Sono descritte associazioni con:

LES (Lupus Eritematoso Sistemico)
Sindrome di Sjogren

Fibromialgia

Tiroidite

Artrite Reumatoide

Morbo di Chron

Sindrome dell’intestino irritabile
Sindrome della Stanchezza Cronica
Vestibolite

Vulvodinia

Emicrania

Endometriosi (30-48%)

Prostatiti Croniche

Disfunzioni del Pavimento Pelvico
Depressione, ansia, attacchi di panico

Alcune di queste associazioni suggeriscono un possibile ruolo comune del sistema
immunitario nella patogenesi. In molti casi I'elemento fisiopatologico comune e
rappresentato dal mastocita iperattivo. Infiltrazioni tessutali di mastociti iperattivi
sono state evidenziate nella Cl, nellendometriosi, nella vestibolite, nella parete del
colon nella s. dell’intestino irritabile e nella mialgia.
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Malattie reumatiche in Italia
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Malattie reumatiche:
diffusione

20-30% delle visite ambulatoriali M.M.G.
10-20% della popolazione (Italia: 5 milioni pazienti)

 Piu comune causa di assenza dal lavoro
e Costi sociali notevoli
e Approccio e trattamento ancora inadeguato

e Sintomi dell’apparato muscolo-scheletrico spesso
trascurati

e Persistono molti pregiudizi




Classificazione S.1.R. 1998

. Artriti primarie e spondilo-entesoartriti

. Connettiviti e vasculiti

. Artriti da agenti infettivi

. Artropatie da microcristalli e dismetaboliche

. Artrosi

. Affezioni dolorose non traumatiche del rachide

. Reumatismi extra-articolari

. Sindromi neurologiche, neurovascolari e psichiche
. Malattie dell’osso

10. Malattie congenite del connettivo

11. Neoplasie e malattie correlate

12. Altre malattie con possibili manifestazioni reumatologiche

OO NOOULT S, WN -

News : Malattie autoinfiammatorie
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Caratteristiche delle Patologie Reumatiche

dolore
perdita
della cronicita
funzione
'

disabilita progressione




Malattie reumatiche a
carattere prevalentemente
inflammatorio:

¢ da meccanismi autoimmuni o
autoinfiammatori

e da agenti infettivi
e da microcristalli

Malattie reumatiche a
carattere prevalentemente
degenerativo:

e della cartilagine

e dell’osso
e dei tendini




Insorgenza

Artrite reumatoide

Artrite psoriasica

Connettiviti
Fibromialgia
Gotta
Osteoartrosi
i Osteoporosi
Spondilite Spondilite anchilosante
anchilosante
'_Art"t? Polimialgia reumatica
Idiopatica
giovanile Arterite gigantocellulare
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Epidemiologia (Italia: dati ISTAT)

e Artrosi 70%  3.900.000
e Reum. extra-articolari 13% 700.000
e Reum. inflamm.cronici 12% 600.000
e Artriti microcristalline 2% 100.000
e Connettiviti 0.5% 30.000
e Altre malattie 2.5% 130.000

e Totale > 5.000.000



Sindrome fibromialgica

La Fibromialgia € una sindrome dolorosa cronica ad eziologia
sconosciuta caratterizzata da dolore muscolo-scheletrico diffuso, dalla
presenza di punti algogeni localizzati in specifiche sedi tendinee e/o
muscolo-scheletriche e da una varieta di sintomi clinici di

accompagnamento.




Epidemiologia

Fibromyalgia is the most common chronic widespread pain condition

0.7-1.4% in Denmark

2-5% prevalence worldwide

2.4% in Spain

N 2.7% in Canada
Between 16 and 40 million people

worldwide have fibromyalgia 2-5% in the USA

Gender and age differences
This condition affects women 10 times more frequently than men
Majority of patients are aged 35-60 years (working age)

Burckhardt CS, et al. APS Clinical Practice Guidelines Series, No. 4. Glenview, lll: American Pain Society; 2005; Neumann L, et al. Curr Pain Headache Rep 2003;7:362-8;
Wolfe F, et al. Arthritis Rheum 1995;38:19-28; Lawrence RC, et al. Arthritis Rheum 1998;41:778-99; Wolfe F. Am J Med 1986;81(suppl 3A):7-14; Weir PT, et al. J Clin
Rheumatol 2006;12:124-8.




