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The present study evaluated the effectiveness of micronized palmitoylethanolamide (PEA-m) treatment in reducing the painful
symptoms experienced by diabetic patients with peripheral neuropathy. PEA-m, a fatty acid amide of the N-acylethanolamine
family, was administered (300 mg twice daily) to 30 diabetic patients suffering from painful diabetic neuropathy. Before treatment
start, after 30 and 60 days the following parameters were assessed: painful symptoms of diabetic peripheral neuropathy using
the Michigan Neuropathy Screening instrument; intensity of symptoms characteristic of diabetic neuropathic pain by the Total
Symptom Score; and intensity of different subcategories of neuropathic pain by the Neuropathic Pain Symptoms Inventory.
Hematological and blood chemistry tests to evaluate metabolic control and safety were also performed. Statistical analysis (ANOVA)
indicated a highly significant reduction in pain severity (P < 0.0001) and related symptoms (P < 0.0001) evaluated by Michigan
Neuropathy Screening instrument, Total Symptom Score, and Neuropathic Pain Symptoms Inventory. Hematological and urine
analyses did not reveal any alterations associated with PEA-m treatment, and no serious adverse events were reported. These results
suggest that PEA-m could be considered as a promising and well-tolerated new treatment for symptomatology experienced by

diabetic patients suffering from peripheral neuropathy.

1. Introduction

Neuropathic pain is a frequent and serious complication
of diabetic neuropathy which markedly impacts a patient’s
quality of life and, in particular, sleep and daily activities
[1]. More than 50% of all diabetic patients suffer peripheral
neuropathy, while one-half of patients affected by peripheral
neuropathy are diabetic. Distal symmetrical sensorimotor
polyneuropathy is the most commonly reported form of
diabetic neuropathy. Clinical manifestations are character-
ized by painful symptoms, often associated with nocturnal
exacerbations, described as deep, sharp, and stinging pain,
and burning with hyperalgesia/allodynia, often accompanied
by a progressive decrease in sensitivity [2, 3]. The patho-
physiological mechanisms underlying painful diabetic neu-
ropathy remain largely unknown; recent evidence suggests
the involvement of multiple and complex factors, apart from
glycemic control and disease duration, such as the reduction
in K" channel activity that may have a role in regulation of
primary sensory neuron excitability and pain sensitivity [4].

The inability to prevent the onset of neuropathy in
diabetic patients, even with good glycemic control, suggests
that a dysregulation in the secretion of proinflammatory
mediators may underlie the pathogenesis of neuropathic
painful symptoms. In fact these mediators, independently of
the initial metabolic stimulus and because of their pleiotropic
effects, affect glial and neuronal cell homeostasis in the
central and peripheral nervous systems. They are secreted by
resident tissue cells or infiltrating cells, such as macrophages,
mast cells, and lymphocytes [5]. Considering the effects of
these mediators on the structural and functional properties
of nerve fibers, interventions that modulate their release
represent a possible therapeutic approach to alleviating the
painful symptoms of diabetic peripheral neuropathy. Numer-
ous studies have demonstrated that palmitoylethanolamide
(PEA), a fatty acid amide of the N-acylethanolamine family,
is capable of exerting important analgesic, anti-inflammatory,
and neuroprotective effects acting on several molecular
targets in both the central and peripheral nervous systems
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as well as in immune cells. PEA has been suggested to act
by downregulating mast cell degranulation via an “auta-
coid local inflammation antagonism” (ALIA) effect [6]. The
“entourage effect,” instead, posits that PEA acts by enhancing
the anti-inflammatory and antinociceptive effects exerted by
anandamide or other endocannabinoid-like molecules. PEA
potentiates anandamide action at cannabinoid CB1 and CB2
receptors and/or transient potential vanilloid receptor type 1
channels, while having no appreciable affinity for these recep-
tors [7-10]. However, in one study, transient potential vanil-
loid receptor type l-expressing small sensory neurons were
reported to be not involved in the development of allodynia
in a rat model of diabetic neuropathic pain [11]. Certain anti-
inflammatory and antihyperalgesic actions of PEA may also
be mediated by a direct activation of peroxisome proliferator-
activated receptor alpha (PPAR-«) through Ca®'-activated
K" channels [12-14]. PEA may interact also with other
members of the PPAR family to elicit its anti-inflammatory
activity [15, 16]. Furthermore, it has been reported that PEA
induces de novo synthesis of neurosteroids acting on y-
aminobutyric acid A receptors that in turn could contribute
to pain perception involving chloride inward flux [17, 18].
The anti-inflammatory and analgesic properties of PEA have
been observed also in chronic and/or neuropathic pain. PEA
actions are believed to operate via mast cells and microglia,
nonneuronal cell populations implicated in the maintenance
of neuroimmune homeostasis and in the development of
inflammatory processes [19-23]. Administration of PEA in
an experimental model of diabetes was effective in relieving
neuropathic pain without altering glycemic status [24].

