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Abstract: Background: Ehlers-Danlos syndromes (EDS) have been associated with psychologi-
cal distress, comorbid psychiatric disorders, and worsening in quality of life (QoL). Among the
neurodevelopmental disorders, autism spectrum disorders (ASD) have shown the highest rates of
co-occurrence with EDS. The reasons for these associations are unknown and a possible role of pain
in increasing the risk of psychiatric disorders in EDS has been suggested. However, a detailed picture
of an Italian EDS sample is still lacking. Methods: We conducted a web-based survey in a third
level center for the diagnosis of EDS in northern Italy, to investigate psychological distress, QoL, and
the presence of autistic traits. Furthermore, we correlated the psychometric data with some clinical
variables. Results: We observed a high rate of psychological distress with 91% of the responders
at high risk of common mental disorders, low QoL, and high prevalence of autistic traits in EDS
patients. Specifically, patients lacking a specific genetic test, diagnosed as suspects of EDS appeared
to be at greater risk and reported worse psychological QoL. Pain was significantly associated with
both psychological distress and worse QoL. Conclusions: Our findings support the need of further
research and of a multi-disciplinary approach to EDS including psychological and psychiatric liaison.
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1. Introduction

Ehlers—-Danlos syndromes (EDS) encompass a group of heterogeneous heritable con-
nective tissue disorders associated with joint hypermobility, skin hyperextensibility, and
tissue fragility [1]. Recent epidemiological studies of EDS and hypermobility spectrum
disorders estimated a prevalence ranging from 1.2 over 1000 [2] to 1.9 over 1000 [3]. The
current international classification of the EDS refers to 13 subtypes, diagnosed according
to both clinical criteria and genetic data. Unfortunately, several patients do not obtain a
precise diagnosis but receive a “provisional clinical diagnosis”, with limited genetic coun-
selling possibility and with a high level of prognostic uncertainty, potentially enhancing
the psychological burden of the patient. In fact, EDS are considered rare multisystemic
disorders [4] with significant functional impairment and possible life-threatening com-
plications [5] that differ according to the diagnostic subtype. Individuals suffering from
EDS frequently receive the diagnosis later in life, reporting a troublesome path of health
care seeking, with frequent diagnostic errors and loss of confidence in the health-care
system [6]. Longer delays in diagnosis have been associated with psychological suffering
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and risk of attempted suicide [2]. According to the international classification of EDS, one
of the most frequent and severe manifestations of EDS, the hypermobile subtype (hEDS)
remains a purely clinical diagnosis as there is yet no reliable genetic etiology for most of the
patients [1]. Remarkably, several systemic features have been described in hEDS that could
be even more debilitating than joint symptoms, impairing global functioning and quality
of life. Among these, both physical (orthostatic tachycardia, gastrointestinal disorders,
dysautonomia) and psychiatric conditions (anxiety, depression) should be carefully evalu-
ated during clinical assessments [1]. Unfortunately, during the path to diagnosis, people
suffering from hEDS felt frequently ignored or not considered in their pain, often only
receiving a psychological/psychiatric explanation of their suffering [6]. Therefore, even
after diagnosis, the risk of minimizing psychological aspects or avoiding the confrontation
of comorbid psychiatric disorders should be carefully considered to avoid poor treatment
adherence or suboptimal treatment [7,8].

Several studies investigated the presence of psychiatric disorders in EDS, especially in
the hypermobile subtype. A clear association between hEDS and anxiety has emerged [3,9].
The association has been found both in cross-sectional as well as longitudinal studies [10,11],
reporting a relative risk greater than 20 of developing a panic attack disorder as compared
with the general population, with a significant increase of anxiolytic medications use.
Moreover, an increased risk of depression and mood disorders have been found [2,12],
being at least in part mediated by the presence of anxiety [13]. Of note, physical pain could
be a risk factor for psychiatric disorders in EDS, especially for depression [14].

Among the psychiatric conditions, the growing literature data suggested a strong asso-
ciation between EDS and neurodevelopmental disorders [15]. Autism spectrum disorders
(ASD) and attention-deficit/hyperactivity disorder (ADHD) had a relative risk of 7.4 and
5.6, respectively in people suffering from EDS compared with the general population in a
Swedish nationwide cohort study [2].

The underlying mechanism for the association between psychiatric conditions and
EDS is unknown, but several theories have been formulated ranging from shared genetic
risk, autonomic disfunction, decreased proprioception, and chronic pain syndrome [7]. For
example, a few authors suggested a strong association of psychiatric disorders in EDS with
pain [16].

Following from these premises, quality of life (QoL) has been found as significantly
reduced in EDS subjects compared with controls [17] and the general population [18].
However, there is still a paucity of data regarding mental health issues in EDS, especially
in the Italian population [19,20]. We aimed at investigating the psychological distress, the
QoL, and the presence of autistic traits in subjects referred through a third level center
for the diagnosis and management of EDS in northern Italy. We specifically decided to
investigate the presence of autistic traits as ASD has shown the higher relative risk of
comorbidity among neurodevelopmental conditions in EDS [2]. Second, we aimed at
analyzing the possible correlation between the psychometric tools and clinical variables,
with a specific focus on pain, in order to identify potential risk factors.

