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Abstract: Fibromyalgia is a disorder characterized by chronic widespread pain and non-pain
symptoms, such as fatigue, dysautonomia, and cognitive and sleep disturbances. Its pathogenesis
and treatment continue to be the subject of debate. We highlight the role of three mechanisms—
autoimmunity, neuroinflammation, and small fiber neuropathy—in the pathogenesis of the disease.
These mechanisms are shown to be closely interlinked (also on a molecular level), and the review
considers the implementation of this relationship in the search for therapeutic options. We also pay
attention to chronic fatigue syndrome, which overlaps with fibromyalgia, and propose a concept of
“autoimmune hypothalamopathy” for its pathogenesis. Finally, we analyze the molecular mechanisms
underlying the neuroinflammatory background in the development of adverse events following HPV
vaccination and suggesting neuroinflammation, which could exacerbate the development of symptoms
following HPV vaccination (though this is hotly debated), as a model for fibromyalgia pathogenesis.

Keywords: fibromyalgia; autoimmunity; autoantibodies; neuroinflammation; small fiber neuropathy;
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1. Introduction

Fibromyalgia (FM) is recognized by the World Health Organization under ICD-10 code M79.7
and defined as a chronic widespread pain condition associated with fatigue, sleep and cognitive
disturbances, and a variety of somatic symptoms [1,2]. The focus was on the pain for a long time, which
could be attributable to the American College of Rheumatology’s (ACR) 1990 classification criteria.
These criteria require the existence of chronic widespread pain for more than months, as well as the
presence of at least 11 out of 18 specified tender points upon digital palpation [3]. However, FM has a
multifaceted nature, as is reflected in the ACR-2010 diagnostic criteria, which changed the definition of
FM from a “peripheral pain-defined disease” to a “systemic symptom-based disease” [4]. The ACR-2010
criteria also established a widespread pain index, which replaced the assessment of tender points and
required numerical assessment of 41 possible somatic symptoms with individual assessment the severity
of 3 major extra-pain symptoms of fatigue, sleep disturbance and cognitive impairments. [2]. The
symptoms reported in FM, besides chronic widespread pain and tenderness, include diffuse stiffness,
irritable bowel syndrome, fatigue/tiredness, thinking or memory problems, muscle weakness, headache,
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pain/cramps in the abdomen, numbness/tingling, dizziness, insomnia, depression, pain in the upper
abdomen, pelvic pain, vulvodynia, nausea, nervousness, chest pain, blurred vision, fever, dry mouth,
itching, wheezing, Raynaud’s phenomenon, hives/welts, ringing in the ears, vomiting, heartburn, oral
ulcers, loss of/change in taste, hyposmia, 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, orthostatic intolerance, and temporomandibular joint dysfunction [2,5–7]. A modified
version of the 2010 criteria has replaced the physician’s estimate of the extent of somatic symptoms
with the sum of six self-reported symptoms (fatigue, trouble thinking or remembering, waking up
unrefreshed, pain or cramps in the lower abdomen, depression, and headache), making it simpler
to use and maintaining sensitivity [8]. The Canadian guidelines for the diagnosis and management
of FM syndrome (2012) acknowledge that the criteria for the diagnosis of FM, as developed by the
ACR, were primarily intended for research purposes [9]. These guidelines define FM as “a condition
that can wax and wane over time and should be diagnosed in an individual with diffuse body pain
that has been present for at least three months, and who may also have symptoms of fatigue, sleep
disturbance, cognitive changes, mood disorder, and other somatic symptoms to variable degree, and
when symptoms cannot be explained by some other illness” [9]. Neither the tender point examination
nor any confirmatory laboratory tests are required by this definition. The newest ACTTION-APS
taxonomy (AATP) diagnostic criteria for FM (2016) are similar to the Canadian guidelines (2012) with
respect to the ease of use in clinical practice. These criteria require only multisite pain (6/9 body
areas, present at least three months) and sleep problems OR fatigue, assessed as moderate to severe
by the health care professional without any score [10]. These criteria additionally highlight the role
of environmental sensitivity in FM by including it in four common features (along with tenderness,
dyscognition, and musculoskeletal stiffness), which may be used to support the diagnosis of FM.
At the same time, a lack of specific biomarkers for FM diagnosis is a well-known weakness [4], and the
elimination of the tender point examination from the modern criteria makes the diagnosis of FM even
more subjective.

