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With the huge negative impact of neurological disorders on patient’s life and society
resources, the discovery of neuroprotective agents is critical and cost-effective.
Neuroprotective agents can prevent and/or modify the course of neurological disorders.
Despite being underestimated, riboflavin offers neuroprotective mechanisms. Significant
pathogenesis-related mechanisms are shared by, but not restricted to, Parkinson’s
disease (PD) and migraine headache. Those pathogenesis-related mechanisms can be
tackled through riboflavin proposed neuroprotective mechanisms. In fact, it has been
found that riboflavin ameliorates oxidative stress, mitochondrial dysfunction, neuroinflammation, and glutamate excitotoxicity; all of which take part in the pathogenesis of PD,
migraine headache, and other neurological disorders. In addition, riboflavin-dependent
enzymes have essential roles in pyridoxine activation, tryptophan-kynurenine pathway,
and homocysteine metabolism. Indeed, pyridoxal phosphate, the active form of pyridoxine, has been found to have independent neuroprotective potential. Also, the produced
kynurenines influence glutamate receptors and its consequent excitotoxicity. In addition,
methylenetetrahydrofolate reductase requires riboflavin to ensure normal folate cycle
influencing the methylation cycle and consequently homocysteine levels which have its
own negative neurovascular consequences if accumulated. In conclusion, riboflavin is a
potential neuroprotective agent affecting a wide range of neurological disorders exemplified by PD, a disorder of neurodegeneration, and migraine headache, a disorder of pain.
In this article, we will emphasize the role of riboflavin in neuroprotection elaborating on its
proposed neuroprotective mechanisms in opposite to the pathogenesis-related mechanisms involved in two common neurological disorders, PD and migraine headache, as
well as, we encourage the clinical evaluation of riboflavin in PD and migraine headache
patients in the future.
Keywords: riboflavin, Parkinson’s disease, migraine, oxidative stress, glutamate excitotoxicity, pyridoxal
phosphate, homocysteine, kynurenine

INTRODUCTION
With the huge burden of neurological diseases on patient’s life and society resources, the need of finding and having neuroprotective agents is critical and cost-effective. In fact, the advances in medical
research have found up to date multiple agents having unique proposed neuroprotective mechanisms
and influencing different neurologic disease processes. Riboflavin is one of those proposed neuroprotective agents; however, its neuroprotective abilities have been underestimated in comparison to other
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known neuroprotective agents. Our focus in this article is to shed
light on riboflavin neuroprotective characteristics, encouraging
more research to be done in the future in this regard.
Riboflavin, a water-soluble vitamin, is part of the B complex
vitamins, known as vitamin B-2. It is characterized by its unique
bright yellow coloration of urine when taken in large amounts.
Riboflavin plays a role in a wide range of metabolic pathways
and processes, serving as a coenzyme for a variety of flavoprotein
enzyme reactions. Riboflavin active forms are flavin mononucleotide (FMN) and flavin adenine dinucleotide (FAD).
Importantly, 10–15% of global population have an inherited
condition of limited riboflavin absorption and utilization; leading
to a potential biochemical riboflavin deficiency worldwide (1). In
fact, based on erythrocyte glutathione reductase activation coefficient test (EGRAC), 54% of British non-elderly adult population
was at least having borderline riboflavin deficiency (1). Indeed,
riboflavin deficiency across European countries ranges between
7 and 20% (2).
As a matter of fact, neural tissue has a higher susceptibility
to oxidative stress. Oxidative stress, a term refers to the injurious results in living organisms due to an imbalance favoring
oxidants over antioxidants (3), has been implicated in multiple
disease processes and aging. Oxidants are the normal results
of in vivo interactions between oxygen and organic molecules.
Concerning the brain, it forms 2% of total body weight with high
levels of fatty acids, uses 20% of total body oxygen, and has lower
antioxidant activity than other tissues. This gives the neural
tissue a higher susceptibility to peroxidation (4) and oxidative
damage in comparison to other tissues. In fact, oxidative stress
has been implicated in multiple neurodegenerative disorder
pathogenesis (4).

modification contribute to the vulnerability of dopaminergic
neurons (9). As a matter of fact, dopamine quinone species
can modify cysteinyl residues and sulfhydryls, such as reduced
glutathione, normally involved in neuronal survival (9). In addition, dopamine quinone species can dysfunctionally modify
proteins involved PD pathophysiology, such as α-synuclein,
parkin, DJ-1, and UCH-L1 (9). To add, dopamine quinone contributes to mitochondrial dysfunction (10) targeting Complex
I and Complex III of electron transport chain, also, inactivates
dopamine transporter and tyrosine hydroxylase (11). Eventually,
dopamine quinone species can cyclize to become the highly reactive aminochrome (9), generating superoxide, depleting cellular
NADPH, and ultimately forming neuromelanin (9), the final
product of dopamine oxidation accumulated in the nigral region
of the brain, which can trigger neuroinflammation exacerbating
neurodegeneration.

Mitochondrial Dysfunction

Neuronal ATP formation depends on mitochondrial aerobic
respiration, which normally produces hydrogen peroxide and
superoxide radicals as byproducts during mitochondrial oxidative phosphorylation (9). Mitochondrial dysfunction can cause
a dramatic increase in reactive oxidant species (ROS) overwhelming the cellular antioxidant mechanisms. Environmental
factors, such as neurotoxins, pesticides, insecticides, dopamine
metabolism, and genetic mutations in PD-associated proteins
contribute to mitochondrial dysfunction (5). Indeed, α-synuclein
seems to inhibit mitochondrial Complex I (9), and dopamine
quinone species target Complex I and Complex III of electron
transport chain (10). The increase in ROS production is proportional to the degree of complex I inhibition (12). Subsequent to
mitochondrial complex I inhibition, aconitase, a mitochondrial
enzyme, is inactivated due to oxidation of its iron-sulfur clusters,
in addition to the increased peroxidation of the mitochondrial
phospholipid cardiolipin releasing cytochrome c, and eventually
triggering apoptosis (13). Collectively, mitochondrial dysfunction leads to increased mitochondrial ROS contributing to PD
pathogenesis.

