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“Fibromyalgia is a central sensitisation syndrome 
characterised by dysfunctions in the neurocircuits 
involving the perception, transmission and 
processing of nociceptive afferents, with the 
prevalent manifestation of pain at the level of the 
musculoskeletal system. In addition to pain, there 
may be a multitude of accompanying symptoms 
(asthenia, sleep disturbances, abdominal pains…) 
that are common to other central sensitisation 
syndromes. 
Particular genetic characteristics and a reduced 
individual capacity to tolerate “stressors” 
predispose individuals to the onset of the 
disease”. 

M. Cazzola, P. Sarzi Puttini, S. Stisi, M. Di Franco, L. Bazzichi, R. Carignola, R.H. Gracely, F. Salaffi, F. Marinangeli, R. Torta, M.A. Giamberardino,  D. Buskila, 
M. Spath, G. Biasi, G. Cassisi, R. Casale, L. Altomonte, G. Arioli, A. Alciati, A. Marsico, F. Ceccherelli, G. Leardini, R. Gorla, F. Atzeni (Italian Fibromyalgia 
Network)  

Fibromyalgia syndrome: definition and diagnostic aspects 
Reumatismo, 2008; 60: Supplemento 1: 3-14 
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FIBROMYALGIC 

SYNDROME 

CHRONIC 

WIDESPREAD 

PAIN 

è una patologia estrema 
e peculiare nel contesto 

di una condizione 
dolorosa 

Il dolore cronico diffuso è la 
“conditio sine qua non” di 

una diagnosi di FM. 





Abstract 
• The applicability of the American College of Rheumatology (ACR) 1990 and 2010 criteria for 

the diagnosis of fibromyalgia syndrome (FMS) was determined in 284 patients with chronic 
widespread pain (CWP) including those with regional and systemic painful disorders.  

• On the basis of initial evaluation, patients were classified into three groups. Group 1, those 
without any comorbid disease (N=105), group 2, those having regional non-inflammatory 
painful disorders (N=104), and group 3, those with a diagnosis of an inflammatory rheumatic 
disease (N=75). Overall, 65 % of the patients fulfilled the 1990 criteria, while 94 % of them 
fulfilled the 2010 criteria.  

• Almost all of the patients (97 %) with CWP did meet at least one of the criteria set, regardless 
of whether they have accompanying painful disorders. Widespread pain index (WPI), 
symptom severity scale (SS), and fibromyalgia impact questionnaire (FIQ) scores were found 
to be significantly higher in the patients who satisfied the 1990 criteria than those who did 
not (P<0.001). Tender point counts were found to be significantly correlated with WPI, SS, 
FIQ, and Beck depression inventory (BDI) scores  (P<0.001).  

• The findings of the study support the suggestion that FMS is just a continuum of CWP, 
rather than a distinct diagnostic entity. As treatment of FMS is usually identical with that of 
CWP, strict diagnosis of FMS will provide little or no significance from the viewpoint of clinical 
practice. We suggest that future research should be directed toward classification of CWP to 
provide guidance to clinicians in selecting effective therapies. 





Catoggio’s conclusions 

Is it useful to diagnose FM in the context of 
chronic widespread pain or does it not make a 
difference?  

• Undoubtedly, my opinion will be that of a 
rheumatologist. And, after having reviewed these 

papers discussed above, I still find it useful. 

• And I find it useful to distinguish primary FM from 
that associated with other musculoskeletal 
diseases. 



• However, it would be useful for primary care 
providers (clinicians, family, doctors, etc.), 
rheumatologists, neurologists, psychiatrists, 
etc. to get together and put into perspective 
the issues and possible definitions, overlaps, 
limits of CWP, FM, MUPS, and somatoform 
disorders. 

Catoggio’s conclusions 
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Caratterizzano la fibromialgia… 

• Larga prevalenza epidemiologica; 

• Sesso femminile; 

• Genetica; 

• Comportamento sedentario, di allerta-
paura; 

• Comorbilità psichica, sindromi 
disfunzionali, disturbi del sonno, 
interpretazione catastrofica del dolore 
(catastrophizing pain). 



