
Aspetti clinimetrici e 
registro italiano

FAUSTO SALAFFI
fausto.salaffi@gmail.com

Clinica Reumatologica
Centro Regionale Fibromialgia
Università Politecnica delle Marche, Ancona



Negli ultimi due anni abbiamo avuto i seguenti rapporti anche di finanziamento con soggetti portatori 
di interessi commerciali in campo sanitario:

• ABBVIE
• NOVARTIS
• ROCHE
• BMS
• GALAPAGOS
• PFIZER
• JANSSEN
• STARDEA



Oltre al dolore possono essere presenti 
molteplici sintomi di accompagnamento 

(astenia, disturbi del sonno, dolori 
addominali…) comuni ad altre sindromi da 

sensibilizzazione centrale. 

La fibromialgia è una sindrome da 
sensibilizzazione centrale caratterizzata dalla 

disfunzione dei neuro circuiti preposti alla 
percezione, trasmissione e processazione 
delle afferenze nocicettive, con prevalente 

estrinsecazione del dolore a livello 
dell’apparato muscoloscheletrico. 



Multiple symptom 
domains associated with 

fibromyalgia (FM) and the 
impact of FM on 

multidimensional aspects 
of function should form a 
routine part of the care of 

FM patients. 

Clinical trials and long-term 
clinical registries have used 
various outcome measures, 
but the key domains include 
pain, fatigue, disturbed sleep, 
physical functioning, 
emotional functioning, patient 
global ratings of satisfaction, 
and their health-related 
quality of life (HRQL).



Fibromyalgia domains



Domini classificati 
per rilevanza dai 
pazienti



Domini 
classificati per 
rilevanza dai 
clinici.



Chronic primary pain is chosen 
when pain has persisted for more 

than 3 months and is associated 
with significant emotional distress 

and/or functional disability, and 
the pain is not better accounted 

for by another condition.

Chronic pain was 
defined as pain that 
lasts or recurs for
longer than 3 
months.



Il paziente descrive il dolore 
con espressioni del tipo “mi fa 
male dappertutto”.



La combinazione del punteggi della scala di 
severità dei sintomi (SS) e dell’indice del 
dolore diffuso (WPI) definisce la diagnosi di 
fibromialgia (WPI > or =7 e SS > or =5) oppure 
(WPI 3-6 e SS > or =9).

Criteri diagnostici proposti dall’American 
College of Rheumatology (ACR) del 2016 
per la diagnosi di fibromialgia



OCCIPITALE: Bilaterale, all’inserzione del muscolo 
sub-occipitale

CERVICALE: Bilaterale, al versante anteriore degli 
spazi intertrasversari C5-C7

TRAPEZIO: Bilaterale, al punto mediano del 
margine superiore del muscolo

SOPRASPINATO: Bilaterale, all’origine del muscolo 
sopraspinato, al di sopra della spina scapolare, nei 
pressi del margine mediale della scapola

SECONDA COSTA: Bilaterale, appena a lato della 
2a giunzione costo-condrale, sul margine superiore 
della costa

EPICONDILO LATERALE: Bilaterale, situato 2 cm 
distalmente all’epicondilo

GLUTEO: Bilaterale, situato nel quadrante supero-
esterno della natica, nella plica anteriore del grande 
gluteo: 

GRANDE TROCANTERE: Bilaterale, 
posteriormente alla prominenza trocanterica

GINOCCHIO: Bilaterale, in corrispondenza del 
cuscinetto adiposo   mediale del ginocchio, 
prossimalmente alla rima articolare

TENDER 
POINTS





Examples of 
thermometer 
pain scales



Based on the available literature and our 
personal experiences, we considered 
useful the development of some mobile 
phone apps, to simplify and assist the 
rheumatologist during his clinical practice

It has been demonstrated a strong evidence for 
the feasibility of using smartphone to enhance 
care of patients with Rheumatic Diseases. 





