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Abstract: The frequency of mitochondrial diseases (MD) has been scarcely documented, and only
a few studies have reported data in certain specific geographical areas. In this study, we arranged
a nationwide call in Spain to obtain a global estimate of the number of cases. A total of 3274 cases
from 49 Spanish provinces were reported by 39 centres. Excluding duplicated and unsolved cases,
2761 patients harbouring pathogenic mutations in 140 genes were recruited between 1990 and 2020.
A total of 508 patients exhibited mutations in nuclear DNA genes (75% paediatric patients) and 1105
in mitochondrial DNA genes (33% paediatric patients). A further 1148 cases harboured mutations in
the MT-RNR1 gene (56% paediatric patients). The number of reported cases secondary to nuclear
DNA mutations increased in 2014, owing to the implementation of next-generation sequencing
technologies. Between 2014 and 2020, excepting MT-RNRI1 cases, the incidence was 6.34 (95% CI:
5.71-6.97) cases per million inhabitants at the paediatric age and 1.36 (95% CI: 1.22-1.50) for adults.
In conclusion, this is the first study to report nationwide epidemiological data for MD in Spain. The
lack of identification of a remarkable number of mitochondrial genes necessitates the systematic
application of high-throughput technologies in the routine diagnosis of MD.

Keywords: mitochondrial diseases; mitochondrial DNA mutations; nuclear DNA mutations;
epidemiological data; incidence; Spanish registry

1. Introduction

Mitochondrial diseases (MD) are caused by mutations in nuclear DNA (nDNA) or
mitochondrial DNA (mtDNA) genes. Although the paediatric population is probably
the most affected, the age of onset varies among patients, and occurrence in adults is
relatively frequent. All types of inheritance are expected (sporadic, maternal, X-linked, and
autosomal dominant and recessive) [1-3].

The general consensus is that MD frequency is greater than that previously expected,
and the application of next-generation sequencing (NGS) techniques for diagnostic pur-
poses has substantially increased the diagnostic yield, especially for MD caused by nDNA
mutations. The description of new genes has also significantly increased [1-3]. There
are some previous reports about MD prevalence in specific geographic areas of different

Genes 2021, 12, 1590. https:/ /doi.org/10.3390/ genes12101590

https:/ /www.mdpi.com/journal/genes


https://www.mdpi.com/journal/genes
https://www.mdpi.com
https://orcid.org/0000-0002-7163-2385
https://orcid.org/0000-0002-0269-7337
https://orcid.org/0000-0003-4741-772X
https://orcid.org/0000-0003-1770-6299
https://doi.org/10.3390/genes12101590
https://doi.org/10.3390/genes12101590
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://doi.org/10.3390/genes12101590
https://www.mdpi.com/journal/genes
https://www.mdpi.com/article/10.3390/genes12101590?type=check_update&version=3

Genes 2021, 12, 1590

20f12

countries [4-13]. Overall, a prevalence of 5-15 cases per 100,000 individuals was esti-
mated [2]. A prevalence of 1 in 4300 for nDNA and mtDNA mutations has been reported
for adult populations in the north east of England [6]. In a population-based study of
children from western Sweden, the incidence of mitochondrial encephalomyopathies was
1 out of 11,000 in preschool children, and the point prevalence in children under 16 years
of age was 1 out of 21,000 [7]. In Spain, the incidence and prevalence of MD have been
reported in paediatric and adult populations in certain geographical areas, but the number
of cases were limited. The prevalence reported was 8 in 100,000 in the paediatric population
and 5.7 in 100,000 in the general adult population in north-west Spain [9]. Recently, an
interesting and extensive epidemiological study of MD patients in Japan was reported [13]
in which the authors were able to recruit 3629 patients, estimating a prevalence of 2.9 per
100,000. Finally, other studies have reported the prevalence of some specific MD, such as
mitochondrial encephalomyopathy with lactic acidosis and stroke-like episodes (MELAS):
0.18 per 100,000 in the general population in Japan [12], or 18.4 in 100,000 in the paediatric
population in a region of Finland [11].

With this background, and as a first step for the development of a national clinical
registry of MD patients in Spain, our aim was to collect all cases diagnosed during the
period from 1990 to 2020 in hospitals and reference centres nationwide. Only patients
harbouring either mtDNA or nDNA pathogenic mutations were considered.

