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Abstract
Objective

Central sensitivity (CS) is defined as an increased responsiveness of nociceptive neurons in the central nervous system 
to normal or subthreshold inputs. CS has recently been linked to the psychological burden associated with chronic pain, 

such as fibromyalgia (FM). The primary objective of this study is to investigate the impact of specific psychological 
constructs on CS in patients with FM. In Study 1, we explore the influence of temperament, personality, childhood 

trauma, defence mechanisms, and mental pain on CS. In Study 2, our goal is to test the role of the best predictors of 
CS in influencing quality of life (QoL) and FM functioning through a path analysis model.

Methods
A total of 510 women with FM participated online, completing a self-administered protocol. Data collection took 

place between April and June of 2023.

Results
In Study 1, higher levels of low sensory threshold (β=0.210), traumatic experiences of physical threat (β=0.141), 

neurotic defences (β=0.124), and mental pain (β=0.241) emerged as the strongest predictors of increased CS.
 In Study 2, the presented model demonstrated a satisfactory fit (chi2=27.200; df=10; p=0.002; GFI=0.984; NFI=0.949; 

CFI=0.967; RMSEA=0.061 [95% CI 0.034-0.090]) with large and medium effect sizes on physical (-0.576) and 
psychological (-0.190) QoL.

Conclusion
The study underscores the pivotal role of psychological dimensions in influencing CS levels and their relationships 

with QoL in patients with FM.

Key words
fibromyalgia, chronic pain, nociplastic pain, central sensitisation, environmental sensitivity



1188 Clinical and Experimental Rheumatology 2024

Central sensitivity in fibromyalgia / F.M. Nimbi et al.

Filippo Maria Nimbi, PhD, PsyD
Alessia Renzi, PhD, PsyD
Erika Limoncin, PhD, PsyD
Sara Francesca Bongiovanni, PhD, PsyD
Piercarlo Sarzi-Puttini, MD, PhD
Federica Galli, PhD, PsyD
Please address correspondence to:
Filippo Maria Nimbi
Dipartimento di Psicologia Dinamica, 
Clinica e Salute,
Sapienza Università di Roma,
Via degli Apuli 1, 
00185 Roma, Italy.
E-mail: filippo.nimbi@uniroma1.it
Received on October 2, 2023; accepted in 
revised form on December 4, 2023.
© Copyright CliniCal and 
ExpErimEntal rhEumatology 2024.

Competing interests: none declared.

Introduction 
Fibromyalgia (FM) is a chronic pain 
syndrome characterised by generalised 
musculoskeletal pain and specific ten-
der points, often associated with sleep 
disorders, fatigue, somatic and cogni-
tive symptomatology, as well as mental 
diseases (1-4). In the general popula-
tion, FM diagnosis has a prevalence 
ranging between 0.2% and 6.6%, with 
significant higher rates in women (2.4% 
to 6.8%), showing an increasing trend 
worldwide (5).
FM presents with multiple physical and 
mental comorbidities leading to disa-
bling conditions with high psychologi-
cal and social burden (1, 4, 6). Depres-
sion is the most prevalent comorbidity, 
affecting over half of the patients in 
their lifetime (7, 8). Other prevalent 
psychiatric disorders include bipolar 
disorder, panic disorder, anxiety disor-
der, or post-traumatic stress disorder, 
collectively affecting nearly one-third 
of FM patients (5). Regarding chronic 
pain (CP) comorbidities, rates range 
between 39% and 76%, primarily in-
volving tension-type or migraine head-
ache, irritable bowel syndrome, lower 
back pain, myofascial pain syndrome, 
and temporomandibular disorders (7). 
These elements highlight FM as a com-
plex syndrome, associated with both a 
strong psychological component and 
other manifestations of chronic pain.
Although the aetiopathology of FM re-
mains complex and largely unknown 
(1, 9), two main endotypes have been 
theorised. A peripheral endotype may 
result from alterations in nociceptive 
stimuli processing, small fibre neu-
ropathy, inflammation, or autoimmune 
conditions. In contrast, a central endo-
type is described as the result of a cen-
tral sensitisation (CS) process, where 
psychological (cognitive and affec-
tive) factors may play a primary role 
in symptom onset and maintenance 
(10). Since more evidence is needed to 
support these hypotheses, an in-depth 
study of CS is crucial for advancing our 
understanding of FM and related treat-
ments.
The International Association for the 
Study of Pain (IASP) defines CS as 
an “increased responsiveness of no-
ciceptive neurons in the central nerv-

ous system (CNS) to either normal or 
subthreshold afferent input” (11, 12). 
CS involves CNS dysfunctions, such 
as altered sensory processing within 
the brain, amplified cerebral activity in 
areas associated with severe pain, and 
reduced functioning of endogenous 
analgesia (13-17). Considered a key 
underlying mechanism of nociplastic 
pain (NP), CS describes conditions 
where altered function in pain-related 
sensory pathways in the periphery and 
CNS leads to pain, despite no clear 
evidence of actual or threatened tissue 
damage, as seen in FM (11, 18, 19). Re-
cent proposals suggest that CS, as the 
main pathophysiological mechanism 
of FM, may be linked to sympathetic 
autonomic deficiencies indicative of 
small nerve fibre neuropathy (20). Ab-
normalities in central pain processing, 
rather than damage or inflammation of 
peripheral structures, play a crucial role 
in the development and maintenance of 
FM (14, 15).
Functional magnetic resonance imag-
ing (fMRI) studies (21-23) have sought 
to elucidate how CS explains the 
mechanisms in fibromyalgia. A system-
atic review on structural and functional 
brain MRI exploring central sensitisa-
tion in fibromyalgia patients reported 
moderate evidence for region-specific 
changes in grey matter volume, de-
creased functional connectivity in the 
descending pain-modulating system, 
and increased activity in the pain matrix 
related to central sensitisation (24, 25). 
Functional MRI also reveals increased 
connectivity between the insula and an-
terior cingulate cortex, regions involved 
in pain perception and emotional regu-
lation. Molecular mechanism studies 
(26, 27) indicate that somatosensory in-
formation is integrated in SDH lamina I 
projection neurons, which transmit sig-
nals to several brain regions such as the 
parabrachial nucleus and thalamus (27). 
In summary, functional neuroimaging 
studies have provided valuable insights 
into the pathophysiology of fibromyal-
gia, suggesting that the brain’s response 
to pain is altered in FM patients.
To study the CS construct, the Central 
Sensitivity Inventory (CSI) was devel-
oped and validated (28) and has recent-
ly been used to assess symptom severi-
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ty in FM patients (29). An updated sys-
tematic review (30) highlights that the 
CSI may be better aimed at capturing 
the main psychological characteristics 
associated with CP (e.g. depression, 
anxiety, pain catastrophising, distress, 
sleep disorders) rather than serving as 
a measure of CS per se. This empha-
sizes the central role of psychological 
experiences in chronic conditions such 
as FM and, overall, in patients’ quality 
of life (QoL).
Specific psychological dimensions 
may play a primary role in affecting 
CS. The temperamental trait of sensory 
processing sensitivity (SPS) represents 
an amplified responsivity to positive 
and negative environmental and social 
stimuli (31), strongly linked to differ-
ent CP conditions like FM (32, 33). 
Personality traits, defined as tendencies 
and patterns of thinking, feeling, and 
acting (34) are strongly associated with 
pain perception (32). Childhood trau-
matic experiences might contribute to 
permanently changing the responsive-
ness of the CNS (35), serving as vul-
nerability factors for CS progression. 
For example, significant associations 
between childhood maltreatment and 
CP conditions in adulthood have been 
reported in several systematic reviews 
(36-40). Defence mechanisms, a group 
of automatic psychological strategies 
mediating reactions to inner or exterior 
stressors or emotional struggles, have 
also been associated with pain percep-
tion (41, 42). A recent study highlight-
ed a significant association between 
increased disease severity, decreased 
mature defence mechanisms, and in-
creased immature defence mechanisms 
in FM patients (24). Additionally, 
mental pain is a newly defined unitary 
subjective state of psychological and 
emotional suffering resulting from be-
havioural and cognitive processes com-
monly reported in patients suffering 
from different CP conditions (43, 44), 
which may play a role in explaining 
the CS process. To explore the possible 
role of these psychological factors in 
the CS process and, more broadly, their 
role in determining FM impact and QoL 
in patients, it is crucial to advance our 
knowledge of this disease and improve 
therapeutic proposals for patients.

