Letters to the Editors

Reply to:
Mast cells in fibromyalgia
S. POLLACK

Sirs,

We would like to thank Dr Pollack for his
interest in our paper and, in particular, for his
intriguing comments on the possibility that
mast cells might play a role in continuous
pain (1).

Although many of the mechanisms and
characteristics of fibromyalgia are well de-
fined, its pathophysiology is still far from
being fully understood (2). Mast cells prob-
ably play an important role in chronic pain
(and therefore fibromyalgia) not only on
the grounds of the histological evidence
referred to by Dr Pollack (3, 4), but above
all because of their importance in neuro-in-
flammation. Neuro-endocrine immune stim-
uli can induce an increasing number of lo-
cal mast cells and further the extent of their
degranulating activity (5). Mast cells have a
close anatomo-functional relationship with
nerve fibres and blood vessels, and produce
and rapidly release nerve growth factor (6).
Microglia respond to the pro-inflammatory
signals released by other non-neuronal
cells, such as CNS resident mast cells, and
it has been suggested that activated glial
cells can contribute to spreading the sensa-
tion of pain and maintain its chronic status
(7). The growing evidence of mast cell-glia
communication opens up new perspectives
for developing therapies that target neuro-

inflammation by differentially modulating
the activation of the non-neuronal cells that
normally control both peripheral and central
neuronal sensitisation (8).

The data concerning palmitoylethanola-
mide, a non-pharmacological analgesic,
are promising insofar as its cannabimimetic
action on mast cell receptors may reduce
histamine-induced responses and modulate
the onset and maintenance of pain (9, 10).
We hope that further scientific contribu-
tions will clarify the relationship between
mast cells and chronic pain, and the poten-
tial therapeutic role of cannabinoid receptor
agonists in the treatment of fibromyalgia.

G. CASSIST!

F. CECCHERELLI?
F. ATZENP

P. SARZI-PUTTINI*

'Rheumatology Branch, Specialist Outpatients
Department, Belluno, Italy;

’Pain Therapy Unit, Pharmacology and
Anesthesiology Department, University of
Padova, Italy;

SIRCCS Galeazzi Orthopaedic Institute, Milan,
Italy;

‘Rheumatology Unit, L. Sacco University
Hospital, Milan, Italy.

Address correspondence to:

Gianniantonio Cassisi, MD,

Specialist Outpatients Department,

ASL 1 - Veneto, Via Feltre 57, 32100 Belluno,
Italy.

E-mail: cassisi.agordo@!libero.it

Competing interests: none declared.

S-140

References

1. POLLACK S: Mast cells in fibromyalgia. Clin Exp
Rheumatol 2014 Sep 19 [Epub ahead of print].

2. CASSISI G, SARZI-PUTTINI P, CASALE R, CAZ-
ZOLA M, BOCCASSINI L, STISI S: Pain in fibro-
myalgia and related conditions. Reumatismo 2014;
66: 72-86.

3. ENESTROM S, BENGTSSON A, FRODIN T: Dermal
IgG deposits and increase of mast cells in patients
with fibromyalgia — relevant findings or epiphenom-
ena? Scand J Rheumatol 1997; 26: 308-313.

4. BLANCO 1, BERITZE N, ARGUELLES M et al.:
Abnormal overexpression of mastocytes in skin
biopsies of fibromyalgia patients. Clin Rheumatol
2010; 29: 1403-12.

5. MAZZARI S, CANELLA R, PETRELLI L, MAR-
COLONGO G, LEON A: N-(2-hydroxyethyl)hexa-
decanamide is orally active in reducing edema
formation and inflammatory hyperalgesia by down-
modulating mast cell activation. Eur J Pharmacol
1996; 300: 227-36.

6. SALAMON P, SHOHAM NG, GAVRIELI R, WOL-
ACH B, MEKORI YA: Human mast cells release
Interleukin-8 and induce neutrophil chemotaxis on
contact with activated T cells. Allergy 2005; 60:
1316-9.

7. HANSSON E: Could chronic pain and spread of pain

sensation be induced and maintained by glial activa-

tion? Acta physiol 2006; 187: 321-7.

. SKAPER SD, FACCI L, GIUSTI P: Mast cells, glia
and neuroinflammation: partners in crime? Immu-
nology 2014; 141: 314-27.

9. HESSELINK JM: Evolution in pharmacologic think-
ing around the natural analgesic palmitoylethanola-
mide: from nonspecific resistance to PPAR-a ago-
nist and effective nutraceutical. J Pain Res 2013; 6:
625-34.

10. DVORAK M, WATKINSON A, MCGLONE F, RUK-
WIED R: Histamine induced responses are attenu-
ated by a cannabinoid receptor agonist in human
skin. Inflamm Res 2003; 52: 238-45.

o0