2. Materials and Methods
2.1. Data Source and Patient Selection Protocol

This initiative was the seed for the consolidation of a nationwide Spanish MD registry
supervised and controlled by the Biomedical Network Research Centre on Rare Diseases
(CIBERER) (acronym GenRaRe, REDCap platform). The variables included in the registry
are presented in Supplementary Table S1. In order to facilitate data communication and
collaboration with other MD registries in the future, the Spanish MD registry was designed
following the recommendations of the Italian Registry for MD (Mitocon: https://www.
mitocon.it/registro-pazienti/, accessed on 6 September 2021). First, with the aim of
describing the genetic landscape of MD in Spain, we called upon all the Spanish clinical
units and diagnostic laboratories working in MD diagnosis to report for each case the
following variables: affected gene, mode of inheritance, pathological variants reported as
HGVS format, year and age of diagnosis (paediatric or adult age), name of the clinician
that requested the analysis, and genetic laboratory where diagnostic tests were performed.
No other clinical or identifier data were collected. Approval by the independent Ethics
Committee of the 12 de Octubre University Hospital (Madrid) was obtained prior to the
data submission call.

Detailed information of participants (hospitals and geographical areas) is provided
in the authors’ list (MITOSPAIN Working Group). Overall, 39 hospitals and diagnostic
reference centres reported cases belonging to 49 of the 50 Spanish provinces.

2.2. Selection of Genes

For this study, we selected 293 mitochondrial genes with the following biological
roles, according to [1]: (1) synthesis of complexes, assembly factors and electron carriers
for oxidative phosphorylation (OXPHOS); (2) maintenance of mtDNA, including nucle-
oside homeostasis; (3) expression of mtDNA that affects the synthesis, processing, and
modification of mitochondrial RNAs (ribosomal, transfer, and messenger) and biogenesis
of mitochondrial ribosomes; (4) biogenesis of enzymatic cofactors (Fe-S clusters); (5) home-
ostasis and mitochondrial quality control that affect the importation of proteins into the
mitochondria, lipid metabolism, mitochondrial morphology (fusion/fission, organisation
of mitochondrial crests), quality control of abnormal proteins, and mechanisms of apop-
tosis/autophagy; and (6) OXPHOS-related energy metabolism, including defects in the
Krebs cycle, pyruvate metabolism, and transport of specific metabolites.
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We initially received 3274 cases that had been diagnosed with an MD between 1990
and 2020. After this first call, we removed repeated cases and mutations of unknown
significance (unsolved cases) based on the guidelines of the American College of Medical
Genetics (ACMG) [14]. We finally selected 2761 cases, which were classified in different
ways: paediatric vs. adult cases, and mtDNA vs. nDNA mutated genes. For mtDNA
mutations, only index cases were included, and not their relatives with no clinical signs.
Patients with MT-RNR1 variants were analysed separately since, for the purposes of
this work, they were considered as predisposing variants to ototoxicity related to the
administration of aminoglycosides. The reason is that incomplete penetrance can be a
major issue for some mtDNA mutations. In particular, the mtDNA m.1555A>G mutation
in the MT-RNR1 gene could be transmitted through many generations until the beginning
of the antibiotic era, and the recent use of these drugs may have triggered the current
frequency of this mitochondrial disease [15].

2.3. Estimation of the Number of Patients

We calculated the total incidence (number of new cases per year/Spanish population)
and the incidence per age group (paediatric and adult patients) according to the 95% confi-
dence interval (CI). Incidences were expressed as cases per million inhabitants during the
period 2014-2020, because during this period, the use of NGS techniques for the diagnosis
of MD was implemented, and no important variations were expected. In previous years,
nDNA mutations were in general scarcely detected by the Sanger sequencing approach,
probably causing a selection bias. We did not calculate the estimated prevalence because
data about the actual situation were difficult to establish for a significant number of pa-
tients (for example, some of them were missed during the follow-up, or they moved to
other countries).

2.4. Genetic Diagnoses

Owing to the extended recruitment period, different genetic techniques were used for
diagnosis. For mtDNA genes, point mutations, microindels, and single large-scale mtDNA
deletions were studied by polymerase chain reaction and restriction fragment length
polymorphism (PCR-RFLP), minisequencing, Sanger sequencing, Southern blot and real-
time PCR. In recent years, whole mtDNA was sequenced by a NGS approach. For nuclear
genes, Sanger sequencing was applied until 2014, when NGS was fully implemented in
the most important reference centres for diagnosis of MD. Either customized gene panels,
whole exome sequencing (WES), whole genome sequencing (WGS), or RNA sequencing
(RNAseq) techniques were used for diagnostic purposes. The variant classification followed
ACMG recommendations [14]. In most cases, mitochondrial biomarkers (such as lactate,
pyruvate, alanine, urine organic acids, GDF-15 and FGF-21) were analysed during the
diagnostic workflow, and mitochondrial functional studies were performed if needed.