13,5% 

Prevalenza del CWP 

T. Schochat, H. Raspe. Elements of fibromyalgia in an open population. 
Rheumatology 2003;42:829–835 

Croft P. The epidemiology of widespread pain.  
J Musculoskeletal Pain 2002; 10: 191–199. 

12,5% 



Prevalenza della FM 

Bannwarth B et al. Fibromyalgia syndrome in the general 
population of France: A prevalence study. Joint Bone Spine. 
2008 Sep 24 

1,4% 
2,4% 

Mas J. et al Prevalence and impact of fibromyalgia on 
function and quality of life in individuals from the general 
population: results from a nationwide study in Spain.  
Clin Exp Rheumatol. 2008 Jul-Aug;26(4):519-26 

3,3% 

White KP, Speechley M, Hart M, Ostbye T. The 
London Fibromyalgia Epidemiology Study: the prevalence of 
fibromyalgia syndrome in London, Ontario. J Rheumatol. 
1999;26:1570–1576. 

Salaffi F. et aa. Prevalence of musculoskeletal 
conditions in an Italian population sample: 
results of a regional community-based study. 
I. The MAPPING study. Clin Exp Rheumatol. 
2005 Nov-Dec;23(6):819-28 

2,2% 



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 

• Morning stiffness and fatigue are 

common characteristics of FM 

Fatigue/Stiffness 

Core Clinical Features of Fibromyalgia 

Dysfunctional Syndromes 

• Irritable bowel syndrome, temporo-mandibular  

    disorder, restless legs syndrome, etc 







FM 
CWP 

gsa 

PD DS 



FM e sedentarietà 



Sedentarietà e FM 

• Female patients 
with fibromyalgia spent more time 
in sedentary behaviors and were 
less physically active than age-

matched controls.  



Genetics 

Sum of 
Life-events 
stressors 

Childhood 
adversities 

and 
violences 

Personality 

Triggers 

S. Stisi1, M. Cazzola2, D. Buskila3, M. Spath4, M.A.Giamberardino5, P. Sarzi-Puttini6, G. Arioli7, A. Alciati8, G. Leardini9, 
R. Gorla10, A. Marsico11, F. Ceccherelli12, L. Bazzichi13, R. Carignola14, R.H. Gracely15, F. Salaffi16, F. Marinangeli17, R. 
Torta18, M. Di Franco19, G. Biasi20, G. Cassisi21, R. Casale22, L. Altomonte23, F. Atzeni6 (Italian Fibromyalgia Network) 

Etiopathogenetic mechanisms of fibromyalgia syndrome  
Reumatismo, 2008; 60: Supplemento 1: 25-35 

Central Sensitization 

* Modificato da: Van Houdenhovea B, Egle U.T. - Fibromyalgia: a stress disorder? - Psychother Psychosom 2004;73:267–275 



Genetics 



Buskila D, Neumann L, Hazanov I.  

Familial aggregation in the Fibromyalgia Syndrome.  
Semin Arthritis Rheum 26: 605-611, 1996 

• The authors studied the familial occurrence of fibromyalgia (FMS) to 
determine a possible role of genetic and familial factors in this 
syndrome. Fifty-eight offspring aged 5 to 46 years (35 males and 23 
females) from 20 complete nuclear families ascertained through 
affected mothers with FMS were clinically evaluated for FMS according 
to the ACR 1990 diagnostic criteria. FMS symptoms, quality of life, 
physical functioning, and dolorimetry thresholds were assessed in all 
subjects. Sixteen offspring (28%) were found to have FMS. The M/F ratio 
among the affected was 0.8 compared with 1.5 in the whole study 
group. Offspring with and without FMS did not differ on anxiety, 
depression, global well-being, quality of life, and physical functioning. A 
high prevalence of FMS was observed among offspring of FMS mothers. 
Because psychological and familial factors were not different in children 
with and without FMS, the high familial occurrence of this syndrome 
may be attributable to genetic factors. 
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Buskila, Reumatismo 2008 

• The clear familial aggregation in FMS and related 
conditions may represent either genetic or 
environmental influence, or most likely a combination 
of both. 