PARKINSON’S DISEASE (PD)
PATHOGENESIS: ROLE OF OXIDATIVE
STRESS, MITOCHONDRIAL
DYSFUNCTION, AND
NEUROINFLAMMATION

Neuroinflammation

Parkinson’s disease is a chronic, progressive neurodegenerative
disorder involving the dopaminergic neurons in the substantia
nigra pars compacta of the brain (5). To elaborate, increased levels
of oxidized lipids (6), oxidized proteins (7), and oxidized DNA (7)
and decreased levels of reduced glutathione (8) have been demonstrated in PD substantia nigra. In addition, substantia nigra
dopaminergic neurons contain oxidant-generating enzymes,
such as tyrosine hydroxylase and monoamine oxidase, as well as
iron catalyzing the Fenton reaction producing superoxide and
hydrogen peroxide radicals (9). Collectively, it is indicated that
oxidative stress is a hallmark in the degenerative process of PD.
The proposed elements that potentially cause oxidative stress in
PD are dopamine metabolism, mitochondrial dysfunction, and
neuroinflammation (5).

In response to neural tissue injury or toxic insult, microglial cells
undergo activation as a self-defensive mechanism. Upon activation, free radicals such as nitric oxide (NO) and superoxide are
released, which elevates oxidative stress contributing to pathogen
elimination and local tissue damage (9). Over-activation and/or
chronic activation of microglia cause excessive and uncontrolled
neuroinflammatory responses, leading to a self-perpetuating
vicious cycle of neurodegeneration (14). Regarding PD, a greater
density of activated microglia has been found in substantia nigra
and olfactory bulb of both sporadic and familial PD patients
(5). In fact, neurodegeneration in PD is associated with chronic
neuroinflammation controlled essentially by activated microglia
(9). To elaborate, PD-associated proteins like parkin, LRRK2,
and DJ-1 have been reported to activate microglia (5), as well
as molecules released by damaged dopaminergic neurons such
as neuromelanin, α- synuclein, and active form of matrix metalloproteinase 3 (MMP-3) (9).

Dopamine Metabolism

The neurotransmitter dopamine itself can be a source of oxidative stress. Oxidation of dopamine and consequent quinone
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MIGRAINE PATHOGENESIS: ROLE OF
OXIDATIVE STRESS,
NEUROINFLAMMATION, AND
MITOCHONDRIAL DYSFUNCTION

the involvement of theses neuropeptides in migraine disease is
evident (26). To emphasize, in Cui et al. study (27), microglial
cells were activated significantly in response to CSD quantified
by 11C-PK11195 PET, indicating a neuroinflammatory process
mediating one hallmark (CSD) of migraine disease. In addition,
in Karabulut et al. study (28), neutrophil/lymphocyte ratio (NLR)
was elevated during a migraine attack. NLR produced from
circulating neutrophils and lymphocytes counts, is considered
an important marker assessing systemic inflammation (29).
Collectively, it is indicated that neuroinflammation is an important hallmark of migraine disease.

Migraine is defined as a neurovascular disorder involving cortical spreading depression (CSD), neurogenic inflammation, and
dysfunction in cranial vascular contractility (15).

Oxidative Stress

Oxidative stress role in migraine pathogenesis is emphasized
by multiple studies. In Alp et al. study (16), the levels of total
antioxidants were decreased and the levels of total oxidants
and the oxidative stress index were increased in patients with
migraine without aura in comparison to controls, indicating
an exposure to potent oxidative stress in migraine. In addition,
in Tuncel et al. study (17), the malondialdehyde (MDA) levels
of migraine patients were significantly higher than that in the
controls. MDA reflects lipid peroxidation. In fact, elevated
oxidative stress causes elevation in MDA (18). Consequently,
migraine patients have elevated oxidative stress. On the other
hand, Geyik et al. study (19) has noted no statistically significant
difference in total oxidant status, total antioxidant status, and
oxidative stress index between migraine patients and controls;
however, a significantly elevated plasma level of 8-hydroxy-2′deoxyguanosine (8-OHdG) has been noted in migraine patients.
Plasma 8-OHdG reflects oxidative damage induced by ROS to
nuclear and mitochondrial DNA (20), also, reflects oxidative
stress and mitochondrial dysfunction (21).
In addition, CSD, a hallmark of migraine pathogenesis,
can cause oxidative stress (22). In addition, CSD is altered by
pro-oxidant/antioxidant balance. Pro-oxidants potentiate and
antioxidants prevent CSD (23). In fact, common triggers of
migraine have the ability to generate oxidative stress; mechanisms include mitochondrial dysfunction, calcium excitotoxicity, activation of microglia, activation of NADPH oxidase, and as
a byproduct of MAO (monoamine oxidase), cytochrome P450,
or NO synthase (24). Collectively, it is indicated that oxidative
stress is an important hallmark of migraine disease.
On a molecular basis, the TRPA1 (Transient receptor potential ankyrin subtype 1) ion channels in nociceptors allow the
release of calcitonin gene-related peptide (CGRP) from dural
afferents upon activation, mediating neurogenic inflammation,
and migraine behavioral picture in animal models (25). Indeed,
oxidative stress is an activator of the TRPA1 channel (25).
Consequently, the TRPA1 receives elevated oxidative stress and
initiate a neurogenic inflammatory response in migraine disease.
In other words, TRPA1 is the bridge between oxidative stress and
neuroinflammation in migraine.

Mitochondrial Dysfunction

Mitochondrial dysfunction produces high levels of ROS favoring oxidative stress (30). Also, it impairs the cellular aerobic
respiratory capacity predisposing to CSD through neuronal and
glial energy failures (30). In a rat model of migraine, trigeminal
neurons have been shown to have abnormal mitochondrial
biogenesis capacity represented by the decreased mitochondrial
DNA number of copies as well as the altered mRNA levels of peroxisome proliferator-activated receptor-gamma coactivator-1a
(31), an essential regulatory factor in mitochondrial biogenesis
(32). In addition, mitochondrial morphologic abnormalities
have been found in migraine disease (30). To add, up to date, two
polymorphisms in mitochondrial DNA have been associated
with migraine susceptibility (30). Collectively, it is indicated
that mitochondrial dysfunction is an important hallmark of
migraine disease.