3. Results

Of the 2761 patients selected, a total of 508 patients had mutations in 112 nDNA
genes (384 were paediatric patients, 121 adults, and in 3 cases no age was documented),
and 1105 patients carried mutations in 28 mtDNA-encoded genes (367 were paediatric
patients, 716 adults, and in 22 cases age was not documented). Furthermore, 1148 cases
harboured mutations in the MT-RNR1 gene, which are associated with aminoglycoside
ototoxicity and/or non-syndromic hearing loss (464 were paediatric patients, 366 adults,
and in 318 cases no age was documented). The m.1555A>G variant was the mutation most
frequently reported in this group (1132 cases, 98.6%). The number of cases diagnosed per
year, distributed by nDNA or mtDNA genomes and by age (paediatric or adult patients),
are depicted in Figure 1.
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Figure 1. Number of cases diagnosed per year and age. (a) Cases harbouring nuclear DNA (nDNA) mutations; (b) cases
harbouring mitochondrial DNA (mtDNA) mutations. Abbreviations: N.A., not available.

The number of reported cases for each nDNA gene and for each mtDNA mutation is
presented in Figures 2 and 3, respectively. All the genes screened (either nDNA or mtDNA),
the biological role, and the number of cases classified as paediatric and adult patients are
detailed in Supplementary Table S2. Regarding nDNA mutations, the most frequently
mutated genes were PDHA1 and TYMP for paediatric and adult cases, respectively. For
mtDNA mutations, beyond the MT-RNR1 m.1555A>G mutation, the most frequent muta-
tions were m.3243A>G and single deletions for paediatric and adult patients, respectively.

The number of reported cases secondary to nuclear genome mutations significantly
increased from 2014 to 2020 when compared with that in the 1990-2013 period, owing
to the implementation of NGS technologies (53.1 &+ 7.9 vs. 5.8 & 5.2 cases/year, Stu-
dent’s t-test: p < 0.001) (Supplementary Figure S1). Before the implementation of NGS
techniques as a first-line diagnostic approach, only 22.5% of the total number of patients
with nDNA mutations were diagnosed (Figure 1), and only 15.8% of the genes reported
(18/112) were identified. For mtDNA mutations, considering the same period (2014-2020),
a slight increase in the number of diagnosed cases was also observed (54.3 & 16.4 vs.
34.8 & 14.5 cases/year, p = 0.02).

The incidence of MD in Spain from 2014 to 2020 is summarized in Table 1. We
calculated the global incidence rate in this period, distributed by paediatric or adult
groups. In 2020, the Spanish population was 47,332,613 inhabitants (8,789,843 paediatrics
and 38,533,770 adults). After the implementation of NGS techniques in 2014, the global
incidence remained stable during the study period, being greater in paediatric patients than
in adults. The global incidence rate of NDNA mutations in paediatric patients and adults
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was 4.58 (CI: 4.05-5.12) and 0.34 (CI: 0.27-0.41), respectively, and for mtDNA mutations
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The global incidence rate of MT-RNR1 mutations was 0.34 (CI: 0.27-0.40), being 0.34
(CI: 0.20-0.49) and 0.30 (CI: 0.23-0.36) in paediatrics and adults, respectively.
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Figure 2. Number of reported cases for nDNA mutations distributed by age. Only genes with more than four cases are
depicted. The rest of mutated genes and number of patients reported are detailed in Supplementary Table S2. Abbreviations:

N.A., not available.
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Figure 3. Number of reported cases for mtDNA mutations distributed by age. Only genes with more than four cases are

depicted. The rest of mutated genes and number of patients reported are detailed in Supplementary Table S2. Abbreviations:

N.A., not available.
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Table 1. The incidence of MD in Spain per year (from 2014 to 2020), calculated in paediatric patients,

adults, and total number of patients.

Year Paediatrics 1 Adults 1 Global !
2014 6.15 (4.51-7.80) 0.95 (0.64-1.27) 1.93 (1.54-2.33)
2015 6.61 (4.91-8.31) 1.62 (1.21-2.03) 2.56 (2.10-3.02)
2016 4.21 (2.86-5.57) 1.75 (1.33-2.18) 2.22 (1.79-2.65)
2017 7.05 (5.30-8.81) 1.17 (0.82-1.51) 2.28 (1.84-2.71)
2018 7.16 (5.39-8.92) 1.95 (1.51-2.40) 2.94 (2.44-3.43)
2019 8.07 (6.19-9.94) 1.18 (0.84-1.52) 2.47 (2.02-2.92)
2020 5.11 (3.62-6.61) 0.93 (0.63-1.24) 1.71 (1.34-2.08)
2014-2020 6.34 (5.71-6.97) 1.36 (1.22-1.50) 2.30 (2.14-2.47)

! Incidences are expressed as cases per million inhabitants. 95% confidence interval is indicated in brackets.

