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ABSTRACT

Fibromyalgia’s prevalence in Italy is
about 4%. Apart from widespread pain
and the three main conditions related
to fibromyalgia that are included in its
diagnosis (fatigue, unrefreshing sleep
and cognitive disorders disturbances),
there are a number of minor symptoms
that have been associated to fibromyal-
gia. The current study aimed to char-
acterise fibromyalgic patients referring
to a single tertiary pain centre not only
for sociodemographic data, but also
with special attention on pharmaco-
logical history and “minor” symptoms.
“Minor” refers to the group of symp-
toms that were frequently associated
and reported with fibromyalgia in vari-
ous epidemiological studies but are not
required for diagnosis. A retrospective
analysis was made on 386 patients with
confirmed diagnosis based on the 2010
modified criteria.

Our results partially confirmed known
sociodemographic data, but the preva-
lence of some “minor” symptoms are
impressively high in our population.

Introduction

Fibromyalgia (FM) is a debilitating
disease characterised by chronic wide-
spread pain, sleep disorders (including
unrefreshing sleep), muscle stiffness,
fatigue and cognitive disorders (1). FM
has historically been called with dif-
ferent names and defined in different
ways, due to the variety of symptoms
characterising it. Its aetiology is still
not completely understood. In 1990 the
American College of Rheumatology
developed the first diagnostic criteria
for FM (ACR criteria 1990) based on
the first multicentre study (2). These
criteria involved the presence of wide-
spread pain for 3 months (to be consid-
ered widespread, pain has to be in both

sides, over and under the waist, and
summed with axial pain) and a mini-
mum number of 11/18 tender points.
The ACR 1990 criteria presented many
difficulties in clinical practice: they
could not be standardised (3, 4), there
where potentially more tender points in
women than in men (5, 6) and the cor-
relation of tender points may vary with
psychological stress conditions (6-8).
More importantly, these criteria did not
consider other basic characteristics of
the disease, as fatigue, cognitive, vis-
ceral and somatic symptoms and could
not assess the severity of symptoms in
patients with FM (9). Considering the
limits of the ACR 1990 criteria, the
American College of Rheumatology
published the ACR 2010 criteria and
the ACR 2010 modified criteria. Both
include 3 conditions for the diagnosis
of FM (9): WPI (Widespread index) =7
and SS (Symptom Severity score) =5 or
WPI between 3 and 6 and SS =9; pres-
ence of symptoms for at least 3 months;
exclusion of other pathologies that can
explain the pain otherwise. These cri-
teria offer the advantage of carrying a
quantitative evaluation, that is funda-
mental in order to compare FM charac-
teristics between different settings and
countries (10). Apart from widespread
pain and the three main conditions
related to FM that are included in its
diagnosis (fatigue, unrefreshing sleep
and cognitive disorders disturbances),
there are a number of minor symptoms
that have been associated to FM pa-
tients in several studies. These minor
symptoms include temporomandibular
joint disorders (1, 11), facial pain (12),
irritable bowel syndrome (IBS) (13),
interstitial cystitis and pain bladder
syndrome (1, 11) and several others,
such as dysmenorrhea (11) and sexual
dysfunction (14, 15).
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Aim of the study

The aim of this study is to contribute
to the literature on FM, particularly
regarding the prevalence of “minor”
symptoms and its socio-demographic
and pharmacological characterisation.

Design and subjects

Inclusion criteria

All patients diagnosed with FM ac-
cording to the ACR 2010 modified cri-
teria referred at Pain Therapy Centre
of Verona University between January
2013 and December 2016 were includ-
ed in the analysis. Some data were not
available for all patients, so the number
of patients for every measured feature
is specified.

Methods

Presented epidemiological, physiologi-
cal and pharmacological data, such as
clinical presentation and symptoms, re-
fer to the period of patients’ first medical
examination. Past medical history has
been reconstructed using clinical docu-
mentation given by patients themselves.
Questionnaire scores were obtained dur-
ing the first medical examination, and
data collected during follow-up were
not used. The results are therefore re-
ferred to patients’ first contact with our
Centre. All anamnestic interviews were
administered by a member of medical
staff of the Pain Therapy Unit and as-
sociated clinical features were assessed
during interview following a predefined
checklist.

Every patient gave verbal or written
consent (also in further visits) for us-
ing their data and anonymous treatment
of data was guaranteed. Data collected
were divided in six categories: socio-de-
mographic, physiological, past medical
history, pharmacological history, quan-
titative indexes, and associated clinical
features. All options in each category
are reported in detail in Table I.

Questionnaire administration

and evaluation

Three different questionnaires were ad-
ministered to every patient: Fibromyal-
gia Impact Questionnaire (FIQ), Pitts-
burgh Sleep Quality Index (PSQI) and
Healthy Survey 12 (SF-12). The FIQ
(16) evaluates three different areas:

S-28

Table I. Data collection. For every examined category each field is reported along with

every option.