2. Pathogenesis of FM: Autoimmunity

Several features of FM point to an autoimmune component in its pathogenesis. Both trauma
and infection, which are capable of triggering autoimmunity, are among the most common events
preceding the onset of FM [11]. There are data on the role of various pathogens known to be risk
factors for different autoimmune diseases (Epstein-Barr virus, Herpes simplex virus, hepatitis virus C,
Borrelia burgdorferi, etc.) in the etiology of FM [11–13]. In some cases FM can be temporally related to
vaccination, silicone breast implants, or mineral oil injection as part of an autoimmune/inflammatory
syndrome induced by adjuvants (ASIA syndrome) [14–16]. Like many other autoimmune diseases,
FM is characterized by female predominance, which varies due to the different criteria sets and
methodology used in epidemiological studies, but also probably due to bias, with a female to male
ratio ranging from 1.5:1 to 10:1 [17]. With regard to this gender bias, serum prolactin levels were
significantly higher in patients with FM compared to the controls [18]. A significant positive correlation
was also observed between prolactin levels and fatigue. The association of FM with B58, DR5, and DR8

HLA alleles supposes probable genetic susceptibility to the autoimmune process [19]. In line with that,
a higher prevalence of several autoimmune diseases, including rheumatoid arthritis, systemic lupus
erythematosus, ankylosing spondylitis, Sjogren’s syndrome, vasculitis, polymyositis, spondylarthritis,
inflammatory bowel diseases, celiac disease, and diabetes mellitus type 1, was found in patients with
FM [7]. Activation of the adaptive immune system in FM is supported by the immune cell profile
of patients (an increase in all B lymphocytes subsets, CD4+CD25low activated T lymphocytes, and
CD4+HLA-DR+ activated T lymphocytes, along with reduced CD4+CD25high T lymphocytes and NK
cells) [20]. Several autoantibodies (AAb) were found to be elevated in the sera of patients suffering from
FM, including those towards 5-hydroxytryptamine, gangliosides, and phospholipids [21,22]. In a cohort
of 20 female patients with primary fibromyalgia syndrome, 55% had anti-smooth muscle AAb and 40%
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had anti-striated muscle AAb, compared to none of the age-matched healthy women [23]. Current data
indicate that FM could accompany subclinical stages of such autoimmune diseases as Hashimoto
thyroiditis and Sjögren’s syndrome. Anti-thyroperoxidase (TPO) AAb were positively associated with
FM in several studies, even in patients without Hashimoto’s thyroiditis and hypothyroidism [24–26].
In the subgroup of patients with FM and sicca syndrome and/or xerostomia, 32% tested positive for
Sjögren’s syndrome AAb and 26% tested positive for the novel early Sjögren’s syndrome markers
only [27].