RIBOFLAVIN AMELIORATES OXIDATIVE
STRESS, MITOCHONDRIAL
DYSFUNCTION, AND
NEUROINFLAMMATION
Riboflavin Ameliorates Oxidative Stress

One of the underestimated antioxidants is riboflavin (Figure 1).
In fact, there is a significant inverse linear correlation between
riboflavin intake and MDA, a lipid peroxide, as found in a
Moscow-based cross-sectional study (33); emphasizing the
protective ability of riboflavin against lipid peroxidation, and
consequently against oxidative stress. Indeed, multiple animal
studies have shown that riboflavin-deficient states induce an
elevation in lipid peroxidation markers, as well as, administration
of riboflavin could induce reductions in those markers (33). To
elaborate, riboflavin antioxidant function could be attributed to
the glutathione redox cycle, the reduction-oxidation reactions of
riboflavin itself, and the riboflavin effects on antioxidant enzymes
activities.
First, glutathione is a major endogenous antioxidant against
oxidative stress and lipid peroxidation. Reduced glutathione,
the active form of this antioxidant, becomes oxidized, deactivated, during its antioxidant activity, thus, requiring reduction
through glutathione reductase to regain its antioxidant activity.
This enzyme requires the FAD coenzyme form of riboflavin
for this reduction reaction, thus, emphasizing the role of riboflavin in the formation of reduced, active, glutathione (34). In

Neuroinflammation

Neurogenic inflammation describes the phenomenon of arteriolar vasodilation, plasma protein extravasation, and degranulation of mast cells, caused by the release of potent vasoactive
neuropeptides (mainly CGRP, substance P, and neurokinin A)
from activated peripheral nociceptive nerve terminals. In fact,

Frontiers in Neurology | www.frontiersin.org

3

July 2017 | Volume 8 | Article 333

Marashly and Bohlega

Riboflavin Has Neuroprotective Potential

Figure 1 | Riboflavin protects against neurotoxicity through ameliorating oxidative stress, mitochondrial dysfunction, neurogenic inflammation, glutamate
excitotoxicity, and homocysteine neurotoxicity. Oxidative stress, mitochondrial dysfunction, neurogenic inflammation, glutamate excitotoxicity, and homocysteine
neurotoxicity are involved in neurodegeneration and neurotoxicity. Also, those neurotoxic factors have the ability to cause each other leading to the formation of a
neurotoxic cycle. Riboflavin is capable of attacking this proposed neurotoxic cycle via multiple neuroprotective mechanisms that tackle different neurotoxic factors in
this neurotoxic cycle. (A) In fact, riboflavin attacks oxidative stress via its antioxidant potential. First, glutathione reductase requires riboflavin for its action to reduce
oxidized glutathione increasing the levels of reduced (active) glutathione. Second, riboflavin has independent antioxidant action through its reduced form
(dihydroriboflavin). Third, riboflavin has the ability to elevate antioxidant enzymes levels such as SOD and catalase. Fourth, riboflavin is required for the formation of
pyridoxal phosphate (PLP), the active vitamin B6, which has its own antioxidant activity (see Riboflavin Is Required for the Formation of Pyridoxal Phosphate). (B) In
addition, riboflavin attacks neurogenic inflammation either directly or indirectly. Riboflavin has the ability to inhibit NF-κB and high-mobility group protein B1 (HMGB1),
nuclear factors involved in inflammatory processes, demonstrating its direct anti-inflammatory activity. On the other hand, multiple enzymes in the biosynthetic
pathway of vitamin D are riboflavin-dependent enzymes, thus, riboflavin exerts its indirect anti-inflammatory activity via its essential role in vitamin D synthesis, which
has a potent anti-inflammatory activity. (C) Furthermore, administration of riboflavin is capable of elevating the intra-mitochondrial levels of flavin adenine dinucleotide
(FAD), which will compensate for the reduced capacity of dysfunctional complexes to assemble. As a result, riboflavin aims to normalize mitochondrial function in
dysfunctional states. (D) Moreover, elevated homocysteine levels exhibit neurotoxic effects. Riboflavin-dependent enzymes are critical steps in the synthesis of
methyltetrahydrofolate (MTHF) and PLP. MTHF and PLP are required for the actions of homocysteine metabolizing enzymes; methionine synthase and cystathionine
b-synthase, respectively (see Riboflavin Is Required for Homocysteine Metabolism). (E) Additionally, riboflavin has the ability to attack glutamate excitotoxicity. In fact,
riboflavin inhibits the endogenous neuronal release of glutamate reducing its excitotoxicity potential. In addition, both riboflavin and PLP (riboflavin is required for its
synthesis) have their intrinsic protective properties against glutamate toxicity by increasing the survival of neurons exposed to glutamate toxicity after being treated
with riboflavin or PLP. Also, both riboflavin and PLP are essential determinants of the tryptophan–kynurenine pathway, which produce neuroactive compounds
known as kynurenines that influences glutamate receptors, hence, modulating glutamate excitotoxicity potential (see Riboflavin as a Determinant of the Kynurenine
Pathway and Riboflavin Can Ameliorate Glutamate Toxicity; Which Is Implicated in Parkinson’s Disease and Migraine).

fact, several animal studies have shown a decrease in reduced
glutathione levels following a decrease in riboflavin intake.
On the other hand, human erythrocyte glutathione levels were
not significantly different in comparison between riboflavindeficient humans and normal subjects as shown in one study,
which comes in line with some animal studies results as well.
This no difference state could be attributed to a compensatory
increase in glutathione endogenous biosynthesis, or glutathione
reductase ability to continue its normal activity despite low
riboflavin states. However, when those glutathione normal
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riboflavin-deficient subjects face an oxidative challenge, such as
ethanol intake, their glutathione levels decrease significantly in
comparison with normal riboflavin subjects, as shown in one
study (33).
Second, it has been shown that the oxidation of dihydroriboflavin, the reduced riboflavin, forming oxidized riboflavin
can deactivate lipid peroxides, emphasizing the independent
antioxidant property of riboflavin (33). Also, riboflavin has been
suggested to have a direct activity against mutagen produced
free radicals (35). Indeed, the protection of hepatocytes against
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reperfusion injury, in a state of ischemic liver, has been attributed
to the independent antioxidant property of riboflavin (36).
Third, riboflavin effects on antioxidant enzymes activities,
including superoxide dismutase (SOD) (34), glutathione peroxidase and catalase, have been reported with controversial results.
It has been shown that riboflavin therapy can elevate cardiomyocytes SOD activity in diabetic cardiomyopathy state (33). Also, in
a 2016 published study, Yu et al. has stated that riboflavin therapy
can prevent abdominal aortic aneurysm through the endogenous
activation of SOD in aneurysm walls, decreasing ROS levels
(37). In another study, SOD and catalase activities have been
significantly reduced by riboflavin-deficient diet for 12 weeks in
fish (33).
Important to note, UV-B irradiation, the atmospherically
predominant UV radiation, has been shown to reduce the neuroprotective effects of riboflavin both in vitro and in vivo. It has been
suggested that riboflavin therapy increases miR-203 expression,
which inhibits c-Jun expression, thus increasing neuronal survival (38). UV-B irradiation can modulate this signaling pathway,
as well as, can induce photodegradation in this photosensitive
vitamin (38). In fact, riboflavin-excess diet combined with light
exposure can induce reduction in retinal photoreceptor layer
through oxidants production (39). Indeed, those riboflavin-UV-B
interaction generated oxidants can destroy DNA and RNA bases;
however, antioxidants such as ascorbic acid provide protection
against this photodegradation (40). Sunlight has been suggested
to have similar DNA and RNA photodegradative effects in presence of riboflavin (41).