• At present no evidence has emerged to suggest a 
monogenic mode of transmission and a multifactorial 
mode of transmission is generally presumed. 

• Research done in recent years has demonstrated a role 
for polymorphisms of genes in the serotoninergic, 
dopaminergic and catecholaminergic systems in the 
etiology of FMS. 

 



5-HTT 

• Offenbaecher and colleagues (10) analyzed the genotypes of the 
promoter region of the serotonin transporter gene (5-HTT) in 62 patients 
with FMS and 110 healthy controls. A significantly higher frequency of 
the S/S genotype of the serotonin transporter promoter region was 
found in FMS patients (31%) compared with healthy controls (16%). The 
S/S subgroup exhibited higher mean levels of depression and 
psychological distress. It was suggested that the results support the 
notion of altered serotonin metabolism in at least a subgroup of patients 
with FMS. 



COMT 

• Individuals homozygous for the Met 158 allele of 
the catechol – O methyltransferase (COMT) 
polymorphism (Val 158 Met) show diminished 
regional mu-opioid system responses to pain 
compared with heterozygotes. These effects were 
accompanied by higher sensory and affective 
ratings of pain and a more negative internal 
affective state.  



Genetics 

Personality 

Environmental 
factors 

Experiences 



Personality 



Catastrophizing 

• A previous study suggested that pain catastrophizing is 
significantly associated with increased activity in some 
brain areas related to anticipation of pain (medial frontal 
cortex, cerebellum), attention to pain (dorsal ACC, 
dorsolateral prefrontal cortex), and emotional aspects of 
pain (claustrum, closely connected to amygdala). 

• These results suggest that catastrophizing influences 
pain perception by altering attention and anticipation, 
and heightening emotional responses to pain. 

 Gracely RH, Geisser ME, Giesecke T, Grant MA, Petzke F, Williams DA, Clauw DJ. Pain catastrophizing and 
neural responses to pain among persons with fibromyalgia. Brain 2004; 127: 835-43.  
 



Stress response system 

LC-NE axis HPA axis 
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Fear and pain 

J Cogn Neurosci. 2004 Sep;16(7):1289-301. 

Context-dependent deactivation of the amygdala during pain. 
Petrovic P, Carlsson K, Petersson KM, Hansson P, Ingvar M. 
 

The amygdala has been implicated in fundamental functions for the survival of the 
organism, such as fear and pain. In accord with this, several studies have shown 
increased amygdala activity during fear conditioning and the processing of fear-
relevant material in human subjects. In contrast, functional neuroimaging studies of 
pain have shown a decreased amygdala activity.  
… 
In this positron emission tomography study, we show that a simple contextual 
manipulation, immediately preceding a painful stimulation, that increases the 
anticipated duration of the painful event leads to a decrease in amygdala activity and 
modulates the autonomic response during the noxious stimulation. … 
We suggest that the altered activity in the amygdala may be part of a mechanism to 
attenuate pain-related stress responses in a context that is perceived as being more 
aversive. The study also showed an increased activity in the rostral part of anterior 
cingulate cortex in the same context in which the amygdala activity decreased, further 
supporting the idea that this part of the cingulate cortex is involved in the modulation 
of emotional and pain networks. 
 

http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term="Petrovic P"[Author]&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term="Petrovic P"[Author]&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term="Petrovic P"[Author]&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term="Carlsson K"[Author]&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term="Carlsson K"[Author]&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term="Carlsson K"[Author]&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term="Petersson KM"[Author]&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term="Petersson KM"[Author]&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term="Petersson KM"[Author]&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term="Hansson P"[Author]&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term="Ingvar M"[Author]&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus


Abnormal Pain processing in FM 

• Descending 
pathway 

• Peripheral 
tissue 
abnormalities 

• Psychological 
factors 

• Ascending 
pathway 

Peripheral Psycho 

Central Tissue 



Aspetti 

Psicologici 

della 

Fibromialgia 



FM 

Aspetti psicologici Aspetti psicologici 

Causa Effetto 
diretto 

Effetto 
ridondante 

Stisi, Reumatologia BN 

Aspetti psicologici specifici Aspetti psicologici aspecifici 



Episodio depressivo maggiore 

1. umore depresso per la maggior parte del giorno, quasi ogni giorno, come riportato dal 
soggetto o come osservato dagli altri (per es., appare lamentoso). 