Socio-demographic
Age
Gender
Nationality
Residence (state, region)
Civil status

Education level”

Job*

Current working condition

Disability score

Physiological
regular physical activity

diet

smoking
alcohol abuse

drug abuse
previous physical trauma

previous psychological
trauma

Past medical history
psychological condition
relational problems
respiratory diseases
cardiovascular diseases

malignancy
musculoskeletal diseases

blood or immunity
diseases
endocrine diseases

Unmarried, married/cohabitant, divorced/separated,
widow

primary school, junior high school, secondary school
degree that does not give access to university, 53 pa-
tients had secondary school degree that does give ac-
cess to university, 23 patients had a degree, and 2 had a
postgraduate degree.

Legislator, manager, businessman; intellectual job,
scientific job, elevated specialisation; technical job
employers; qualified job in marketing and services; ar-
tisan, specialised labourer and farmer; vehicle and ma-
chinery drivers, machinery labourer; unqualified jobs;
army; students

Employed, unemployed and retired. Housewives were
considered as unemployed if they were working before
disease onset and had to quit because of the disease. If
instead they were housewives even before the disease,
their working condition was classified as employed
and the job classification was “unqualified job”.

Not disable (<33%), disable (34-99%), inable (100%)

at least] hour of physical activity for at least 3 times a
week

varying diet, gluten free diet, vegetarian diet, vegan
diet

at least | cigarette was smoked in the past year

for more than 3 alcoholic unit/die in men and more
than 2 alcoholic unit /die in women

significant if it was one of the following: needing
medical treatment, column trauma needing medical
therapy, major surgery, domestic violence

unresolved mourning, repeated miscarriage or miscar-
riage later than first trimester, sexual violence, nervous
anorexia, personal failure, stalking, childrens’ health
problems or death, parents’ divorce or separation dur-
ing childhood, malignant cancer

anxiety, depression, panic attacks and major psychosis
familial conflicts, working problems, social problems
asthma, COPD, OSAS

arrhythmias, valvular heart disease, vascular diseases,
and ischemic cardiopathy

arthritis (including rheumatoid arthritis, psoriasic ar-
thritis, undifferentiated arthritis and others unspeci-
fied), arthrosis (polyarthrosis, spondyloarthropathy),
joint prosthesis, connective tissue diseases (includes
mixed connective tissue disease, undifferentiated con-
nective tissue disease, scleroderma, systemic eritema-
tosus lupus, sjogren syndrome), discopathies (cervical
and lumbar hernia were considered only if currently
present, whether not treated or unsuccessfully treated),
osteoporosis and osteopenia, degenerative lumbar dis-
ease, others

anemia, immunodeficiency, thrombocytopenia, throm-
bophilia

diabetes, gestational diabetes, hypovitaminosis D, thy-
roid disease, obesity, others

and other diseases
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Pharmacological history
SSRI
SNRI
tricyclic antidepressant
benzodiazepines
NSAID
opioids
cortisone drugs
muscle-relaxant drugs
anticonvulsivants

Fibromyalgia-related symptoms in Italy / A. Martini et al.

non pharmacological acupuncture, balneotherapy, under threshold physical
therapies activity, magneto therapy

Quantitative index WPI
SS
VAS
Tender Points’ number
Associated clinical chronic fatigue
features concentration difficulties
short memory disturbances
Irritable Bowel Syndrome
gluten intolerance

intolerance to chemical substances

lactose intolerance
hallucination

headache

muscle stiffness
meteoropathy

work problems

school problems

sleep disturbances

drugs hypersensitivity
low back pain

joint symptoms/crackling
muscle spasm/clonus
restless leg syndrome
teeth pain

urinary burning

urgency

abdominal bloating
numb extremities
tinnitus

polydipsia
dysmenorrhea
vulvodynia

dyspareunia
mouth/nose/eyes dryness
peripheral edema
unsteadiness

nocturnal muscle cramps

*education level was decided upon Italian educational qualification classification (57) available at
http://www.istat.it/archivio/6620, all degrees were considered in the same way, without distinguishing

between levels, setting and order.

“categorised using Job classification by ISTAT?®, available at http://nup2006.istat.it/

physical impairment, overall impact
and symptoms, that contribute respec-
tively to 10, 20 and 70% of total score,
and results can vary from a minimum of
0 to a maximum of 100% (worst condi-
tion). According to FIQ scores, FM can
be classified in three different classes of
severity (17): mild (FIQ<39), moderate
(39<FIQ<59) and severe (FIQ =59). In
our centre we used the FIQ Italian vali-
dated version of 2003 by Sarzi-Puttini
(18). Every question has a score from 0
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to 10. Questions 3 and 4 about working
condition can be left unanswered, and
the consequent maximum total score of
80 has thus to be proportionally scaled
to a 100 base. Pittsburgh Sleep Qual-
ity Index is a questionnaire developed
by Bracket at the end of 80s, and the
Italian translation and validation was
done in 2012 by Curcio (19). PSQI
is the most used instrument to estab-
lish the sleep quality in the previous
month (20). It examines seven differ-

ent sleep properties: quality, latency,
duration, effectiveness, sleep and daily
disturbances, drug usage to sleep. A
score greater than 5 indicates a sleep
disturbance (20). SF-12 Health Survey
is composed of two indexes: Physical
component survey PCS-12 and Mental
Component Survey MCS-12. It repre-
sents a shorter but equally efficient ver-
sion of SF-36 questionnaire (21). This
study used the simplified Italian ver-
sion of SF-12. Scores of SF-12 were
obtained with online software “SF-12
Health Survey Scoring Demonstration”
freely available online at http://www.
sf-36.org/demos/SF-12.html. ~ Lower
PCS and MCS scores are related to
worse health condition, whilst higher
values refer to a good health status.