3. Pathogenesis of FM: Neuroinflammation

Neuroinflammation has recently received more attention with respect to FM. It should be
mentioned that neuroinflammatory mechanisms are considered to be key links in the pathogenesis
of many chronic pain conditions, probably through triggering central sensitization [28]. Analysis of
92 inflammatory-related proteins in cerebrospinal fluid (CFS) and in plasma established evidence
for both neuroinflammation and chronic systemic inflammation in FM [28]. One of these proteins,
which are significantly elevated both in CFS and plasma, is chemokine CX3CL1 (also known as
fractalkine). It is a link to the signaling pathway supposed to be most prominent in experimental
models of neuropathic pain [29]. Soluble fractalkine is liberated from primary afferent terminals and
surrounding spinal neurons by cathepsin S [30]. Morpholinurea-leucine-homophenylalanine-vinyl
sulfone-phenyl (LHVS), an irreversible inhibitor of cathepsin S, was shown to stop the increase of
fractalkine [30,31]. Interestingly, LHVS treatment prevents or attenuates experimental autoimmune
encephalitis in mice—an animal model of the multiple sclerosis [32]. LHVS or anti-fractalkine antibodies
were able to reverse established pain behaviors in rats with collagen-induced arthritis, the animal
model of another autoimmune disease (rheumatoid arthritis), but did not slow the development of
the clinical signs of the disease [33,34]. With regard to pathophysiological mechanisms, mechanical
pressure hypersensitivity and microglial response were significantly attenuated in this model by
both LHVS and anti-fractalkine antibodies. Inhibition of fractalkine with anti-fractalkine antibodies
improved experimental autoimmune myositis in the mouse model [35]. At the same time, LHVS
was shown to produce neuroprotective effects in mice after traumatic brain injury, which often ends
in the preservation of symptoms common for FM for several months [36,37]. The mechanism of
immunomodulatory effects of LHVS has been established. Cathepsin S controls the proteolysis of
the major histocompatibility complex (MHC) II-associated invariant chain, which is a prerequisite
for antigenic peptide loading of MHC II. LHVS has been shown to block both the invariant chain
processing and antigen presentation in vitro and in vivo by the inhibition of cathepsin S [38,39]. Thus,
LHVS may interfere with the activation of self-reactive CD4+ T cells by autoantigens [39]. In line with
these findings, LHVS caused a dose-dependent reduction of Th1-type (IFNγ), Th2-type (IL-3, IL-5 and
IL-13), and Th17-type (IL-17) cytokines [40]. However, the largest response window was obtained
with the IFNγ and IL-17 readout, indicating a possible preference for Th1 and Th17 suppression,
respectively, by this cathepsin S inhibitor. To summarize, inhibition of cathepsin S combines regulation
of both the neuropathic pain and the immune response. This bimodal regulation makes the inhibition
of cathepsin S a promising target in the treatment of FM (Figure 1).
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Figure 1. Inhibition of cathepsin S: the mechanism of potential bifunctional therapeutic approach in 
fibromyalgia. Cathepsin S is involved both in central sensitization, which underlies neuropathic 
central pain, and in the mediation of the immune response. Activated microglial cells release 
cathepsin S, which then cleaves CX3CL1 from neurons; this soluble form of the chemokine is active 
in the stimulation of microglia (positive feedback). Chemokines and cytokines released by activated 
microglia produce a state of neuronal hyperactivity (central sensitization). In immune cells, cathepsin 
S cleaves off the invariant chain, which forms a complex with nonmature MHC II molecules in the 
endoplasmic reticulum and hence blocks the binding of cellular peptides or peptides from the 
endogenous pathways. Inhibition of cathepsin S blocks the processing of the invariant chain, thereby 
halting MHC II maturation in the Golgi apparatus before the fusion with a late endosome. Some 
promising results of cathepsin S inhibition, both in autoimmune diseases and in chronic pain 
syndrome, are described in the text. The soluble form of CX3CL1 was significantly elevated both in 
cerebrospinal fluid and the plasma of patients with fibromyalgia. 

There is additional evidence of neuroinflammation in FM. Widespread activation of microglia 
(most pronounced in the medial and lateral walls of the frontal and parietal lobes) was detected by 
positron emission tomography in the cortex of patients with FM compared to healthy controls [41]. 
Higher subjective ratings of fatigue in FM patients were associated with a higher signal in the anterior 
and posterior middle cingulate cortices. Neuroinflammation in FM was interpreted both as 
“neurogenic,” presumably triggered by pain and stress [42], and secondary to such concomitant 
conditions of FM as small intestine bacterial overgrowth (a type of gastrointestinal dysbiosis), vitamin 
D deficiency, and mitochondrial dysfunction [43]. Notably, all of those concomitant conditions are 
linked with autoimmunity: small intestine bacterial overgrowth and vitamin D deficiency are 
considered factors predisposing to some autoimmune diseases [44], and mitochondrial dysfunction 
is discussed as the consequence of these diseases. In particular, small intestine bacterial overgrowth 
was associated with inflammatory bowel disease, Sjogren’s syndrome, celiac disease resistant to a 
gluten-free diet, and seropositivity for anti-TPO AAb [45–48]. Vitamin D was shown to modulate 
multiple sclerosis, systemic sclerosis, autoimmune thyroid diseases, rheumatoid arthritis, and 
primary biliary cirrhosis [49]. Localized or global mitochondrial dysfunction is currently considered 
an invariant feature of autoimmune diseases and was reported in multiple sclerosis, systemic lupus 
erythematosus, Sjogren’s syndrome, and rheumatoid arthritis [50]. However, irrespective of the 
origin of neuroinflammation in FM, it “opens the gate” for immune cells and AAb to the brain [51]. 
In this case, one could suggest the pathophysiological relevance of AAb to 5-hydroxytryptamine in 
FM (see above), which is characterized by low-serum serotonin levels and a constellation of 