4. Discussion

MD diagnosis requires an integrated approach comprising imaging, pathology, elec-
trophysiology, genetics, and biochemical examinations. Recently, the diagnostic criteria for
MD were revisited; nevertheless, application of this integrated approach is necessary [16].
In this study, we only considered patients with a definitive molecular diagnosis based
on the presence of pathogenic mutations in either nDNA or mtDNA, impacting different
mitochondrial functions [1-3]. One of the reasons for this approach is that some patients
who were classified as having MD according to the Morava criteria and other scales were
subsequently diagnosed with other non-MD. Multiple mutations in other genes were not
considered at this stage but will be included in the Spanish MD registry.

mtDNA mutations were more frequently observed than mutations in nuclear genes.
Our results reinforce those previously reported by other authors. The probable expla-
nation would be that from 1990 to 2014, diagnosis of mtDNA mutations was reliable,
while the identification of mutations in nuclear genes was an extremely complex task.
This is confirmed by the fact that from 2014 to 2020, the global incidence rate was similar
between nDNA and mtDNA MD: 1.14 (1.02-1.25) and 1.16 (1.05-1.28) cases per million
inhabitants, respectively. Overall, paediatric patients were more frequently affected by
MD than adults, especially in the nDNA mutation group, where the incidence was re-
markably higher than that of the adults. However, for mtDNA mutations, the incidence in
adults was mildly lower than that in paediatric patients, which is consistent with previous
observations [4,17,18].

Beyond the MT-RNR1 m.1555A>G mtDNA mutation, the most frequent mtDNA
mutation was m.3243A>G. As was reported in an Australian Caucasian population-based
study [19], the prevalence of this mutation was 236 per 100,000 individuals, thus concluding
that this mutation is highly frequent and that some patients could be eluding the diagnosis,
especially those in the milder adult forms. We only included index cases while excluding
pedigrees in the study design, but the high frequency observed in our cohort study confirms
the high frequency of the MT-TL1 m.3243A>G mutation. Regarding nDNA mutations,
before the full implementation of NGS techniques in 2014, only 18 of the total 112 genes
reported were identified. The predominance of mutations in these genes is probably
explained because most of these cases could be suspected by the presence of a biomarker
(such as urine organic acids, respiratory chain enzyme analysis, and other enzyme activity
assessment) and/or suggestive radiological and/or clinical patterns [20]. Concerning
the adult group, two genes involved in mtDNA maintenance, TYMP and TK2, were the
most frequent mutated genes reported (>20 cases), which is possibly due to the use of
specific serum/blood metabolites as biomarkers and the existence of Spanish reference
centres for the study of these particular MD as well [21,22]. Concerning TYMP deficiency
in adults, the high frequency observed has been previously reported with the publication
of a large series of patients and with the hypothesis of a relatively high prevalence in
Europeans [23]. Furthermore, the other three more common mutated genes (>15 cases) in
the adult group (POLG, OPA1 and TWNKL) are also implicated in mtDNA maintenance,



Genes 2021, 12, 1590

7 of 12

and muscle molecular biomarkers (multiple mtDNA deletions and mtDNA depletion)
can be analysed to guide the genetic diagnosis. Lastly, we report a great number of cases
harbouring MT-RNR1 mutations associated with deafness after aminoglycoside therapy.
This is consistent with two independent studies that showed a high prevalence of the MT-
RNR1 m.1555A>G mtDNA mutation in European descent population, ranging from 0.19 to
0.21% [24,25]. As previously commented, the transmission of these mutations for many
generations until the beginning of the antibiotic era would explain its high frequency [15].

Interestingly, although the study was designed to include mutations causing MD in
293 genes (258 nuclear and 35 mitochondprial) [1], in our cohort we identified mutations in
only 112 of the nuclear ones (Supplementary Table S2). This finding suggests that some of
these genes were missed, as most patients were initially studied using customised gene
panels and not using WES or other NGS approaches. Likewise, the extremely low frequency
of some particular MD diseases may explain the lack of gene identification. Moreover, even
in WES studies, some mutations can be missed, and further approaches such as WGS or
RNAseq are required, based on recent suggestions [26].