it can inhibit chymotrypsin-like and trypsin-like proteasomal
activities. This proteasomal inhibiting role can lead to a reduced
proteasomal elimination of ubiquinated P-Iκ (phosphorylatedinhibitor kappa), inhibiting nuclear translocation of NF-κ,
suppressing NF-κB activation and its consequences of tumor
necrosis factor alpha (TNF-α), and NO production (34, 51, 52).
In a PD model, a reduction in microglial activation has been
demonstrated by doxycycline through the suppression of NF-κB
nuclear translocation (53). Also, through NF-κB inhibition,
prophylactic α-asarone suppresses MPTP (1-methyl-4-phenyl1,2,3,6-tetrahydropyridine) microglial activation and parkinsonian behavioral deficits (54). In addition, chronic inflammation
can cause CNS pain conditions; suppressing astroglial NF-κB can
reduce CNS inflammatory pain (55). Prophylactic valproate suppresses NF-κB activation in the trigeminocervical complex (56)
as well as, prophylactic atorvastatin suppresses NF-κB activation
in trigeminal nucleus caudalis (57); both alleviate nitroglycerininduced migraine, indicating a vital role of NF-κB activation in
migraine pathogenesis (56–58). Indeed, NF-κB has an essential
role in neuroinflammation (59).
In addition to inhibiting NF-κB, riboflavin inhibits the
release and expression of High-mobility group protein B1, a
nuclear factor involved in sepsis regulation and other immunemediated conditions with a critical role in sepsis-associated
multiple organ failure (60). In a staphylococcal infection setting,
riboflavin has demonstrated its anti-inflammatory property
through reductions in NF-κB, COX2 (cyclooxygenase 2), TNF-α,
NO, IL-1β (interleukin 1 beta) reducing iNOS (inducible NO
synthase) synthesis, as well as an elevation in anti-inflammatory
cytokine IL-10 (interleukin 10), and modulation of MCP-1
(monocyte chemoattractant protein 1) function, a potent chemoattractant (34).
On the other hand, riboflavin has an indirect anti-inflammatory activity through vitamin D metabolism. In fact, essential
enzymes in the biosynthetic pathway of vitamin D are based
on flavins, including flavin-dependent monooxygenases and
oxidoreductases (61). Indeed, in an animal study, riboflavin deficiency has resulted in a significant reduction in serum 25(OH)
D with moderate reduction in serum calcium; both alleviated
with vitamin D administration (61). It has been shown that
vitamin D3 administration suppresses microglial activation in a
lipopolysaccharide-activation model (62). Indeed, prophylactic
vitamin D3 has improved dopaminergic neuronal survival
significantly in an MPTP model of PD through suppression of
microglial activation (63). As suggested, vitamin D3 elevates
microglial IL-10 expression; inducing suppressor of cytokine
signaling-3, leading to a decline in pro-inflammatory cytokines
expression in microglia (64).

Riboflavin Ameliorates Mitochondrial
Dysfunction

Case reports of mitochondrial diseases have emphasized the
beneficial effects of riboflavin administration. In two patients with
complex I deficiency associated myopathy, complex I activity has
been normalized upon riboflavin therapy with an evident clinical
improvement (42). In comparison with controls, complex I activity has been increased from 16 to 47% upon high dose riboflavin
therapy (43). Genetic testing has shown that ACAD9 is involved in
complex I function, deficiency state, and responsiveness to riboflavin (44–46). Continuous clinical response to riboflavin therapy for
a 3-year period has been reported in a female patient with skeletal
myopathy attributed to complex I deficiency (47). In addition
to complex I deficiency patients, riboflavin administration has
been used in complex II deficiency patients, resulting in moderate clinical improvement, stable clinical picture, and prevented
disease progression, as well as a twofold elevation in complex II
activity in vitro (48). In complex IV deficiency, which presumably
is destabilized by complex I deficiency, riboflavin has been shown
to improve its activity (49). Riboflavin administration elevates the
intra-mitochondrial FAD levels, compensating for the reduced
capacity of mutant complexes to assemble (44). In electrontransport flavoprotein dehydrogenase (ETFDH) gene mutations,
riboflavin therapy can lead to clinical improvements (50).

RIBOFLAVIN IS REQUIRED FOR THE
FORMATION OF PYRIDOXAL
PHOSPHATE (PLP)

Riboflavin Ameliorates Neuroinflammation

Pyridoxal phosphate is the active form of pyridoxine. Pyridoxine
phosphate oxidase (PNPO) synthesizing PLP requires riboflavin as its main cofactor (65). In fact, conditioned pyridoxine

Riboflavin has the ability to suppress nuclear factor-kappaB
(NF-κB) activity exerting an anti-inflammatory property. In fact,
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deficiency can arise from riboflavin deficiency (66).
Administration of low dose riboflavin to individuals with
decreased EGRAC or PLP levels has significantly enhanced the
status of the decreased nutrient whether its riboflavin or PLP
(67). Consequently, riboflavin is considered the limiting nutrient
(67) (Figure 2).
Regarding PD, a Japanese case–control study has shown that
low intake of vitamin B6 was associated with an increased risk
of PD (69). In addition, a Netherlands based cohort study and a
Germany-based case–control study have found that a decreasing
risk of PD is associated with a high intake of vitamin B6 (69).
Collectively, vitamin B6 has a neuroprotective property manifested by its essential role in dopamine biosynthesis, as well as, its
independent antioxidant ability (69). Indeed, in 1941, vitamin B6
supplementation has improved parkinsonian behavioral deficits
in a subgroup of PD patients (70). In fact, PLP insufficient intracellular stores have been correlated with PD (70). As been asserted,
carbidopa causes irreversible binding of PLP and PLP-dependent
enzymes depleting PLP bodily stores (70, 71). Consequently,
carbidopa administration has been associated with PD elevated
death rate, progressive neurodegenerative course, and l-DOPA
tachyphylaxis (70).
Regarding migraine headache, administration of pyridoxine
has decreased headache attack severity and duration in comparison with placebo, with no effect on frequency (72). It has been
reported that 1–month period administration of 150 mg pyridoxine resulted in a significantly reduced headache attack severity.
Also, a significant reduction in migraine headache attack severity,

frequency, and disability using a combination of pyridoxine,
folate, and cobalamin has been reported (72).