Figure 1. Inhibition of cathepsin S: the mechanism of potential bifunctional therapeutic approach
in fibromyalgia. Cathepsin S is involved both in central sensitization, which underlies neuropathic
central pain, and in the mediation of the immune response. Activated microglial cells release cathepsin
S, which then cleaves CX3CL1 from neurons; this soluble form of the chemokine is active in the
stimulation of microglia (positive feedback). Chemokines and cytokines released by activated microglia
produce a state of neuronal hyperactivity (central sensitization). In immune cells, cathepsin S cleaves
off the invariant chain, which forms a complex with nonmature MHC II molecules in the endoplasmic
reticulum and hence blocks the binding of cellular peptides or peptides from the endogenous pathways.
Inhibition of cathepsin S blocks the processing of the invariant chain, thereby halting MHC II maturation
in the Golgi apparatus before the fusion with a late endosome. Some promising results of cathepsin
S inhibition, both in autoimmune diseases and in chronic pain syndrome, are described in the text.
The soluble form of CX3CL1 was significantly elevated both in cerebrospinal fluid and the plasma of
patients with fibromyalgia.

There is additional evidence of neuroinflammation in FM. Widespread activation of microglia
(most pronounced in the medial and lateral walls of the frontal and parietal lobes) was detected by
positron emission tomography in the cortex of patients with FM compared to healthy controls [41].
Higher subjective ratings of fatigue in FM patients were associated with a higher signal in the
anterior and posterior middle cingulate cortices. Neuroinflammation in FM was interpreted both
as “neurogenic,” presumably triggered by pain and stress [42], and secondary to such concomitant
conditions of FM as small intestine bacterial overgrowth (a type of gastrointestinal dysbiosis), vitamin
D deficiency, and mitochondrial dysfunction [43]. Notably, all of those concomitant conditions
are linked with autoimmunity: small intestine bacterial overgrowth and vitamin D deficiency are
considered factors predisposing to some autoimmune diseases [44], and mitochondrial dysfunction
is discussed as the consequence of these diseases. In particular, small intestine bacterial overgrowth
was associated with inflammatory bowel disease, Sjogren’s syndrome, celiac disease resistant to a
gluten-free diet, and seropositivity for anti-TPO AAb [45–48]. Vitamin D was shown to modulate
multiple sclerosis, systemic sclerosis, autoimmune thyroid diseases, rheumatoid arthritis, and primary
biliary cirrhosis [49]. Localized or global mitochondrial dysfunction is currently considered an
invariant feature of autoimmune diseases and was reported in multiple sclerosis, systemic lupus
erythematosus, Sjogren’s syndrome, and rheumatoid arthritis [50]. However, irrespective of the origin
of neuroinflammation in FM, it “opens the gate” for immune cells and AAb to the brain [51]. In this
case, one could suggest the pathophysiological relevance of AAb to 5-hydroxytryptamine in FM (see
above), which is characterized by low-serum serotonin levels and a constellation of symptoms, typical
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for serotoninergic abnormalities [52]. The same suggestion could be made concerning anti-TPO in FM.
This assumption is supported by the association between the presence of diagnosis of mood or anxiety
disorder and anti-TPO seropositivity in a general population [53].

4. Pathogenesis of FM: Small Fiber Neuropathy

Small fiber neuropathy (SFN) is a structural abnormality of small nerve fibers with the degeneration
of the distal terminals of nerve endings [54]. SFN was diagnosed in a major subset of patients with FM
by different methods, including the most practical and accurate [55]—skin biopsy with the assessment
of the intraepidermal nerve fiber density (IENFD) [56–62]. IENFD lower than 5 percentiles, which leads
to a diagnosis of SFN, was detected in 30-76% patients with FM [58–61]. While the pathogenesis of SFN
in FM is not well studied, a significant inverse correlation between IL-2R and IENFD was documented
in one study [63]. Some of the small neural fibers belong to the sensor neurons, which are able to
produce and secrete into inervated areas neuropeptides with anti-inflammatory activity [64]. Their
deficit in IENFD can promote inflammation. Another proof of the autoimmune nature of SFN in FM
comes from the results of treatment: Intravenous polyclonal immunoglobulin has been proven to be
very effective for improving SFN in patients with FM [65]. There are two hypotheses on the relationship
between SFN, the immune system, and central sensitization in FM. According to the first one, SFN, most
probably immune-mediated, is the peripheral trigger of central sensitization and therefore reinforces
pain [57]. The second states that SFN is a result of neuroinflammation in the central nervous system.
The sustained increase in insular glutamate triggers SFN in an animal model [54]. Glutamate increase
in the brain is a typical feature of neuroinflammation [66], and elevated insular glutamate, associated
with experimental pain, was detected in patients with FM [67]. To summarize, SFN is the third
important aspect of FM pathogenesis. The relationship between SFN and neuroinflammation appears
to be complex. At the same time, it is highly probable that SFN is of an autoimmune nature in FM.