Clinical results obtained in a large number of patients,
suffering from neuropathic pain associated with patholo-
gies of various etiology, provide ample support for the
anti-inflammatory and analgesic effects of micronized PEA
(PEA-m particle sizes 2,0 + 10,0 ym) [25-32]. These findings
support the view that PEA-m therapeutic activity is inde-
pendent of pain etiopathogenesis, but it is rather related to
a mechanism having a substrate common (mast cells and
microglia) to the various diseases [33]. With this pharmaco-
logical and clinical evidence in mind, the present study was
designed to assess the effects of PEA-m on painful symptoms
in diabetic patients with peripheral neuropathy.

2. Materials and Methods

2.1. Patients. The patients were selected among the diabetic
patients attending the MOV.LS. Onlus Health Care Center
in Giarre (Catania, Italy). The specific inclusion/exclusion
criteria are detailed below.

The Health Care Center receives patients diagnosed
with various chronic diseases (dysmetabolic, respiratory,
etc.) undergoing continuous/periodic monitoring and clin-
ical control by medical specialists. From this population,
30 patients, having confirmed diagnosis of Type II diabetes
mellitus and complaining of painful symptoms of periph-
eral neuropathy, were screened. Patient inclusion was based
on the following criteria: diagnosis of Type II diabetes
mellitus; satisfactory metabolic compensation; and presence
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of moderate symptoms of painful diabetic neuropathy as
judged by the Michigan Neuropathy Screening Instrument
(MNSI, score > 2) [34, 35], verified also by neurological
examination and by the Total Symptom Score (TSS) to
confirm the presence of characteristic neuropathic symptoms
[36]. Excluded patients were those with non-Type II diabetes;
noncompensated metabolic syndrome; borderline or severe
neuropathic symptoms as indicated by the MNSI score; and
peripheral neuropathy due to diseases other than diabetes
mellitus. Also excluded were patients judged to be unreliable
or noncompliant with respect to treatment.

In accordance with guidelines established for Good
Clinical Practice, the study protocol was communicated to
the health care managers of the MOV.LS. Onlus. The study
was conducted, according to the ethical principles set out
in the Declaration of Helsinki and its revisions. All eligible
patients were properly informed about the study and gave
their written informed consent to participate.

2.2. Study Design. This was an open-label study, in which all
patients were treated with PEA-m (Normast 300 mg, 2 tablets
daily; Epitech Group srl, Saccolongo, Italy) for 60 days. They
were allowed to continue with their usual treatment if they
had other comorbidities.