Statistical analysis

The statistical analysis was done with
Excel (Microsoft, USA). Age vari-
able, having a nearly Gaussian curve,
is illustrated with range, mean and
standard deviation. Questionnaire re-
sults have a nearly normal distribution
and are presented as range, mean and
standard deviation. WPI, SS, VAS and
TPs variables are presented as median
and quartiles because they are not nor-
mally distributed. Qualitative variables
are presented as absolute frequencies
and percentages. As regards to medical
past history, some diseases seemed to
be more frequent than others, therefore
a binomial test has been performed in
order to compare the examined disease
prevalence among our sample with the
prevalence among general population.
Psychiatric disease prevalence among
general population was extracted by
ESEMeD-WMH study (22), developed
by Bologna’s Mental Health Depart-
ment, Verona’s Medicine and Public
Health Department and National Cen-
tre of Health Epidemiology, Promotion
and Surveillance of National Health
Institute. This study was lead in Italy
during 2000 upon 4712 subjects, within
a larger European project. Comparison
between our prevalence and general
population prevalence has been done
considering lifetime prevalence and as-
sessed on the bases of our sample gen-
der proportion. Regarding mammary
tumor malignancy, data were extracted
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from AIRTUM report (23), developed
thanks to the collaboration of various
institutions, including Oncologic Ref-
erence Centre of Aviano and Public
Health Department and National Cen-
tre of Health Epidemiology, Promotion
and Surveillance of National Health
Institute, using data coming from dif-
ferent Italian regions covering a popu-
lation of 21 million people.

Results

Socio-demographic data

Data of 386 patients were reviewed
(Table II), 358 were women, while 28
were men, with a women to men ratio
of 12.8:1. Mean age was 49.3 (= 11,9)
years. Considering only women, mean
age was 49.5 years; while among men
mean age was 47.6 years; 37.6% of
sample was in the range 45-54 years.
331 patients lived in Northern Italy
(among them 211 came from the Veneto
region), 22 came from Central Italy, 15
from Southern Italy and 6 from Italian
islands. One patient had foreign resi-
dence. Sixty-eight percent were married
or cohabitating and 73% had children.
Education level data were available for
122 patients. Among them, 10 (8%)
patients had undergone only primary
school, 28 (23%) had junior high school
degree, 5 (4%) had secondary school
degree that does not give access to uni-
versity, 53 (43%) patients had second-
ary school degree that does give access
to university, 23 (19%) patients had a
degree, and 3 (3%) had a postgraduate
degree. The most represented job was
unqualified job, followed by a nearly
equal representation of office workers,
business and service employers, and
intellectual jobs. Seventy-one percent
were employed at first medical contact.
The disability data were not available
in the questionnaires, we thus decided
to use phone interviews on a sample
of 100 patients. Among them, 51% did
not present any disability, having a dis-
ability score <33%; 40% had variable
disability (score between 34-99%) and
9 patients were fully disabled (100%
disability score).

Physiological history

Only 36% of patients had a regular
physical activity and 70% had varying
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Table II. Sociodemographic data.