5. Chronic Fatigue Syndrome and FM

Chronic fatigue syndrome/myalgic encephalomyelitis (CFS/ME) (ICD-10-CM R53.82 or G93.3 if
postviral) is a heterogeneous disease that presents with pronounced disabling fatigue without relief
after rest, sleep disturbances, and cognitive impairment [1,68]. The complexity of this disorder is
apparent from its autonomic, neuroendocrine and immune manifestations. Substantial evidence for the
role of autoimmunity in CFS has been reported recently. These pieces of evidence include: (1) genetics
related to alterations of the immune system; (2) association of the onset of the disease with the risk
factors common for autoimmune diseases; (3) alteration of immune cells’ subsets; (4) comorbidity
with other autoimmune diseases; (5) the production of AAb [69–72]. Among the different AAb types,
a group of AAb against G protein coupled receptors has attracted the most attention. Higher AAb
levels against M1, M3, and M4 acetylcholine receptor (AChR) and β2 adrenergic receptor (AdR) were
found in CFS patients compared to controls [73]. Their pathophysiological relevance is supported
by clinical evidence, including the removal of anti-β2 AdR and anti-M3/M4 AChR AAb in CFS and
rapid symptom improvement following immunoadsorption [74]. Sharing many traits with FM, CFS
differs from it in terms of the predominant fatigue and postexertional malaise. The evidence for
the dysfunction of the hypothalamic-pituitary-adrenal axis in CFS is substantial, while the data on
its dysfunction in FM are controversial [75,76]. Immune-inflammatory pathways were shown to
potentially underpin the hypofunction of the HPA axis in CFS [77]. Neuroinflammation is a common
trait of both CFS and FM. The activation of microglia in CFS was observed by positron emission
tomography and the signals in the amygdala, thalamus, and midbrain positively correlated with the
cognitive impairment score: in the cingulate cortex and thalamus, positively with pain score; and
in the hippocampus with depression score [78]. To our knowledge, CFS was first hypothesized to
be an autoimmune chronic hypothalamitis by Zaichik and Churilov [79]. An animal model of CFS
created by immunization with synthetic analogues of viral polyribonucleotides demonstrated signs of
neuroinflammation, glial activation, and serotonin reuptake transporter failure [80]. Development of
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impairments to the function of the hypothalamic-pituitary-adrenal system was also reported in this
model. In particular, a decrease in the adrenocorticotropic hormone sensitivity of adrenal cells and
suppression of the negative feedback mechanism were detected [81]. Although some researchers did
not find any differences between the levels of antineuronal AAb in CFS and healthy individuals [82],
and others even found a decrease of AAb towards glial fibrillar acid protein in the sera of patients with
CFS, which was correlated with exacerbations of the disease and the presence of Epstein-Barr virus [83].
While both mast cells [84] and the innate immune system [85] were regarded as triggers for the focal
inflammation in the hypothalamus in CFS, the role of the adaptive immune system should also be
considered. AdR and muscarinic AChR are expressed in the hypothalamus and regulate the activity of
HPA axis and sympathoadrenal system [86–90]. The concept of “autoimmune hypothalamopathy,”
which results from the functional effects of anti-G protein coupled receptors AAb on the AdR and
muscarinic AChR, appears to be reasonable in CFS. The ability of serum AAb against the muscarinic
AChR to affect the brain cholinergic system has been proven with positron emission tomography [91].
The relationship between three major links of FM pathogenesis (autoimmunity, neuroinflammation,
and small fiber neuropathy) is summarized in Figure 2. These pathological mechanisms also appear to
be involved in the pathogenesis of CFS, which has a lot in common with FM. However, we postulate
that the former is characterized by the specific involvement of the hypothalamus (“autoimmune
hypothalamopathy” or “hypothalamitis”).
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Figure 2. The relationship between three major links of the pathogenesis of FM. The hyperstimulation
of the immune system, in addition to genetic predisposition, increases the risk of breach of self-tolerance.
Neuroinflammation in FM was interpreted both as “neurogenic,” presumably triggered by pain and
stress, and secondary to such concomitant conditions of FM as small intestine bacterial overgrowth,
vitamin D deficiency, and mitochondrial dysfunction, which are also linked with autoimmunity. At the
same time, there is a two-way relationship between autoimmunity and SFN, as well as between
SFN and neuroinflammation (see the text). ASIA: autoimmune/inflammatory syndrome induced
by adjuvants, EBV: Epstein-Barr virus, FM: fibromyalgia, SFN: small fiber neuropathy, ↑ increased
production, ↓ decreased production.