Aims
The primary objective of this research 
is to investigate the role of selected psy-
chological constructs in influencing CS 
in a group of patients with FM (Study 
1). In this context, the specific goal of 
Study 1 is to explore the unique and 
collective impact of factors such as sen-
sory processing sensitivity (SPS) tem-
perament, personality traits, childhood 
adverse events, defence mechanisms, 
and mental pain on CS. It is anticipated 
that higher scores in SPS, personal-
ity traits (such as detachment and psy-
choticism), childhood traumatic experi-
ences, neurotic and immature defences, 
and mental pain will predict elevated 
CSI scores in FM.
The main objective of Study 2 is to as-
sess the role of the best predictors identi-
fied in Study 1 through two distinct path 
diagrams. These diagrams will examine 
the relationships between psychological 
domains and CS in predicting physical 
and psychological quality of life (QoL) 
(model 1) and the perceived impact of 
FM (model 2). The hypothesis posits 
that these selected variables will signifi-
cantly contribute to predicting deterio-
rated physical and psychological QoL, 
as well as a heightened perceived im-
pact of FM through CS.

Materials and methods
Procedures
A total of 529 individuals from Italy 
participated in this study, recruited 
through patients’ FM associations us-
ing official websites and various social 
media platforms, including Facebook, 
Instagram, Twitter, and LinkedIn. The 
survey was administered online via 
Google Forms, with data collection 
occurring between April and June of 
2023. Participants were required to pro-
vide informed consent before engaging 
in the survey, disclosing details about 
their FM diagnosis, the year it was 
determined, and the healthcare profes-
sional or medical facility responsible 
for the diagnosis. The survey ensured 
anonymity, and participants received 
no compensation for their involvement. 
Ethical approval for the project was 
obtained from the ethical committee of 
the Department of Dynamic and Clini-
cal Psychology and Health Studies at 

Sapienza University of Rome, Italy, 
on November 25, 2022 [protocol no. 
0001979 UOR: SI000092 – classified 
VII/15]. To be eligible, individuals had 
to identify as cisgender women, be 18 
years or older, proficient in Italian, and 
have received an FM diagnosis from 
a specialist physician (neurologist or 
rheumatologist) for at least six months. 
After excluding nineteen responses 
(3.59%) due to duplication, falsifica-
tion, or incomplete records, the final 
group consisted of 510 participants. 
Sociodemographic characteristics of 
this group are summarised in Table I.

Participants
The study participants presented an 
average age of 45.92 years (ranging 
from 18 to 75). They predominantly 
identified as heterosexual, married, 
and engaged in monogamous relation-
ships. The majority had moderate to 
moderately high levels of education, 
with nearly 64% employed. The preva-
lent ethnic background was white Cau-
casian, and they primarily resided in 
small towns or cities with a medium to 
medium-low socioeconomic status. All 
participants had received an FM diag-
nosis between 1982 and 2022, mostly 
from specialised physicians in neurol-
ogy and rheumatology. Comorbidities 
reported included chronic migraine/
tension-type headaches, irritable bowel 
syndrome (IBS), and chronic fatigue 
syndrome.

Measures
The participants completed nine self-
report measures to investigating spe-
cific psychological variables aligned 
with the objectives of the study. The 
completion time for these assessments 
was approximately 30 minutes.

Sociodemographic questionnaire. Par-
ticipants were requested to fill out a 
concise sociodemographic question-
naire to gather general details such as 
age, gender, sexual orientation, marital 
and relational status, level of educa-
tion, employment status, socioeconom-
ic standing, ethnicity, residential area, 
and pertinent information related to the 
diagnosis of FM and other chronic pain 
conditions.



1190 Clinical and Experimental Rheumatology 2024

Central sensitivity in fibromyalgia / F.M. Nimbi et al.

Central sensitisation inventory (CSI). 
This assessment was designed to ap-
praise the overlapping symptomatic 
aspects of the central sensitivity syn-
drome. It serves as a tool for prelimi-
nary screening to detect the presence of 
the syndrome and to alert clinicians to 
potential symptom-related connections. 
The inventory comprises two sections: 
part A yields a total score ranging from 
0 to 100 for 25 items concerning cur-
rent health symptoms, with response 
options on a scale from never = 0 to al-
ways = 4; part B investigates whether 

patients were previously diagnosed by 
a physician with any of seven distinct 
conditions. The CSI demonstrated sat-
isfactory validity among chronic pain 
patients, wherein higher scores indicate 
a greater manifestation of central sensi-
tivity. The Cronbach’s alpha coefficient 
for this measure in the present study 
was 0.87 (total score) (45).

Highly sensitive person scale (HSP-
12). This questionnaire delves into 
the theoretical construct of sensory 
processing sensitivity, which pertains 

to a temperamental trait that predis-
poses individuals to a broader sensory 
processing of information captured 
through diverse indicators, extending 
beyond mere sensitivity to sensory 
stimuli (31, 46). The survey gener-
ates a comprehensive sensitivity score 
along with three sub-factors: ease of 
excitation (EOE), aesthetic sensitiv-
ity (AES), and low sensory threshold 
(LST). The psychometric characteris-
tics of the HSP-12 were assessed by 
Pluess et al. (47). Elevated scores in-
dicate a heightened degree of sensitiv-
ity. In the current study, the Cronbach’s 
alpha coefficients for this assessment 
ranged from 0.79 (AES) to 0.89 (LST).

Traumatic experiences checklist (TEC). 
This instrument explores 29 potential 
trauma types, encompassing events 
outlined in criterion A of post-traumatic 
stress disorder (PTSD), as well as other 
potentially overwhelming occurrences 
such as loss of significant individuals, 
life-threatening illness or aggression, 
exposure to warehousing, emotional ne-
glect, emotional abuse, physical abuse, 
sexual harassment, and sexual trauma. 
The questionnaire comprises a cumu-
lative complex trauma score and five 
subscales that examine emotional ne-
glect, emotional abuse, physical threat, 
sexual harassment, and sexual abuse. 
Enhanced scores signify a heightened 
presence and significance of traumatic 
experiences. In the present study, Cron-
bach’s alpha coefficients for this tool 
ranged from 0.78 (emotional neglect) 
to 0.87 (physical threat) (48).

Personality inventory for the DSM-5 
short form (PID-5-SF). This tool is a 
condensed version of the PID-5 self-
report inventory designed to evaluate 
the 25 facets associated with patho-
logical personality traits, as well as the 
five higher-order domains outlined in 
DSM-5 Criterion B: negative affect, 
detachment, antagonism, disinhibition, 
and psychoticism. Each trait domain 
comprises 5 items. Elevated scores in-
dicate a heightened manifestation of 
the specific trait. In the present study, 
the Cronbach’s alpha coefficients for 
this assessment ranged from 0.82 (psy-
choticism) to 0.90 (detachment) (49).

Table I. Sociodemographic variables description.