Socio demographic data n (%)
Gender (386 pts) Male 28 (7.3%)
Female 358 (92.7%)
Age (386 pts) 0-19 years 1 (0%)
20-29 years 22 (6%)
30-39 years 56 (14%)
40-49 years 113 (29%)
50-59 years 120 (31%)
60-69 years 55 (14%)
70-79 years 18 (5%)
=80 years 2 (1%)
Nationality (382 pts) italian 368 (96%)
other 14 (4%)
Marital status (359 pts) single 52 (14%)
married or cohabitating 243 (68%)
separated / divorced 54 (15%)
widowed 10 (3%)
Childrens (357 pts) No children 95 (27%)
1 children 101 (28%)
2 children 121 (34%)
3 children 33 (9%)
>3 children 7 (2%)
Education level (122 pts) Primary or junior high school 38 (31%)
Secondary school 58 (48%)
Graduated 26 (21%)
Job (365 pts) Legislator, manager, businessman 7 (2%)
Intellectual job, scientific job, elevated specialisation 59 (16%)
Technical job employers 47 (13%)
Office workers 67 (18%)
Qualified job in marketing and services 55 (15%)
Artisan, specialised labourer and farmer 27 (71%)
Vehicle and machinery drivers, machinery labourer 2 (1%)
Unqualified job 91 (25%)
Army 1 (0%)
Students 9 3%)
Employment (370 pts) Empoyed 264 (71%)
Unempoyed 65 (18%)
Retired 41 (11%)
Disability degree (100 pts)  not disable 51 (51%)
disable 40 (40%)
Inable 9 (9%)
Table III. Physiological history.
Physiological history n (%)
Regular physical activity (292 pts) Yes 106 (36%)
No 186 (64%)
Diet (277 pts) Varying diet 193 (70%)
Gluten-free 74 (27%)
Vegetarian diet 9 (3%)
Vegan 1 (0%)
Smoke (338 pts) Yes 69 (21%)
Past smoking 35 (10%)
No 234 (69%)
Alcohol abuse (338 pts) Yes 1 (0%)
Past abuse 1 (0%)
No 336 (100%)
Drug abuse (338 pts) Yes 1 (0%)
No 337 (100%)
Previous physical trauma (368 pts) Yes 175 (48%)
No 193 (52%)
Previous psychological trauma (367 pts) Yes 184 (50%)
No 183 (50%)
All traumas (368 pts) Yes 279 (76%)
No 89 (24%)
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Table IV. Psychological history and comorbidities.
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Psychological history and comorbidities n (%)
Psychological condition Nothing 136 (33.6%)
(382 pts) anxiety 212 (55.5%)
depression 210 (54.9%)
panic attacks 32 (8.4%)
major psychosis 9 (2.4%)
Relational problems no 294 (76.9%)
(381 pts) familial conflicts 63 (16.5%)
working problems 23 (6%)
social conflicts 6 2%)
Breathing diseases no 353 (92.6%)
(381 pts) asthma 13 (3.4%)
COPD 9 (2.4%)
OSAS 4 (1%)
other 2 (0.05%)
Cardiovascular disease no 346 (91.3%)
(382 pts) arrhythmias 9 (2.4%)
valvular disease 8 (2.1%)
vasculopathy 12 (3.1%)
Ischemic cardiopathy 6 (1.6%)
Malignancy no 339 (89%)
(383 pts) yes 44 (11%)
breast 16 (36%)
cervix 6 (14%)
tyroid 5 (11%)
central nervous system 3 (7%)
skin3 (7%)
kidney 2 (4,5%)
hematological 2 (4,5%)
others 7 (16%)
Musculoskeletal disease (383 pts) no 243 (63.4%)
arthritis 26 (6.7%)
arthrosis 56 (14.6%)
connective tissue diseases 10 (2.6%)
discopathies 45 (11.7%)
osteoporosis and osteopenia 20 (5.2%)
degenerative lumbar disease 22 (5.7%)
joint prosthesis 7 (1.8%)
others 9 (2.3%)
Blood or immunity diseases (383 pts) no 367 (95.8%)
anaemia 9 (2.3%)
immunodeficiency 2 (0.5%)
thrombocytopenia 2 (0.5%)
thrombophilia 4 (1%)
Endocrine diseases (383 pts) no 259 (67.6%)
diabetes 13 (3.3%)
gestational diabetes 4 (1%)
hypovitaminosis D 35 (9.1%)
thyroid disease 69 (18%)
obesity 26 (6.7%)
others 4 (1%)
Others endometriosis 13 (3.4%)
multiple chemical sensibility 7 (1.8%)
chronic viral hepatitis 7 (1.8%)
past anorexya 6 (1.5%)
neuropathy 5 (1.3%)
myalgic encefalitis 4 (1%)
epilepsy 4 (1%)
psoriasis 4 (1%)
ulcerative colitis 3 (0.8%)
past rheumatic disease 3 (0.8%)
coeliac disease 2 (0.5%)

diet, 27% patients had gluten free diet,
9 patients followed vegetarian diet and
1 was vegan. Only 21% were smokers
at first medical contact, 10% were ex-
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smokers and 69% had never smoked.
One patient had past alcohol abuse and
one had current alcohol abuse and one
patient used cannabis. Full details are

reported in Table III. Forty-eight per-
cent referred at least one significant
physical trauma before FM beginning,
whilst 193 had never had physical trau-
ma, 50% patients referred psychologi-
cal trauma. If both traumas were evalu-
ated as positive, 279 (76%) of them
referring a trauma experience in their
life, preceding FM occurrence, while
89 (24%) did not refer any trauma.

Psychological history and
comorbidities

Full data are available in Table IV. Fif-
ty-five percent of patients suffered from
anxiety, 54.9% from depression, 8.4%
suffered from panic attacks and 2.4% of
major psychosis. Given the high pres-
ence of anxiety in our sample, we com-
pared our prevalence with the Italian
general population prevalence, observ-
ing a significant association between FM
and anxiety diseases (p<0.0001). The
same was done for depression diseases,
and a significant association between
these and FM was found (p<0.0001),
such as for panic disease (p<0.0001).
Relational problems were not reported
in 76.9% of cases, whilst 16.5% referred
familial conflicts, 6% referred work-
ing problems and 1% social conflicts.
Cardiovascular and breathing diseases:
91.3% did not have any cardiovascular
disease, 2.4% had arrhythmias, 2.1%
had valvular diseases and 1.6% had
ischaemic cardiopathy. Most patients
(92.75%) did not have any respiratory
disorder, while 3.4% had asthma, 2.4%
had COPD, and 1% had OSAS. Eleven
percent of patients had malignancy di-
agnosis during lifetime. Most repre-
sented malignancy was breast cancer
with 16 patients. Given the high preva-
lence of breast cancer we compared
prevalence data among our sample with
prevalence data on general population.
We found a significant association be-
tween breast cancer and FM (p<0.001).
Most patients (68%) did not have any
endocrine disease, whilst among the re-
maining patients the most represented
endocrine disease was thyroid disease
(18%). Musculoskeletal disease: data
for 383 patients. 243 (63%) patients had
no diagnosed musculoskeletal disease;
the most represented were arthrosis
(14.6%) and discopathies (11.7%). Less
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Table V. Complete drug usage history. frequent comorbidities associated with
FM were endometriosis (13), multiple