2. marcata diminuzione di interesse o piacere per tutte o quasi tutte le attività per la maggior 
parte del giorno, quasi ogni giorno. 

3. significativa perdita di peso, senza essere a dieta, o aumento di peso (per es., un 
cambiamento superiore del 5% del peso corporeo in un mese), oppure diminuzione o 
aumento dell'appetito quasi ogni giorno. 

4. insonnia o ipersonnia quasi ogni giorno. 
5. agitazione o rallentamento psicomotorio quasi ogni giorno 
6. faticabilità o mancanza di energia quasi ogni giorno 
7. sentimenti di autosvalutazione o di colpa eccessivi o inappropriati quasi ogni giorno 
8. ridotta capacità di pensare o di concentrarsi, o indecisione, quasi ogni giorno 
9. pensieri ricorrenti di morte (non solo paura di morire), ricorrente ideazione suicidaria senza 

un piano specifico, o un tentativo di suicidio, o l'ideazione di un piano specifico per 
commettere suicidio. 

 

almeno cinque dei seguenti sintomi devono essere presenti per almeno due settimane e 
rappresentano un cambiamento rispetto al precedente livello di funzionamento; almeno uno dei 

sintomi è costituito da 1) umore depresso o 2) perdita di interesse o piacere. 



Disturbo di panico 
A) Entrambi 1. e 2.:  

1. Attacchi di Panico inaspettati ricorrenti  

2. almeno uno degli attacchi è stato seguito da 1 mese (o più) di uno (o più) dei seguenti sintomi:  

a. preoccupazione persistente di avere altri attacchi 

b. preoccupazione a proposito delle implicazioni dell’attacco o delle sue conseguenze 
(per es., perdere il controllo, avere un attacco cardiaco, "impazzire")  

c. significativa alterazione del comportamento correlata agli attacchi. 

B) Presenza o assenza di Agorafobia (D. di Panico con o senza Agorafobia)  

C) Gli Attacchi di Panico non sono dovuti agli effetti fisiologici diretti di una sostanza (per es., una droga 
di abuso, un farmaco) o di una condizione medica generale (per es., ipertiroidismo).  

D) Gli Attacchi di Panico non sono meglio giustificati da un altro disturbo mentale, come Fobia Sociale 
(per es., si manifestano in seguito all’esposizione a situazioni sociali temute), Fobia Specifica (per 
es., in seguito all’esposizione ad una specifica situazione fobica), Disturbo Ossessivo-Compulsivo 
(per es., in seguito all’esposizione allo sporco in soggetto con ossessioni di contaminazione), 
Disturbo Post-traumatico da Stress (per es., in risposta a stimoli associati con un grave evento 
stressante) o Disturbo d’Ansia di Separazione (per es., in risposta all’essere fuori casa o lontano da 
congiunti stretti).  

 American Psychiatric Association (2000). DSM-IV-TR Diagnostic and Statistical Manual of Mental Disorders , Fourth Edition, Text 
Revision. Edizione Italiana: Masson, Milano. 
 