Understanding key types of pain

NOCICEPTIVE NEUROPATHIC
DISFUNCTIONAL/
NOCIPLASTIC



Understanding key types of pain

NOCICEPTIVE NEUROPATHIC
DISFUNCTIONAL/
NOCIPLASTIC



The study was completed by 393 
patients (90% females) whose PDQ 

scores indicated that 170 (43%) had a 
possible/likely NP in the PDQ. A 

strongly significant correlation was 
seen with the WPI (rs=0.66, 

p<0.0001).

In the logistic regression model, 
widespread pain (coefficient 0.782; 

p<0.0001), was the only independent 
variable associated with PDQ.

Scatter plots with regression line illustrating the 
correlation (rs=0.66, p<0.0001), between the Pain Detect 
questionnaire (PDQ) and the widespread pain (WPI)



The PainDETECT  total score (OR: 
1.14 95% Cl: 1.06 to 1.22), FM as the 
worst current pain (OR: 0.31; 95% 
0.16 to 0.62), body mass index (BMI) 
(OR: 1.05; 95% Cl: 1.00 to 1.11) and 
the intensity of current pain (OR: 
1.20; 95% Cl: 1.01 to 1.41) were 
significantly associated with the 
presence of neuropathic pain in 
univariate analyses.



This study validated the Italian 
versions of PD-Q as reliable 
instrument with good 
psychometric characteristics, for 
pain evaluation, discriminating 
between nociceptive and 
neuropathic pain. 
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Comparison of 2 methods of 
neuropathic pain assessment 
in fibromyalgia

Variable AUC SE a 95% CI b

DN4 0,875 0,0373 0,783 to 0,939
PDQ 0,857 0,0428 0,761 to 0,925

Both PDQ and DN4 demonstrated 
high reliability and validity. 

F. Salaffi et al. In press 2022



Understanding key types of pain

NOCICEPTIVE NEUROPATHIC
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PAIN

Increasing pain facilitation and 
not sufficient descending inhibition

Clifford J Woolf . Central sensitization: Implications for the diagnosis and
treatment of pain.  Pain. 2011 March ; 152(3 Suppl): S2–15

Periheral nonpainful 
stimuli are percieved
as painful

Example of  dysfunctional/nociplastic pain: fibromyalgia

Central sensitization



Accumulating evidence suggests 
that central sensitization is also 
driven by neuroinflammation in the 
peripheral and central nervous 
system. A characteristic feature of 
neuroinflammation is the activation 
of glial cells, such as microglia and 
astrocytes, in the spinal cord and 
brain, leading to the release of 
proinflammatory cytokines and 
chemokines.

Neuroinflammation



Functional magnetic resonance imaging (fMRI) have helped to provide insights 
into the role of supraspinal mechanisms in pain perception.

Magnetic resonance perfusion can assess cerebral blood flow and 
cerebral blood volume, providing measures of baseline differences 
similar to that currently provided by PET.

Magnetic resonance spectroscopy, obtains spectra of multiple selected 
regions and determines the ratio of concentrations of metabolites such as 
N-acetyl-aspartate, creatine, choline, lactate, glucose and glutamate.



Proposed precision pain treatment approach 
for chronic pain in rheumatology practice
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Presence of 
neuropathic 
pain able to 
explain the 

clinical picture

Predominant 
neuropathic 

pain

Disproportionat
e pain 

experience

Diffuse pain 
distribution

Predominant 
central 

sensitization 
pain 

CSI of >40?

Predominant 
central 

sensitization 
pain

No central 
sensitization 

No central 
sensitization

Criterion 1: Pain experience 
disproportionate to the nature and 
extent of injury or pathology

Criterion 2: Diffuse pain 
distribution, allodynia, and 
hyperalgesia

Criterion 3: Hypersensitivity 
of senses unrelated to the 
musculoskeletal system

Algorithm for the classification of central sensitization (CS) pain in FM
. Modified from Nijs J et al. Pain Physician. 2014;17(5):447-57 



Higher overall scores indicate more CS 
symptoms, whereas a 40-point score out of 
100 indicates CS. The CSI severity categories 
are subclinical (0-29), mild (30-39), moderate 
(40-49), severe (50-59), and extreme (60-100). 