2.3. Parameters Evaluated. At the time of recruitment, all
patients underwent a thorough medical history, clinical and
neurological examination, and laboratory tests (hematol-
ogy, blood chemistry). Particular attention was given to
the presence of signs and symptoms of diabetic peripheral
neuropathy. For this purpose we made use of the MNSI
score (a questionnaire assessing the symptoms of diabetic
peripheral neuropathy [35]), which provides a valid and
noninvasive measurement of diabetic neuropathy. The TSS
was used to assess the intensity and frequency of symptoms
such as neuropathic pain, burning, paresthesia, and numb-
ness/lack of sensitivity. Finally, the diverse manifestations
of neuropathic pain were analyzed in depth by means of
the Neuropathic Pain Symptom Inventory (NPSI). The latter
describes the intensity for different categories of pain symp-
toms and the duration and degree of crisis of paroxysmal
pain. The NPSI also allows for grouping of the various pain
symptoms into subcategories, such as spontaneous superficial
burning pain, deep spontaneous pressing pain, paroxysmal
pain, and evoked pain (paresthesia/dysesthesia), that best
characterize neuropathic pain. This last analysis provides
detailed information about individual pain features and is
also very sensitive to quantifying the response to therapy
[37, 38]. These evaluations were performed prior to start of
therapy (baseline, T0) and again after 30 days (T30) and
60 days (T60) of treatment. One month after treatment end
(T90) all patients were subjected to a follow-up visit to assess
their general clinical picture, using the TSS and MNSIL

During the treatment period, the assessment of safety
and tolerability of PEA was carried out by monitoring the
onset and/or reports of adverse events and by hematology
and blood chemistry/urine tests performed at baseline and
at treatment end.
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FIGURE 1: Effect of micronized PEA on diabetic painful neuropathy
evaluated by Michigan Neuropathy Screening Instrument (MNSI),
Total Symptom Score (TSS), and Neuropathic Pain Symptoms
Inventory (NPSI). ANOVA shows a significantly decreased pain
intensity and symptom scores were observed by MNSI, TSS, and
NPSI (P < 0.0001) during the treatment period and compared to
baseline.

2.4. Statistical Analysis. Data relative to evaluation of pain
symptoms were analyzed by Analysis of Variance (ANOVA)
for repeated measures. Statistical significance was taken at
P < 0.05. The McNemar Test was used instead to evaluate
the haematological and blood chemistry analyses performed
at baseline and at treatment end.

3. Results and Discussion

Thirty patients, 15 males and 15 females, between the ages
of 53 and 86 (mean 68.3 + 9.4 years) affected by Type
II diabetes (mean time from onset 18.2 + 9.0 years) and
complaining of neuropathic painful symptoms were enrolled
in the study between March and November, 2010. Patient
medical histories revealed the presence of the following
comorbidities: hypertension, 46%; cardiopathies, 10%; and
chronic obstructive pulmonary disease, Parkinson’s disease,
and multiple sclerosis, 3%. The study was completed by 96.7%
of the patients (29); one patient withdrew 10 days after the
start of treatment, citing excessive sleepiness.

Statistical analysis (ANOVA) of the data demonstrated
that treatment with micronized PEA resulted in a significant
reduction in the pain symptoms characteristic of diabetic
neuropathy already after 30 days. In fact, the median values
obtained from MNSI, TSS, and NPSI diminished, compared
to baseline (T0), at various observation points until the end
of treatment (T60), confirming a significant attenuation (P <
0.0001) in the intensity and presence of painful symptoms
(Figure 1). The variations in TSS scores were analyzed also
separately for each single symptom. The results obtained from
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FIGURE 2: Effect of micronized PEA on each single neuropathic pain
symptom assessed by Total Symptom Score (TSS). The intensity and
frequency of pain, burning, paresthesia, and numbness, evaluated
by TSS, show a significant mitigation (P < 0.0001) after 60 days of
treatment compared to baseline. This effect persists even one month
after treatment discontinuation.