Concerning epidemiological results, we decided to calculate the incidence per year
as a different approach compared with those of previous studies in MD. In the last six
years (2014-2020), the incidence was stable for both paediatric and adult patients. In
the paediatric group, an average incidence of six new cases per million inhabitants was
observed. This incidence is similar to that reported by Castro-Gago et al. in north-west
Spain, although in that study the selection criteria was mitochondrial respiratory chain
disorders, and thus data are not comparable. Regardless, we can hypothesise that our MD
population has been underestimated despite the NGS-augmented diagnostic yield. We have
to consider that we only included patients with pathogenic mutations in mitochondrial
genes, but not those cases that fulfilled the Morava criteria without proven mutations [16].
As our diagnostic rate for MD was approximately 30-40% of cases, in the near future,
when high-throughput genetic techniques can be applied as the first step in the diagnostic
workflow, we believe that the incidence will increase significantly.

The main limitation of our study is that we did not have reliable data regarding
the actual status of patients, mortality, and other epidemiological variables. Thus, the
prevalence studies are probably inaccurate. Correspondingly, the incidence we calculated
could probably be dramatically lower than in reality, because we did not screen large
populations, only a cohort of candidate patients during the study period. Some factors
would reinforce this statement: (i) the lack of mitochondrial DNA repair that can lead
to high mutation frequency in the general population [27]; (ii) phenotypes associated
with mutations in some mtDNA genes (MT-ND2, MT-ND3, MT-ND4, MT-CYB, MT-CO1,
MT-CO2, MT-CO3, and MT-ATPS) are not easily recognizable as mitochondriopathies
and mtDNA pathologic mutations are not looked for [28]; (iii) the pre-natal and perinatal
lethality associated with several nuclear genes make diagnosis more difficult; (vi) the
incomplete phenotypic presentations in heterozygous carriers for some genes is a challenge
for early diagnosis [1-3].

5. Conclusions

This is the first study reporting nationwide epidemiological data for MD in Spain
and the first step towards the inclusion of patients in the official Spanish MD registry in
CIBERER with the final aim of sharing our data internationally. The lack of identification
of a remarkable number of mitochondrial genes necessitates the systematic application of
high-throughput technologies in the routine diagnosis of MD.