2. Materials and Methods

This is an observational cross-sectional study, investigating with the use of internet-
based self-report questionnaires the psychological wellbeing, the quality of life, and the
presence of autistic traits, in patients referred through a third level center for the EDS in
northern Italy. The study was reported according to the CHERRIES guidelines for online
surveys (please see Supplementary Material section) [21].

2.1. Subjects

All of the adult patients diagnosed with EDS, referred through the EDS clinic (Regional
Center of Ehlers-Danlos Syndrome, IRCCS Ca’ Granda Foundation, Milan, Italy), were
invited to participate in this research with the use of emails and phone calls between May
and June 2017. After the agreement is obtained, explanatory materials were provided and
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a written informed consent was acquired before sending the electronic link to complete
the self-report.

Informed consent included study aims, study personnel, and information on the
confidentiality of the data, anonymity procedures, and personal data protection. Before
completing the online survey, participants were required to respond to all of the items.
Respondents were able to review and change their answers before submitting the question-
naire. The IP address of the participant’s computer was used to identify potential duplicate
entries from the same user. Additional entries for the same IP address were never allowed.
The completion time for all of the items was approximately 20 min. No incentive was
offered for participation. Questionnaires were distributed electronically over a 2-month
period (1 May 2017-30 June 2017), and participants consenting to the study were solicited
three times before exclusion. After the matching of clinical and e-survey information, the
database was anonymized. The diagnosis of each participant was reviewed according to
the recent published international criteria [1]. As recommended, patients that did not fulfill
the criteria for any specific subtype, but with a highly probable diagnosis, were given a
provisional clinical diagnosis and have been named as suspected EDS (sEDS) throughout
the paper. Other acronyms are coherent with the consensus paper [1] identifying classical
(cEDS), hypermobile (hEDS), and vascular (vEDS) subtypes.

2.2. Assessment

Clinical records were reviewed to record the gender, age, occupational status, and
presence of a disability benefit. Furthermore, the approximate age of symptoms onset
(<4 years 4-12 years, 13-17 years, 18-26 years, >27 years), age at diagnosis, frequency of
articular luxation (<=1/year, 2-12/year, >12/year), presence of arthralgia, and intensity of
pain were extracted.

Three questionnaires were sent to the participants.

The Global Health Questionnaire (GHQ-12) is a self-rated tool that evaluates the
general mental and physical health, through 12 questions rated with the Likert method. It is
considered the gold standard screening tool for affective disorders in patients’ populations
and is widely used as a measure of common mental disorders in public health surveys.
The GHQ-12 has been validated in Italy [22], and the authors suggested a Likert cut-off >8.
However, we decided to adopt a conservative cut-off >14, that in recent research provided
the best area under the curve in discriminating healthy controls and individuals with
mental disorders [23], showing excellent discriminant validity.

The Autism Quotient (AQ) is a self-administered questionnaire, developed to reveal
the presence of autistic traits in the general population. Fifty questions provide a score
ranging between 0 and 50, and a cut-off >32 is considered suggestive of autistic traits that
deserve further investigation [24].

Quality of life (QoL) was investigated through the World Health Organization Quality
of Life, short version (WHOQOL-BREF), an internationally and cross-culturally validated
quality of life assessment tool. There are two general questions and four QoL domains:
Physical health, psychological, social relationship, and environment. Each domain score
is corrected to be comparable with the extended WHOQOL scale and to range from 0 to
100. For each domain, we referred to the mean reported by Skevington et al. [25] in the
field trial and decided to consider a significant reduction in the QoL of the individuals
who scored <70, according to Cummins [26] and recent research [27,28]. Finally, in order
to identify subjects with the worse QoL for each domain, we considered the QoL to be
severely impaired when the score was one standard deviation (SD) below the mean of our
sample [29].

Intensity of pain at the last visit was measured according to a visual analog scale (VAS)
ranging from 0 to 10 [30].
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2.3. Statistical Analysis

Continuous and discrete variables derived from the self-assessment tools have been
reported with descriptive statistics (means, standard deviations (SD), frequencies with %).
After controlling for normal distribution and homogeneity of variance, the ANOVA test
was performed to compare continuous variables in different EDS subgroups, and Fisher’s
exact test was used for categorical variables. Post-hoc multiple comparisons, corrected
with Bonferroni’s method, were then performed when appropriate. Furthermore, Pearson’s
correlation coefficient was used to understand the possible role of pain in increasing the
risk of common mental disorders, worsening quality of life, and autistic traits. Each statistic
was considered significant with two-tailed p < 0.05. SPSS 26.0 (IBM Corp., Armonk, NY,
USA) was used for all of the calculations.

The study has been approved by our internal review board.