this evaluation confirmed that after 60 days of treatment
the same significant reduction (P < 0.0001) was seen in
relation to the intensity and frequency of occurrence in
individual symptoms, namely, pain, burning, paresthesia,
and numbness (Figure 2). NPSI, which assesses in detail
the different categories of symptoms of neuropathic pain,
confirmed the significant (P < 0.0001) effect of PEA-m
in mitigating the intensity of both global neuropathic pain
and individual subcategories, such as spontaneous superficial
pain, deep spontaneous pain, paroxysmal and evoked pain,
and paresthesia/dysesthesia (Figure 3). Moreover, MNSI and
TSS carried out one month after cessation of treatment (T90)
showed a persistence of the effect achieved (Figures 1 and 2).
The Tukey Kramer adjusted test demonstrated no significant
difference (P > 0.05) between T60 and T90 for every single
symptom (Figure 2). Overall assessment of TTS symptoms
(Figure 1, Tukey Kramer adjusted test) showed between T60
and T90 a significant increase (P < 0.0040) in global mean
value which, however, remained significantly lower (P <
0.0001) over baseline (T0) and comparable to the value at T30
(P > 0.05). Using the McNemar Test, hematology and blood
chemistry/urine analyses showed no changes attributable to
treatment with micronized PEA, nor were any adverse events
noted.

Neuropathic pain results from damage or disease affect-
ing the somatosensory system. Up to 7 to 8% of the Western
population is affected and in 5% of persons it may be severe.
Diabetes and other metabolic conditions represent the com-
mon causes of painful peripheral neuropathies. Neuropathic
pain can be very difficult to treat, with less than half of
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FIGURE 3: Effects of micronized PEA on single subcategories of neu-
ropathic pain symptoms measured by Neuropathic Pain Symptoms
Inventory (NPSI). ANOVA confirmed the significant improvement,
compared to baseline (P < 0.0001), of the more important
characteristics of neuropathic pain: spontaneous superficial pain
burning, deep spontaneous pressing pain, paroxysmal pain, and
evoked pain (paresthesia/dysesthesia) evaluated by NPSL.

patients achieving partial relief from therapeutics which
currently comprise mainly opioids and nonsteroidal anti-
inflammatory drugs [39]. The choice of treatment for neu-
ropathic pain should always take into consideration, besides
efficacy, safety, and tolerability of the therapy itself, the poten-
tial for interaction with other concomitant treatments [40].
There is ever-increasing appreciation for a role of
microglia and mast cells in neuropathic pain. As such,
pharmacological attenuation of microglial and mast cell
activation represents a promising therapeutic avenue for
pathologies where neuropathic pain is a major element [41].
We are now aware of the existence of molecules involved in
endogenous protective mechanisms activated in the body as
a result of different types of tissue damage or stimulation
of inflammatory responses and nociceptive fibers. In this
context the N-acylethanolamine PEA, which is abundant in
the nervous system and produced “on-demand,” has seen a
remarkable rise in the number of studies published on its anti-
inflammatory actions in the past 15 years [13]. A PEA key role
may be to maintain cellular homeostasis in the face of external
stressors provoking, for example, inflammation. At the same
time, there could well be pathological scenarios where PEA
endogenous production is inadequate to control the ensu-
ing inflammatory cascade. In such instances, exogenously
applied PEA may prove to be beneficial. Indeed, as discussed
earlier, a number of preclinical studies show PEA to have anti-
inflammatory and analgesic effects in chronic and/or neuro-
pathic pain, as well as in patients suffering from neuropathic
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pain associated with pathologies of various etiologies [22].
The findings presented in the current study demonstrate that
PEA-m treatment resulted in a significant reduction in the
pain symptoms characteristic of diabetic neuropathy already
after 30 days. The median values obtained from MNSI, TSS,
and NPSI diminished, compared to baseline, at various obser-
vation points until the end of treatment 60 days later, with
no adverse side effects. Limitations of this trial are its open-
label nature and small patient population. Notwithstanding
these caveats, we believe that our results warrant further
investigation in a placebo-controlled, double-blind study.

Conflict of Interests

The authors declare that there is no conflict of interests
regarding the publication of this paper.

References

[1] D. Ziegler, “Painful diabetic neuropathy: advantage of novel
drugs over old drugs?” Diabetes Care, vol. 32, no. 2, pp. S414-
$419, 20009.