Supplementary Materials: The following are available online at https:/ /www.mdpi.com/article/
10.3390/genes12101590/s1: Figure S1: Number of reported cases for each nDNA gene distributed
by time of diagnosis (after and before 2014); Table S1: Variables included in the Spanish registry.
This initiative is supervised and controlled by the Biomedical Network Research Centre on Rare
Diseases (CIBERER) (acronym GenRaRe, REDCap platform); Table S2: Data including genes screened
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(either nDNA or mtDNA), their biological role and the number of cases classified as paediatric and
adult patients.
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vestigaciones Biomédicas August Pi i Sunyer (IDIBAPS)/UB/CIBERER), Deudero, Aida
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(Hospital Clinic de Barcelona. Instituto de Investigaciones Biomédicas August Pi i Sunyer
(IDIBAPS)/UB/CIBERER), Moreno, Pedro Juan (Hospital Clinic de Barcelona. Instituto de
Investigaciones Biomédicas August Pi i Sunyer (IDIBAPS)/UB/CIBERER), Milisenda, José
César (Hospital Clinic de Barcelona. Instituto de Investigaciones Biomédicas August Pi i
Sunyer (IDIBAPS)/UB/CIBERER), Garrabou, Gloria (Hospital Clinic de Barcelona. Insti-
tuto de Investigaciones Biomédicas August Pi i Sunyer (IDIBAPS)/UB/CIBERER), Grau,
Josep Maria (Hospital Clinic de Barcelona. Instituto de Investigaciones Biomédicas August
Pi i Sunyer (IDIBAPS)/UB/CIBERER), Cardellach, Francesc (Hospital Clinic de Barcelona.
Instituto de Investigaciones Biomédicas August Pii Sunyer (IDIBAPS)/UB/CIBERER), Del
Castillo, Ignacio (Hospital Ramén y Cajal-IRYCIS, Madrid— CIBERER), Morin Rodriguez,
Matias (Hospital Ramoén y Cajal-IRYCIS, Madrid —CIBERER), Dominguez-Ruiz, Maria
(Hospital Ramén y Cajal-IRYCIS, Madrid—CIBERER), Moreno-Pelayo, Miguel Angel (Hos-
pital Ramoén y Cajal-IRYCIS, Madrid—CIBERER), Ayuso, Carmen (Instituto de Investi-
gacion Sanitaria Hospital Universitario Fundacion Jiménez Diaz (Madrid) IIS-FHD UAM-
CIBERER), Villaverde Montero, Cristina (Instituto de Investigacion Sanitaria Hospital
Universitario Fundacién Jiménez Diaz (Madrid) [IS-FHD UAM-CIBERER), Avila Fernan-
dez, Almudena (Instituto de Investigacion Sanitaria Hospital Universitario Fundacion
Jiménez Diaz (Madrid) IIS-FHD UAM-CIBERER), Lorda Sanchez, Isabel (Instituto de In-
vestigacion Sanitaria Hospital Universitario Fundacion Jiménez Diaz (Madrid) IIS-FHD
UAM-CIBERER), Swatfiri, Saoud (Instituto de Investigacion Sanitaria Hospital Univer-
sitario Fundacion Jiménez Diaz (Madrid) IIS-FHD UAM-CIBERER), Rodriguez-Pombo,
Pilar (Centro de Biologia Molecular Severo Ochoa, UAM-CSIC/CIBERER), Perez, Belén
(Centro de Biologia Molecular Severo Ochoa, UAM-CSIC/CIBERER/IDIPAZ), Navar-
rete, Rosa (Centro de Biologia Molecular Severo Ochoa, UAM-CSIC/CIBERER), Lépez-
Gallardo, Ester (Departamento de Bioquimica, Biologia Molecular y Celular. Universidad
de Zaragoza/CIBERER), Emperador, Sonia (Departamento de Bioquimica, Biologia Molec-
ular y Celular. Universidad de Zaragoza/CIBERER), Pacheu-Grau, David (Departamento
de Bioquimica, Biologia Molecular y Celular. Universidad de Zaragoza/CIBERER), Bayona-
Bafaluy, M. Pilar (Departamento de Bioquimica, Biologia Molecular y Celular. Universidad
de Zaragoza/CIBERER), Arenas, Joaquin (Instituto de Investigacion Sanitaria Hospital 12
de Octubre and CIBERER, Madrid), Blazquez, Alberto (Instituto de Investigacion Sanitaria
Hospital 12 de Octubre and CIBERER, Madrid), Dominguez-Gonzalez, Cristina (Instituto
de Investigacion Sanitaria Hospital 12 de Octubre and CIBERER, Madrid), Morales-Conejo,
Montserrat (Instituto de Investigacion Sanitaria Hospital 12 de Octubre and CIBERER,
Madrid), Garcia-Silva, Maria T. (Instituto de Investigacion Sanitaria Hospital 12 de Octubre
and CIBERER, Madrid), Martin-Herndndez, Elena (Instituto de Investigacion Sanitaria
Hospital 12 de Octubre and CIBERER, Madrid), Quijada-Fraile, Pilar (Instituto de Inves-
tigacion Sanitaria Hospital 12 de Octubre and CIBERER, Madrid), Camacho-Salas, Ana