In press 2022
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Fibromyalgia 
domains



Core Clinical Features of Fibromyalgia
Wolfe F et al. Arthritis Rheum. 1995;38:19-28.
Leavitt F et al. Arthritis Rheum. 1986;29:775-781.
Wolfe F et al. Arthritis Rheum. 1990;33:160-172.
Roizenblatt S et al. Arthritis Rheum. 2001;44:222-230.
Harding SM. Am J Med Sci. 1998;315:367-376.
Henriksson KG. J Rehabil Med. 2003;(suppl 41):89-94.

•Chronic, widespread pain 
is the defining feature of 
FM

•Patient descriptors of pain 
include: aching, 
exhausting, nagging, and 
hurting

•Presence of tender points

Widespread Pain

• Characterized by nonrestorative
sleep and increased 
awakenings

• Abnormalities in the continuity 
of sleep and sleep architecture

• Reduced slow-wave sleep

• Abnormal alpha wave intrusion 
in non-REM sleep

Sleep Disturbances

• Fatigue is common 
characteristic of FM

Fatigue
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Severe fatigue was present in 65 % of all patients, with percentages from 41 to 57 % in patients with 
a single inflammatory rheumatic disease, around 80 % in patients with fibromyalgia,







The FACIT-fatigue scale is a 13-item patient-
reported measure of fatigue with a 7-day 
recall period. Items are scored on a 0 – 4 
response scale with anchors ranging from 
“Not at all” to “Very much so”. To score the 
FACIT-fatigue, all items are summed to 
create a single fatigue score with a range 
from 0 to 52.

Scores less than 30 are considered indicative of 
clinically significant fatigue. (Cella D. Functional 
assessment of chronic illness therapy). Available 
at http://www.facit.org. 

http://www.facit.org/
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The highest scoring items 
(those with the greatest disease 
impact) were the following 
symptoms related: sleep quality 
(FIQR15), fatigue/energy 
(FIQR13), pain (FIQR12), 
stiffness (FIQR14), tenderness 
(FIQR19), balance problems 
(FIQR20), and environmental 
sensitivity (FIQR21). 

Sleep 
Quality



A number of multidimensional measures have proved to be useful in measuring 
disturbed sleep in rheumatic diseases, including the Medical Outcome Study Sleep 
Scale (MOS-SS), the Pittsburgh Sleep Quality Index (PSQI), the Pittsburgh Sleep Diary 
(PSD), and the Insomnia Severity Index (ISI).



Pittsburgh Sleep Quality index (PSQI) Il PSQI è un questionario 
a 19 item. Valuta la qualità del sonno percepita. Componenti 

valutate: - qualità soggettiva del sonno - latenza di sonno - 
durata del sonno - efficacia abituale del sonno - disturbi del sonno 

- uso di farmaci ipnotici - disturbi durante il giorno.



Domini 
classificati per 
rilevanza dai 
reumatologi.



FIBROMIALGIA
Disturbi dell’umore

• tassi di depressione 
maggiore lifetime variabili 
dal 20 all’80% con una 
mediana del 58% (Hudson e 
Pope,1996)

• tasso di depressione  
maggiore corrente varia dal 
14 al 36% (Buskila,2007), valori 
decisamente più alti di quelli 
osservabili nella popolazione 
generale (6,6%) (Kessler,2003)



Chronic pain in FM  is often 
associated with comorbidities 
such as anxiety resulting in a 
low health-related quality of 
life.