3. Results

At the end of the recruitment, 515 patients referred through the ESD clinic were con-
tacted. Twelve refused to participate, 347 did not answer within the predefined temporal
framework, and 156 patients provided a written informed consent and completed the
survey. The included sample did not differ by age and gender from the patients that did
not answer the survey. Most of our sample were female (n = 132, 78%) and the mean age
was 40 (SD = 11.65 years). Regarding the occupational status, 22 were students (14.3%), four
were first-time job-seekers (2.6%), 98 were employed (63.6%), and 30 were unemployed due
to the disease and receive a disability benefit (19.5%). According to the current clinical crite-
ria [1], 89 individuals received a diagnosis of cEDS (57.1%), 47 were diagnosed with hEDS
(30.1%), three were diagnosed as VEDS (1.9%), and 17 were classified as sEDS (10.9%). Gen-
der distribution was different among clinical subtypes (Exact Fisher’s test = 10.1, p = 0.013),
and the post-hoc standardized residuals (st.res) revealed that hEDS is significantly less
frequent in males (8.5% of hEDS were male, st.res = —2.0). Disability benefits were equally
distributed among different clinical subtypes (Exact Fisher’s = 2.208, p = 0.508). Mean age
at diagnosis (sEDS was excluded from the computation) was 35 years (SD = 12.39 years)
with no difference between clinical subtypes (F = 1.157, df = 2, p = 0.317); age at symptoms
appearance was different between groups (Exact Fisher’s = 27.173, p = 0.002) with symp-
toms appearing more frequently during childhood for hEDS (in 68.1% of the hDES subjects,
symptoms appeared between 4 and 12 years of age, st.res = 1.96). As attended, the absence
of luxation or subluxation was very rare in hEDS (st.res = —2.4).

No difference in pain was recorded among subgroups at the last assessment (mean
VAS =4.2/10, SD = 2.59, F = 2.131, df = 3, p = 0.099). The mean GHQ-12 Likert score
was 19.46 (SD = 4.81). Using a cut-off >14, GHQ-12 was suggestive for a common mental
disorder in 142 individuals (91%). The AQ score exceeded the cut-off (>32) in 11 individuals
(7.05%). Mean scores of WHOQOL-BREF domains were indicative of impaired QoL:
Physical health mean 45.56 (SD = 22.41), psychological mean 55.05 (SD = 19.50), social
relationship mean 53.37 (SD = 24.24), and environment mean 54.43 (SD = 17.27). QoL
was impaired (scored <70) in the physical health domain for 127 individuals (81.4%), for
115 individuals (73.71%) in the psychological domain, for 115 individuals (73.71%) in the
social relationship domain, and for 130 individuals (83.33%) in the environment domain.
Considering the increasingly impaired QoL (defined as at least 1 SD below the sample
mean), we identified 28 individuals (17.94%) in the physical health domain, 30 individuals
(19.23%) in the psychological domain, 30 individuals (19.23%) in the social relationship
domain, and 23 individuals (14.74%) in the environment domain. Table 1 presents the
psychometric results.
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Table 1. Mean GHQ-12, AQ, and WHOLQOL-BREEF scores with individuals exceeding the cut-off.
Fisher’s
Assessment Tool Total EDS Subtype F (df, p-Value) (p-Value)
sEDS cEDS hEDS vEDS
17 (10.9%) 89 (57.1%) 47 (30.1%) 3 (1.9%)
GHOQ-12 Likert (SD)  19.46 (481)  23.18 (5.14) * 18.60 (4.31) 19.87 (5.08) 73305 |, p5'=°§1002)
1 (%) with GHQ-2 ) ) . . .
v = 14 142 (91.0%) 17 (100%) 78 (87.6%) 44 (93.6%) 3 (100%) ns
1.705
AQ (SD) 19.99 (6.80) 22.65 (6.86) 19.57 (6.29) 20.19 (7.62) e T
n (%) with AQ . ) . .
Score > 30 11 (7.1%) 2 (11.8%) 5 (5.6%) 4 (8.5%) 0 ns
WHOQOL-General " 4.182
QoLGelf-rated) (SD) 3.00 (0.95) 2.35(0.79) 3.16 (0.95) 2.98 (0.92) 2.33 (0.58) 3, = 0.007)
WHOQOL-Health 1.359
satisfaction(self-rated)  2.46 (1.00) 212 (0.78) 257 (1.00) 2.38 (1.05) 2.00 (1.00) (3,9 —0.258)
(SD) K
Physical Health (SD) 4556 (2241)  3655(2275)  4988(2211)  39.21(2000% 6786 (2857) ;'_52700 "
n (%) with domain o o o o o
a0 127 (81.4%) 15 (88.2%) 68 (76.4%) 42 (89.4%) 2 (66.7%) ns.
n (%) with severe o o o) % o 12.943
impairment 28 (17.9%) 6 (35.3%) 8(9.0%) 14 (29.8%) 0 (= 0.003)
Psychological (SD)  5505(19.50)  3897(1998)*  5871(1770) 5372001  5833(2083) p5'_4§7001)
n (%) with domain o o o o o
RN 115 (73.7%) 14 (82.4%) 62 (69.7%) 37 (78.7%) 2 (66.7%) ns.
n (%) with severe o o) % o o 9.427
impairment 30 (19.2%) 8(47.1%) 12 (13.5%) 10 (21.3%) 0 (p = 0.018)
Social Relationship " 3.734
SD) 53.37 (24.24)  38.24 (21.66) 57.12 (23.69) 50.71 (24.62) 6944 (481 (3 T 01s)
1 (%) with domain o o o o o
e 115 (73.7%) 16 (94.1%) 62 (69.7%) 35 (74.5%) 2 (66.7%) ns
1 (%) with severe 30 (19.2%) 7 (41.2%) 13 (14.6%) 10 (21.3%) 0 n.s
impairment
Environment (SD) 5443 (17.27)  47.24(17.85) 56.74 (17.18) 52.73 (17.20) 53.13 (5.41) 3 p1f34171)
n (%) with domain o o o o o
a0 130 (83.3%) 15 (88.2%) 72 (80.9%) 40 (85.1%) 3 (100%) ns.
n (%) with severe o o o o 9.226
impairment 23 (14.7%) 5 (29.4%) 7 (7.9%) 11 (23.4%) 0 (v = 0.018)