Variables  Participants (n=510)
  M ± ds (min-max)

Age  45.92±12.34 (18-75)
  Q3– Q1: 37-55
  n (%)

Prevalent sexual orientation Heterosexual 483  (94.71)
 Lesbian 21  (4.12)
 Bisexual, pansexual and polysexual 4  (0.78)
 Asexual, demisexual, grey-sexual  2  (0.39)

Marital status Unmarried 131  (25.69)
 Married - civil union 252  (49.41)
 Separated - divorced 54  (10.59)
 Widowed 7  (1.37)
 Cohabitant 66  (12.94)

Relational status Single 116  (22.75)
 Monogamous couple 388  (76.08)
 Non monogamous relationship 6  (1.18)

Education level Middle School 57  (11.18)
 High School 255  (50.0)
 University  155  (30.39)
 PhD and Postgrads courses 43  (8.43)

Work status Unemployed 120  (23.53)
 Student 28  (5.49)
 Employed 326  (63.92)
 Retired 36  (7.06)

Socio-economic status Low 70  (13.73)
 Medium-low 153  (30.0)
 Medium 256  (50.20)
 Medium-high 30  (5.88)
 High 1  (0.20)

Area of residence Metropolis 31  (6.08)
 City 150  (29.41)
 Suburbs 74  (14.51)
 Village/small town 225  (44.12)
 Rural area 30  (5.88)

Ethnicity White/Caucasian 499  (97.84)
 Asian/Pacific Ocean -
 Latin-American/Hispanic 9  (1.76)
 Black/African/Afro-American -
 Native American -
 Others (mixed ethnicity) 2  (0.39)

Copresence of other chronic Restless leg syndrome (RLS) 161  (31.57) 
    pain conditions Chronic fatigue syndrome (CFS) 247  (48.43)
 Chronic migraine and tensive headache 267  (52.35)
 Temporomandibular disorders (TMD) 155  (30.39)
 Irritable bowel syndrome (IBS) 287  (56.27)
 Vulvodynia 110  (21.57)
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Defence mechanism rating scales - 
self-report (DMRS-SR-30). (50). This 
instrument is rooted in the identifica-
tion of 30 individual defence mecha-
nisms organised hierarchically into 
various levels based on functional 
similarity and adaptability. The de-
fence levels are further categorised as 
mature, neurotic, and immature. For 
this study, we focused on neurotic and 
immature defence mechanisms as po-
tential predictors of CSI due to their 
significant collinearity with mature 
defences. Elevated scores indicate a 
greater utilisation of the respective de-
fence mechanism. In the current study, 
the Cronbach’s alpha coefficients for 
this measure ranged from 0.83 (neu-
rotic) to 0.89 (immature) (50).

Mental pain questionnaire (MPQ). This 
self-report questionnaire consists of 10 
true-false style items and was devel-
oped to evaluate mental pain, defined 
as a subjective state of psychological 
and emotional distress arising from 

cognitive and behavioural processes 
(44). Fava et al. (43,  51) provided a 
comprehensive operationalisation of 
mental pain, identifying 10 indicators: 
sensation of pain, feeling of heartbreak, 
sense of loss, perception of pain being 
pervasive, constant companionship 
of pain, inability to comprehend the 
pain’s origin, experience of emptiness, 
loss of life’s meaning, helplessness, 
and engagement in suicidal behaviours 
as a means to escape the pain. Elevated 
scores indicate a greater presence of 
mental pain. In this study, the Cron-
bach’s alpha coefficient for this assess-
ment was 0.76 (total score).

Short form (SF-12) - Quality of life 
assessment. The SF-12, derived from 
the original SF-36, is a concise ge-
neric health survey designed to gauge 
both physical and psychological QoL. 
It yields two summary measures for 
self-assessment of physical and mental 
health, interchangeable with the SF-36 
outcomes. Enhanced scores reflect a 

higher level of QoL in the respective 
domain. This measure was presented 
as an optional component of the sur-
vey, leading to the participation of 458 
respondents out of the final group of 
510. In the current study, Cronbach’s 
alpha coefficients for this measure 
ranged from 0.87 (mental health) to 
0.88 (physical health) (52).

Revised fibromyalgia impact question-
naire (FIQR). This questionnaire is 
recognised as one of the most exten-
sively employed FM-specific tools for 
comprehensively evaluating the range 
of issues associated with FM and its 
response to therapeutic interventions. 
Furthermore, it has long been regarded 
as the benchmark for assessing multi-
dimensional function and health relat-
ed QoL in FM patients. Psychometric 
investigations have affirmed the reli-
ability, internal consistency, and three/
two-dimensional framework of the 
FIQR within the FM population (en-
compassing function, symptoms, and 
general health status). The total score 
is predominantly utilised for evaluat-
ing function and health related QoL in 
FM patients. Like the SF-12, the FIQR 
was included as an optional component 
of the survey, with 458 participants 
completing it. In the current study, the 
Cronbach’s alpha coefficient for this 
measure was 0.93 (total score) (53, 54).

Statistical analysis
In the first study, hierarchical multiple 
regression analyses were conducted us-
ing the enter method for each assessed 
domain to uncover significant predic-
tors of central sensitivity, as presented 
in Table III. The independent variables 
encompassed the sub-scales of each 
questionnaire, while the dependent fac-
tor was the total score of the CSI. Fol-
lowing methodological recommenda-
tions by Petrocelli (55) and Lewis (56), 
the regression analyses were executed 
in six successive stages. These stages 
were structured as follows: (1) socio-
demographics; (2) high sensitivity; (3) 
traumatic experiences; (4) personality 
traits; (5) defence mechanisms, and 
(6) mental pain. In a final step of hi-
erarchical multiple regression analysis, 
as depicted in Table IV, the significant 

Table II. Group mean scores of the variables involved in the study.

Variable Domains Participants (n=510)
  M ± ds (min-max)

Central sensitivity inventory Total score 70.15±13.07  (18-99)

Highly sensitive person scale Easy of excitation (EOE) 5.53±1.37  (1.2-7)
 Low sensory threshold (LST) 5.32±1.26  (1.33-7)
 Aesthetic sensitivity (AES) 5.39±1.15  (1.25-7)
 Total score 5.43±0.92  (2.08-7)

Traumatic experiences checklist Traumatic experience total 6.83±4.21  (0-22)
 Emotional neglect 6.48±5.48  (0-18)
 Emotional abuse 5.89±5.12  (0-18)
 Physical abuse 2.34±3.70  (0-18)
 Bodily threat 4.43±3.86  (0-18)
 Sexual harassment 2.27±3.29  (0-18)
 Sexual abuse 1.52±2.83  (0-18)
 Trauma total 22.92±17.53  (0-94)

Personality inventory for DSM-5 Negative Affect 7.56±3.23  (0-15)
 Detachment 5.14±3.00  (0-15)
 Antagonism 3.07±2.33  (0-15)
 Disinhibition 3.73±3.00  (0-15)
 Psychoticism 4.67±3.16  (0-15)
 Total score 24.18±11.50  (0-75)

Defence mechanisms rating scales Neurotic 25.05±5.95  (4.35-55.56)
 Immature 35.93±9.41  (0-56.41)
 Overall defensive function (ODF) 4.97±0.42 (4.02-6.68)

Mental pain questionnaire Total score 5.01±2.59  (0-10)

Short Form - 12 Physical QoL 47.65±12.78  (30-95)
 Psychological QoL 48.68±14.92  (21.42-92.82)

Revised Fibromyalgia Impact  Physical functioning 19.46±6.32  (0-30)
    Questionnaire General health status 12.91±5.28  (0-20)
 Symptoms 35.26±7.48  (8-50)
 Total score 67.63±16.84 ( 10-97.50)
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variables identified in the preceding 
regressions were incorporated to iden-
tify the most robust predictors of cen-
tral sensitivity using the enter method. 
To control for potential confounding, 
socio-demographic variables found 
to be significant in stage 1 (education 
level and socio-economic status) were 
introduced as covariates in all hierar-
chical multiple regression analyses. 
To mitigate the risk of false positives 

(error type 1), the Bonferroni multiple-
comparison correction was applied at 
each stage of the hierarchical multiple 
regression analysis.
For the second study, a path analysis 
model grounded in theoretical consid-
erations was constructed. This model 
aimed to examine more enduring traits 
hypothesised to influence central sensi-
tisation, alongside the resulting health 
outcomes, namely psychological and 

physical QoL variables depicted in Fig-
ure 1, and the total score of the FIQR 
as portrayed in Figure 2. To gauge the 
model’s fit, various fit indices includ-
ing chi-squared, goodness of fit (GFI), 
normed fit index (NFI), comparative fit 
index (CFI), and root mean square er-
ror of approximation (RMSEA) were 
employed. The model’s effects, encom-
passing total, direct and indirect path-
ways, were reported. The statistical 
analyses were carried out utilising IBM 
SPSS v. 27.0 (SPSS Inc., Chicago, IL, 
USA) and SPSS AMOS.