Treatments (n=379) n (%) chemical sensitivity (7), chronic viral
SSRI actual 61 (16%) hepatitis (7), previous nervous anorexia
past 35 (9%) (6), chronic fatigue syndrome (5), epi-
no 283 (75%) lepsy (4), psoriasis (4), ulcerative colitis
SNRI a(::al gif 832; (3), previous rheumatic disease (3), coe-
EO 240 (63%) liac disease (2).
Tricyclic antidepressant actual 51 (14%)
past 69 (18%) Drug usage history and treatments
o no 259 (68%) Complete drug usage history was avail-
Benzodiazepines acuial 1§§ (23%) able for 379 patients on 386 examined
Eis 279 259271) (Table V). Most used drugs in our
NSAID actual 124 (33%) sample were benzodiazepines (33%),
past 52 (14%) NSAIDs (33%) and opioids (25%),
N no 203 (53%) both for actual and past use; 23% of pa-
Opioids acuial 22 (fz? tients were not under any drug therapy.
Eis 299 E60‘72 ; Four percent of patients did use bal-
Cortisone drugs actual 29 (8%) neotherapy while 7% did light workout
past 40 (10%) sessions as therapy and 5% did it previ-
no 310 (82%) ously. Acupuncture was used by 2% of
Muscle-relaxant drugs actual 39 (10%) patients while 7% patients had under-
EZSt 228 E;EZZ; gone ago-puncture previously.
Anticonvulsivants actual 35 (9%)
past 69 (18%) FM severity indexes
no 275 (73%) WPI median value was 14 with an in-
Balneotherapy acuial li (TZ’) terquartile range of 11-16 (Fig. 1); SS
EZS 360 295(271) first quartile was 8 and third was 11,
Under threshold physical activity actual 26 (7%) with a median of 10 (Fig. 2). VAS was
past 18 (5%) initially reported on a 100-scale, but for
no 335 (88%) this analysis it has been brought back to
Acupuncture ac“ial 2; (i;@ 10-scale. First quartile was 7 and third
Eis 347 291271) 8, with a median of 8 (Fig. 3). Only
191 patients were evaluated for tender
- points (TPs), as these are no more re-

quired for the diagnosis; thus the sub-
sequent data refer only to a restricted
number of patients, about 50% of the
409 total. First quartile was 9 and third was
16, with a median of 12 (Fig. 4); 65/119
patients (55%) had less than 11 TPs.

30 =

Associated clinical features

Available data were 324/386 patients
20 = with regard to the symptoms common
to both men and women, while they
were 298/358 for symptoms referred to
10 = only female patients. Most represented
symptoms were fatigue (95%), sleep
disturbances (93%) and muscle stiff-
ness (93%). Regarding “minor” symp-
3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 toms, the most reported were concen-
tration and memory disturbances (81%
and 80%, respectively) and headache

WPI (80%); IBS had a prevalence of 77%
Fig. 1. WPI distribution. Data were available for 316 patients. Solid vertical lines represent first and  gnd abdominal bloating 73% (Table VI,
third quartile, dashed line represents median value. Fig 5)

patients (316)
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patients (312)
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Fig. 2. Severity
Score distribution.
Data were avail-

: able for 312 pa-
tients. Solid verti-
cal lines represent
first and third quar-
tile, dashed line
represents median
value.

150 =

100 =

50 =

patients (361)

Fig. 3. VAS10 dis-
tribution. VAS data
were categorised

: on a 10 base to be
represented. Data
were available for
361 patients. Solid
vertical lines repre-
sent first and third
quartile, dashed
line represents me-
dian value.

25 =

patients (191)

TP

Fig. 4. Trigger
points (TP) distri-
bution. Data were
available for 316
patients. Solid ver-
tical lines represent
first and third quar-
tile, dashed line
represents median
value.

2 3 4 5 6 7 8 91011121314151617 18

Questionnaires

FIQ score at first medical examination
was available for 302 on 386 patients
(Fig. 6). For the other 70 patients FIQ
was not administered and 14 did not
complete it correctly. Mean FIQ score
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was 69.4+13.8. Regarding disease se-
verity: 7 (2%) patients had FIQ <39
(mild), 58 (19%) had FIQ between 39
and 58 (moderate) and 237 (79%) pa-
tients had FIQ =59 (severe). Age and
FIQ connection showed a slightly posi-

Table VI. Associated clinical features.