http://www.ansia-depressione.net/AD/depressione/ATT.PANICO.html
http://www.ansia-depressione.net/AD/depressione/AGORAFOBIA.html
http://www.ansia-depressione.net/AD/depressione/FOB.SOCIALE.html
http://www.ansia-depressione.net/AD/depressione/FOB.SPECIFICA.html
http://www.ansia-depressione.net/AD/depressione/DOC.html
http://www.ansia-depressione.net/AD/depressione/DOC.html
http://www.ansia-depressione.net/AD/depressione/DOC.html
http://www.ansia-depressione.net/AD/depressione/DOC.html
http://www.ansia-depressione.net/AD/depressione/DPTS.html
http://www.ansia-depressione.net/AD/depressione/DPTS.html
http://www.ansia-depressione.net/AD/depressione/DPTS.html
http://www.ansia-depressione.net/AD/depressione/DPTS.html
http://www.ansia-depressione.net/AD/depressione/DPTS.html
http://www.ansia-depressione.net/AD/depressione/DPTS.html
http://www.ansia-depressione.net/AD/depressione/ANX.SEPAR.html


Disturbo fobico specifico 
 Criterio A. "paura marcata e persistente, eccessiva o irragionevole, provocata dalla presenza o 

dall’attesa di un oggetto o situazione specifici (per es., volare, altezze, animali, etc.)“. 
 Oltre questo criterio diagnostico (A) è necessaria la presenza di un set di altri sei criteri: 
 Criterio B. L’esposizione allo stimolo fobico quasi invariabilmente provoca una risposta ansiosa 

immediata, che può prendere forma di Attacco di Panico situazionale o sensibile alla situazione.  
Criterio C. La persona riconosce che la paura è eccessiva o irragionevole.  
Criterio D. La situazione (o le situazioni) fobica viene evitata oppure sopportata con intensa ansia 
o disagio. 
Criterio E. L’evitamento, l’ansia anticipatoria o il disagio nella situazione (situazioni) temuta 
interferiscono in modo significativo con la normale routine della persona, con il funzionamento 
lavorativo (o scolastico), o con le attività o le relazioni sociali, oppure è presente disagio marcato 
per il fatto di avere la fobia. 
Criterio F. Negli individui al di sotto dei 18 anni la durata è di almeno 6 mesi. 
Criterio G. L’ansia, gli attacchi di panico o l’evitamento fobico associati con l’oggetto o situazione 
specifici non sono meglio giustificati da un altro disturbo mentale, come il Disturbo Ossessivo-
Compulsivo, Disturbo Post-traumatico da Stress, Disturbo d’Ansia di Separazione, Fobia Sociale, 
Disturbo di Panico con Agorafobia o Agorafobia senza Anamnesi di Disturbo di Panico. 

 



Stress, possibile risposta dell’individuo 

agli eventi vitali 

• Lo “stress” può essere definito come una minaccia 
percepita dal nostro organismo verso la propria 
omeostasi, riflettente il bisogno di conservare 
stabilità passando attraverso un cambiamento. 
Questa minaccia percepita può consistere in una 
minaccia fisica (biological stress) o in un carico 
emozionale (psychosocial stress) – che attiva, in 
modo geneticamente determinato programmi 
neuronali, ormonali e comportamentali (stress 
response system), allo scopo di preservare e 
ripristinare l’equilibrio. 

Van Houdenhovea B, Egle U.T. - Fibromyalgia: a stress disorder? - Psychother Psychosom 2004;73:267–275 
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Pain amplification 
Termed temporal sommation or Wind-up of second pain 

Wind-up of second pain 
(Mendell and Wall) 

• An important test of central pain 
amplification relies on detection of second 
pain by the study subjects and is termed 
temporal summation, or wind-up, of second 
pain.  

• This technique reveals sensitivity to input 
from unmyelinated (C) afferents and the 
status of the NMDA receptor systems that are 
implicated in a variety of chronic pain 
conditions. Thermal, mechanical, or electrical 
second pain stimuli can be applied to the skin 
or musculature of patients using neuro 
sensory stimulators, which are readily 
available for assessing wind-up. 

• This important mechanism of pain 
amplification in the dorsal-horn neurons of 
the spinal cord is related to temporal 
summation, or wind-up, of second pain. 