Legend: AQ: Autism quotient; EDS: Ehler Danlos Syndrome (c: Classical; h: Hypermobile; s: Suspected; v: Vascular); GHQ: Global Health
Questionnaire; QoL: Quality of Life; SD: Standard deviation; WHOQOL: World health Organization Quality of Life assessment tool. Bold
values refer to significant F statistics or Fisher’s exact test. Italic with * refers to significant post-hoc comparisons corrected with Bonferroni’s
method. Cronbach’s « >0.7 for each assessment tool.

The EDS subgroups were scored differently at GHQ-12, with sEDS presenting the
higher mean score and all of the individuals exceeding the common mental disorder cut-off
(Figure 1).

Regarding the WHOQOL-BREE, a significant difference in the general self-rated QoL
emerged. Specifically, subjects with sEDS scored lower than cEDS in the self-rated general
QoL (mean difference —0.804, 95% CI from —1.46 to —0.15). Subgroups scored significantly
different in the physical health domain, with hEDS subjects scoring lower than cEDS (mean
difference —10.67, 95% CI from —0.22 to —21.12). Moreover, the psychological domain
presented a significant between-group difference with sEDS scoring lower than both cEDS
(mean difference —19.74, 95% CI from —32.98 to —6.50) and hEDS (mean difference —14.75,
95% CI from —28.91 to —0.60). Furthermore, scores in the social relationship domain were
different among the subtypes. Specifically, sEDS scored lower than cEDS (mean difference
—18.88, 95% CI from —35.60 to —2.17; see Figure 2). A severe impairment of QoL in the
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physical domain is less frequent in cEDS (st.res. —2.0), while in the psychological domain,
sEDS presented a more frequent severe impairment of QoL (st.res. 2.6).

304

20

Global Health Questionnaire (Likert scoring)

p <0.05

T

L

Error Bars: 95% CI

-

-

:
|

T
SEDS

T T
cEDS hEDS

EDS clinical subtype

T
VEDS

Figure 1. Global health questionnaire differences between EDS subtypes.

100+

604

WHOQOL-Bref domain score

p<0.05

p<0.05
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40
204
0 T

p<0.05

gl

Error Bars: 95% CI
Mol - Physical o

BQoL - Psychological
BQoL - Social Relationship
DIQol - Environment

SEDS

cEDS

hEDS

EDS clinical subtype

vEDS

Figure 2. Bonferroni-corrected differences in WHOQOL-BREF domain scores among EDS subtypes.

Age was negatively correlated with Environment QoL, with no significant correlation
with the other QoL domains, pain, GHQ-12, and AQ. Pain was positively correlated
with the GHQ-12 score and negatively correlated with each QoL domain. No correlation
emerged between pain and AQ. GHQ-12 was negatively correlated with each QoL domain
and positively correlated with AQ. AQ was negatively correlated with each QoL domain
(see Table 2).

Table 2. Pearson’s correlation matrix.

Clinical Variable Age (57\13) GLI_iIIE%-riZ QOI;;Z;};;IC&I Psycl?(:)llt;:gical RQei)aI;;:z;rilp Envgc())rl;l-nent
Age r -
Pain (VAS) r 0.154 -
GHQ-12 Likert r 0.124 0.195* -
QoL-Physical Health r —0.144 —0.501 ** —0.523 ** -
QoL-Psychological r —0.059 —0.183 * —0.625 ** 0.656** -
QoL-Social relationship r —0.138 —0.283 ** —0.417 ** 0.483 ** 0.541 ** -

QoL-Environment r —0.205* —0.365 ** —0.503 ** 0.685 ** 0.587 ** 0.493 ** -

AQ r —0.084 0.050 0.326 ** —0.320 ** —0.382 ** —0.350 ** —0.334 **

Legend: AQ: Autism quotient; GHQ: Global Health Questionnaire; QoL: Quality of Life. * = Two-tailed p < 0.05; ** = two-tailed p < 0.01.



Healthcare 2021, 9, 1472

7 of 10

4. Discussion

This study represents the largest internet-based survey conducted in Italy to inves-
tigate the psychological distress, the QoL, and the presence of autistic traits in people
diagnosed with EDS. Overall, people suffering from EDS appeared to be at risk for com-
mon mental disorders. Specifically, there was no risk difference between the diagnostic
subtypes. However, the sEDS group (with a provisional diagnosis) showed the highest
psychological distress. This is in line with the data regarding the psychological suffering
derived from the uncertainty of the diagnosis [6]. Additionally, it seems particularly rele-
vant in our sample, in which the age at diagnosis was high (35 years). Considering that
most of the mental disorders emerged before the age of 24 [31] and that the higher delay in
diagnosis is associated with a greater risk of attempted suicide [2], a careful psychiatric
assessment should be recommended in people undergoing the diagnostic assessment for
EDS, especially when a defined diagnosis is not reached. Considering the early symptom
appearance in people with hEDS, as compared with the other subgroups, a diagnosis that
remains purely clinical without the possibility for a genetic testing, it is not surprising that
this EDS subtype has shown a significant high rate of psychological distress [7,32]. For this
reason, psychological support should be offered especially for sEDS and hEDS.