S. Tesfaye, A. J. M. Boulton, P. J. Dyck, R. Freeman, and

M. Horowitz, “Diabetes neuropathies: update on definitions,

diagnostic criteria, estimation of severity, and treatments;

Diabetes Care, vol. 33, no. 10, pp. 2285-2293, 2010.

S. Tesfaye and D. Selvarajah, “Advances in the epidemiology,

pathogenesis and management of diabetic peripheral neuropa-

thy,” Diabetes/Metabolism Research and Reviews, vol. 28, no. 1,

pp. 8-14, 2012.

[4] X.-H. Cao, H.-S. Byun, S.-R. Chen, Y.-Q. Cai, and H.-L. Pan,
“Reduction in voltage-gated K+ channel activity in primary
sensory neurons in painful diabetic neuropathy: role of brain-
derived neurotrophic factor;” Journal of Neurochemistry, vol. 114,
no. 5, pp. 1460-1475, 2010.

[5] D.S. Skundric and R. P. Lisak, “Role of neuropoietic cytokines
in development and progression of diabetic polyneuropathy:
from glucose metabolism to neurodegeneration,” Experimental
Diabesity Research, vol. 4, no. 4, pp. 303-312, 2003.

[6] L. Aloe, A. Leon, and R. Levi-Montalcini, “A proposed auta-
coid mechanism controlling mastocyte behaviour,” Agents and
Actions, vol. 39, pp. C145-C147, 1993.

[7] S. Mazzari, R. Canella, L. Petrelli, G. Marcolongo, and A.
Leon, “N-(2-Hydroxyethyl) hexadecanamide is orally active in
reducing edema formation and inflammatory hyperalgesia by
down-modulating mast cell activation,” European Journal of
Pharmacology, vol. 300, no. 3, pp. 227-236, 1996.

[8] S. Conti, B. Costa, M. Colleoni, D. Parolaro, and G.
Giagnoni, “Antiinflammatory action of endocannabinoid
palmitoylethanolamide and the synthetic cannabinoid nabilone
in a model of acute inflammation in the rat,” British Journal of
Pharmacology, vol. 135, no. 1, pp. 181-187, 2002.

[9] B. Costa, S. Conti, G. Giagnoni, and M. Colleoni, “Ther-
apeutic effect of the endogenous fatty acid amide, palmi-
toylethanolamide, in rat acute inflammation: inhibition of
nitric oxide and cyclo-oxygenase systems,” British Journal of
Pharmacology, vol. 137, no. 4, pp. 413-420, 2002.

[10] P. Ambrosino, M. V. Soldovieri, C. Russo, and M. Taglialatela,
“Activation and desensitization of TRPV1 channels in sensory
neurons by the PPAR« agonist palmitoylethanolamide,” British
Journal of Pharmacology, vol. 168, no. 6, pp. 1430-1444, 2013.

[2

[3



Pain Research and Treatment

(11]

(12]

(13]

(14]

(15

(16]

[17]

[18

=
s

(20]

(21]

[24

[25]

G. M. Khan, S.-R. Chen, and H.-L. Pan, “Role of primary
afferent nerves in allodynia caused by diabetic neuropathy in
rats,” Neuroscience, vol. 114, no. 2, pp. 291-299, 2002.

J. LoVerme, G. la Rana, R. Russo, A. Calignano, and D.
Piomelli, “The search for the palmitoylethanolamide receptor;,”
Life Sciences, vol. 77, no. 14, pp. 1685-1698, 2005.

S. Petrosino, T. Iuvone, and V. di Marzo, “N-palmitoyl-
ethanolamine: biochemistry and new therapeutic opportuni-
ties,” Biochimie, vol. 92, no. 6, pp. 724-727, 2010.

J. LoVerme, R. Russo, G. la Rana et al., “Rapid broad-spectrum
analgesia through activation of peroxisome proliferator-
activated receptor-a,” Journal of Pharmacology and Experi-
mental Therapeutics, vol. 319, no. 3, pp. 1051-1061, 2006.