Staud R, Rodriguez ME. Mechanisms of disease: pain in 
fibromyalgia syndrome. Nat Clin Pract Rheumatol. 2006 
Feb;2(2):90-8 

http://www.ncbi.nlm.nih.gov/pubmed/16932662?ordinalpos=28&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DefaultReportPanel.Pubmed_RVDocSum
http://www.ncbi.nlm.nih.gov/pubmed/16932662?ordinalpos=28&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DefaultReportPanel.Pubmed_RVDocSum


Pain amplification in FM 

Wind-up comparisons between normal controls and patients with fibromyalgia. During this experiment, patients 
with fibromyalgia and normal control subjects received 10 identical heat pulses (51 ºC) to the hands at 
interstimulatory intervals of 2 s and 5 s. Pain after-sensations representing the decay of wind-up of second pain, 
were obtained after 15 s and 120 s. 
A numerical pain scale (0–100) was used, with 20 representing the pain threshold. The shaded area indicates ratings 
of nonpainful warmth. This figure illustrates several important aspects of central sensitization that are detectable in 
fibromyalgia: first, patients with fibromyalgia show secondary hyperalgesia to the first thermal stimulus; second, 
wind-up of second pain is abnormally increased in fibromyalgia, indicating immediate central sensitization; and 
third, wind-up of second pain decay is significantly prolonged in patients with fibromyalgia, consistent with 
delayed central sensitization. 
 

AS, after-sensations; ISI, interstimulatory interval; NC, normal control. 



Inibitory pathway 

• The afferent (incoming) pain signals reach the 
dorsal root ganglion, cross the synapse to a higher 
neuron horn of the spinal cord and connect in the 
dorsal horn with interneuron cells. This is far from a 
simple, passive, one-to-one transmission. The signal 
processing in the dorsal root ganglion and the 
dorsal horn is complex and only partly understood. 
There are many factors, including: (1) descending 
stimulatory (shown in yellow) and inhibitory 
(shown in purple) signals from the brain; (2) 
production, release, reception, and modulation of 
neurotransmitter substances; and (3) other, less 
well-defined processes that are postulated in order 
to explain clinical findings, but not yet proven. 
These processes are thought to be both excitatory 
and inhibitory. 



Descending modulation 

• Neuropathic pain is associated  
with increased excitation and 
decreased inhibition of ascending 
pain pathways 

• Descending pathways modulate  
ascending signals 

• NE and 5-HT are key 
neurotransmitters in descending 
inhibitory pain pathways 

• Increasing the availability of NE  
and 5-HT may promote pain  
inhibition centrally 

ACC: Anterior cingulate cortex 
PAG: Periaqueductal gray (5-HT) 
DLPT: Dorsolateral pontine tegmentum (NE) 
RVM: Rostroventral medulla (5-HT) 

Descending modulation  PAG indirectly 
controls pain transmission in the dorsal horn 
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Hypothalamus 
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Pain transmission 
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Pain facilitation 

Pain inhibition 

1. Staley K. Nature Medicine. 2003;9:1110–1111; 2. Ossipov MH, Porreca F. NeuroRX. 2005;2:650–661;  
3. Fields HL, et al. Annu Rev Neurosci. 1991;14:219–245; 4. Fields HL, Basbaum AI. In: Wall PD, Melzack R, eds. 
Textbook of Pain; 2006:126. 



Malattia psico-

neuroendocrino-algologica 









… ma il dolore non 
intende prestare 

ascolto alla ragione, 
perché il dolore ha 

una sua propria 
ragione che non è 

ragionevole.  
 

Milan Kundera 



Soffre di dolore dappertutto da 
almeno 3 mesi? 

Dolore riferito dal paziente in almeno 2 sezioni per ogni arto e della colonna, da almeno 3 mesi 



E’ una Fibromialgia? 

• Anamnesi caratteristica 
(dolore diffuso da almeno 
tre mesi, sonno disturbato, 
astenia, parestesie)  

• Rilievo all’esame obiettivo di 
dolorabilità alla palpazione 
(di 4 kg/cm2) di almeno 
11/18 tender-points 
individuati come tipici della 
patologia, presenti su 
entrambi gli emisomi e sulla 
metà superiore e inferiore 
del corpo. 



