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La fibromialgia è un puzzle…



• Fatica
• Disturbo del sonno
• « Nebbia cognitiva»

• Cefalea
• Depressione
• Dolore addominale

La fibromialgia è un puzzle…trattare un 
tassello per trattare tutto… Fatica 

Sonno

Disturbo 
cognitivo

Depressione

Dolore 
addominale 

Cefalea

?



Quanto è importante trattare il disturbo 
del sonno?

Disturbo del 
sonno

DoloreDeficit 
cognitivo



Marcatori di neurodegenerazione e 
disturbo del sonno



Marcatori di neurodegenerazione, deficit 
cognitivo  e disturbo del sonno

Ruggieri et al, in preparation
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Disturbo del sonno…
Depressione ….



THERAPEUTIC APPROACH TO FIBROMYALGIA: A CONSENSUS STATEMENT ON 
PHARMACOLOGICAL AND NON PHARMACOLOGICAL TREATMENT FROM ITALIAN 

NEUROLOGICAL SOCIETY (NEUROPATHIC PAIN STUDY GROUP)
(in preparation)-No effect of pharmacogical treatments on sleep- antidepressants

Reference Active treatment Comparator Sample size Outcome measures Findings Adverse events (active treatment)

Antidepressants
Upadhyaya et 
al, 2019

Duloxetine 30/60 mg Placebo
184 (juvenile 
FM)

BPI average pain severity Negative Nausea 25.3%, vomiting 15.4%, headache 14.3%

Bidari et al, 
2019

Duloxetine 30-60 mg
Pregabalin 75-150 
mg

99 WPI, BDI-2 Positive
Nausea 34.3%, constipation 31.4%, headache 
22.9%, drowsiness 20%, dry mouth 17.1%, 
dizziness 17.1%, insomnia: 17.1%

Pickering et al, 
2018

Milnacipran 100 mg Placebo 54 Status of CPM Negative
Gastrointestinal disorders 28.4%, nervous system 
symptoms 14.7%

Ahmed et al, 
2016

Milnacipran 100 mg Placebo 19
Polysomnographic 
measures, BPI, FIQ

Positive for pain
Nausea/vomiting 22.2%, headache 16.7%, 
abdominal pain 11.1%, constipation 11.1%, 
sinusitis 11.8%, hot flush 11.8%

Miki et al, 2016 Mirtazapine 30 mg Placebo 422 NRS Positive
Somnolence 32.1%, weight gain 17.7%, increased 
appetite 11.6%

Murakami et 
al, 2015

Duloxetine 60 mg Placebo 393 BPI, average pain score Negative
Somnolence 26.3%, nausea 21.6%, constipation 
14.9%, dizziness 5.7%, liver injury in 1 patient

Staud et al, 
2015

Milnacipran 100 mg Placebo 46
VAS, mechanical and 
heat pain sensitivity

Negative Gastrointestinal disorders 10.9%

Leombruni et 
al, 2015

Duloxetine 60 mg
acetyl L-carnitine 
1500 mg

65 VAS, MADRS, HADS-D Positive in both arms
Nausea, anxiety, insomnia, and diarrhea in 8 
patients



Anticonvulsants

Karamanlioglu 
et al., 2021

Pregabalin + exercise Exercise 40 VAS, PPT, DN4, SF36 Positive
Dizziness 82.4%, somnolence 82.4%, foot edema 
17.6%, weight gain 5.9%, constipation 5.9%

Arnold et al., 
2019

Mirogabalin 15-30 mg
Pregabalin 300 mg

Placebo
3864 ADPS; PGIC; FIQ Negative No unexpected adverse events

Bidari et al, 
2019

Pregabalin 75-150 mg    Duloxetine 30-60 mg 99 WPI, BDI-2 Negative
Nausea 9.7%, constipation 12.9%, lightheadedness 
12.9%, drowsiness 32.3%, dizziness: 32.3%

Arnold et al., 
2016

Pregabalin 75-450 mg Placebo 107
NRS (primary), PGIC, 
ADPS, sleep quality NRS, 
FIQ

Negative for primary 
outcome, positive for 
secondary outcomes

Dizziness 29.6%, nausea 22.2%, headache 18.5%, 
weight increase 16.7%, fatigue 14.8%

Arnold et al., 
2015

Pregabalin 300- 450 mg Placebo 197
NRS anxiety, depression, 
patient function, sleep