(Hospital Universitario 12 de Octubre, Madrid), Nufiez-Enamorado Noemi, (Hospital
Universitario 12 de Octubre, Madrid), Martinez-Azorin, Francisco (Hospital Universitario
12 de Octubre, Madrid), Garcia-Campos, Oscar (Hospital Virgen de la Salud, Toledo),
Navas, Placido (Universidad Pablo de Olavide-CIBERER, Sevilla), Santos-Ocafa, Carlos
(Universidad Pablo de Olavide-CIBERER, Sevilla), Schliiter, Agatha (Instituto de Inves-
tigacion Biomédica de Bellvitge (Barcelona, IDIBELL) and CIBERER), Ruiz, Montserrat
(Instituto de Investigacion Biomédica de Bellvitge (Barcelona, IDIBELL) and CIBERER),
Pujol, Aurora (Instituto de Investigacion Biomédica de Bellvitge (Barcelona, IDIBELL)
and CIBERER), Oancea-lonescu, Raluca (Hospital Clinico San Carlos, Madrid): Horga,
Alejandro (Hospital Clinico San Carlos, Madrid), Galan, Lucia (Hospital Clinico San Carlos,
Madrid), Guerrero, Antonio (Hospital Clinico San Carlos, Madrid), Fenollar-Cortés, Maria
(Hospital Clinico San Carlos, Madrid), Cotarelo-Pérez, Carmen (Hospital Clinico San Car-
los, Madrid), Herrero-Forte, Clara (Hospital Clinico San Carlos, Madrid), Gémez-Serrano,
Manuel (Hospital Clinico San Carlos, Madrid), Ley-Martos, Myriam (Hospital Universi-
tario Puerta del Mar, Cadiz), Gutiérrez-Moro, Carmen (Hospital Universitario Puerta del
Mar, Cadiz), Lubian Gutiérrez, Manuel (Hospital Universitario Puerta del Mar, Cadiz),
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Aguilera-Albesa, Sergio (Complejo Universitario Hospitalario de Navarra), Jerico Pascual,
Ivonne (Complejo Universitario Hospitalario de Navarra), Aznal Sainz, Elena (Complejo
Universitario Hospitalario de Navarra), Gil-Campos, Mercedes. (Hospital Reina Sofia,
Cordoba, IMIBIC and CIBEROBN), Lopez-Laso, Eduardo Hospital Reina Sofia, Cérdoba,
IMIBIC and CIBERER), Fuentes Pita, Patricia (Hospital Clinico Santiago de Compostela
and CIBERER), Couce, Maria L. (Hospital Clinico Santiago de Compostela and CIBERER),
Esteban-Carderiosa, Eva (Fundacion Publica Galega de Medicina Xendmica, Santiago de
Compostela (FPGMX)) Caamario, Pilar (Fundacién Publica Galega de Medicina Xenémica,
Santiago de Compostela (FPGMX)), Cadifianos, Juan (Instituto de Medicina Oncolégica
y Molecular de Asturias IMOMA)), Difieiro, Marta (Instituto de Medicina Oncoldgica y
Molecular de Asturias (IMOMA)), Palacin Larroy, Marta (Hospital Ernest Lluch Calatayud
(Zaragoza)), Espejo Lopez, Francisco (Hospital de Mérida, Badajoz), Fernandez-Burriel,
Miguel (Hospital de Mérida, Badajoz), Mufioz Cabello, Beatriz (Hospital Universitario
Virgen del Rocio, Sevilla), Zufiga, Angel (Hospital Universitario y Politécnico La Fe -IIS
La Fe (Valencia)-CIBERER), Vitoria, Isidro (Hospital Universitario y Politécnico La Fe -IIS
La Fe (Valencia)-CIBERER), Martinez, Francisco (Hospital Universitario y Politécnico La Fe
—IIS La Fe (Valencia)-CIBERER), Millan, José M (Hospital Universitario y Politécnico La Fe
—IIS La Fe (Valencia)-CIBERER), Correcher, Patricia (Hospital Universitario y Politécnico La
Fe —IIS La Fe (Valencia)-CIBERER), Muelas, Nuria (Hospital Universitario y Politécnico La
Fe -IIS La Fe (Valencia)-CIBERER), Vilchez, Juan ], (Hospital Universitario y Politécnico La
Fe-1IS La Fe (Valencia), Sevilla Teresa (Hospital Universitario y Politécnico La Fe —IIS La Fe
(Valencia), Tomas-Vila, Miquel (Hospital Universitario y Politécnico La Fe-IIS La Fe (Va-
lencia), Orellana, Carmen (Hospital Universitario y Politécnico La Fe-IIS La Fe (Valencia),
Nieves-Moreno, Maria (Instituto de Genética Médica y Molecular (INGEMM) del Hospital
Universitario La Paz (Madrid)-CIBERER) Noval, Susana (Instituto de Genética Médica y
Molecular (INGEMM) del Hospital Universitario La Paz (Madrid)-CIBERER), Vallespin,
Elena (Instituto de Genética Médica y Molecular INGEMM) del Hospital Universitario La
Paz (Madrid)-CIBERER), Campos-Barros, Angel (Instituto de Genética Médica y Molec-
ular (INGEMM) del Hospital Universitario La Paz (Madrid)-CIBERER), Cean-Cabrera,
Lourdes (Hospital Clinico Universitario Virgen de la Arrixaca (Murcia)-IMIB-CIBERERI),