• I pazienti con FM elaborano le  
informazioni  alla stessa velocità  dei 
controlli sani, ma mostrano dei deficit nella 
MEMORIA A LUNGO TERMINE e nella 
MEMORIA DI LAVORO  (Grace, 1999) 

• La prestazione  mnesica è uguale a quella  
di un soggetto non fibromialgico di 20 anni 
più anziano (Park, 2001)

FIBROMIALGIA - Fibrofog





Depression 
Anxiety-Stress 
Scales-21

La Depression Anxiety 
Stress Scales (DASS-21) 
consente di rilevare tre 
costrutti: depression,        
anxiety, stress



I principali sintomi 
della FM.

F. Salaffi et al. (2019) www.rheumalab.it



Clinical trials and long-term clinical 
registries have used various outcome 

measures, but the key domains include 
pain, fatigue, disturbed sleep, physical 

functioning, emotional functioning, 
patient global ratings of satisfaction, and 
their healthrelated quality of life (HRQL).

There is, therefore, still a need for 
further consensus and the 
development of a core set of 
measures and response criteria, 
more refined measuring 
instruments, standardised assessor 
training, cross-cultural adaptations 
of health status questionnaires, 
electronic data capture, and the 
introduction of standardised 
quantitative measurements into 
routine clinical care.



The ability to evaluate and measure the 
severity of FM, as a condition is likely to 
provide several benefits including 
identification of treatment responders 
in clinical trials and clinical practice. 

The established 
cutoff points allow 
the classification of 
FM patients by 
severity, to know 
the prognostic and 
to predict the 
response to the 
treatment.



The aim of this study was to develop and analyse the 
psychometric properties of a new composite disease-
specific index for evaluating patients with FM, Fibromyalgia 
Assessment Status (FAS), which includes domains/items 
considered relevant by patients and doctors.





 2009 MODIFIED FIBROMYALGIA 
ASSESSMENT STATUS (2009 ModFAS)

Indichi, nelle rispettive caselle, il suo livello di Stanchezza avvertito nel 
corso degli ultimi 7 giorni.

Indichi, nelle rispettive caselle, se ha provato dolore nelle aree riportate 
in figura nel corso degli ultimi 7 giorni.

Spalla sinistra

Spalla destra

Braccio sinistro

Braccio destro

Avambraccio sinistro

Avambraccio destro

Collo

Anca sinistra

Anca destra

Coscia sinistra

Coscia destra

Gamba sinistra

Gamba destra

Punteggio Totale _______/39

Mascella sinistra

Mascella sinistra

Torace

Addome

Area Dorsale

Area Lombare

Nome e Cognome: 

Nessuna 
stanchezza

Massima 
stanchezza 
immaginabile

Nessuna 
difficoltà

Massima 
difficoltà 
immaginabile

0 1 2 3 4 5 6 7 8 9 10

0 1 2 3 4 5 6 7 8 9 10

Punteggio: ____/19

Indichi, nelle rispettive caselle, il suo livello di disturbo del Sonno avver-
tito nel corso degli ultimi 7 giorni.

The modified Fibromyalgia Assessment 
Status (Mod FAS) questionnaire is the 
updated version of the Fibromyalgia 
Assessment Status (FAS) questionnaire 
(1). Mod FAS includes questions 
addressing fatigue (score between 0 
and 10), quality of sleep (score 
between 0 and 10), and the 
widespread pain index (WPI) (number 
of areas in which the patient has 
had persistent pain over the last 
week). The minimum total score 
was 0 and the maximum total 
score was 19. The final score of the 
Mod FAS ranges from 0 to 39

Salaffi F, Sarzi-Puttini P, Girolimetti R, Gasparini S, Atzeni F, 
Grassi W. Development and validation of the self-
administered Fibromyalgia Assessment Status: a disease-
specific composite measure for evaluating treatment effect. 
Arthritis Res Ther. 2009;11(4):R125



The FIQR is an updated 
version of the FIQ that
has good psychometric 
properties, can be completed 
in less than 2 minutes and is 
easy to score.



