as a distinct clinical entity. As herita-
bility of FNMTC is one of the highest of all cancers and there are no ge-
netic tests available, at least all first-degree relatives of affected families,
even if asymptomatic, should be examined undergoing a careful history
and comprehensive physical examination. This way, preventive screen-
ingwill allow earlier detection,more timely intervention, and hopefully
improved outcomes for patients and their families. Although some con-
troversy exists, a number of reports here reviewed, including large co-
hort studies, suggest that FNMTC is more aggressive than sporadic
NMTC, being associated with early age of onset, an increased incidence
of multiple benign thyroid nodules, multifocality, nodal involvement,
lymph node metastasis, shorter disease-free survival period and recur-
rence, among others. Thus, more aggressive postoperative treatment
and more rigorous follow-up should be considered for FNMTC patients.
On the other hand, a number of potential loci for FNMTC susceptibility
have been analyzed; however, the causative genes predisposing to
FNMTC have not been yet identified. For that reason, with the advent
of new molecular approaches, larger studies to examine the effects of
single genetic variants should be conducted. Recent studies have pro-
vided increasing evidence that telomeres and telomerase expression
and activity can contribute to genomic instability and immortalization
of tumour cells from FNMTC compared with healthy subjects and spo-
radic cases. Moreover, the biology of miRNAs represents a relatively
new research area being an emerging field, and future studies aimed
at understanding how miRNAs are integrated into FNMTC are
guaranteed.
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