Associated clinical features n (%)
(n=324 patients)
Fatigue 308 (95%)
Concentration difficulties 264 (81%)
short memory disturbances 260 (80%)
Irritable Bowel Syndrome 250 (77%)
Gluten intolerance 84 (26%)
Intolerance to chemical 83 (26%)
substances
lactose intolerance 119 (37%)
Hallucination 22 (7%)
Headache 258 (80%)
Muscle stiffness 301 (93%)
Meteoropathy 241 (74%)
Work problems 200 (62%)
School problems 27 (8%)
Sleep disturbances 302 (93%)
Drugs hypersensitivity 106 (33%)
Low back pain 285 (88%)
Joint symptoms/crackling 245 (76%)
Muscle spasm/clonus 197 (61%)
Restless leg syndrome 159 (49%)
Urinary burning 94 (29%)
Urgency 183 (56%)
Teeth pain 138 (43%)
Abdominal bloating 238 (73%)
Numb extremities 234 (73%)
Tinnitus 137 (42%)
Polydipsia 139 (43%)
Mouth/nose/eyes dryness 210 (65%)
Peripheral edema 150 (46%)
Unsteadiness 183 (56%)
Nocturnal muscle cramps 196 (60%)
Dysmenorrhea 126 (42%)
Vulvodynia 82 (28%)
Dyspareunia 101 (34%)

tive correlation (r=0,1). For PSQI, data
was available for 270 on 386 patients
(Fig. 7). Questionnaire was not admin-
istered to 85 patients and 31 patients
did not complete it correctly. Mean
score was 13.2+3.8. Eight patients on
270 had score less than 5, therefore 262
patients (97%) had sleep disturbances.
SF-12 score was available for 283 on
386 patients (Figs. 8, 9). Question-
naire had not been administered to 91
patients, while 12 did not complete it
correctly. SF-12_PCS mean score was
27.5+7.1; SF-12_MCS had a mean
score of 34.7+9.7.

Discussion

Previous studies have separately ana-
lysed the prevalence of discrete associ-
ated syndromes in FM, but this work
is, to the best of our knowledge, the
first detailed epidemiological analysis
that also includes the analysis of minor
symptoms. Compared to the related lit-
erature, the average age of our sample
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100

80

Fig. 5. Associated
clinical features dis-
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is comparable to most known epidemi-
ological studies about FM patients (24-
28) and our population has a very high
female prevalence of 12.8:1. This ratio
is much higher than in studies which
used ACR 2010 modified criteria, but
in line with the ratio found when ACR
1990 criteria were used (10).

Possible association between FM and
civil state is controversial : 68% of our
patients are married or cohabitant, and
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have one or more children, while Top-
bas et al. found higher FM prevalence
among widows (28), others among
married people (30) or among divorced
patients (31). Literature data often
show a low education level among
FM patients (26-28, 31-34), but this
is not confirmed in our sample, since
70% of patients had finished secondary
school or were graduated. A compari-
son with general Italian population is

not straightforward but, as an example,
the Italian National Statistical Institute
(ISTAT) has published a report that
also covers the education degree in the
Italian general population (35), where
people aged from 25 to 64 years that
had finished secondary school or were
graduated were 58.2%. Taking into ac-
count only people with comparable age
in our sample the new proportion is
73%, thus showing that our population
seems more educated than the general
Italian population, and apparently more
educated than in previous cited stud-
ies. This could be probably justified
by the fact that our centre is not part
of an institutional path of diagnosis and
therapy, and only people that are very
well informed (for example by internet
search) could be addressed to our cen-
tre, being thus in some way very select-
ed. Another discordance with previous
literature is about employment, since
71% of our patients were currently
employed. This finding is higher than
data revealed in other studies, which
showed that FM patients were mostly
unemployed (29, 32, 34), even though
our data are similar to those found in

Clinical and Experimental Rheumatology 2019



401

30 =

20 =

patients (270)

Fibromyalgia-related symptoms in Italy / A. Martini et al.

Fig. 7. PSQI dis-
tribution. Data were
available for 270 pa-
tients. Solid vertical
lines represent plus
or minus 1 standard
deviation, dashed
line represents mean
value.

0 1

PsaQl

2 3 45 6 7 8 9101112131415161718192021

100 =

patients (283)

15-19

=

~N
'

w

10-14
20-24
30-34

o~

Fig. 8. SF12 PCS
distribution. Data
were available for
283 patients. Solid
vertical lines repre-
sent plus or minus 1
standard deviation,
dashed line repre-
sents mean value.

35-39
40-44
45-49

50

SF-12 (PCS)

80 =

60 =

40 =

patients (283)

20 =

10-14
15-19
20-24
w 25-29

Fig. 9. SF12 MCS
distribution. ~ Data
were available for
283 patients. Solid
vertical lines repre-
sent plus or minus 1
standard deviation,
dashed line repre-
sents mean value.

<~ 40-44
45-49
50-54
55-59

60

population suffering from chronic pain
(36, 37). The key for interpretation and
comparison is the way of classifying
jobs. As an example, in the study by
Ramos (38), who has also more sys-
tematically addressed every job, we do
not know whether housewives were in-
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cluded in the “unqualified job” and how
they were classified as “employed” or
not. In other studies authors had cre-
ated mixed categories or just reported
current working conditions, without
a systematical explanation, making a
comparison useless without the same

measurement method. Another pos-
sible explanation of our high employ-
ment rate could be related to the fact
that 86% of patients came from North-
ern Italy and particularly 55% from the
Veneto region, where unemployment
rate is particularly low.