RIBOFLAVIN AS A DETERMINANT OF THE
KYNURENINE PATHWAY
Kynurenine pathway is the main tryptophan catabolism pathway, with neuroactive metabolites known as kynurenines. This
pathway is determined by vitamin B2 status, indicated by plasma
riboflavin, and B6 status, indicated by circulating PLP; since both
vitamins are essential cofactors. FAD is required for the formation
of 3-hydroxykynurenine. PLP is required for the formation of
anthranilic acid, 3-hydroxyanthranilic acid, kynurenic acid, and
xanthurenic acid. Plasma riboflavin, as well as riboflavin intake,
is positively associated with 3-hydroxyanthranilic acid and xanthurenic acid (73). PLP is positively associated with kynurenic
acid, 3-hydroxyanthranilic acid and xanthurenic acid, all formed
by PLP-based enzymes, and negatively associated with 3-hydroxykynurenine, metabolized by PLP-based enzymes; however,
vitamin B6 intake showed null associations with kynurenines
(73). Xanthurenic acid is determined by both riboflavin and PLP
interactively (73) (Figure 3).
Glutamate receptors, including NMDA and metabotropic
receptors, are influenced by the kynurenines. In fact, kynurenic
acid is an antagonist of NMDA and all ionotropic glutamate receptors (74, 75). Xanthurenic acid is an activator of type-2 metabotropic glutamate receptors (74). Picolinic acid is neuroprotective,

Figure 2 | Riboflavin is required for the formation of Pyridoxal phosphate (68). Pyridoxine, pyridoxal, and pyridoxamine are forms of vitamin B6 (vitamin B6
vitamers). Through pyridoxine kinase, those vitamers will form pyridoxine 5′-phosphate, pyridoxal 5′-phosphate, pyridoxamine 5′-phosphate, respectively. These
reactions are reversible with phosphatases. Pyridoxal 5′-phosphate (PLP) is the active form of vitamin B6. Consequently, pyridoxine 5′-phosphate and pyridoxamine
5′-phosphate must be converted to PLP. Pyridoxine phosphate oxidase (PNPO) is the enzyme required for this conversion and formation of the active PLP from
pyridoxine and pyridoxamine. PNPO requires riboflavin (B2) as its main cofactor.
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mitochondria (80). Collectively, oxidative stress, mitochondrial
dysfunction, and glutamate excitotoxicity are causing each other
forming a neurotoxic vicious cycle (80). Upregulation of SOD2
and antagonism of NMDA receptors can manipulate this vicious
cycle (80).
As a matter of fact, riboflavin has the potential to manipulate
this neurotoxic vicious cycle of oxidative stress, mitochondrial
dysfunction, and glutamate excitotoxicity. As shown in Section
“Riboflavin Ameliorates Oxidative Stress, Mitochondrial
Dysfunction, and Neuroinflammation,” riboflavin has antioxidant properties and upregulates antioxidant enzymes especially
SOD, also, supplementation with riboflavin will elevate the
intra-mitochondrial FAD levels compensating for the decline
in the capacity to assemble of dysfunctional mitochondrial
complexes. Indeed, riboflavin suppresses the cortical neuronal
endogenous release of glutamate via reduction in the activity
of presynaptic voltage-gated calcium channels, inhibiting the
exocytosis of glutamate vesicles (81). Thus, riboflavin protects
against glutamate excitotoxicity by decreasing glutamate release
in the first place, decreasing its concentration in the synapses, and
subsequently its excitotoxicity potential. In addition, riboflavin
and pyridoxine, which requires riboflavin for its activation, have
been shown to have intrinsic neuroprotective properties against
glutamate excitotoxicity; as shown in experimental studies using
cerebellar granular cell cultures exposed to glutamate after being
treated with riboflavin or pyridoxine (82, 83). In addition, both
riboflavin and PLP are essential determinants of the kynurenine
pathway which influence glutamate receptors, hence, glutamate
excitotoxicity potential, as shown in Section “Riboflavin as a
Determinant of the Kynurenine Pathway.”
Concerning PD, glutamate excitotoxicity contributes to
dopaminergic neuronal loss (84); however, it is unlikely to be a
sole action of glutamate excitotoxicity (85). Indeed, glutamate
excitotoxicity contributes to elevated intra-neuronal calcium
levels influencing neuronal survival. As a matter of fact, intraneuronal calcium levels, regulated by mitochondria and NMDA
activity, are essential in maintaining neuronal survival. Indeed,
intra-neuronal calcium overload due to an imbalance between
NMDA calcium-increasing and mitochondrial calcium-lowering
activities may trigger cellular death (85); through activation of
cellular phospholipases, endonucleases, and proteases degrading intracellular structures (85). Also, glutamate excitotoxicity
NMDA-mediated intra-neuronal calcium overload elevates
NO synthesis contributing to oxidative stress particularly the
production of reactive nitrogen species which are able to cause
defects in DNA and protein phosphorylation pathway (85). In
addition, glutamate signal transduction in neurons is augmented
by dopamine, therefore, nigral neurons, i.e., substantia nigra
pars compacta neurons, are highly susceptible to glutamate
excitotoxicity effects (85). Even under normal levels of glutamate,
mitochondrial dysfunction will increase the susceptibility of
nigral neurons to glutamate excitotoxicity effects (85). On the
other hand, parkin gene encodes an E3 ubiquitin ligase involved
in ubiquitin-proteasome pathway. As mutated, it causes an early
onset autosomal recessive PD. As a matter of fact, parkin has
been involved in supporting mitochondrial normal structure
as well as maintaining stable glutamatergic synapses (85). Once

Figure 3 | Riboflavin is an essential determinant of the kynurenine pathway
(73). Kynurenine pathway is the main tryptophan catabolism pathway, with
neuroactive metabolites known as kynurenines. This pathway is determined
by vitamin B2 status, indicated by plasma riboflavin, and B6 status, indicated
by circulating PLP; since both vitamins are essential cofactors. Flavin adenine
dinucleotide is required for the formation of 3-hydroxykynurenine. PLP is
required for the formation of anthranilic acid, 3-hydroxyanthranilic acid,
kynurenic acid, and xanthurenic acid. TDO, tryptophan 2,3-dioxygenase;
IDO, indoleamine 2,3-dioxygenase; KAT, kynurenine aminotransferase;
KYNU, kynureninase; KMO, kynurenine 3-monooxygenase; PLP, pyridoxal
phosphate; B2, riboflavin.