Results
Study 1
Table II reports the descriptive statistics 
of psychological variables assessed for 
the current study. To ensure sufficient 
statistical power (0.80), a predetermined 
minimum of 160 participants was calcu-
lated a priori for the subsequent analy-
ses. These analyses encompassed 21 
predictors and necessitated a minimum 
effect size of 0.15. The effective sample 
size for the hierarchical multiple regres-
sion analyses ultimately reached 510 
participants, resulting in a post-hoc ob-
served statistical power of 0.99.
To test the best predictors of central sen-
sitivity in FM patients, a series of mul-
tiple hierarchical regression analyses 
were run utilising the enter method (Ta-
ble III). Education level and socio-eco-
nomic status were retained as covariates 
from step 2 on, while each questionnaire 
domain served as an independent vari-
able. Predictors that emerged as statisti-
cally significant were EOE, LST, bodily 
threat experiences, traits indicative of 
psychoticism, employment of neurotic 
and immature defence mechanisms, 
and the presence of mental pain. Spe-
cifically, higher CSI levels were asso-
ciated with lower education and socio-
economic status (sociodemographic), 
heightened responsiveness to stimuli 
(EOE) and reduced sensory thresholds 
(LST), an increased presence and im-
pact of traumatic experiences related 
to bodily threat, higher scores in psy-
choticism traits, higher employment of 
neurotic and immature defence mecha-
nisms, and amplified mental pain.
To identify the strongest predictors of 
CS, a final hierarchical multiple regres-

Table III. Hierarchical Multiple Regression analyses (n=510).

1. Sociodemographic variables (R2 = 0.088; F = 12.236; p<0.001)
 B SE β
Age 0.009 0.045 0.009
Education level -2.842 0.738 -0.1721

Socio-economic status -3.285 0.716 -0.2031

Residence area (From the metropolis to the rural area) -0.028 0.516 -0.002
1Bonferroni corrected p<0.0125

2. Highly Sensitive Person Scale (R2 = 0.235; F = 31.007; p<0.001)
 B SE β
Education level -1.896 0.687 -0.1152

Socio-economic status -2.021 0.666 -0.1252

Easy of Excitation (EOE) 2.276 0.432 0.2382

Low Sensory Threshold (LST) 2.487 0.459 0.2392

Aesthetic Sensitivity (AES) -0.740 0.465 -0.065
2Bonferroni corrected p<0.010

3. Traumatic Experiences Checklist (R2 = 0.190; F = 14.727; p<0.001)
 B SE β
Education level -2.636 0.690 -0.1593

Socio-economic status -2.414 0.692 -0.1493

Emotional Neglect 0.321 0.123 0.134
Emotional Abuse 0.060 0.135 0.023
Physical Abuse -0.126 0.189 -0.036
Bodily Threat 0.491 0.158 0.1453

Sexual Harassment 0.479 0.223 0.121
Sexual Abuse 0.243 0.249 0.053
3Bonferroni corrected p<0.006

4. Personality Inventory for DSM-5 (R2 = 0.208; F = 18.816; p<0.001)
 B SE β
Education level -1.781 0.697 -0.108
Socio-economic status -2.126 0.683 -0.1324

Negative Affect 0.246 0.217 0.061
Detachment 0.655 0.245 0.151
Antagonism -0.105 0.291 -0.019
Disinhibition 0.282 0.212 0.065
Psychoticism 0.731 0.236 0.1774

4Bonferroni corrected p<0.007

5. Defense Mechanisms Rating Scales (R2 = 0.168; F = 25.432; p<0.001)
 B SE β
Education level -1.890 0.714 -0.1145

Socio-economic status -2.718 0.683 -0.1685

Neurotic defenses 0.370 0.093 0.1685

Immature defenses 0.371 0.058 0.2675

5Bonferroni corrected p<0.0125

6. Mental Pain Questionnaire (R2 = 0.233; F = 51.290; p<0.001)
 B SE β
Education level -2.121 0.671 -0.1286

Socio-economic status -1.895 0.665 -0.1176

Mental Pain 1.991 0.204 0.3956

6Bonferroni corrected p<0.017
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sion analysis was executed. Education 
level and socio-economic status were 
maintained as covariates (Table IV, 
Step 1), while factors that exhibited 
significance in the preceding analyses 
were employed as possible predictors 
(Table IV, Step 2). The model was sta-
tistically significant, explaining 37% 
of the variance in central sensitivity 
(F(9,499) = 31.990, p<0.001, ΔR2=0.366). 
Among the various factors considered, 
LST, experiences related to bodily 
threats, neurotic defences, mental pain 
emerged again as significant predictors 
of CS in the final round, with mental 
pain as the strongest one (t=5.691).

Study 2
The objective of the second study was 
to test a model describing the interac-

tion between the psychological factors 
that emerged in Study 1 in predicting 
CS values considering the potential im-
pact, on one side, on psychological and 
physical QoL, and, on the other side, on 
the FM functioning. Figure 1 portrays 
the constructed path diagram, which 
considers not only the direct effects of 
psychological variables on CS and psy-
chological and physical QoL, but also 
their interactions. Neurotic defences 
and LST, held a prominent position in 
the model’s outset. Additionally, bod-
ily threat was established as an endog-
enous variable contingent upon LST. 
Similarly, mental pain was categorised 
as an endogenous variable, influenced 
by neurotic defences, LST, and bod-
ily threat. Psychological and physical 
QoL were positioned at the model’s 

end, both influenced by central sensi-
tisation. Notably, a direct pathway was 
depicted from mental pain to psycho-
logical QoL.
The model was tested with 458 par-
ticipants among the original 510 from 
Study 1 who had completed the sup-
plementary QoL measure. Consider-
ing the potential reduction in statistical 
power for chi-squared-based analyses 
when surpassing 200 participants, the 
model displayed a satisfactory fit to 
the data (chi2=27.200; df=10; p=0.002; 
GFI=0.984; NFI=0.949; CFI=0.967; 
RMSEA=0.061 [95% CI 0.034–
0.090]). All endogenous paths were de-
termined to be statistically significant 
(Fig. 1). The comprehensive effects, 
encompassing total, direct, and indirect 
influences, are reported in Table V. The 
standardised total effects of LST and 
neurotic defences on central sensitisa-
tion exhibited large and small effect 
sizes (LST=0.364; neurotic defences = 
0.094). Similarly, the impact of men-
tal pain on CS was also large (0.352). 
Regarding the cumulative effects of 
CS on general health, large and me-
dium effects were observed on physi-
cal (-0.576) and psychological QoL 
(-0.190). This model explained 31.9% 
of the variance in CS, 20.8% in psy-
chological QoL, and 33.1% in physical 
QoL.
Furthermore, the authors endeavoured 
to extend their examination to include 
the effects of psychological variables 
on the FIQR total score, an established 
index used to gauge the impact of FM on 

Table IV. Final Hierarchical Multiple Regression analyses on best predictors emerged 
(n=510).