Classificazione

Fibromialgia primitiva (60%)
Fibromialgia associata (40%)

- ad altre malattie reumatiche (artrite reumatoide, connettiviti

sistemiche, osteoartrosi)

- ad altre condizioni morbose (malattie infettive, malattie endocrine)



Patogenesi

Ridotta soglia di attivazione dei recettori algogeni
Ipereccitabilita dei neuroni afferenti primari e secondari
Alterazione della percezione del dolore

Perdita del controllo inibitorio discendente della nocicezione afferente

corteccia
somatosensoriale
A
sistema corteccia
limbico cingolata
talamo
fibre nocicettive

A
tratto r periferiche
spinotalamico ditipo AdeC

midollo
spinale

corno
dorsale

stimolo

doloroso




Quadro clinico

Sintomi muscolo-scheletrici
- dolore diffuso muscolo-scheletrico riferito in molteplici aree
- rigidita
Sindromi dolorose associate
- cefalea muscolo-tensiva
- emicrania
- colon irritabile

- Dismenorrea




Quadro clinico

Altri sintomi

- astenia

- affaticamento

- sonno non ristoratore

- ansia

- depressione (ca. 30 % dei pz.)
- parestesie

- fenomeno di Raynaud

- sensazione di gonfiore dei tessuti molli
- sindrome sicca

- vertigini

- vescica irritabile




Fattori modulati la sintomatologia

dolorosa
Peggiorativi * Migliorativi
Eventi stressanti e Attivita fisica
(familiari, lavorativi, moderata
sociali) e Sonno ristoratore
Variazioni » Applicazione di
atmosferiche calore

Inattivita/iperattivita

Ansia, depressione
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ESAMI DI LABORATORIO E STRUMENTALI

Indici di flogosi nella norma
Enzimi muscolari nella norma
Alterazioni aspecifiche all’ elettromiogramma e alla biopsia muscolare
Esami radiografici normali
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Mialgie diffuse: diagnosi differenziale

Inflammatory Non-inflammatory

Polymyalgia rheumatica (Elevated ESR and/or CRP) Degenerative joint/spine disease (Abnormal imaging)
Seronegative spondyloarthropathies (Abnormal imaging) Fibromyalgia (Widespread allodynia/hyperalgesia)
Connective tissue diseases (Positive serology) Myofascial pain (Localized allodynia/hyperalgesia)
Systemic vasculitis Systemic (inflammation, end-organ Metabolic myopathies (Abnormal muscle biopsy)
damage) Endocrine
Infectious Hypo- or hyperthyroidism
HCV, HIV, Lyme disease, Parvovirus B19, Epstein-Barr virus Hyperparathyroidism

(Positive antibodies) Addison’s disease

Drugs
Statins
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ORIGINAL ARTICLE

The American College of Rheumatology
Preliminary Diagnostic Criteria for Fibromyalgia
and Measurement of Symptom Severity

FREDERICK WOLFE," DANIEL J. CLAUW,> MARY-ANN FITZCHARLES,? DON L. GOLDENBERG,*

ROBERT S. KATZ,® PHILIP MEASE,* ANTHONY S. RUSSELL,” I. JON RUSSELL,? JOHN B. WINFIELD,?
AnD MUHAMMAD B. YUNUS"

Table 4. Fibromyalgia diagnostic criteria

Criteria
A patient satisfies diagnostic criteria for fibromyalgia if the following 3 conditions are met:

1) Widespread pain index (WPI) =7 and symptom severity (SS) scale score =5 or WPI 3-6 and SS scale score =9.
2) Symptoms have been present at a similar level for at least 3 months.
3) The patient does not have a disorder that would otherwise explain the pain.

Ascertainment
1) WPL note the number areas in which the patient has had pain over the last week. In how many areas has the patient had

pain? Score will be between 0 and 19.