considered the brain main metal chelator (75). However, quinolinic acid is an agonist of NMDA (74, 75). 3-hydroxykynurenine,
3-hydroxyanthranilic acid, and 5-hydroxyanthranilic acid are
neurotoxic with ROS generation properties (75).
Important to know, kynurenine pathway abnormalities have
been reported in migraine (74) and PD (76). Chronic migraine
patients have shown astonishing elevation of anthranilic acid as
well as xanthurenic acid, to a moderate extent, with a decline in
all other kynurenines (74). PD studies have shown a decline in
kynurenic acid levels with elevation in 3-hydroxykynurenine levels favoring neurotoxic states in the frontal cortex, putamen and
substantia nigra pars compacta brain regions (75, 77). In addition,
an imbalance between the decreased astroglial kynurenic acid and
the increased microglial quinolinic acid has been shown in PD
(75). In fact, MPTP depletes kynurenic acid level (77). Improving
kynurenic acid levels could be an effective neuroprotective strategy in PD, migraine, and neurodegenerative diseases (78).

RIBOFLAVIN CAN AMELIORATE
GLUTAMATE TOXICITY; WHICH IS
IMPLICATED IN PD AND MIGRAINE
Reactive oxidant species may contribute to glutamate excitotoxicity states via suppression of astroglial glutamate transporters
and glutamine synthase (24), increasing glutamate/glutamine
levels and cortical calcium levels (79). In addition, mitochondrial
dysfunction up-regulates NMDA glutamate receptors (80). Also,
glutamate excitotoxicity, itself, forms fragmented mitochondria,
contributing to oxidative stress through the dysfunctional
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mutated, outgrowth of glutamatergic synapses has been noted
(85). Therefore, mutations in parkin gene increase the susceptibility to glutamate neurotoxicity predisposing to the early onset
neurodegeneration of PD. This emphasizes the role of glutamate
excitotoxicity in the pathogenesis of PD.
Concerning migraine, glutamate has been suggested to have a
role in its pathogenesis (86). As a matter of fact, NMDA antagonists may decrease trigeminovascular pain signal transmission
in vivo (15). Indeed, the antiepileptic drug, topiramate, has been
used in migraine prophylaxis successfully (87). Topiramate blocks
the ionotropic glutamate receptors in the trigeminothalamic
pathway, as well as sodium and calcium channels with GABA
signal enhancement (87); emphasizing the role of glutamate
excitotoxicity in migraine pathogenesis.

against TT genotype-associated hyperhomocysteinemia (89) and
confirmed to be an independent determinant of homocysteine
levels in those individuals (90). Moreover, it has been shown that
riboflavin has a negative association with homocysteine levels in
normal MTHFR activity individuals, CC genotype; emphasizing
the unrestricted effect of riboflavin on homocysteine metabolism
despite MTHFR genotypes (91). On the other hand, lowering
homocysteine with folate supplementation could deplete riboflavin stores; requiring the additional riboflavin supplementation to
maximize MTHFR activity and save vitamin stores (91).
As a matter of fact, MTHFR C677T polymorphism has been
shown to increase risk of PD in Europeans (92, 93), and Asians
(93) with conflicting data (92), and has been shown to significantly
increase risk of Migraine in Asians (94). Furthermore, elevated
CSF homocysteine level has been associated with migraine
(95), migraine aura (95), PD (96), and post l-DOPA therapy
(97) attributed to S-adenosylmethionine consumption and
consequent S-adenosylhomocysteine elevation (88). In fact, the
elevated homocysteine and reduced S-adenosylmethionine in
PD has been ascribed to physiologic aging associated reduction
in homocysteine metabolism cofactors (88). In addition, PD
hyperhomocysteinemia has been linked to dementia, depression,
disease progression, cognitive deterioration, and vascular diseases.
Indeed, homocysteine neurotoxic properties have been attributed
to NMDA receptor stimulation, auto-oxidation elevating oxidative stress, mitochondrial complex I inhibition, and allosteric D2
receptor antagonism (88).

RIBOFLAVIN IS REQUIRED FOR
HOMOCYSTEINE METABOLISM
Homocysteine can either be acted upon by cystathionine
b-synthase forming cystathionine and glutathione (88), requiring
PLP as a cofactor, or methionine synthase forming methionine
(88), requiring methyl B12 as a cofactor and 5-methyltetrahydrofolate as a methyl donor. Important to note, both PLP and
5-methyltetrahydrofolate require riboflavin in their biosynthesis
using the active forms of riboflavin, FMN, and FAD, respectively
(89) (Figure 4).
Indeed, requiring FAD as coenzyme, methylenetetrahydrofolate reductase (MTHFR) is responsible for the formation of
5-methyltetrahydrofolate. MTHFR gene C677T polymorphism
increases the genetic predisposition to hyperhomocysteinemia.
Homozygous individuals with this polymorphism (TT genotype)
have a 12% prevalence (89). Indeed, TT genotype individuals have
a decline in their MTHFR activity; attributed to its FAD cofactor
loss (90). Riboflavin administration has been shown to be effective

RIBOFLAVIN ADMINISTRATION IN
PD AND MIGRAINE
Up to our knowledge, there is only one clinical trial that studied
the effects of high dose riboflavin on PD patients. This study used
an oral dose of 30 mg riboflavin every 8 h, in combination with the