Final regression – Central Sensitization Best Predictors (R2 = 0.366; F = 31.990; p<0.001)

 B SE β
Step 1 (covariates)
Education level -2.863 0.727 -0.173a

Socio-economic status -3.248 0.709 -0.201a

aBonferroni corrected p<.025

Step 2
Education level -1.242 0.630 -0.075
Socio-economic status -1.186 0.616 -0.073
Easy of Excitation (EOE) 0.722 0.421 0.075
Low Sensory Threshold (LST) 2.186 0.425 0.210b

Bodily Threat 0.477 0.127 0.141b

Psychoticism 0.429 0.178 0.103
Neurotic defences 0.274 0.086 0.124b

Immature defences 0.122 0.061 0.088
Mental Pain 1.214 0.213 0.241b

bBonferroni corrected p<0.0056

Fig. 1. Path diagram model of neurotic defences and low sensory threshold on central sensitisation and quality of life.
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patients. Figure 2 shows the same path 
diagram tested in Figure 1, where the 
FIQR total score were posed at the mod-
el’s culmination, dependent on CS. The 
results of the model’s assessment indi-
cated satisfactory data fit (chi2=17.191; 
df=6; p=0.009; GFI=0.988; NFI=0.964; 
CFI=0.976; RMSEA=0.064 [95% CI 
0.030–0.100]). Every endogenous path 
within the diagram was found to carry 
statistical significance. A comprehen-
sive account of the effects, including 
total, direct, and indirect, is provided in 
Table VI. The standardised total impact 
of CS on the FIQR was large (-0.645). 
This model counted for 31.9% of the 
variance in CS and 41.6% in the FIQR 
total score.

Discussion
The principal aim of Study 1 was to 
explore the role of sensory processing 
sensitivity, personality traits, child-
hood adversities, defence mechanisms 
and mental pain in influencing CS in 
a group of patients with FM. Multi-
ple regression analysis, controlled for 
educational level and socioeconomic 
status, showed that higher EOE, lower 
LST, greater bodily threat experiences, 
higher presence of psychoticism per-
sonality dimension, greater immature 
and neurotic defence mechanisms, and 
higher level of mental pain predicted 
higher CSI scores. The final hierar-
chical regression model highlighted a 
stronger predictive role on CS scores 

for LST, bodily threat experiences, 
neurotic defences and mental pain. 
These findings seem to confirm the 
hypothesis that specific psychological 
factors are directly related to CS and, 
consequently, may influence the pa-
tient’s health status. 
The findings showed to be in accord-
ance to the broader literature to FM 
(57-59) producing further evidences 
for a specific psychological profile as-
sociated to CS process. In particular, a 
low sensory threshold represents a tem-
peramental trait predisposing a greater 
responsivity to environmental and so-
cial stimuli (60). Highly sensitive peo-
ple appear to be more reactive to both 
positive and negative stimuli, and may 
be predisposed to greater CS activa-
tion, especially in cases of CP diseases 
such as FM (61). Another psychologi-
cal dimension resulting a significant 
predictor of CS scores was the experi-
ence of bodily threat during childhood. 
It refers directly to the experience of 
physical pain and death (even if only 
supposed) which does not only concern 
violent acts perpetrated by an abuser, 
but also illnesses or accidents that have 
threatened the person’s integrity. This 
appears to be in line with the studies 
showing that adverse childhood experi-
ences seem to improve the risk of de-
veloping FM in adulthood (1, 62, 63). 
Moreover, neurotic defence mecha-
nisms were significantly associated to 
high CSI scores. Considering neurotic 
defences such as intellectualisation, 
isolation of affect and displacement 
(42), these could be interpreted as psy-
chological unconscious strategies of 

Fig. 2. Path diagram model of neurotic defences and low sensory threshold on central sensitization and fibromyalgia impact on patients.

Table V. Standardised total, direct, and indirect effects of the model (n=458).

 Low sensory Neurotic Bodily Mental Central
 threshold defences threat pain sensitisation

Total effects
Bodily threat 0.223** - - - -
Mental pain 0.171** 0.094*** 0.127*** - -
Central sensitisation 0.364** 0.178** 0.199** 0.352** -
Physical QoL -0.209** -0.102** -0.114** -0.203** -0.576**
Psychological QoL -0.127** -0.066** -0.081** -0.407** -0.190**

Direct effects
Bodily threat 0.223** - - - -
Mental pain 0.143** 0.094*** 0.127*** - -
Central sensitisation 0.269** 0.144** 0.154** 0.352** -
Physical QoL - - - - -0.576**
Psychological QoL - - - -0.340** -0.190**

Indirect effects
Bodily threat - - - - -
Mental pain 0.028*** - - - -
Central sensitisation 0.095** 0.033*** 0.045** - -
Physical QoL -0.209** -0.102** -0.114** -0.203** -
Psychological QoL -0.127** -0.066** -0.081** -0.067** -

Two-tailed significance bootstrap on 500 samples; bias corrected percentile method.
*p<0.001 **p<0.01 ***p<0.05.
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harm avoidance involved in the process 
of sensibilisation and reinforcement of 
painful experiences. In this sense, neu-
rotic defences may play a relevant role 
in the chronicisation of NP when exten-
sively applied by the patients as pain 
avoidance strategy. In this light, harm 
avoidance and maladaptive defence 
style resulted as significant predictors 
of patients’ psychological distress, de-
termining a worsening in the general 
QoL in FM patients (64). Interestingly, 
mental pain seems to be the most im-
portant predictor of CS in the current 
sample of FM patients. This psycho-
logical construct proposed by Fava 
et al. (43) defined a condition linking 
bodily sensations to the subjective per-
ception and cognitive interpretation of 
pain. Hence, it is reasonable to suppose 
that in the current study mental pain, 
together with other psychological di-
mensions, may contribute, on the one 
hand, to the onset of FM, and, on the 
other one, to the maintenance of the vi-
cious cycle through the CS. This might 
be especially relevant in FM conditions 
in which a genetic and environmental 
predisposition was sustained (65), such 
as in the case of FM central endotype 
(10). Taking charge of the elements 
that emerged in this study by the clini-
cal team can favour a more holistic ap-
proach to the patient with FM, not only 
oriented towards the painful symptom, 
but towards an improvement in func-

tioning and QoL. Specifically, the cli-
nician should investigate these areas in 
the diagnostic process and evaluate the 
role and need for an integrated psycho-
somatic intervention. 
The second study aimed to test the role 
of the best predictors emerged in study 
1 in two similar path diagrams examin-
ing the relationships between the main 
variables related to CS and their role in 
predicting the QoL and the perceived 
FM impact. The path analysis support-
ed the model in which neurotic defence 
mechanisms and low sensory threshold 
held a central position, with neurotic 
defences showing a smaller magni-
tude on central sensitisation (0.094) 
than low sensory threshold (0.364). 
Similarly, the impact of mental pain on 
central sensitisation was large (0.352). 
Interestingly, a direct influence of men-
tal pain on psychological QoL has been 
confirmed, supporting a central nega-
tive effect on psychological wellbeing 
of typical manifestations of mental 
pain such as guilt, anguish, fear, panic, 
loneliness, and helplessness (43).
The model presented is useful for di-
recting the clinical psychological treat-
ment of some patients with FM with 
the aim of improving their QoL. In 
other words, FM patients may benefit 
from a specific psychotherapeutic in-
tervention aimed at improving the QoL 
and reducing distress through a spe-
cific work on mental pain and on the 

elaboration of traumatic experiences 
(62). About the effects of CS on QoL, 
the model showed a large and medium 
effect on physical and psychological 
QoL, respectively. Hence, CS seems to 
have a central role in determining the 
wellbeing of patients suffering from 
FM. A very similar discussion can be 
made for the second model which var-
ies only by the function of the CSI on 
the impact of FM. 
The key message of this research is that 
psychological aspects are central to QoL 
and FM impact. In this sense, the CSI 
appears to be a tool that summarises all 
these factors and can be used in a sim-
ple and agile way even by those without 
psychometric experience as it is a self-
administered measure. CS assessment 
may be used to identify patients with 
specific psychological needs and tailor 
treatment to individual patient charac-
teristics thus improving precision pain 
medicine in clinical practices (66). This 
appeared particularly relevant in FM 
considering the high psychopathologi-
cal comorbidity shown by FM patients. 
However, we do not know whether this 
mechanism is specific of FM or shared 
with other chronic pain conditions as 
migraine (67).
Future studies should explore to what 
extent the psychological variables 
identified in the current research can 
identify different subgroups of patients 
with unique clinical specificities, as 
well as test the effectiveness of specific 
treatments for example on trauma and 
defence mechanisms in FM.
Although this study presents promising 
new findings, some limitations need to 
be discussed: (i) Participants were re-
cruited using a “snowball” technique on 
institutional websites and social media 
of patients’ associations, so the results 
may not be generalisable to the entire 
FM population, despite the good vari-
ability of participants involved. (ii) The 
study relied on self-report question-
naires, which may introduce response 
bias if participants falsify their respons-
es. (iii) Diagnoses were self-reported 
by participants without differentiation 
of specific sub-types. While validation 
information for the diagnosis was col-
lected in the survey, such as year of di-
agnosis and referral to specialists, cases 

Table VI. Standardised total, direct, and indirect effects of the model (n=458).