ACR-Criteria FM-2011 

ACR indicates American College of Rheumatology. Scoring information is shown in blue. The possible score 
ranges from 0 to 31 points; a score13 points is consistent with a diagnosis of fibromyalgia.  



Diffidate di una diagnosi di FM: 

1. In soggetti > 70 aa 

2. Nei maschi 





E’ una forma primaria di FM? 

Anamnesi caratteristica per FM 

Età < 70 aa  Fattori rischio        Età > 70 aa 

Psicologici 

Infettivi 

Cardiovascolari 

Metabolici 

SI 

Tests 
Laboratorio di 

1° istanza 
•Mini-Mental Test 5.0.0 
•Test infettivologici 

•Holter pressorio 24h 
•Glicemia, Hb glicata, 

Colesterolo, Trigliceridi 
•Vitamina D, Calcemia 



Tests di prima istanza 



E’ una forma primaria di FM? 

Anamnesi caratteristica per FM 

Età < 70 aa  Fattori rischio        Età > 70 aa 

Psicologici 

Infettivi 

Cardiovascolari 

Metabolici 

SI 

Imaging 
Neurologico 

(RMN) 
•Mini-Mental Test 5.0.0 
•Test infettivologici 

•Holter pressorio 24h 
•Glicemia, Hb glicata, 

Colesterolo, Trigliceridi 
•Vitamina D, Calcemia 



Chiusura dello screening 

Età < 70 aa  Fattori rischio        Età > 70 aa 

Psicologici 

Infettivi 

Cardiovascolari 

Metabolici 

 

 

Allo specialista  

di riferimento 

OK 

Diagnosi: 
Fibromialgia 

RMN 
Patologica 

Al 
Neurologo 

Indagini di 
Laboratorio 



Siamo sempre noi lo specialista 
giusto? 



Lavorare con altri specialisti aumenta la 
possibilità di successo terapeutico? 



The blind physicians and the elephant 

The neurologist (chronic tension headache), the gastroenterologist 

(irritable bowel syndrome), the otorhinolaryngologist (temporo-

mandibular syndrome), the cardiologist (costochondritis), the 

rheumatologist (FMS), and the gynaecologist (primary 

dismenorrhoea syndrome). 
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Comparative efficacy of pharmacological and 
non-pharmacological interventions in fibromyalgia 

syndrome: network meta-analysis 



Comparative efficacy of pharmacological and 
non-pharmacological interventions in fibromyalgia 

syndrome: network meta-analysis 

Pain 



Comparative efficacy of pharmacological and 
non-pharmacological interventions in fibromyalgia 

syndrome: network meta-analysis 

Quality ol life 



• In conclusion, evidence about effective and clinically 
relevant treatments for FMS is limited.  

• Additional large-scale randomised trials of high 
methodological quality of promising nonpharmacological 
interventions such as CBT, aerobic exercise and 
multicomponent therapy are warranted.  

• In view of the currently available evidence, a combination 
of pregabalin or SNRIs as pharmacological interventions 
and multicomponent therapy, aerobic exercise or CBT as 
non-pharmacological interventions seems most promising. 

Comparative efficacy of pharmacological and 
non-pharmacological interventions in fibromyalgia 

syndrome: network meta-analysis 



Di Franco M. et al.  
Pharmacological treatment of fibromyalgia. 

Clin Exp Rheumatol. 2010 Nov-Dec;28(6 Suppl 63):S110-6  

• The best treatment should be individualised 
and combined with patient education and 
non-pharmacological therapy. 
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Smith HS, Bracken D, Smith JM.  

Pharmacotherapy for fibromyalgia  
Front Pharmacol. 2011;2:17 

• Non-FDA approved agents, such as amitriptyline 
and cyclobenzaprine, have been utilized in the 
“off-label” management of FM.  

• There is evidence to support the short-term use 
of amitriptyline 25 mg/day, but higher doses for 
longer periods do not appear to be efficacious 
(Nishishinya et al., 2008).  