6. Human Papillomavirus Vaccination and FM

Vaccination is a great achievement of the public health system. However, vaccines may have
side effects, similar to any other therapeutic agent. Like the side effects of other medicines, vaccine
side effects most probably manifest in subjects with a genetic predisposition. The side effects reported
to develop following human papillomavirus (HPV) vaccination include headache, general fatigue,
orthostatic intolerance, dizziness, gait disturbance, sleep disorders, a decreased ability to learn, amnesia,
dysphagia, aphasia, hyperventilation, coldness of the legs, limb pain, limb weakness, tremors, pyrexia,
myalgia, myositis or muscle weakness, arthralgia and/or arthritis, gastrointestinal dysmotility, and
disturbed menstruation [92–96]. While it is difficult to categorize this condition within a specific
diagnosis, in a recent study, based on the ACR-2010 questionnaire, which enabled the diagnosis of
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FM and established its severity, 53% of individuals who reported a chronic disease after vaccination
against HPV met the diagnostic criteria for FM [97]. It is important to indicate that, as a reaction to
independent publications of case series with similar symptoms following HPV vaccination by authors
from Denmark [94] and Japan [95], international health authorities provided several studies on the issue.
The European Medicines Agency judged that there was no relationship between the vaccine against
HPV and the development of complex regional pain syndrome or postural orthostatic tachycardia [98].
Reviews conducted by British, [99] Canadian [100], and Spanish [101] health authorities supported
the safety of immunization against HPV. A powerful argument put forward by the defenders of this
vaccine was that the large, double-blind, randomized preclinical studies guaranteed the safety of the
HPV vaccine [102]. These randomized studies have a higher level of reliability in evidence-based
scientific medicine and eliminate cases that are not related to vaccination itself. The results are totally
independent of the judgment of the researchers. However, a critical review of randomized trials and
postmarketing case series has also been published [103]. It was suggested by Martínez-Lavín [102] that
if the veracity of the complex of symptoms following HPV vaccination in genetically prone individuals
is corroborated, it could become a model of FM pathogenesis. The author speculated that SFN and
dysautonomia could be the key mechanisms underlying both these conditions. There are grounds
for this conclusion. (1) In two different studies, SFN was detected in 17/40 and 20/40 patients with
neurologic symptoms following HPV vaccination [95,96]. (2) In those patients who met the criteria for
FM, there was a correlation between the severity of FM, as measured by ACR-2010, and the intensity of
dysautonomia scored by the composite autonomic symptom score (COMPASS-31). Dysautonomia
following HPV vaccination could be a result of the autoimmune process. AAb against different
G-protein coupled receptors was looked for in the sera of adolescent girls (n = 55) with symptoms
of prolonged general fatigue, orthostatic intolerance, chronic regional pain syndrome, and cognitive
dysfunction following HPV vaccination [92]. The serum levels of AAb against α1 AR, α2 AR, β1 AR,
β2 AR, M1 AChR, M2 AChR, M3 AChR, M4 AChR, M5 AChR, and the endothelin receptor were found
to be significantly elevated in the vaccinated girls compared with the controls [92].