 Low sensory Neurotic Bodily Mental Central
 threshold defences threat pain sensitisation

Total effects
Bodily threat 0.223** - - - -
Mental pain 0.171** 0.094*** 0.127*** - -
Central sensitisation 0.364** 0.178** 0.199** 0.352** -
FIQR total score 0.235** 0.115** 0.128** 0.227** 0.645**

Direct effects
Bodily threat 0.223** - - - -
Mental pain 0.143** 0.094*** 0.127*** - -
Central sensitisation 0.269** 0.144** 0.154** 0.352** -
FIQR total score - - - - 0.645**

Indirect effects
Bodily threat - - - - -
Mental pain 0.028*** - - - -
Central sensitisation 0.095** 0.033*** 0.045** - -
FIQR total score 0.235** 0.115** 0.128** 0.227** -

Two-tailed significance bootstrap on 500 samples; bias corrected percentile method.
*p<0.001 **p<0.01 ***p<0.05.
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of self-diagnosis cannot be entirely 
ruled out. Hence, the evidence present-
ed should be considered preliminary 
and needs to be confirmed and further 
explored in future studies.

Conclusion
This study underscores the central 
role of specific psychological factors 
(namely SPS temperament, personal-
ity traits, childhood adverse events, de-
fence mechanisms, and mental pain) in 
the process of CS in patients with FM 
and represents a small step forward in 
the search for stronger evidence that 
various manifestations of FM and NP 
in general may exist. Specifically, in the 
opinion of the authors, this study goes 
in the direction of the hypothesis that at 
least two FM endotypes may exist (pe-
ripheral and central), and that the cen-
tral FM endotype might be interpreted 
as the result of a central sensitisation 
(CS) process, in which psychological 
factors play a primary role in the onset 
and maintenance of the symptoms (10). 
But much remains to be done to have 
strong evidence in this sense, towards 
a more in-depth study of CS in FM and 
other CP conditions.

References
  1. GIORGI V, BAZZICHI L, BATTICCIOTTO A et 

al.: Fibromyalgia: one year in review 2023. 
Clin Exp Rheumatol 2023; 41(6): 1205-13. 
https://

 doi.org/10.55563/clinexprheumatol/257e99
  2. SARZI-PUTTINI P, GIORGI V, MAROTTO D, 

ATZENI F: Fibromyalgia: an update on clini-
cal characteristics, aetiopathogenesis and 
treatment. Nat Rev Rheumatol 2020; 16(11): 
645-60. 

 https://doi.org/10.1038/s41584-020-00506-w
  3. WOLFE F, CLAUW DJ, FITZCHARLES MA et 

al.: The American College of Rheumatology 
Preliminary Diagnostic Criteria for Fibromy-
algia and Measurement of Symptom Sever-
ity. Arthritis Care Res 2010; 62(5): 600-10. 
https://doi.org/10.1002/acr.20140

  4. WOLFE F, CLAUW DJ, FITZCHARLES MA et 
al.: 2016 Revisions to the 2010/2011 fibro-
myalgia diagnostic criteria. Semin Arthritis 
Rheum 2016; 46(3): 319-29. https://

 doi.org/10.1016/j.semarthrit.2016.08.012
  5. MARQUES AP, SANTO ADSDE, BERSSANETI 

AA, MATSUTANI LA, YUAN SLK: Prevalence 
of fibromyalgia: literature review update. 
Rev Bras Reumatol 2017; 57(4): 356-63. 

 https://doi.org/10.1016/j.rbre.2017.01.005
  6. WOLFE F, CLAUW DJ, FITZCHARLES MA 

et al.: Fibromyalgia Criteria and Sever-
ity Scales for Clinical and Epidemiological 
Studies: A Modification of the ACR Prelimi-
nary Diagnostic Criteria for Fibromyalgia.    

J Rheumatol 2011; 38(6): 1113-22. 
 https://doi.org/10.3899/jrheum.100594
  7. KLEYKAMP BA, FERGUSON MC, McNICOL 

E et al.: The Prevalence of Psychiatric and 
Chronic Pain Comorbidities in Fibromyal-
gia: an ACTTION systematic review. Semin 
Arthritis Rheum 2021; 51(1): 166-74. https://

 doi.org/10.1016/j.semarthrit.2020.10.006
  8. ALCIATI A, SGIAROVELLO P, ATZENI F,    

SARZI-PUTTINI P: Psychiatric problems in 
fibromyalgia: clinical and neurobiological 
links between mood disorders and fibromy-
algia. Reumatismo 2012; 64(4): 268-74. 

 https://doi.org/10.4081/reumatismo.2012.268
  9. THIEME K, MATHYS M, TURK DC: Evi-

denced-based guidelines on the treatment of 
fibromyalgia patients: are they consistent and 
if not, why not? have effective psychological 
treatments been overlooked? J Pain 2017; 
18(7): 747-56. 

 https://doi.org/10.1016/j.jpain.2016.12.006
10. BIDARI A, GHAVIDEL-PARSA B: Nociplastic 

pain concept, a mechanistic basis for prag-
matic approach to fibromyalgia. Clin Rheu-
matol 2022; 41(10): 2939-47. 

 https://doi.org/10.1007/s10067-022-06229-5
11. IASP, INTERNATIONAL ASSOCIATION FOR THE 

STUDY OF PAIN: International Association 
for the Study of Pain (IASP) Terminology. 
Washington, DC, USA; 2017. https://www.
iasp-pain.org/wp-content/uploads/2022/04/
revised-definition-flysheet_R2-1-1-1.pdf

12. WOOLF CJ: Central sensitization: Implica-
tions for the diagnosis and treatment of pain. 
Pain 2011; 152(3): S2-15. 

 https://doi.org/10.1016/j.pain.2010.09.030
13. BOSMA RL, MOJARAD EA, LEUNG L, PUK-

ALL C, STAUD R, STROMAN PW: FMRI of 
spinal and supra-spinal correlates of tempo-
ral pain summation in fibromyalgia patients: 
Spinal and brainstem responses to pain in 
Fibromyalgia. Hum Brain Mapp 201; 37(4): 
1349-60. https://doi.org/10.1002/hbm.23106

14. NIJS J, GEORGE SZ, CLAUW DJ et al.: Central 
sensitisation in chronic pain conditions: lat-
est discoveries and their potential for preci-
sion medicine. Lancet Rheumatol 2021; 3(5): 
e383-92. https://

 doi.org/10.1016/s2665-9913(21)00032-1
15. NIJS J, LAHOUSSE A, KAPRELI E et al.: Noci-

plastic pain criteria or recognition of central 
sensitization? pain phenotyping in the past, 
present and future. J Clin Med 2021; 10(15): 
3203. https://doi.org/10.3390/jcm10153203

16. STAUD R, CRAGGS JG, PERLSTEIN WM, 
ROBINSON ME, PRICE DD: Brain activity as-
sociated with slow temporal summation of 
C-fiber evoked pain in fibromyalgia patients 
and healthy controls. Eur J Pain 2008; 12(8): 
1078-89. https://

 doi.org/10.1016%2Fj.ejpain.2008.02.002
17. VAN ETTINGER-VEENSTRA H, LUNDBERG P, 

ALFÖLDI P et al.: Chronic widespread pain 
patients show disrupted cortical connectivity 
in default mode and salience networks, mod-
ulated by pain sensitivity. J Pain Res 2019; 
12: 1743-55. 