Relevant ASD traits have been found in 7.1% of the sample. This is in line with a large
population-based study [2] and is significantly larger than the most recent probabilistic
estimate of ASD prevalence in Italy, which is 1.15% [33]. This factor should be further
investigated with a multi-disciplinary assessment for ASD, the gold standard for autistic
traits in adulthood [34]. If confirmed, the high prevalence of ASD in EDS should suggest
a shared etiological hypothesis [35,36]. Moreover, the co-occurrence of EDS and ASD
have a clinical implication. For instance, it has been associated with fatigue and sleep
problems in children [15]. This is in line with our findings, which showed a significant
positive association between autistic traits and psychological distress and a significant
negative correlation between AQ and each QoL domain. Since the presence of comorbid
ASD could reduce the validity of screening tools for psychological distress in the general
population [37], our results appeared even more striking, advocating special attention for
this possible comorbidity.

Overall, the global functioning of people with EDS is significantly hampered, as
shown by the high prevalence of unemployment status due to the disease and by the high
proportion of people receiving a disability benefit (19.5%), with no significant difference
according to the clinical subgroups.

Pain recorded at the last visit before the survey was relatively low and no difference
emerged between the subgroups. Greater pain was significantly associated with a more
severe psychological distress (higher GHQ-12 scores), and reduced quality of life. No
correlation emerged with autistic traits. Given the observational nature of this study,
we could only provide a hypothesis on the direction of the association. It is possible
that pain aggravates the psychological burden in EDS [14], but at the same time patients
could develop a more resilient psychological status, through psychological support, that
ameliorates pain management in EDS [7].

Quality of life was significantly impaired in our sample, with less than 30% of the
sample considering their QoL as good or very good. Almost 20% of the subjects revealed
a severely impaired quality of life in mental health and social functioning. This finding
is consistent with Morlino et al. [38] who found a significant reduction in QoL and a
significant association with functional difficulties. Additionally, they observed that the
number of painful joints was a predictor of functional impairment. In Italy, impaired QoL
was already reported in the small sample of 21 subjects with EDS [19]. However, only
physical QoL was impacted with no effect on mental health. Several subsequent studies,
however, have underlined the significant reduction in mental health-related QoL in this
patient group [17,32,39]. In fact, a recent meta-analysis highlighted the role of psychological
symptoms in aggravating the disability in hypermobility syndromes [8].
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Interestingly, further differences emerged among the different diagnostic subgroups.
Whereas hEDS reported lower health-related QoL, the sEDS showed the lowest mental
and social-relationship QoL. These findings support the hypothesis that not being able to
have a definite diagnosis worsens the psychological burden of people with EDS, probably
affecting also some aspect of their social life [6].

Limitations

A few limitations in our observational study need to be acknowledged. The recruit-
ment through a tertiary center could have limited the observation to patients with a more
severe clinical condition than the average EDS patients. Additionally, only about 30% of
the patients answered the internet-based survey. This response rate is in line with another
web-based survey [40]. However, we could not exclude the possibility that the people
that agreed to participate were more prone to report psychological discomfort. Finally,
given the observational nature of this study, no causal inference could be made on the
possible determinants of the severe impairment in QoL, psychological wellbeing, and the
high prevalence of autistic traits.

5. Conclusions

Our study showed a high level of psychological distress, significant worsening in
all of the quality-of-life domains, and a higher prevalence of autistic traits in EDS. Pain
appeared to be associated with psychological distress and a worse quality of life. These
findings support our claim for a multi-disciplinary approach and integrated care in EDS,
with a specific attention to psychological issues in this patient group.

Supplementary Materials: The following are available online at https://www.mdpi.com/article/10
.3390/healthcare9111472/s1. Table S1: CHERRIES guidelines assessment.
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N.B. All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: The study was conducted according to the guidelines of the
Declaration of Helsinki. Ethical review and approval were waived for this study, according to the
local guidelines, due to the observational and non-interventional nature of the research.

Informed Consent Statement: Informed consent was obtained from all of the subjects involved in
the study.

Data Availability Statement: Data will be available upon reasonable request from the first author.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.