Factor Analysis revealed two salient 
dimensions: function (items 1-9) and 
symptoms (items 12-21). RA was thus 
performed on these two subscales. Rating 
scale diagnostics suggested collapsing 
the eleven rating categories of the scale 
into five ones. After combining these 
rating categories, RA showed that most 
items of each of the two subscales fitted 
the respective constructs to measure 
(MnSq 0.7-1.3). The reliability levels of the 
two subscales were higher than 0.80. 



The WPI ranges between 0 
and 19. The SSS is a score 
measuring symptoms of 
fatigue, (on a scale of 0-3), 
unrefreshing sleep (scale of 
0-3) and cognitive 
symptoms (scale of 0-3); 
The total SSS score ranges 
between 0 and 12. The PSD 
score ranges from 0 to 31.

The polysymptomatic distress (PSD) scale

The PSD score was calculated by summing 
the widespread pain index (WPI) and 
Symptom severity scale (SSS) score for 
each patient. 



FIQR, FAS 2019mod and PDS cut-off 
values for FM severity states



Conversion equations that 
allow for interconversion 
of multiple scales 
fibromyalgia severity 
assessment scales are 
produced. These can be 
useful in obtaining mean 
values for cohorts but are 
not accurate enough for 
use in individual patients



Forniscono elementi importanti per 
organizzare i trial clinici e favorisce 
l'identificazione dei pazienti più idonei per 
la loro inclusione in studi clinici italiani o 
internazionali osservazionali o 
interventistici

Forniscono supporto ai clinici ed alle 
associazioni di pazienti per iniziative 
finalizzate alla implementazione di 
standard ottimali di diagnosi e di presa 
in cura



NOR-DMARD1

RABBIT2

ARTIS3
BSRBR4

AIR/ORA5

LORHEN6

DANBIO7

CORRONA8
Healthcare 

Claims Database9

OBRI/REACH10

BIOBADAMERICA11

CORRONA12
REAL13

KORONA14
KOBIO15

CREDIT16

ARAD17

OPAL18

SCQM19

ATTRA20

BIOBADASER21

Key real-world databases in rheumatology

GISEA

Other registries in Europe include Reuma.pt (Portugal), BioRx.si (Slovenia), ROB-FIN 
(Finland), DREAM (Netherlands), BIOBADASER (Spain), and GISEA (Italy)





By Kirstine Amris, December 2017 



The Mayo Clinic 
Fibromyalgia Registry, 
which is linked to the 
electronic medical 
record, offers an 
excellent sampling 
frame for future 
retrospective and 
prospective studies 
that could advance 
the science of FM.



810 patients’ data were analyzed

In EpiFibro, most patients fulfill simultaneously the ACR1990 and ACR2010. A larger number of 
patients fulfill the ACR2010 at the time of the evaluation. There was a moderate correlation between 
the Polysymptomatic Distress Scale and the Fibromyalgia Impact Questionnaire. Most patients 
remained stable over time.



Preliminary analysis of the EpiFibro databank revealed 
that female FS patients in Brazil reported a high impact 
of disease, as measured by the FIQ, a high prevalence of 
associated symptoms, and a low degree of education.



In Brazil, it was found that 
the majority of patients are 
treated with a combination 
of pharmacological 
measures. The most 
commonly prescribed 
single drug was
amitriptyline, and the most 
commonly prescribed 
combination was fluoxetine 
and amitriptyline.



Registro Italiano Fibromialgia 

Il progetto, realizzato dalla Società Italiana di Reumatologia (SIR) con il patrocinio del Ministero della 
Salute, con cui è stata costruita la partnership scientifica ed istituzionale, ha l’obiettivo di realizzare 
uno strumento che consente ricerche nel campo della fibromialgia e favorisce lo sviluppo della 
medicina di precisione, in questo ambito.  Grazie al registro sarà possibile misurare il grado di 
severità, migliorare la conoscenza della storia naturale della malattia, monitorare ed aggiornare il 
percorso diagnostico-terapeutico-assistenziale (PDTA) e valutare gli esiti e l’impatto socio/economico. 