L. Paterniti, D. Impellizzeri, R. Crupi et al., “Molecular evi-
dence for the involvement of PPAR-delta and PPAR-gamma
in anti-inflammatory and neuroprotective activities of palmi-
toylethanolamide after spinal cord trauma,” Journal of Neuroin-
flammation, vol. 10, article 20, 2013.

I. A. Khasabova, Y. Xiong, L. G. Coicou, D. Piomelli, and V.
Seybold, “Peroxisome proliferator-activated receptor? Mediates
acute effects of palmitoylethanolamide on sensory neurons,”
The Journal of Neuroscience, vol. 32, no. 37, pp. 12735-12743,
2012.

G. M. Raso, E. Esposito, S. Vitiello et al., “Palmitoyletha-
nolamide stimulation induces allopregnanolone synthesis in
C6 cells and primary astrocytes: involvement of peroxisome-
proliferator activated receptor-a,” Journal of Neuroendocrinol-
ogy, vol. 23, no. 7, pp. 591-600, 2011.

O. Sasso, R. Russo, S. Vitiello et al., “Implication of allopregnan-
olone in the antinociceptive effect of N-palmitoylethanolamide
in acute or persistent pain,” Pain, vol. 153, no. 1, pp. 33-41, 2012.

D. de Filippis, A. D’Amico, M. Cipriano et al., “Levels of endo-
cannabinoids and palmitoylethanolamide and their pharmaco-
logical manipulation in chronic granulomatous inflammation
in rats,” Pharmacological Research, vol. 61, no. 4, pp. 321-328,
2010.

D. De Filippis, L. Luongo, M. Cipriano et al, “Palmi-
toylethanolamide reduces granuloma-induced hyperalgesia by
modulation of mast cell activation in rats,” Molecular Pain, vol.
7, article 3, 2011.

B. Costa, F. Comelli, I. Bettoni, M. Colleoni, and G. Giagnoni,
“The endogenous fatty acid amide, palmitoylethanolamide, has
anti-allodynic and anti-hyperalgesic effects in a murine model
of neuropathic pain: involvement of CB1, TRPV1 and PPARy
receptors and neurotrophic factors,” Pain, vol. 139, no. 3, pp. 541-
550, 2008.

S. D. Skaper, L. Facci, M. Fusco et al., “Palmitoylethanolamide,
a naturally occurring disease-modifying agent in neuropathic
pain,” Inflammopharmacology, vol. 22, no. 2, pp. 79-94, 2014.

S. D. Skaper and V. di Marzo, “Palmitoylethanolamide: bio-
chemistry, pharmacology and therapeutic use of a pleiotropic
anti-inflammatory lipid mediator;; CNS & Neurological
Disorders—Drug Targets, vol. 12, no. 1, pp. 4-6, 2013.

B. Costa, A. Colombo, 1. Bettoni, and E Comelli, “Palmi-
toylethanolamide relieves pain in a murine model of diabetic
neuropathy,” in Proceedings of the 21st Annual Symposium on
the Cannabinoids, p. 12, International Cannabinoid Research
Society, Research Triangle Park, North Carolina, NC, USA, 2011.
D. B. Jack, “Aliamides: a new approach to the treatment of
inflammation,” Drug News and Perspectives, vol. 9, no. 2, pp. 93—
98, 1996.

(26]

[27]

(31]

(33]

(34]

(37]

(38]

[40]

[41]

R. S. Calabro, G. Gervasi, S. Marino, P. N. Mondo, and P.
Bramanti, “Misdiagnosed chronic pelvic pain: pudendal neural-
gia responding to a novel use of palmitoylethanolamide,” Pain
Medicine, vol. 11, no. 5, pp. 781-784, 2010.