Shoulder girdle, left Hip (buttock, trochanter), left Jaw, left Upper back
Shoulder girdle, right Hip (buttock, trochanter), right Jaw, right Lower back
Upper arm, left Upper leg, left Chest Neck
Upper arm, right Upper leg, right Abdomen

Lower arm, left Lower leg, 1

Lower arm, right Lower leg, ri
2) SS scale score:
Fatigue

Waking unrefreshed
Cognitive symptoms

For the each of the 3 symptoms above, indicate e V>05he past week using the following scale:

—

0 = no problem
1 = slight or mild problems, generally mild or intermittent
2 = moderate, considerable problems, often present and/or at a moderate level
3 = severe: pervasive, continuous, life-disturbing problems
Considering somatic symptoms in general, indicate whether the patient has:*
0 = no symptoms
1 = few symptoms
2 = a moderate number of symptoms
3 = a great deal of symptoms
The SS scale score is the sum of the severity of the 3 symptoms (fatigue, waking unrefreshed, cognitive symptoms) plus the
extent (severity) of somatic symptoms in general. The final score is between 0 and 12.

* Somatic symptoms that might be considered: muscle pain, irritable bowel syndrome, fatigue/tiredness, thinking or remembering problem, muscle
weakness, headache, pain/cramps in the abdomen, numbness/tingling, dizziness, insomnia, depression, constipation, pain in the upper abdomen,
nausea, nervousness, chest pain, blurred vision, fever, diarrhea, dry mouth, itching, wheezing, Raynaud’s phenomenon, hives/welts, ringing in ears,
vomiting, heartburn, oral ulcers, loss of/change in taste, seizures, dry eyes, shortness of breath, loss of appetite, rash, sun sensitivity, hearing
difficulties, easy bruising, hair loss, frequent urination, painful urination, and bladder spasms.




REVIEW ARTICLE

Sympathetic Nervous System Dysfunction in Fibromyalgia,
Chronic Fatigue Syndrome, Irritable Bowel Syndrome,
and Interstitial Cystitis

A Review of Case-Control Studies

Laura-Aline Martinez-Martinez, MD, Tania Mora, MD, Angélica Vargas, MD, Mario Fuentes-Iniestra, LIB,
and Manuel Martinez-Lavin, MD




Total = 2257

PUBMED EMBASE

Fibromyalgia 283 379
Chronic fatigue 337 338
Irritable bowel 373 321
Interstitial cystitis 48 131

Excluded articles = 2061

- No case-control studies
- Language other than English e
- No healthy control group
- Comorbidities

\ \
Fibromyalgia Chronic fatigue Irritable bowel Interstitial cystitis
70 60 57 9

FIGURE. Literature search flowchart.




TABLE 4. Autonomic Nervous System Performance in 4 Stress-Related Syndromes

Topic
Fibromyalgia Chronic Fatigue Irritable Bowel Interstitial Cystitis Total
Autonomic Nervous System Performance n n n n n (%)
Sympathetic predominance m 36 39 @ 127 (65)
Parasympathetic predominance : 3 7 14.(7)
Only autonomic dysfunction is mentioned 10 14 6 3 33(17)
No differences between patients or control subjects 9 7 5 1 22 (11)

Predominanza del Simpatico e Sua
Disfunzione



Epidemiologia (Italia: dati ISTAT)

e Artrosi 70%  3.900.000
e Reum. extra-articolari 13% 700.000
e Reum. infiamm.cronici 12% 600.000
e Artriti microcristalline 2% 100.000
e Connettiviti 0.5% 30.000
e Altre malattie 2.5% 130.000

e Totale > 5.000.000



| segni clinici dell’infiammazione
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Annals of the
REVIEW RHEUMATIC DISEASES

The EULAR Journal

Early referral recommendation for newly diagnosed
rheumatoid arthritis: evidence based development of a
clinical guide

P Emery, F C Breedveld, M Dougados, J R Kalden, M H Schiff, J S Smolen

Rapid referral to a rheumatologist advised in * Patients with RA have been shown to have an

the event of clinical suspicion of RA, which improved long term outcome, when treated by a
may be supported by the presence of any of Manovra della Gronda rheumatologist (grade C evidence)

the following (grade C evidence):