Positive
dizziness 28.2%, somnolence 19.9%, constipation 
10.5%, nausea 9.4%

Combination of antidepressants + anticonvulsants

Abdel Fattah et 
al, 2020

Milnacipran 100 mg + 
pregabalin 300 mg

Pregabalin 300 mg 58
FIQ, VAS, Leeds Sleep 
Evaluation Questionnaire

Negative (combination 
treatment not superior to 
pregabalin)

Disturbed sleep pattern 26.9%, dizziness and 
drowsiness 19.2%, gastrointestinal disorders 15.4%

Ramzy et al, 
2017

Paroxetine 25 mg + 
pregabalin 75 mg

Pregabalin 75 mg + 
amitriptyline 25 mg

Pregabalin 75 mg + 
venlafaxine 75 mg

75 SSS-8, CESDS Positive
Dry mouth 7.7%, abnormal taste 7.7%, weight gain 
11.5%

Gilron et al, 
2016

Duloxetine 120 mg + 
pregabalin 450 mg

Placebo

Pregabalin 450 mg

Duloxetine 120 mg

41 NRS
Positive for active vs. placebo 
and pregabalin/duloxetine

Fatigue 29.4%, drowsiness 26.5%, dry mouth 
23.5%, constipation 11.8%, insomnia 11.8%, 
headache 11.8%

THERAPEUTIC APPROACH TO FIBROMYALGIA: A CONSENSUS STATEMENT ON 
PHARMACOLOGICAL AND NON PHARMACOLOGICAL TREATMENT FROM ITALIAN 

NEUROLOGICAL SOCIETY (NEUROPATHIC PAIN STUDY GROUP)
(in preparation)

-Weak effect of pharmacological treatments on sleep- anticonvulsants

La maggior parte delle terapie 
farmacologiche non hanno effetto/hanno 

effetti negativi sul sonno



Trattamento della fatica: fatica fisica o 
fatica cognitiva? Deficit corticale?



Trattamento della fatica: fatica fisica o 
fatica cognitiva? Deficit corticale?

Lentezza ed esauribilità del 
movimento semplice e ripetitivo

Ridotto metabolismo della 
corteccia motoria



Trattamento della fatica: fatica fisica o 
fatica cognitiva? Deficit corticale?



Trattamento della fatica: fatica fisica o fatica 
cognitiva? Deficit corticale? L’importanza 
dell’azione sul programma motorio



Il successo dell’approccio non farmacologico – cognitivo 
comportamentale- è basato verosimilmente sull’effetto positivo 
sui sintomi associati (depressione, fatica, sonno) 
(NSG-in preparation)

Reference Active treatment Comparator Sample size Outcome measures Findings Adverse events (active treatment)

Cognitive Behavioral Therapy

Luciano et al., 
2014 ACT RPT, WL 156 FIQ Positive (compared to 

both control arms) -

Simister et al., 
2018 ACT + TAU TAU 66 FIQ-R Positive -

Laura Andes-
Rodriguez et 
al., 2019

MBSR + TAU TAU 70 FIQ-R Positive -

Perez-Aranda 
et al., 2019 MBSR + TAU FibroQoL + TAU, 

TAU 225 FIQ-R Positive (compared to 
both control arms) -

ACT: Acceptance and Commitment Therapy; TAU: treatment as usual; MBSR: Mindfulness-Based Stress Reduction; RPT: 
recommended pharmacological treatment; WL: waiting list

Nessun effetto avverso su sonno , fatica e 
tono dell’umore



Il successo dell’approccio non farmacologico – attività fisica-è 
basato verosimilmente sull’effetto positivo sui sintomi associati 
(depressione, fatica, sonno) 
(NSG-in preparation)

Nessun effetto avverso su sonno , fatica e 
tono dell’umore

Physical activity  

Larsson et al., 2015
Resistance exercise program 
(60 min sessions over 15 
weeks)

Active control group 130 Isometric knee-extension force Positive -

Collado-Mateo et 
al., 2017

Exergame (postural, 
coordination, aerobic, 
strength, mobility; 60 min 
sessions over 8 weeks)

Non-exercise group 83 FIQ Positive -

Wang et al., 2018 Four Tai Chi groups (60 min 
sessions over 12-24 weeks) Aerobic group 226 FIQ-R Positive (at FU) -

Andrade et al., 
2019

Aquatic physical training (60 
min sessions over 16 weeks) Non-exercise group 54 FIQ Positive -

Izquierdo-
Alventosa et al., 
2020

Low-intensity exercise 
(endurance training, 
coordination; 60 min sessions 
over 8 weeks)