Physiological history showed a strik-
ingly high prevalence of trauma events
referred by patients. Trauma events
prevalence was 74% according to data
referred during the physician’s inter-
view. Hauser (39) showed 74 .4% of pa-
tients referred trauma event and 45.3%
post-traumatic stress disease (PTSD)
among FM patients. The same study
revealed a 17-year delay between the
trauma event and chronic diffuse pain
onset, with 29.5% of patients referring
traumatic events in childhood or adoles-
cence. Although a causative effect could
not be demonstrated, these data confirm
that psychological o physical trauma
could possibly represent an increased
risk factor for FM, as also reported by
another Italian study (40). These find-
ings focus on the importance of a pre-
cise psychiatric evaluation to diagnose
PTSD and other psychiatric diseases in
FM patients, and therefore address them
with an appropriated therapy.

Our data on lifestyle of FM patients are
consistent with the study of Mur Marti
et al. (29), where 21% of patients were
smokers and 52% were regularly per-
forming physical activity, while our
study showed only 36%. It is interest-
ing to underline that 27% of our pa-
tients followed a gluten free diet, even
though only two patients were suffering
from celiac disease. This behaviour, ac-
cording to patients’ report, is due to a
perceived favourable effect of this kind
of diet, although this could also be bi-
ased by other factors (placebo, advertis-
ing, etc.).

Our patients did not present many
comorbidities, except for psychiatric
disorders. In fact, we found a statisti-
cally significant association between
FM and anxiety, depression and panic
attacks (p<0.001 for each of them).
Previous works showed a high asso-
ciation between anxiety and depres-
sion with FM (29, 34, 38, 41, 42), but
never evidenced a cause-effect correla-
tion. A recent Italian study confirmed
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a greater presence of psychological dis-
tress and psychosomatic syndromes in
patients with FM compared to patients
with rheumatoid arthritis (43). It is also
important to point out that psychiatric
diagnosis in our study was mostly re-
ferred by patients, and established by
a pain physician where a psychiatric
diagnosis was missing. In the field of
FM specific comorbidities, an interest-
ing figure is the high number of patients
affected by breast cancer: 16 of our
patients had previously suffered from,
or where currently affected by breast
cancer, providing a higher prevalence
compared to the general female popula-
tion. It is not the first time that this is
highlighted. For example, Akkaya re-
vealed 10 cases of FM on 101 patients,
in a study about breast cancer, showing
that breast cancer patients could have a
higher risk of FM compared to the gen-
eral population (44). This interesting
point could be clarified by larger epide-
miological studies.

Main clinical associated symptoms in
our sample were similar to what al-
ready showed in literature. Fatigue and
cognitive disturbances were referred
from 80% of patients, in accordance to
the literature data (45, 46). Sleep dis-
turbances affected 93% of our patients,
similarly to already available data (47).
Irritable bowel syndrome and dysmen-
orrhea had 77% and 42% prevalence
among our sample, similar to literature
data (48, 49). Headache was surpris-
ingly higher than expected: 80% of our
patients suffered from it, while a Mayo
clinic study in 2015 revealed a preva-
lence of only 55.8% among FM patients
(50). All presented data may suffer
from the pre-selection bias. It is possi-
ble that patients who come to the refer-
ring centre may represent a subpopula-
tion of FM patients, whose seriousness
is higher than average. This hypothesis
is supported by FIQ scores, which show
80% of our sample suffering from se-
vere FM, while mean FIQ score in liter-
ature is 50 (16). PSQI scores were simi-
lar to the literature (51), while there are
no available data on mean SF-12 score
for FM. Noteworthy, 55% of patients
had an under threshold number of TPs
according to 1990 criteria, this strikes
another time that the research for better
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diagnostic criteria is probably the most
relevant key factor to understand and
study FM population.

Relative prevalence of some minor
symptoms are impressive. As an exam-
ple meteoropathy, numb extremities,
abdominal bloating, muscle spasm,
joint crackling, urgency, mouth/nose/
eyes dryness, unsteadiness and noctur-
nal muscle cramps are present in more
than 50% of our sample. In our opinion
these symptoms (reported in Table VI),
although not mandatory for diagnosis,
are part of FM and their impact on glob-
al quality of life on FM patients should
be checked and taken in account for ex-
ample in measuring the symptoms se-
verity and monitored to better address
therapy.

The analysis of mean SF-12 score in
our population could make us under-
stand a little more on the impact of FM
on patients comparing our SF-12 scores
to those obtained among the general
population and on patients suffering
from other diseases. ISTAT carried out a
study on 140.000 subjects in 1999-2000
to establish the mean SF-12 score in
general population and among patients
suffering of at least one within diabetes,
hypertension, infarction, angina pecto-
ris, arthrosis/arthritis, low back pain,
malignancy, headache, COPD, gastric
ulcer, prostatic hypertrophy and nervous
disturbances (52). Mean SF-12 score
found among general population was
53.74+5.98 for PCS and 52.79+7 .87 for
MCS. Mean SF-12 score for PCS and
MCS in our sample were 27.5+7.12 and
34.7+£9.74 respectively, much lower
than general population. To find a com-
parable PCS score in the same study
we have to look for patients suffering
from angina pectoris (36.17+10.82) and
the lowest mean MCS score was found
among patients suffering from nervous
diseases such as Parkinson and Alzhei-
mer (33.76+10.84). Although SF-12 is
a self-reported questionnaire, these data
underline a key point about the disease,
and can give an idea of the impact of
FM on patients’ quality of life, which
is moreover poorly affected by pharma-
cological therapy. In fact, as previously
shown, mostly used drugs, in our sam-
ple, were NSAID and benzodiazepine,
which are both not recommended by