* There is evidence that a delay >12 weeks in

treatment results in a missed opportunity to

- 23 articolazioni colpite improve long term outcome (grade C evidence)

* RF positivity, raised acute phase response,
and erosions on x ray are associated with poor
outcome. Their absence at presentation should
not preclude diagnosis or referral (grade C
evidence)

Compromissione delle
. metacarpofalangee e/o delle
metatarsofalangee
(Squeeze test positivo)

* NSAIDs can mask signs and symptoms at
presentation (grade D evidence)

* Corticosteroids should not be prescribed
without an accurate diagnosis (grade D

= Rigidita mattutina > 30 min. ubmitted) evidence)

Early referral algorithm for newly diagnosed RA.




TABELLA L. SINISTRA DESTRA

Red flags per la diagnosi precoce
di AR redatte dalla Societa Italiana
di Reumatologia (SIR) nel 2004
(con modifiche personali).

, Redflag1 =3 o piu sedi articolari tumefatte

7" Red flag 2 = Compromissione delle metacarpofalangee e/o delle
metatarsofalangee

Red flag 3 = Rigidita articolare mattutina > 30 minuti

Red flag 4 = Cronologia inflammatoria del dolore (presente a riposo e
migliora con il movimento)

Red flag 5 = Simmetria dell'interessamento articolare

it

Red flag 6 = Presenza dei segni di flogosi classici all’esame obiettivo
Red flag 7 = Indici di flogosi (VES, PCR) aumentati

Le Red flags 4-7 sono state da noi aggiunte rispetto a quelle proposte dalla
SIR. Sono segni clinici facilmente rilevabili e che contribuiscono fortemente a
selezionare pazienti con AR.

Esame Obiettivo con palpazione delle articolazioni




SINISTRA DESTRA

4 o

Gomito

La valutazione articolare rappresenta il piu diretto ed oggettivo

parametro di attivita di malattia
“
Polso

Metacarpo-falangee

Interfalangee distali

Ginocchio

%7( Tibio-tarsica

M ro-falan
Red flags per la diagnosi precoce di AR. Linee Guida SIR - 2004 etatas D gee



The early diagnosis of
RA is a challenging task for both:

- the Rheumatologist
- the Health Care System

Immunosuppressive
agents

THERAPEUTIC TRIANGLE OF RHEUMATOID ARTHRITIS ONSET OF RHEUMATOID ARTHRITIS



Neurourology and Urodynamics 32:980-985 (2013)
n

N

D
u A Case—Control Study on the Association Between
Rheumatoid Arthritis and Bladder Pain
Syndrome/Interstitial Cystitis

Joseph J. Keller,* Shih-Ping Liu,” and Herng-Ching Lin**
*School of Public Health, Taipei Medical University, Taipei, Taiwan
Department of Urology, National Taiwan University Hospital and College of Medicine, Taipei, Taiwan
?School of Health Care Administration, College of Medicine, Taipei Medical University, Taipei, Taiwan




TABLE IV. Prevalence, Crude and Adjusted Odds Ratios for Rheumatoid Arthritis According to Their Pharmaceutical Prescriptions Among the Sampled
Patients

Patients with bladder pain syndrome/ Controls
interstitial cystitis (n = 9,269) (n = 46,345)
Presence of rheumatoid arthritis n,% n, %

<1 Type of disease-modifying antirheumatic drugs

Yes 156 N\ 17 4 N9

Adjusted OR (95% CI)* 1.49*** (1.28-1.72) 1.00
2 Types of disease-modifying antirheumatic drugs
Yes 19 0.2 (0 1
Adjusted OR (95% CI)* 1.91"" (1.38-2.68) 1.00
>3 Types of disease-modifying antirheumatic drugs or TNF-alpha nhibitor
Yes 27 0.3 (0 1}
Adjusted OR (95% CI) * \ 2.36"** (1.77-3.17) y 1.00 y
OR, odds ratio.