Malfait, E; Francomano, C.; Byers, P.; Belmont, J.; Berglund, B.; Black, J.; Bloom, L.; Bowen, ].M.; Brady, A.F.; Burrows, N.P; et al.
The 2017 international classification of the Ehlers-Danlos syndromes. Am. J. Med. Genet. C Semin. Med. Genet. 2017, 175, 8-26.
[CrossRef] [PubMed]

Cederlof, M.; Larsson, H.; Lichtenstein, P.; Almqvist, C.; Serlachius, E.; Ludvigsson, ].E. Nationwide population-based cohort
study of psychiatric disorders in individuals with Ehlers-Danlos syndrome or hypermobility syndrome and their siblings. BMC
Psychiatry 2016, 16, 207. [CrossRef]

Demmler, J.C.; Atkinson, M.D.; Reinhold, E.J.; Choy, E.; Lyons, R.A.; Brophy, S.T. Diagnosed prevalence of Ehlers-Danlos
syndrome and hypermobility spectrum disorder in Wales, UK: A national electronic cohort study and case-control comparison.
BM]J Open 2019, 9, 9. [CrossRef]

Gazit, Y.; Jacob, G.; Grahame, R. Ehlers-Danlos Syndrome-Hypermobility Type: A Much Neglected Multisystemic Disorder.
Rambam Maimonides Med. |. 2016, 7, €0034. [CrossRef] [PubMed]

Sobey, G. Ehlers-Danlos syndrome—A commonly misunderstood group of conditions. Clin. Med. 2014, 14, 432-436. [CrossRef]
[PubMed]


https://www.mdpi.com/article/10.3390/healthcare9111472/s1
https://www.mdpi.com/article/10.3390/healthcare9111472/s1
http://doi.org/10.1002/ajmg.c.31552
http://www.ncbi.nlm.nih.gov/pubmed/28306229
http://doi.org/10.1186/s12888-016-0922-6
http://doi.org/10.1136/bmjopen-2019-031365
http://doi.org/10.5041/RMMJ.10261
http://www.ncbi.nlm.nih.gov/pubmed/27824552
http://doi.org/10.7861/clinmedicine.14-4-432
http://www.ncbi.nlm.nih.gov/pubmed/25099849

Healthcare 2021, 9, 1472 90of 10

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Berglund, B.; Anne-Cathrine, M.; Randers, 1. Dignity not fully upheld when seeking health care: Experiences expressed by
individuals suffering from Ehlers-Danlos syndrome. Disabil. Rehabil. 2010, 32, 1-7. [CrossRef] [PubMed]

Baeza-Velasco, C.; Bulbena, A.; Polanco-Carrasco, R.; Jaussaud, R. Cognitive, emotional, and behavioral considerations for chronic
pain management in the Ehlers-Danlos syndrome hypermobility-type: A narrative review. Disabil. Rehabil. 2019, 41, 1110-1118.
[CrossRef] [PubMed]

Scheper, M.C.; Juul-Kristensen, B.; Rombaut, L.; Rameckers, E.A.; Verbunt, J.; Engelbert, R.H. Disability in Adolescents and
Adults Diagnosed With Hypermobility-Related Disorders: A Meta-Analysis. Arch. Phys. Med. Rehabil. 2016, 97, 2174-2187.
[CrossRef] [PubMed]

Bulbena, A.; Pailhez, G.; Bulbena-Cabré, A.; Mallorqui-Bagué, N.; Baeza-Velasco, C. Joint hypermobility, anxiety and psychoso-
matics: Two and a half decades of progress toward a new phenotype. Adv. Psychosom. Med. 2015, 34, 143-157. [CrossRef]
Smith, T.O.; Easton, V.; Bacon, H.; Jerman, E.; Armon, K,; Poland, F.; Macgregor, A.J. The relationship between benign joint
hypermobility syndrome and psychological distress: A systematic review and meta-analysis. Rheumatology 2014, 53, 114-122.
[CrossRef]

Bulbena, A.; Gago, J.; Pailhez, G.; Sperry, L.; Fullana, M. A ; Vilarroya, O. Joint hypermobility syndrome is a risk factor trait for
anxiety disorders: A 15-year follow-up cohort study. Gen. Hosp. Psychiatry 2011, 33, 363-370. [CrossRef]

Pasquini, M.; Celletti, C.; Berardelli, I.; Roselli, V.; Mastroeni, S.; Castori, M.; Biondi, M.; Camerota, F. Unexpected association
between joint hypermobility syndrome/Ehlers-Danlos syndrome hypermobility type and obsessive-compulsive personality
disorder. Rheumatol. Int. 2014, 34, 631-636. [CrossRef] [PubMed]

Gurer, G.; Sendur, F; Gultekin, B.K.; Ozcan, M.E. The anxiety between individuals with and without joint hypermobility. Eur. |.
Psychiatry 2010, 24, 205-209. [CrossRef]

Wasim, S.; Suddaby, ].S.; Parikh, M.; Leylachian, S.; Ho, B.; Guerin, A.; So, J. Pain and gastrointestinal dysfunction are significant
associations with psychiatric disorders in patients with Ehlers-Danlos syndrome and hypermobility spectrum disorders: A
retrospective study. Rheumatol. Int. 2019, 39, 1241-1248. [CrossRef]

Kindgren, E.; Perez, A.Q.; Knez, R. Prevalence of ADHD and Autism Spectrum Disorder in Children with Hypermobility
Spectrum Disorders or Hypermobile Ehlers-Danlos Syndrome: A Retrospective Study. Neuropsychiatr. Dis. Treat. 2021, 17,
379-388. [CrossRef]

Hershenfeld, S.A.; Wasim, S.; McNiven, V.; Parikh, M.; Majewski, P.; Faghfoury, H.; So, ]. Psychiatric disorders in Ehlers-Danlos
syndrome are frequent, diverse and strongly associated with pain. Rheumatol. Int. 2016, 36, 341-348. [CrossRef]