Non-exercise group 32 PCS Positive -

Serrat et al., 2021

Multicomponent treatment 
(pain neuroscience 
education, therapeutic 
exercise, CBT, mindfulness + 
pharmacological trt; 60 min 
sessions over 12 weeks)

Pharmacological trt 272 FIQ-R Positive -

Gentile et al., 2023

Supervised home-based 
multicomponent PA 
intervention focused on 
aerobic and resistance 
training

Non-supervised aerobic 
exercise 34

Fibromyalgia-linked invalidity questionnaire

Skin biopsy

Positive -



Gentile E, Quitadamo SG, Clemente L, Bonavolontà V, Lombardi 
R, Lauria G, Greco G, Fischetti F, De Tommaso M. A 

multicomponent physical activity home-based intervention for 
fibromyalgia patients: effects on clinical and skin biopsy

features. Clin Exp Rheumatol. 2023 Nov 27. 

L’attività fisica adattata migliora la fatica

**



Il successo dell’approccio non farmacologico –NBS-TMS- è basato verosimilmente sull’effetto positivo 
sui sintomi associati (depressione, fatica, sonno) 
(NSG-in preparation)

NIBS – TMS

Boyer et al., 
2014

HF rTMS (10 sessions 
on l-M1)

Sham 38 FIQ Positive None

Fitzgibbon et 
al., 2018 HF rTMS (20 sessions 

on l-DLPFC)

Sham
26 SF-MPQ, BPI, NRS (pain), MFI-20

Positive (MFI-20) Site discomfort (15.4%), headache (15.4%), 
nausea (3.8%), dizziness (3.8%), other 
(3.8%)

Altas et al., 
2019 HF rTMS (15 sessions 

on l-M1 or l-DLPFC)

Sham
30 VAS, FIQ, FSS, SF-36, BDI

Positive
NR

Cheng et al., 
2019 HF rTMS (10 sessions 

on l-DLPFC)

Sham
20 VAS (pain)

Positive
None

Tanwar et al., 
2020 LF rTMS (20 sessions 

on r-DLPFC)

Sham
90 NRS (pain)

Positive
Headache (2%)

Bilir et al., 
2021 HF rTMS (10 sessions 

on l-DLPFC)

Sham
20 VAS, FSS, HADS

Negative
None

Izquierdo-
Alventosa et 
al., 2021

HF rTMS (10 sessions 
on l-DLPFC)

Sham, physical 
exercise 49 VAS (pain)

Positive
NR

Lacroix et al., 
2021

HF rTMS (15 sessions 
on l-M1)

Sham 78 VAS, PGIC Positive None

Argaman et 
al., 2022

HF rTMS (10 sessions 
on M1)

Sham 27 BPI, MPQ, FIQ, SF-36, STAI, BDI Positive NR

Pareja et al., 
2022

rTMS (8 sessions) + 
pharmacological trt Pharmacological trt 560 FIQ, WPI, SSS Positive NR

NIBS – combined

Forogh et al., 
2021

rTMS or tDCS (3 
sessions, 20 
min/session of rTMS or 
tDCS on DLPFC)

None 30 VAS (pain), FIQ-R, DASS-21 Positive (rTMS, VAS) Mild, transient headache (rTMS)

DEPRESSIONE

HADS: Hospital Anxiety and Depression Scale DASS-21: Depression Anxiety Stress Scale-21 MFIS: Modified Fatigue Impact Scale; BDI Beck depression Inventory

DEPRESSIONE

FATICA



Efficacia dell’rTMS nella depressione

George et al 1994



Assessment and manifestation of central sensitisation across different chronic pain conditions
Non è possibile v isualizzare l'immagine.

European Journal of Pain, Volume: 22, Issue: 2, Pages: 216-241, First published: 05 November 2017, DOI: (10.1002/ejp.1140) 

I SINTOMI CONCOMITANTI POSSONO CONFIGURARE 
SPECIFICHE PATOLOGIE: IL CASO DELLE CEFALEE 

PRIMARIE



Fibromialgia: frequenza nelle cefalee 
primarie











Nel trattamento attuale dell’emicrania è preminente il ruolo del sistema trigemino vascolare
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La fibromialgia include differenti fenotipi, cui sarà 
possibile attribuire sintomi associati prevalenti e 
peculiari approcci terapeutici

Gene-wise aggregation analysis in chronic pain reveals a 
mutational burden in TRPA1

Marchi et al, 2023