 https://doi.org/10.2147%2fjpr.S189443
18. FITZCHARLES MA, COHEN SP, CLAUW DJ, 

LITTLEJOHN G, USUI C, HÄUSER W: No-
ciplastic pain: towards an understanding 
of prevalent pain conditions. Lancet 2021; 
397(10289): 2098-110. https://

 doi.org/10.1016/s0140-6736(21)00392-5
19. KOSEK E, COHEN M, BARON R et al.:           

Do we need a third mechanistic descriptor 
for chronic pain states? Pain 2016; 157(7): 
1382-6. https://

 doi.org/10.1097/j.pain.0000000000000507
20. GARCIA-HERNANDEZ A, DE LA COBA P, 

REYES DEL PASO GA: Central sensitisation 
pain and autonomic deficiencies in fibro-
myalgia. Clin Exp Rheumatol 2022; 40(6): 
1202-9. https://

 doi.org/10.55563/clinexprheumatol/n280oi
21. BALDUCCI T, RASGADO-TOLEDO J, VALEN-

CIA A, VAN TOL MJ, ALEMAN A, GARZA- 
VILLARREAL EA: A behavioral and brain 
imaging dataset with focus on emotion regu-
lation of women with fibromyalgia. Sci Data 
2022; 9(1): 581. 

 https://doi.org/10.1038/s41597-022-01677-9
22. KONG J, TU P CHI, ZYLONEY C, SU T PING: 

Intrinsic functional connectivity of the peri-
aqueductal gray, a resting fMRI study. Behav 
Brain Res 2010; 211(2): 215-9. 

 https://doi.org/10.1016%2fj.bbr.2010.03.042
23. LARKIN TE, KAPLAN CM, SCHREPF A et al.: 

Altered network architecture of functional 
brain communities in chronic nociplastic 
pain. NeuroImage 2021; 226: 117504. https://
doi.org/10.1016/j.neuroimage.2020.117504

24. BERK E: The relationship between disease 
severity and defense mechanisms in fibro-
myalgia syndrome. Turk J Phys Med Rehabil 
2020; 66(1): 47-53. 

 https://doi.org/10.5606%2Ftftrd.2020.3331
25. CAGNIE B, COPPIETERS I, DENECKER S, SIX 

J, DANNEELS L, MEEUS M: Central sensitiza-
tion in fibromyalgia? A systematic review on 
structural and functional brain MRI. Semin 
Arthritis Rheum 2014; 44(1): 68-75. https://
doi.org/10.1016/j.semarthrit.2014.01.001

26. ATTA AA, IBRAHIM WW, MOHAMED AF, AB-
DELKADER NF: Microglia polarization in 
nociplastic pain: mechanisms and perspec-
tives. Inflammopharmacology 2023; 31(3): 
1053-67. 

 https://doi.org/10.1007/s10787-023-01216-x
27. INOUE K, TSUDA M: Microglia in neuropath-

ic pain: cellular and molecular mechanisms 
and therapeutic potential. Nat Rev Neurosci 
2018; 19(3): 138-52. 

 https://doi.org/10.1038/nrn.2018.2
28. NEBLETT R, COHEN H, CHOI Y et al.: The 

Central Sensitization Inventory (CSI): Es-
tablishing Clinically Significant Values for 
Identifying Central Sensitivity Syndromes in 
an Outpatient Chronic Pain Sample. J Pain 
2013; 14(5): 438-45. 

 https://doi.org/10.1016/j.jpain.2012.11.012
29. SALAFFI F, DI CARLO M, FARAH S et al.:       

A cross-sectional research on female workers 
examining the loss of productivity caused by 
mild, moderate and severe fibromyalgia. Clin 
Exp Rheumatol 2021; 40(6); 1151-8. https://
doi.org/10.55563/clinexprheumatol/hut4ft

30. ADAMS GR, GANDHI W, HARRISON R et al.: 
Do “central sensitization” questionnaires re-
flect measures of nociceptive sensitization or 
psychological constructs? A systematic re-
view and meta-analyses. Pain 2023; 164(6): 
1222-39. https://

 doi.org/10.1097/j.pain.0000000000002830
31. ARON EN, ARON A: Sensory-processing 

sensitivity and its relation to introversion 



1197Clinical and Experimental Rheumatology 2024

Central sensitivity in fibromyalgia / F.M. Nimbi et al.

and emotionality. J Pers Soc Psychol 1997; 
73(2): 345-68. 

 https://doi.org/10.1037//0022-3514.73.2.345
32. LOPEZ-RUIZ M, DORESTE SOLER A, PUJOL J 

et al.: Central sensitization and chronic pain 
personality profile: is there new evidence? a 
case-control study. Int J Environ Res Public 
Health 2023; 20(4): 2935. 

 https://doi.org/10.3390/ijerph20042935
33. MIDENFJORD I, GRINSVALL C, KOJ P, CAR-

NERUP I, TÖRNBLOM H, SIMRÉN M: Central 
sensitization and severity of gastrointesti-
nal symptoms in irritable bowel syndrome, 
chronic pain syndromes, and inflammatory 
bowel disease. Neurogastroenterol Motil 
2021; 33(12): e14156. 

 https://doi.org/10.1111/nmo.14156
34. FRIEDMAN HS, KERN ML: Personality, well-

being, and health. Annu Rev Psychol 2014; 
65(1): 719-42. https://doi.org/10.1146/an-
nurev-psych-010213-115123

35. TEICHER MH, SAMSON JA, ANDERSON CM, 
OHASHI K: The effects of childhood maltreat-
ment on brain structure, function and connec-
tivity. Nat Rev Neurosci 2016; 17(10): 652-
66. https://doi.org/10.1038/nrn.2016.111

36. BORSINI A, HEPGUL N, MONDELLI V, CHAL-
DER T, PARIANTE CM: Childhood stressors in 
the development of fatigue syndromes: a re-
view of the past 20 years of research. Psychol 
Med 2014; 44(9): 1809-23. 

 https://doi.org/10.1017/s0033291713002468
37. CHANDAN JS, THOMAS T, RAZA K, BANDY-

OPADHYAY S, NIRANTHARAKUMAR K, TAY-
LOR J: Association between child maltreat-
ment and central sensitivity syndromes: a 
systematic review protocol. BMJ Open 2019; 
9(2): e025436. https://

 doi.org/10.1136/bmjopen-2018-025436
38. CHITKARA DK, van TILBURG MAL, BLOIS-

MARTIN N, WHITEHEAD WE: Early life risk 
factors that contribute to irritable bowel syn-
drome in adults: a systematic review. Am J 
Gastroenterol 2008; 103(3): 765-74. https://

 doi.org/10.1111/j.1572-0241.2007.01722.x
39. MANSIZ-KAPLAN B, AYHAN FF, CAGLI M, 

ATIK F, ECE İ: A preliminary study of the child 
abuse and central sensitization in adolescent 
patients with chronic non-organic chest pain 
and an overlooked condition: juvenile fibro-
myalgia syndrome. Pediatr Rheumatol 2020; 
18(1): 28. 

 https://doi.org/10.1186/s12969-020-00421-0
40. TIDMARSH LV, HARRISON R, RAVINDRAN D, 

MATTHEWS SL, FINLAY KA: The Influence 
of adverse childhood experiences in pain 
management: mechanisms, processes, and 
trauma-informed care. Front Pain Res 2022; 
3: 923866. 

 https://doi.org/10.3389/fpain.2022.923866
41. van MIDDENDORP H, KOOL MB, van BEU-

GEN S, DENOLLET J, LUMLEY MA, GEENEN 
R: Prevalence and relevance of Type D per-
sonality in fibromyalgia. Gen Hosp Psychia-
try 2016; 39: 66-72. https://

 doi.org/10.1016/j.genhosppsych.2015.11.006
42. DI GIUSEPPE M, PERRY JC: The hierarchy 

of defense mechanisms: assessing defensive 
functioning with the defense mechanisms 
rating scales Q-Sort. Front Psychol 2021; 12: 
718440. https://

 doi.org/10.3389%2ffpsyg.2021.718440
43. FAVA GA, TOMBA E, BRAKEMEIER EL et al.: 