Rombaut, L.; Malfait, F.; Cools, A.; De Paepe, A.; Calders, P. Musculoskeletal complaints, physical activity and health-related
quality of life among patients with the Ehlers-Danlos syndrome hypermobility type. Disabil. Rehabil. 2010, 32, 1339-1345.
[CrossRef]

Berglund, B.; Pettersson, C.; Pigg, M.; Kristiansson, P. Self-reported quality of life, anxiety and depression in individuals with
Ehlers-Danlos syndrome (EDS): A questionnaire study. BMC Musculoskelet. Disord. 2015, 16, 89. [CrossRef] [PubMed]

Castori, M.; Camerota, F.; Celletti, C.; Grammatico, P; Padua, L. Quality of Life in the Classic and Hypermobility Types of
Elhers-Danlos Syndrome. Ann. Neurol. 2010, 67, 145-146. [CrossRef]

Celletti, C.; Castori, M.; La Torre, G.; Camerota, F. Evaluation of kinesiophobia and its correlations with pain and fatigue in joint
hypermobility syndrome/Ehlers-Danlos syndrome hypermobility type. Biomed. Res. Int. 2013, 2013, 580460. [CrossRef]
Eysenbach, G. Improving the Quality of Web Surveys: The Checklist for Reporting Results of Internet E-Surveys (CHERRIES). J.
Med. Internet Res. 2004, 6, e34. [CrossRef]

Politi, P.L.; Piccinelli, M.; Wilkinson, G. Reliability, validity and factor structure of the 12-item General Health Questionnaire
among young males in Italy. Acta Psychiatr. Scand. 1994, 90, 432—437. [CrossRef] [PubMed]

Lundin, A.; Ahs, ].; Asbring, N.; Kosidou, K.; Dal, H.; Tinghog, P.; Saboonchi, F.; Dalman, C. Discriminant validity of the 12-item
version of the general health questionnaire in a Swedish case-control study. Nord. J. Psychiatry 2017, 71, 171-179. [CrossRef]
[PubMed]

Baron-Cohen, S.; Wheelwright, S.; Skinner, R.; Martin, J.; Clubley, E. The autism-spectrum quotient (AQ): Evidence from Asperger
syndrome/high-functioning autism, males and females, scientists and mathematicians. J. Autism Dev. Disord. 2001, 31, 5-17.
[CrossRef]

Skevington, S.M.; Lotfy, M.; O’Connell, K.A. The World Health Organization’s WHOQOL-BREF quality of life assessment:
Psychometric properties and results of the international field trial. A report from the WHOQOL group. Qual. Life Res. 2004, 13,
299-310. [CrossRef]

Cummins, R.A. On the trail of the gold standard for subjective well-being. Soc. Indic. Res. 1995, 35, 179-200. [CrossRef]
Al-Fayez, G.A.; Ohaeri, ].U. Profile of subjective quality of life and its correlates in a nation-wide sample of high school students
in an Arab setting using the WHOQOL-Bref. BMC Psychiatry 2011, 11, 71. [CrossRef]

Lindsay, K.; Ferrer, M.; Davis, R.; Nichols, D. Psychometric properties of the WHOQOL-BREF amongst wounded, injured, and ill
members of the United States military. Ment. Health Rev. ]. 2017, 22, 124-135. [CrossRef]

Varni, ].W.; Burwinkle, T.M.; Seid, M.; Skarr, D. The PedsQL 4.0 as a pediatric population health measure: Feasibility, reliability,
and validity. Ambul. Pediatr. 2003, 3, 329-341. [CrossRef]


http://doi.org/10.3109/09638280903178407
http://www.ncbi.nlm.nih.gov/pubmed/19925271
http://doi.org/10.1080/09638288.2017.1419294
http://www.ncbi.nlm.nih.gov/pubmed/29357706
http://doi.org/10.1016/j.apmr.2016.02.015
http://www.ncbi.nlm.nih.gov/pubmed/26976801
http://doi.org/10.1159/000369113
http://doi.org/10.1093/rheumatology/ket317
http://doi.org/10.1016/j.genhosppsych.2011.03.004
http://doi.org/10.1007/s00296-013-2901-2
http://www.ncbi.nlm.nih.gov/pubmed/24272065
http://doi.org/10.4321/S0213-61632010000400002
http://doi.org/10.1007/s00296-019-04293-w
http://doi.org/10.2147/NDT.S290494
http://doi.org/10.1007/s00296-015-3375-1
http://doi.org/10.3109/09638280903514739
http://doi.org/10.1186/s12891-015-0549-7
http://www.ncbi.nlm.nih.gov/pubmed/25880527
http://doi.org/10.1002/ana.21934
http://doi.org/10.1155/2013/580460
http://doi.org/10.2196/jmir.6.3.e34
http://doi.org/10.1111/j.1600-0447.1994.tb01620.x
http://www.ncbi.nlm.nih.gov/pubmed/7892776
http://doi.org/10.1080/08039488.2016.1246608
http://www.ncbi.nlm.nih.gov/pubmed/27796153
http://doi.org/10.1023/A:1005653411471
http://doi.org/10.1023/B:QURE.0000018486.91360.00
http://doi.org/10.1007/BF01079026
http://doi.org/10.1186/1471-244X-11-71
http://doi.org/10.1108/MHRJ-12-2016-0023
http://doi.org/10.1367/1539-4409(2003)003&lt;0329:TPAAPP&gt;2.0.CO;2