G. Guida, A. de Fabiani, E Lanaia et al, “La palmitoile-
tanolamida (Normast) en el dolor neuropdtico crénico por lum-
bociatalgia de tipo compresivo: estudio clinico multicéntrico,”
Dolor, vol. 25, pp. 35-42, 2010.

A. Assini, D. Laricchia, R. Pizzo et al, “The carpal tun-
nel syndrome in diabetes: clinical and electrophysiological
improvement after treatment with palmitoylethanolamide,” vol.
17, supplement S3, 2010.

R. Conigliaro, V. Drago, P. S. Foster, C. Schievano, and V.
Di Marzo, “Use of palmitoylethanolamide in the entrapment
neuropathy of the median in the wrist,” Minerva Medica, vol.
102, no. 2, pp. 141-147, 2011.

A. Truini, A. Biasiotta, G. Di Stefano et al., “Palmitoyletha-
nolamide restores myelinated-fibre function in patients with
chemotherapy-induced painful neuropathy,” CNS ¢ Neurologi-
cal Disorders—Drug Targets, vol. 10, no. 8, pp. 916-920, 2011.

I. Marini, M. L. Bartolucci, E Bortolotti, M. R. Gatto, and
G. A. Bonetti, “Palmitoylethanolamide versus NSAID in the
treatment of TMJ’s pain,” Journal of Orofacial Pain, vol. 26, no.
2, pp. 99-104, 2012.

A. Gatti, M. Lazzari, V. Gianfelice et al., “Palmitoylethanolamide
in the treatment of chronic pain caused by different etiopatho-
geneses,” Pain Medicine, vol. 13, no. 9, pp. 1121-1130, 2012.

R. Vallejo, D. M. Tilley, L. Vogel, and R. Benyamin, “The
role of glia and the immune system in the development and
maintenance of neuropathic pain,” Pain Practice, vol. 10, no. 3,
pp. 167-184, 2010.

E. L. Feldman, M. J. Stevens, P. K. Thomas, M. B. Brown, N.
Canal, and D. A. Greene, “A practical two-step quantitative
clinical and electrophysiological assessment for the diagnosis
and staging of diabetic neuropathy;,” Diabetes Care, vol. 17, no.
11, pp. 12811289, 1994.

M. Lunetta, R. Le Moli, G. Grasso, and L. Sangiorgio, “A sim-
plified diagnostic test for ambulatory screening of peripheral
diabetic neuropathy,” Diabetes Research and Clinical Practice,
vol. 39, no. 3, pp- 165-172,1998.

D. Ziegler, M. Hanefeld, K. J. Ruhnau et al., “Treatment of symp-
tomatic diabetic peripheral neuropathy with the anti-oxidant «-
lipoic acid. A 3-week multicentre randomized controlled trial
(ALADIN Study),” Diabetologia, vol. 38, no. 12, pp. 1425-1433,
1995.

L. Padua, C. Briani, S. Jann et al., “Validation of the Italian ver-
sion of the neuropathic pain symptom inventory in peripheral
nervous system diseases;,” Neurological Sciences, vol. 30, no. 2,
pp. 99-106, 2009.

D. Bouhassira, N. Attal, J. Fermanian et al., “Development and
validation of the neuropathic pain symptom inventory,” Pain,
vol. 108, no. 3, pp. 248-257,2004.

S. Morales-Vidal, C. Morgan, M. McCoyd, and A. Hornik, “Dia-
betic peripheral neuropathy and the management of diabetic
peripheral neuropathic pain,” Postgraduate Medicine, vol. 124,
no. 4, pp. 145-153, 2012.

A. Hovaguimian and C. H. Gibbons, “Clinical approach to the
treatment of painful diabetic neuropathy;” Therapeutic Advances
in Endocrinology and Metabolism, vol. 2, no. 1, pp. 27-38, 2011.
R.-D. Gosselin, M. R. Suter, R.-R. Ji, and I. Decosterd, “Glial cells
and chronic pain,” Neuroscientist, vol. 16, no. 5, pp. 519-531, 2010.