(www.registrofibromialgia.it)

http://www.registrofibromialgia.it/


This can help clinicians to plan patient management, facilitates 
research study patient recruitment, and provides the participating 
pain clinics with statistics based on real-world data. It also helps 
address the Italian Ministry of Health long-term goal of using 
precision medicine for chronic pain prevention and treatment.

The Italian Fibromyalgia Registry (IFR) is the most comprehensive FM registry 
in Italy, and provides healthcare professionals with a secure, reliable, and 
easy-to-use means of monitoring the patients’ clinical progression, treatment 
history and treatment responses. 



Registro Italiano Fibromialgia 
(www.registrofibromialgia.it).        Totale pz. 7094

Jesi (Ancona) – Centro 
coordinatore
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Bari -Policlinico Bari
Brescia - ASST degli  Spedali Civili di Brescia

Catania - Azienda Ospedaliera di Rilievo Nazionale e di Alta Specializzazione (ARNAS) Garibaldi
Catania - Azienda Ospedaliera Universitar ia Policlinico San Marco

Ferrara - Azienda Ospedaliero Universitaria di Ferrara
Firenze - Azienda Ospedaliera Universitaria Careggi

Genova - Ospedale Policl inico San Martino
Genova - ASL 3 Genovese

Jesi - Ospedale Carlo Urbani
L'Aqui la - ASL 1 Avezzano-Sulmona-L'Aquila

Messina - Azienda Ospedaliera Universitaria di Messina
Milano - IRCCS Ospedale San Raffaele
Milano - ASST Fatebenefratell i Sacco

Modena - AUSL Modena
Napoli - ASL NA1 Centro Ospedale San Giovanni Bosco
Napoli - Azienda Ospedaliero Universitaria L.  Vanvitelli

Palermo - Ospedale Palermo
Parma - Azienda Ospedaliera Universitaria Parma

Perugia - Azienda Ospedaliera di Perugia
Pisa - Azienda Ospedaliera Universitar ia Pisana

Reggio Emilia - AUSL di Reggio Emilia
Roma - Policlinico Universitario Gemelli - Cattolica del Sacro Cuore

Roma - Policlinico Universitario Campus Bio-Medico
Roma - Policlinico Umberto I - Università la Sapienza

Siena - Azienda Ospedaliera Universitaria Senese
Trieste - Azienda sanitaria universitaria Trieste

Varese - ASST Sette Laghi
Verona - Azienda Ospedaliera Universitar ia integrata Verona

http://www.registrofibromialgia.it/


















The FAS 2019 modCr, based on 
patients’ assessment of fatigue, sleep 
disturbances and pain evaluated on 19 
non-articular sites, is similar to those of 
more validated instruments (i.e. PDS), 
with somewhat better ease-of-use, and 
could be used for diagnosis and follow-
up of FM patients.
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Identification of treatment responders in clinical trials and clinical practice.

Identification of the opportunities for a value-based and patient-focused 
improvement in care provision achieved through assessment of patient goals and 
prioritised outcomes.

The ability to evaluate and measure the severity of FM as a 
condition is likely to provide several benefits including:

Evaluation the natural history of a disease, meaning its characteristics, 
management, and outcomes with and/or without intervention.

Evaluation of the clinical effectiveness and long-term outcome of intervention targeted.  

Measurement of the quality of care (based on performance measures 
that take the patient perspective and reference into consideration. 



vogue monal vintage concept

THANKS
GREAT

La malattia é il dottore a cui diamo 
più ascolto: alla gentilezza, al 

sapere facciamo solo promesse, al 
dolore obbediamo