Healthcare 2021, 9, 1472 10 of 10

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

Boonstra, A.M.; Schiphorst Preuper, H.R.; Reneman, M.E; Posthumus, J.B.; Stewart, R.E. Reliability and validity of the visual
analogue scale for disability in patients with chronic musculoskeletal pain. Int. ]. Rehabil. Res. 2008, 31, 165-169. [CrossRef]
[PubMed]

Fusar-Poli, P. Integrated Mental Health Services for the Developmental Period (0 to 25 Years): A Critical Review of the Evidence.
Front. Psychiatry 2019, 10, 355. [CrossRef] [PubMed]

Baeza-Velasco, C.; Hamonet, C.; Montalescot, L.; Courtet, P. Suicidal Behaviors in Women With the Hypermobile Ehlers-Danlos
Syndrome. Arch. Suicide Res. 2021. [CrossRef]

Narzisi, A.; Posada, M.; Barbieri, F.; Chericoni, N.; Ciuffolini, D.; Pinzino, M.; Romano, R.; Scattoni, M.L.; Tancredi, R.; Calderoni,
S.; et al. Prevalence of Autism Spectrum Disorder in a large Italian catchment area: A school-based population study within the
ASDEU project. Epidemiol. Psychiatry Sci. 2018, 29, e5. [CrossRef] [PubMed]

Fusar-Poli, L.; Brondino, N.; Rocchetti, M.; Panisi, C.; Provenzani, U.; Damiani, S.; Politi, P. Diagnosing ASD in Adults Without
ID: Accuracy of the ADOS-2 and the ADI-R. ]. Autism Dev. Disord. 2017, 47, 3370-3379. [CrossRef] [PubMed]

Casanova, E.L.; Baeza-Velasco, C.; Buchanan, C.B.; Casanova, M.F. The Relationship between Autism and Ehlers-Danlos
Syndromes/Hypermobility Spectrum Disorders. J. Pers. Med. 2020, 10, 260. [CrossRef] [PubMed]

Casanova, E.L.; Sharp, ].L.; Edelson, S.M.; Kelly, D.P,; Casanova, M.F. A Cohort Study Comparing Women with Autism Spectrum
Disorder with and without Generalized Joint Hypermobility. Behav. Sci. 2018, 8, 35. [CrossRef]

Schriber, R.A.; Robins, R.W.; Solomon, M. Personality and self-insight in individuals with autism spectrum disorder. J. Personal.
Soc. Psychol. 2014, 106, 112-130. [CrossRef]

Morlino, S.; Dordoni, C.; Sperduti, I; Clark, C.J.; Piedimonte, C.; Fontana, A.; Colombi, M.; Grammatico, P.; Copetti, M.; Castori, M.
Italian validation of the functional difficulties questionnaire (FDQ-9) and its correlation with major determinants of quality of life
in adults with hypermobile Ehlers-Danlos syndrome/hypermobility spectrum disorder. Am. J. Med Genet. Part B-Neuropsychiatr.
Genet. 2019, 180, 25-34. [CrossRef]

Palomo-Toucedo, 1.C.; Leon-Larios, F; Reina-Bueno, M.; del Carmen Vazquez-Bautista, M.; Munuera-Martinez, P.V,;
Dominguez-Maldonado, G. Psychosocial Influence of Ehlers-Danlos Syndrome in Daily Life of Patients: A Qualitative Study. Int.
J. Environ. Res. Public Health 2020, 17, 6425. [CrossRef]

Pikkemaat, M.; Thulesius, H.; Milos Nymberg, V. Swedish Primary Care Physicians’ Intentions to Use Telemedicine: A Survey
Using a New Questionnaire-Physician Attitudes and Intentions to Use Telemedicine (PAIT). Int ]. Gen. Med. 2021, 14, 3445-3455.
[CrossRef]


http://doi.org/10.1097/MRR.0b013e3282fc0f93
http://www.ncbi.nlm.nih.gov/pubmed/18467932
http://doi.org/10.3389/fpsyt.2019.00355
http://www.ncbi.nlm.nih.gov/pubmed/31231250
http://doi.org/10.1080/13811118.2021.1885538
http://doi.org/10.1017/S2045796018000483
http://www.ncbi.nlm.nih.gov/pubmed/30187843
http://doi.org/10.1007/s10803-017-3258-2
http://www.ncbi.nlm.nih.gov/pubmed/28755032
http://doi.org/10.3390/jpm10040260
http://www.ncbi.nlm.nih.gov/pubmed/33271870
http://doi.org/10.3390/bs8030035
http://doi.org/10.1037/a0034950
http://doi.org/10.1002/ajmg.b.32698
http://doi.org/10.3390/ijerph17176425
http://doi.org/10.2147/IJGM.S319497

	Introduction 
	Materials and Methods 
	Subjects 
	Assessment 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	References