Mental pain as a transdiagnostic patient-
reported outcome measure. Psychother Psy-
chosom 2019; 88(6): 341-9. 

 https://doi.org/10.1159/000504024
44. SVICHER A, ROMANAZZO S, DE CESARIS F, 

BENEMEI S, GEPPETTI P, COSCI F: Mental 
Pain Questionnaire: an item response theory 
analysis. J Affect Disord 2019; 249: 226-33. 

 https://doi.org/10.1016/j.jad.2019.02.030
45. CHIAROTTO A, VITI C, SULLI A, CUTOLO M, 

TESTA M, PISCITELLI D: Cross-cultural adap-
tation and validity of the Italian version of 
the Central Sensitization Inventory. Muscu-
loskelet Sci Pract 2018; 37: 20-8. 

 https://doi.org/10.1016/j.msksp.2018.06.005
46. LIONETTI F, MASTROTHEODOROS S, PAL-

LADINO BE: Experiences in Close Relation-
ships Revised Child version (ECR-RC): Psy-
chometric evidence in support of a Security 
factor. Eur J Dev Psychol 2018; 15(4): 452-
63. https://

 doi.org/10.1080/17405629.2017.1297228
47. PLUESS M, LIONETTI F, ARON EN, ARON A: 

People differ in their sensitivity to the envi-
ronment: an integrated theory and empirical 
evidence. J Res Pers 2023; 104: 104377 

 https://doi.org/10.1016/j.jrp.2023.104377
48. NIJENHUIS ERS, van der HART O, KRUGER 

K: The psychometric characteristics of the 
traumatic experiences checklist (TEC): first 
findings among psychiatric outpatients. Clin 
Psychol Psychother 2002; 9(3): 200-10. 

 https://doi.org/10.1002/cpp.332
49. THIMM JC, JORDAN S, BACH B: The Per-

sonality Inventory for DSM-5 Short Form 
(PID-5-SF): psychometric properties and as-
sociation with big five traits and pathologi-
cal beliefs in a Norwegian population. BMC 
Psychol 2016; 4(1): 61. 

 https://doi.org/10.1186/s40359-016-0169-5
50. DI GIUSEPPE M, PERRY JC, LUCCHESI M et 

al.: Preliminary reliability and validity of 
the DMRS-SR-30, a novel self-report meas-
ure based on the defense mechanisms rating 
scales. Front Psychiatry 2020; 11: 870. 

 https://doi.org/10.3389/fpsyt.2020.00870
51. FAVA GA: Well-being therapy: current indica-

tions and emerging perspectives. Psychother 
Psychosom 2016; 85(3): 136-45. 

 https://doi.org/10.1159/000444114
52. WARE JE, KOSINSKI M, KELLER SD: A 12-

Item Short-Form Health Survey: construc-
tion of scales and preliminary tests of reli-
ability and validity. Med Care 1996; 34(3): 
220-33. https://

 doi.org/10.1097/00005650-199603000-00003
53. BENNETT RM, FRIEND R, JONES KD, WARD 

R, HAN BK, ROSS RL: The Revised Fibromy-
algia Impact Questionnaire (FIQR): valida-
tion and psychometric properties. Arthritis 
Res Ther 2009; 11(4): R120. 

 https://doi.org/10.1186/ar2783
54. SALAFFI F, FRANCHIGNONI F, GIORDANO A, 

SARZI PUTTINI P, OTTONELLO M: Psycho-
metric characteristics of the Italian version 
of the revised fibromyalgia impact ques-
tionnaire using classical test theory and ra-
sch analysis. Clin Exp Rheumatol 2013; 31 
(Suppl. 79): S41-9.

55. PETROCELLI JV: Hierarchical multiple re-
gression in counseling research: common 
problems and possible remedies. Meas Eval 
Couns Dev 2003; 36(1): 9-22. https://

 doi.org/10.1080/07481756.2003.12069076
56. LEWIS, M: Stepwise versus Hierarchical Re-

gression: Pros and Cons. Online Submission, 
Paper presented at the Annual Meeting of the 
Southwest Educational Research Association 
(San Antonio, TX, Feb 2007). 

 http://files.eric.ed.gov/fulltext/ed534385.pdf
57. REHM S, SACHAU J, HELLRIEGEL J et al.: 

Pain matters for central sensitization: senso-
ry and psychological parameters in patients 
with fibromyalgia syndrome. Pain Rep 2021; 
6(1): e901. https://

 doi.org/10.1097%2fpr9.0000000000000901
58. VALERA-CALERO JA, ÚBEDA-D’OCASAR E, 

ARIAS-BURÍA JL, FERNÁNDEZ-DE-LAS-PE-
ÑAS C, GALLEGO-SENDARRUBIAS GM, CI-
GARÁN-MÉNDEZ M: Convergent validity of 
the central sensitization inventory in women 
with fibromyalgia: association with clinical, 
psychological and psychophysical outcomes. 
Eur J Pain 2022; 26(10): 2141-51. 

 https://doi.org/10.1002/ejp.2026
59. YUNUS MB: Central sensitivity syndromes: a 

new paradigm and group nosology for fibro-
myalgia and overlapping conditions, and the 
related issue of disease versus illness. Semin 
Arthritis Rheum 2008; 37(6): 339-52. https://

 doi.org/10.1016/j.semarthrit.2007.09.003
60. ARON EN, ARON A, JAGIELLOWICZ J:       

Sensory processing sensitivity: a review in 
the light of the evolution of biological re-
sponsivity. Personal Soc Psychol Rev 2012; 
16(3): 262-82. 

 https://doi.org/10.1177/1088868311434213
61. ACEVEDO BP, ARON EN, ARON A, SANG-

STER M, COLLINS N, BROWN LL: The highly 
sensitive brain: an fMRI study of sensory 
processing sensitivity and response to others’ 
emotions. Brain Behav 2014; 4(4): 580-94. 
https://doi.org/10.1002/brb3.242

62. BENACHI SANDOVAL N, FERNÁNDEZ SOLÀ 
JR, GUAITA MATEO A et al.: Design and vali-
dation of a predictive model for determining 
the risk of developing fibromyalgia. Clin Exp 
Rheumatol 2022; 41(6): 1238-47. https://

 doi.org/10.55563/clinexprheumatol/r23r95
63. VERA CRUZ G, BUCOURT E, RÉVEILLÈRE 

C et al.: Machine learning reveals the most 
important psychological and social variables 
predicting the differential diagnosis of rheu-
matic and musculoskeletal diseases. Rheu-
matol Int 2022; 42(6): 1053-62. 

 https://doi.org/10.1007/s00296-021-04916-1
64. ROMEO A, BENFANTE A, GEMINIANI GC, 

CASTELLI L: Personality, defense mecha-
nisms and psychological distress in women 
with fibromyalgia. Behav Sci 2022; 12(1): 
10. https://doi.org/10.3390%2Fbs12010010

65. DYDYK AM, GIVLER A: Central Pain Syn-
drome. Treasure Island (FL): StatPearls Pub-
lishing; 2023. http://www.ncbi.nlm.nih.gov/
books/nbk553027/

66. MACFARLANE GJ, KRONISCH C, DEAN LE A 
et al.: EULAR revised recommendations for 
the management of fibromyalgia. Ann Rheum 
Dis 2017; 76(2): 318-28. https://

 doi.org/10.1136/annrheumdis-2016-209724
67. VALERIANI M, GALLI F, TARANTINO S et al.: 

Correlation between abnormal brain excita-
bility and emotional symptomatology in pae-
diatric migraine. Cephalalgia 2009; 29(2): 
204-13. https://

 doi.org/10.1111/j.1468-2982.2008.01708.x