EULAR guidelines. We cannot as-
sert that these drugs are incorrectly
prescribed perhaps because of muscle
skeletal comorbidities, such as arthri-
tis and arthrosis, and psychiatric disor-
ders such as anxiety and panic attacks
that are, probably, poorly addressed
and treated. Data on widespread use of
NSAID and benzodiazepine were con-
firmed by a recent study (29), although
patients taking them were 60%, com-
pared to 33% in our population. Still
about EULAR recommended drugs, the
number of patients taking or previously
taking SNRI (139/379) or anticonvul-
sants (104/379) was low in our sample
but, for SNRI, the long term dropout
rate of our population was high: 81 pa-
tients had taken them but were not tak-
ing them anymore, while only 58 pa-
tients were taking them regularly with
a gross long term dropout of 53%. For
anticonvulsants the dropout rate in our
population is 50%, mostly for adverse
effect of the drug, although this sample
was smaller. These rates are higher than
previously reported in the literature
although in many studies it is hard to
get precise data on dropout from these
therapies. In a study about pregabalin
in FM 23% of patients dropped out for
adverse effects and the lack of efficacy
was 9% (53). It is also worth mention-
ing that, in comparison, pregabalin and
duloxetine both had a dropout rate of
12%, for example, in diabetic neuropa-
thy (54). The “drugs hypersensitivity”
was included as a minor symptom in
our sample: 106 patients on 324 (33%)
shows exaggerated adverse effects to
drugs that is: devastating adverse ef-
fect (mostly cognitive adverse effect) to
regular doses or various adverse effect
to very low doses. A possible deduc-
tion of these results is that FM patients
could be more prone to expect adverse
events from pharmacological therapies
than other group of patients.

Opioids and SSRI, that no longer indi-
cated in FM (55), are used respectively
by 94 patients on 379 (25%) and 61 pa-
tients on 379 (16%). The dropout rate
from these drugs, 15% for opioids and
9% for SSRI, are lower than SNRI (81
patients on 379, 22%) and anticonvusi-
vants (69 patients on 379, 18%). Both
SNRI and anticonvulsivants (namely
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pregabalin) gained a “weak for” recom-
mendation by EULAR although, in our
sample, more patients left these drugs
compared to SSRI and opioids. We did
not make a distinction in weak or strong
opioids in categorising our patients
therapy, this data should be interesting
because weak opioids are accepted by
EULAR guidelines while strong opi-
oids are discouraged. We also don’t
know whether dropout was due to inef-
ficacy or adverse effects or if, for exam-
ple for opioids, a physical dependence
was the main reason of the adherence
to therapy.

Finally, it is worth highlighting that
only a really low number of patients use
non-pharmacological therapies such as
balneotherapy and light physical activ-
ity, which should instead represent first
line therapies according to EULAR
guidelines, even more so since no sub-
stantial changes in the management of
fibromyalgia have recently emerged
(56). This could be due to under pre-
scription by doctors rather than per-
sonal attitude of FM patients towards
these therapies, and more effort from
scientific societies and National Health
Organisations would be probably ben-
eficial on this regard.

Conclusion

FM is an extremely complex disease to
understand and diagnose, due to very
large symptoms variety and associated
features, and still unknown risk fac-
tors and complete pathogenesis. There
are currently no epidemiological stud-
ies on the Italian population in the lit-
erature, as for other European states.
Moreover, current studies analyse only
few features of this disease. This study
provides a large and rich set of data
for characterising FM patients. Ex-
cluding age and sex there are no other
features frequently associated to FM,
and existing information in literature is
often contrasting. This study confirms
the already known strong association
between FM and psychiatric diseases,
such as anxiety, depression and panic
attacks. We also showed how FM pa-
tients often refer a traumatic event, ei-
ther psychological or physical, during
their lifetime. Patients have a very het-
erogeneous variety of symptoms, vary-
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ing from diffuse pain with fatigue and
stiffness, to sleep disturbances, cogni-
tive impairment, headache, abdominal
pain and bloating, sicca syndrome, uri-
nary disturbances, and others. It is im-
portant to notice that all symptoms in
this wide range are frequent among FM
patients, strongly affecting their quality
of life. This aspect is also confirmed by
low SF-12 scores found in our popula-
tion. Despite these features, most of our
patients maintain working activities,
and are well involved in their familial
and social environment. Analysis of
prevalence of “minor” symptoms in
FM population could be of great value
to better understand if different type of
FM exists and possibly to understand if
the evolution of this syndrome would
follow definite patterns in time. Main
limit of this study is the absence of a
control group, consisting in a cross
study.
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