• Cyclobenzaprine, which is structurally similar to 
amitriptyline, seems to be effective for the 
musculoskeletal component and improves sleep 
(Goldenberg, 1989).  



Smith HS, Bracken D, Smith JM.  

Pharmacotherapy for fibromyalgia  
Front Pharmacol. 2011;2:17 

• Agents such as SSRIs (Otto et al., 2008) and 
opioids appear to demonstrate little efficacy 
in FM.  

• The three FDA approved agents, pregabalin, 
duloxetine, and milnacipran, were shown to 
be superior to placebo except for the 
following symptom-types: duloxetine for 
fatigue, milnacipran for sleep disturbances, 
and pregabalin for depressed mood (Häuser et 
al., 2010).  



Smith HS, Bracken D, Smith JM.  

Pharmacotherapy for fibromyalgia  
Front Pharmacol. 2011;2:17 

• Other centrally acting agents may also show 
benefit in FM patients with a predominant 
symptom-type. For example, g-hydroxybutyrate, 
(ossibato di sodio) with its strong sedative 
qualities, may be clinically useful for FM patients 
with insomnia/sleep disturbance (Scharf et al., 
2003; Russell et al., 2009).  

• Pramipexole, a dopamine agonist used for 
Parkinson’s disease, could be potentially useful 
for FM patients with concomitant restless leg 
syndrome (Bennett, 2001; Holman and Myers, 
2005).  



• Tramadol, which possesses some analgesic 
activity, may be utilized for FM patients with a 
significant pain component to their disease 
(Russell et al., 2000; Bennett, 2001; Bennett et 

al., 2003).  

• Tizanidine, an alpha-2-adrenergic agonist 
muscle relaxant, could be potentially used for 
FM patients with spasticity. 

Smith HS, Bracken D, Smith JM.  

Pharmacotherapy for fibromyalgia  
Front Pharmacol. 2011;2:17 



• Based on these observations, choice of 
treatment medication should be tailored to 
fit individual patient needs and preferences.  

 

Smith HS, Bracken D, Smith JM.  

Pharmacotherapy for fibromyalgia  
Front Pharmacol. 2011;2:17 



Smith HS, Bracken D, Smith JM.  

Pharmacotherapy for fibromyalgia  
Front Pharmacol. 2011;2:17 



Princìpi di trattamento 
farmacologico 

• Un approccio ad un trattamento completo ritagliato 
sulle esigenze del singolo paziente è indispensabile. 

• Preavvisare il paziente sugli eventuali effetti 
indesiderati e rassicurarlo a tal proposito, evitando 
principi la cui maneggevolezza è limitata. 

• Al paziente deve essere specificato un tempo ed un 
obiettivo di trattamento. 

 
Wolfe, 1996 The Vancouver Fibromyalgia Consensus Group 

 



Taglio pratico - Generalità 

• Attenti alla diagnosi differenziale! 

• Il controllo del paziente deve essere frequente 
(tight control 4 vv/anno) e finalizzato al 
raggiungimento progressivo di singoli 
obiettivi. 

• Primo obiettivo è la riduzione del dolore! 

• Il secondo obiettivo è il raggiungimento di una 
qualità di vita giudicata dal paziente 
soddisfacente, e confacente all’età!! 



Taglio pratico - Obiettivi 

Giovane 
•1 Dolore; 2 Qualità di vita  

Maturo 
•1 Dolore; 2 Reinserimento sociale 

Anziano 
•1 Dolore; 2 Recupero disabilità 



Taglio pratico – Primo step dolore 

Giovane 
• Ciclobenzaprina+eserc.aerobico 

Maturo 
• Tramadolo+SNRI+CTB 

Anziano 
• Pregabalin+SSRI+Balneoterapia 
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Taglio pratico – Indicatori 

• VAS; numero e score dei Tender-points 

Dolore 

• rFIQ (Bennett, 2009) 

Qualità di vita 

• SF-36 

Disabilità 



• Un cuore felice è come 
una medicina.  

 Proverbi 17; 22 