Figure 4 | Riboflavin has essential role in homocysteine metabolic pathways of re-methylation and transsulfuration. (A) Homocysteine undergoes re-methylation
forming methionine through MS which requires methylated b12. The methyl group is donated from 5-methyltetrahydrofolate, synthesized via action of the
riboflavin-dependent enzyme MTHFR on 5,10-methylenetetrahydrofolate. (B) The second fate of homocysteine is to undergo transsulfuration through CBS forming
cystathionine and glutathione. This pathway requires PLP as a cofactor. PLP requires riboflavin for its synthesis from vitamin B6 phosphorylated vitamers. THF,
tetrahydrofolate; 5,10-MTHF, 5,10-methenyltetrahydrofolate; MTHFR, methylenetetrahydrofolate reductase; 5-MTHF, 5-methyltetrahydrofolate; B12, cobalamin; MS,
methionine synthase; SAM-e, S-adenosyl methionine; SAH, S-adenosylhomocysteine; PLP, pyridoxal phosphate; CBS, cystathionine b-synthase; PNPO, pyridoxine/
pyridoxamine phosphate oxidase; PMP, pyridoxamine phosphate; PNP, pyridoxine phosphate.
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usual symptomatic treatment of PD, for a 6-month period in 19
patients with PD and low-riboflavin status despite normal general
nutritional status (98). Since PD patients have higher consumption of red meat in comparison with healthy controls, dietary
red meat was eliminated during this 6-month period study (98).
Enhanced motor capacity was noted in all subjects in a progressive manner that reaches a plateau during the first 3 months of the
study; while in 5 out of the 19 subjects, motor capacity continues to
recover in every month in the 6-month period (98). In this study,
motor capacity enhanced from 44 to 71% in average (98). 100%
motor capacity has been reached by three patients within the first
3 months of this study (98). However, a consideration was raised
by a commentary on this paper (99). Ferraz et al. has pointed to
the effects of low-protein diet on enhanced levodopa absorption
(99). According to the commentary, the improved motor capacity
in those patients could be the result of the enhanced absorption of
levodopa rather than the administration of riboflavin (99).
Concerning riboflavin therapy in migraine patients, a recent
systematic review has tackled this issue (100). Riboflavin role in
migraine therapy is prophylactic, in other words, it affects migraine
attacks frequency, severity, duration, and related disability, and
facilitates acute therapies of migraine attacks (100). According
to the American Academy of Neurology, riboflavin is considered
a level B therapy in migraine prophylaxis (100). Riboflavin, as
a migraine prophylactic agent, has been studied in adults and
children. Five clinical trials involving adult patients have been
evaluated in a systematic review with positive results (100).
Indeed, a significant reduction in migraine attack frequency, 59%
reduction, has been noted in a randomized double-blind placebocontrolled trial using 400 mg/day of riboflavin (100). Also, two
open-label trials using 400 mg/day of riboflavin have decreased
migraine attack frequency from 4 attacks per month to 2 attacks
per month, and from 8.7 attacks per month to 2.9 attacks per
month, respectively (100). In addition, as migraine prophylactic
agents, 400 mg/day of riboflavin was comparable with 500 mg/day
of sodium valproate and 100 mg/day of riboflavin was comparable with 80 mg/day of propranolol, with no statistical differences between groups in their prophylactic actions, with a more
favorable side effect profile in the riboflavin groups (100). On
the other hand, clinical trials involving children and adolescent
patients have mixed results (100). Two randomized double-blind

placebo-controlled trials using 50–200 mg/day of riboflavin had
failed to produce any significant benefit in migraine prophylaxis
involving 5- to 15-year-old patients (100). However, a randomized double-blind placebo-controlled trials using 400 mg/day
of riboflavin in adolescent patients between 12- and 19-year-old
has demonstrated significant positive results in reductions of
migraine attack frequency and related disability (100).

CONCLUSION
Riboflavin is a potential neuroprotective agent. In fact, riboflavin
has demonstrated its ability to tackle significant pathogenesisrelated mechanisms in neurological disorders, exemplified by the
ones attributed to the pathogenesis of PD and migraine. Indeed,
riboflavin ameliorates oxidative stress, mitochondrial dysfunction, neuroinflammation, and glutamate excitotoxicity; all of
which are involved in the pathogenesis of a wide range of neurological disorders. In addition, riboflavin is required for pyridoxine
activation. Riboflavin and PLP, the active form of pyridoxine, play
essential roles in homocysteine metabolism, and tryptophankynurenine pathway. Indeed, any accumulation of homocysteine
or kynurenines due to vitamin insufficiency can lead to significant
neurological consequences. Taking into consideration the limited
riboflavin absorption and utilization in 10–15% of global population, long term riboflavin insufficiency could participate in the
development of multiple neurological disorders, emphasizing
the importance of long-term riboflavin-sufficient diet especially
in vulnerable populations. Indeed, randomized double-blind
placebo-controlled trials, with extended time frame and large
number of patients, are encouraged to clinically evaluate the role
of riboflavin in PD and migraine headache patients.

AUTHOR CONTRIBUTIONS
Both authors EM and SB have participated equally in article
conception and design, acquisition of data, analysis and interpretation of data, drafting of manuscript, critical revision, and
final approval of the version to be published. Also, both authors
agree to be accountable for all aspects of the work, and ensure
that accuracy and integrity questions of any part of the work are
appropriately investigated and resolved.

REFERENCES
1. Kennedy DB. Vitamins and the brain: mechanisms, dose and efficacy –
a review. Nutrients (2016) 8(2):68. doi:10.3390/nu8020068
2. Powers HJ. Riboflavin (vitamin B-2) and health. Am J Clin Nutr (2003)
77(6):1352–60.
3. Soffler C. Oxidative stress. Vet Clin North Am Equine Pract (2007) 23(1):
135–57. doi:10.1016/j.cveq.2006.11.004
4. Uttara B, Singh AV, Zamboni P, Mahajan RT. Oxidative stress and
neurodegenerative diseases: a review of upstream and downstream
antioxidant therapeutic options. Curr Neuropharmacol (2009) 7(1):65–74.
doi:10.2174/157015909787602823
5. Blesa J, Trigo-Damas I, Quiroga-Varela A, Jackson-Lewis VR. Oxidative stress and
Parkinson’s disease. Front Neuroanat (2015) 9:91. doi:10.3389/fnana.2015.00091
6. Bosco DA, Fowler DM, Zhang Q, Nieva J, Powers ET, Wentworth P,
et al. Elevated levels of oxidized cholesterol metabolites in Lewy body

Frontiers in Neurology | www.frontiersin.org

7.
8.
9.
10.

11.

9

disease brains accelerate alpha-synuclein fibrilization. Nat Chem Biol (2006)
2(5):249–53. doi:10.1038/nchembio782
Nakabeppu Y, Tsuchimoto D, Yamaguchi H, Sakumi K. Oxidative damage
in nucleic acids and Parkinson’s disease. J Neurosci Res (2007) 85(5):919–34.
doi:10.1002/jnr.21191
Zeevalk GD, Razmpour R, Bernard LP. Glutathione and Parkinson’s disease:
is this the elephant in the room? Biomed Pharmacother (2008) 62(4):236–49.
doi:10.1016/j.biopha.2008.01.017
Hwang O. Role of oxidative stress in Parkinson’s disease. Exp Neurobiol
(2013) 22(1):11–7. doi:10.5607/en.2013.22.1.11
Lee CS, Han JH, Jang YY, Song JH, Han ES. Differential effect of catecholamines and MPP(+) on membrane permeability in brain mitochondria and
cell viability in PC12 cells. Neurochem Int (2002) 40(4):361–9. doi:10.1016/
S0197-0186(01)00069-9
Kuhn DM, Arthur RE, Thomas DM, Elferink LA. Tyrosine hydroxylase
is inactivated by catechol-quinones and converted to a redox-cycling

July 2017 | Volume 8 | Article 333

Marashly and Bohlega

12.