Ibafiez-Mico, Salvador (Hospital Clinico Universitario Virgen de la Arrixaca (Murcia)-IMIB-
CIBERER), Guillén-Navarro, Encarna (Hospital Clinico Universitario Virgen de la Arrixaca
(Murcia)-IMIB-CIBERER), Lopez-Gonzélez, Vanesa (Hospital Clinico Universitario Vir-
gen de la Arrixaca (Murcia)-IMIB-CIBERER), Ballesta-Martinez, Juliana (Hospital Clinico
Universitario Virgen de la Arrixaca (Murcia)-IMIB-CIBERER), Marcos Toledano, Maria M
(Complejo Hospitalario Universitario de Badajoz), Cortes-Saladelafont, Elisenda (Hospital
Universitari Germans Trias i Pujol, Barcelona), Giménez-Mufioz, Alvaro (Hospital Royo
Villanova, Zaragoza), Yubero, Delia (Hospital Sant Joan de Déu, Barcelona-CIBERER),
Nascimento, A (Hospital Sant Joan de Déu, Barcelona-CIBERER), Garcia-Cazorla, Angels
(Hospital Sant Joan de Déu, Barcelona-CIBERER), O’Callaghan, Maria del Mar (Hospital
Sant Joan de Déu, Barcelona-CIBERER), Dario-Ortigoza, Juan D. (Hospital Sant Joan de Déu,
Barcelona-CIBERER), Montero Raquel (Hospital Sant Joan de Déu, Barcelona-CIBERER),
Jou Cristina (Hospital Sant Joan de Déu, Barcelona-CIBERER), Jimenez-Mallebrera, Ce-
cilia (Hospital Sant Joan de Déu, Barcelona-CIBERER), Palau Francesc (Hospital Sant
Joan de Déu, Barcelona-CIBERER), Pineda, Merce (Hospital Sant Joan de Déu, Barcelona-
CIBERER), Yahyaoui, Raquel (Hospital Regional Universitario de Malaga-IBIMA), Ben-
ito, Carmen (Hospital Regional Universitario de Malaga-IBIMA), Vazquez Lopez, Maria
(Hospital Gregorio Marafion, Madrid), Barredo Valderrama, Estibaliz (Hospital Grego-
rio Marafion, Madrid), Bernardino-Cuesta, Beatriz (Hospital Infantil Universitario Nifio
Jests, Madrid-CIBERER), Gonzalez Gutiérrez-Solana, Luis (Hospital Infantil Universi-
tario Nifio Jesus, Madrid-CIBERER), Moris, German (Hospital Universitario Central de
Asturias, SESPA), Almeida Velasco, Javier (Hospital de Urduliz, Osakidetza), Lopez de
Heredia, Miguel (Centro de Investigacion Biomédica en Red en Enfermedades Raras,
CIBERER), Segovia, Sonia (Centro de Investigacion Biomédica en Red en Enfermedades
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Raras, CIBERER), Pla-Junca, Francesc (Centro de Investigacion Biomédica en Red en
Enfermedades Raras, CIBERER), Urreizti, Roser (Centro de Investigacion Biomédica en
Red en Enfermedades Raras, CIBERER), Diaz de Bustamante, Aranzazu (Hospital de
Mostoles, Madrid), Darnaude, M Teresa (Hospital de Mostoles, Madrid), Garcia-Arumi,
Elena (Hospital Universitari Vall D "Hebron, Barcelona-UAB-CIBERER), Marti, Ramén
(Hospital Universitari Vall D "Hebron, Barcelona-UAB-CIBERER), Rovira-Moreno, Eulalia
(Hospital Universitari Vall D "Hebron, Barcelona-UAB-CIBERER), Juntas Morales, Raul
(Hospital Universitari Vall D “"Hebron, Barcelona-UAB-CIBERER), Del Toro, Mireia (Hos-
pital Universitari Vall D "Hebron, Barcelona-UAB-CIBERER), Pérez Duefias, Belén (Hos-
pital Universitari Vall D "Hebron, Barcelona-UAB-CIBERER), Munell, Francina (Hospital
Universitari Vall D "Hebron, Barcelona-UAB-CIBERER), De las Heras, Javier (Hospital Uni-
versitario de Cruces, Vizcaya-CIBERER), Ceberio Hualde, Leticia (Hospital Universitario
de Cruces, Vizcaya-CIBERER), Unceta Suarez, Maria (Hospital Universitario de Cruces,
Vizcaya-CIBERER), Marti, Itxaso (Hospital Universitario de Donostia, Guiptizcoa and
EHU-UPV), Fernandez-Marmiesse, Ana (Centro de Investigacion en Medicina Molecular y
Enfermedades Cronicas, CiMUS, Santiago de Compostela), Medina Martinez, Inmaculada
(Hospital Virgen de las Nieves, Granada), Garcia-Garcia, Jorge (Hospital de Albacete), Leon
Hernandez, Juan Carlos (Hospital Nuestra Sefiora de la Candelaria, Tenerife), Ruiz Gomez,
Angeles (Hospital de Son Espases, Palma de Mallorca), De Azua Brea, Begofia (Hospital
de Son Llatzer, Palma de Mallorca). Olivé, Monstse (Hospital de la Santa Creu i Sant Pau-
CIBERER, Barcelona), Diaz-Manera, Jordi (Hospital de la Santa Creu i Sant Pau-CIBERER,
Barcelona), Gallardo, Eduard (Hospital de la Santa Creu i Sant Pau-CIBERER, Barcelona).
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