In our opinion, attention should also be paid to the second aspect of the FM
pathogenesis—neuroinflammation. This component complements post-HPV vaccination phenomena
as a model of FM pathogenesis. Although acute disseminated encephalomyelitis, myelitis, optic
neuritis, multiple sclerosis, and encephalitis were reported following HPV vaccination [104–106], no
significant association was found between central demyelination, multiple sclerosis, optic neuritis,
and HPV vaccination [107]. However, cognitive and neurological symptoms are an inherent part of
the adverse events reported following HPV vaccination [92,108,109]. There are data suggesting that
autoimmune encephalitis could be underappreciated in reports on post-HPV vaccination phenomena.
In one study, 71% of patients with neurological symptoms, which developed following HPV vaccination,
demonstrated an autoimmune encephalitis pattern in the 123-I-IMP-SPECT study [96]. Some of them
had AAb against ganglionic AChR or gangliosides, while about half of the patients responded well
to repeating immune adsorption plasmapheresis under steroids and azathioprine. Besides vaccine
antigens, which could cause (due to the molecular mimicry phenomenon) the development of
AAb targeting the central nervous system, the second component of HPV vaccines—aluminum
adjuvants—could also induce a neuroinflammatory background in patients who develop adverse
events following HPV vaccination. Signs of an inflammatory process in the CNS and the toxicity
of Al adjuvant/Al-containing vaccines has been reported in different countries and in both mouse
and large animal (sheep) models [110]. As was shown, Al particles are able to disseminate from
the injection site within immune cells to the lymph nodes and to the brain, from which they do
not recirculate [111]. The molecular mechanism of neuroinflammation caused by Al hydroxide
particles involves the activation of the NALP3 inflammasome [112]. This is a multimeric protein
complex that initiates an inflammatory form of cell death and triggers the release of proinflammatory
cytokines IL-1β and IL-18 [113]. In support of this mechanism, IL-1β was detected in both brain
immune cells and neurons loaded with Al hydroxide particles in mouse experiments [111]. The effects
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of the Al adjuvant and the HPV vaccine Gardasil versus the placebo on behavioral parameters in
female mice were evaluated [114]. While locomotor activity stayed intact, the results of the forced
swimming test indicated the development of depressive behavior in mice injected with Al and Gardasil.
Microglial activation in the CA1 area of the hippocampus of Gardasil-injected mice was revealed.
Moreover, anti-HPV antibodies from the sera of Gardasil injected mice showed cross-reactivity with
the mouse brain protein extract, which could serve as further evidence for the role of the molecular
mimicry phenomenon in the development of the described complex of symptoms following HPV
vaccination. In view of the preceding, we support the recent concept of considering (the hotly-debated)
post-HPV vaccination syndrome as a model for FM pathogenesis [102]. Neuroinflammation could
be an underappreciated component common to both these syndromes. Both vaccine antigens (due
to the molecular mimicry phenomenon) and aluminum adjuvants (due to potential dissemination in
the brain and inflammatory effects) in the HPV vaccines could be involved in the development of
neuroinflammation underlying the reported complex of symptoms. This fact should be taken into
account when randomized control trials with the HPV vaccine are analyzed, since most of them utilize
as a control not a true placebo, but an aluminum adjuvant [102].

7. Conclusions

Nowadays, the existence of FM is not in question. However, insight into its pathogenesis,
and therefore the possible treatments, remains limited. At the same time, modern diagnostic
criteria emphasize that FM is not just chronic widespread pain, but a multisystem entity involving
some pathogenesis and a constellation of neurological symptoms, including cognitive, autonomic,
and sensory disturbances. There is sufficient evidence that autoimmune factors play a major role in the
development of FM. These include genetic predisposition to autoimmune processes, an association
with several autoimmune conditions, and a high prevalence of several AAb and immune cell
subsets’ alterations. We summarize the relationship between three major links of FM pathogenesis
(autoimmunity, neuroinflammation, and small fiber neuropathy) in this paper. One interesting
implication of this relationship is the connection between the signaling pathways of neuropathic pain
and the triggering of autoimmunity. In this article, we speculate on the possible implementation
of this connection in the treatment of FM, highlighting the example of the inhibition of cathepsin S
or fractalkine.
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Abbreviation

AAb autoantibodies
AChR acetylcholine receptor
ACR American College of Rheumatology
AdR adrenergic receptor
CFS chronic fatigue syndrome
CSF cerebrospinal fluid
FM fibromyalgia
HPA hypothalamic-pituitary-adrenal
HPV human papillomavirus
IENFD intraepidermal nerve fiber density
LHVS morpholinurea-leucine-homophenylalanine-vinyl sulfone-phenyl
MHC major histocompatibility complex
SFN small fiber neuropathy
TPO thyroperoxidase
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