OR was calculated by conditional logistic regression which was conditioned on sex, age group, monthly income, geographic location, and index year.
“Adjustments are made for patient’s diabetes, hypertension, coronary heart disease, obesity, hyperlipidemia, chronic pelvic pain, irritable bowel syndrome,
fibromyalgia, chronic fatigue syndrome, depression, panic disorder, migraine, sicca syndrome, allergy, endometriosis, asthma, overactive bladder, tobacco
use disorder, and alcohol abuse.
***P < 0.001.



TABLE IL. Covariate-Adjusted Odds Ratios for Bladder Pain Syndrome/
Interstitial Cystitis Among the Sampled Patients (n = 55,614)

Presence of bladder pain

syndrome/interstitial cystitis

Variables Adjusted odds ratio 95% O  P-value
Prior rheumatoid arthritis

Yes 166 147-1.87 <0.001

No (reference group) 100
Diabetes 108 0.92-1.26 0.351
Hypertension 125 110-142 <0.001
Coronary heart disease 157 135-1.82 <0.001
Obesity 0.85 0.46-1.57 0.599
Hyperlipidemia 130 113-149 <0.001
Chronic pelvic pain (CPP) 113 099-129  0.072
Irritable bowel syndrome (IBS) 149 125-1.78 <0.001
Fibromyalgia (FM) 183 163-2.06 <0.001
Chronic fatigue syndrome (CFS) 104 0.64~-1.69 0.873
Depression 136 113-1.63 0.001
Panic disorder 105 0.64-1.71 0.859
Migraine 144 113-1.82 0.003
Sicca syndrome 464 3.69-5.82 <0.001
Allergy 128 0.87-1.88 0.204
Endometriosis 114 0.81-1.62 0.443
Asthma 111 0.91-1.34 0.302
Overactive bladder 5.03 146-1023 0.002
Alcohol abuse/alcohol 0.82 0.67-1.01 0.324

dependence syndrome
Tobacco use disorder 167 149-1.88 <0.001
OR, odds ratio.

OR was calculated by conditional logistic regression which was conditioned
on sex, age group, monthly income, geographic location, and index year.




TABLE III. Odds Ratios for Rheumatoid Arthritis Among Patients With Bladder Pain Syndrome/Interstitial Cystitis and Controls, by Sex Group

Sex group
Male Female
Patients with bladder pain Patients with bladder pain
syndrome/interstitial cystitis Controls syndrome/interstitial cystitis Controls
Presence of rheumatoid arthritis n, % n, % n % n, %
Yes 27 (1.6) 67 (0.8) 175 (2.3) 437 (1.2)
Crude OR® (95% CI) 2.08*** (1.43-3.03) 1.00 1.97*** (1.74-2.23) 1.00
Adjusted OR® (95% CI) 1.87** (1.28-2.75) 1.00 1.66*** (1.47-1.89) 1.00

OR, odds ratio.

OR was calculated by conditional logistic regression which was conditioned on sex, age group, monthly income, geographic location, and index year.
“Adjustments are made for patient’s diabetes, hypertension, coronary heart disease, obesity, hyperlipidemia, chronic pelvic pain, irritable bowel syndrome,
fibromyalgia, chronic fatigue syndrome, depression, panic disorder, migraine, sicca syndrome, allergy, endometriosis, asthma, overactive bladder, tobacco
use disorder, and alcohol abuse.

P < 001
***P < 0.001.

Eziologia autoimmune

Warning Diturbi Urinari




Le Connettiviti Sistemiche




Epidemiologia (Italia: dati ISTAT)

e Artrosi 70%  3.900.000
e Reum. extra-articolari 13% 700.000
e Reum. inflamm.cronici 12% 600.000
e Artriti microcristalline 2% 100.000
e Connettiviti 0.5% 30.000
e Altre malattie 2.5% 130.000

e Totale > 5.000.000



Ezio-patogenesi

Si tratta di malattie a genesi multifattoriale Disregolazione
immunologica

la cui insorgenza é determinata da una
alterata regolazione del sistema
immunitario derivante dall’interazione tra
fattori intrinseci predisponenti,

comprendenti la costituzione genetica e

Fattori Fattori

I'assetto ormonale, e fattori estrinseci o : , _
ambientali ormonali

ambientali di tipo chimico, fisico e biologico.