13.
14.
15.
16.
17.
18.
19.
20.

21.

22.

23.
24.
25.
26.
27.

28.
29.
30.
31.

32.
33.

Riboflavin Has Neuroprotective Potential

quinoprotein: possible relevance to Parkinson’s disease. J Neurochem (1999)
73(3):1309–17. doi:10.1046/j.1471-4159.1999.0731309.x
Perier C, Tieu K, Guégan C, Caspersen C, Jackson-Lewis V, Carelli V,
et al. Complex I deficiency primes Bax-dependent neuronal apoptosis
through mitochondrial oxidative damage. Proc Natl Acad Sci U S A (2005)
102(52):19126–31. doi:10.1073/pnas.0508215102
Zhou C, Huang Y, Przedborski S. Oxidative stress in Parkinson’s disease:
a mechanism of pathogenic and therapeutic significance. Ann N Y Acad Sci
(2008) 1147:93–104. doi:10.1196/annals.1427.023
Qian L, Flood PM, Hong J-S. Neuroinflammation is a key player in
Parkinson’s disease and a prime target for therapy. J Neural Transm (Vienna)
(2010) 117(8):971–9. doi:10.1007/s00702-010-0428-1
Goadsby PJ. Pathophysiology of migraine. Ann Indian Acad Neurol (2012)
15(Suppl 1):S15–22. doi:10.4103/0972-2327.99993
Alp R, Selek S, Alp SI, Taşkin A, Koçyiğit A. Oxidative and antioxidative
balance in patients of migraine. Eur Rev Med Pharmacol Sci (2010)
14(10):877–82.
Tuncel D, Tolun FI, Gokce M, Imrek S, Ekerbiçer H. Oxidative stress in
migraine with and without aura. Biol Trace Elem Res (2008) 126(1–3):92–7.
doi:10.1007/s12011-008-8193-9
Gaweł S, Wardas M, Niedworok E, Wardas P. [Malondialdehyde (MDA) as a
lipid peroxidation marker]. Wiad Lek (2004) 57(9–10):453–5.
Geyik S, Altunısık E, Neyal AM, Taysi S. Oxidative stress and DNA damage in patients with migraine. J Headache Pain (2016) 17:10. doi:10.1186/
s10194-016-0606-0
De Martinis BS, de Lourdes Pires Bianchi M. Methodology for urinary
8-hydroxy-2’-deoxyguanosine analysis by HPLC with electrochemical
detection. Pharmacol Res (2002) 46(2):129–31. doi:10.1016/S1043-6618(02)
00080-4
Long JD, Matson WR, Juhl AR, Leavitt BR, Paulsen JS; PREDICT-HD
Investigators and Coordinators of the Huntington Study Group. 8OHdG
as a marker for Huntington disease progression. Neurobiol Dis (2012)
46(3):625–34. doi:10.1016/j.nbd.2012.02.012
Shatillo A, Koroleva K, Giniatullina R, Naumenko N, Slastnikova AA,
Aliev RR, et al. Cortical spreading depression induces oxidative stress in the
trigeminal nociceptive system. Neuroscience (2013) 253:341–9. doi:10.1016/j.
neuroscience.2013.09.002
Grinberg YY, van Drongelen W, Kraig RP. Insulin-like growth factor-1
lowers spreading depression susceptibility and reduces oxidative stress.
J Neurochem (2012) 122(1):221–9. doi:10.1111/j.1471-4159.2012.07763.x
Borkum JM. Migraine triggers and oxidative stress: a narrative review and
synthesis. Headache (2016) 56(1):12–35. doi:10.1111/head.12725
Benemei S, Fusi C, Trevisan G, Geppetti P. The TRPA1 channel in migraine
mechanism and treatment. Br J Pharmacol (2014) 171(10):2552–67.
doi:10.1111/bph.12512
Malhotra R. Understanding migraine: potential role of neurogenic inflammation. Ann Indian Acad Neurol (2016) 19(2):175–82. doi:10.4103/09722327.182302
Cui Y, Takashima T, Takashima-Hirano M, Wada Y, Shukuri M, Tamura Y,
et al. 11C-PK11195 PET for the in vivo evaluation of neuroinflammation
in the rat brain after cortical spreading depression. J Nucl Med (2009)
50(11):1904–11. doi:10.2967/jnumed.109.066498
Karabulut KU, Egercioglu TU, Uyar M, Ucar Y. The change of neutrophils/
lymphocytes ratio in migraine attacks: a case-controlled study. Ann Med Surg
(Lond) (2016) 10:52–6. doi:10.1016/j.amsu.2016.07.023
Zahorec R. Ratio of neutrophil to lymphocyte counts – rapid and simple
parameter of systemic inflammation and stress in critically ill. Bratisl Lek
Listy (2001) 102(1):5–14.
Yorns WR, Hardison HH. Mitochondrial dysfunction in migraine. Semin
Pediatr Neurol (2013) 20(3):188–93. doi:10.1016/j.spen.2013.09.002
Dong X, Guan X, Chen K, Jin S, Wang C, Yan L, et al. Abnormal mitochondrial dynamics and impaired mitochondrial biogenesis in trigeminal ganglion neurons in a rat model of migraine. Neurosci Lett (2017) 636:127–33.
doi:10.1016/j.neulet.2016.10.054
Jornayvaz FR, Shulman GI. Regulation of mitochondrial biogenesis. Essays
Biochem (2010) 47:69–84. doi:10.1042/bse0470069
Ashoori M, Saedisomeolia A. Riboflavin (vitamin B2) and oxidative stress:
a review. Br J Nutr (2014) 111(11):1985–91. doi:10.1017/S0007114514000178

Frontiers in Neurology | www.frontiersin.org

34. Dey S, Bishayi B. Riboflavin along with antibiotics balances reactive oxygen
species and inflammatory cytokines and controls Staphylococcus aureus
infection by boosting murine macrophage function and regulates inflammation. J Inflamm (Lond) (2016) 13:36. doi:10.1186/s12950-016-0145-0
35. Durusoy M, Karagöz E, Oztürk K. Assessment of the relationship between
the antimutagenic action of riboflavin and glutathione and the levels of
antioxidant enzymes. J Nutr Biochem (2002) 13(10):598–602. doi:10.1016/
S0955-2863(02)00207-3
36. Sanches SC, Ramalho LNZ, Mendes-Braz M, Terra VA, Cecchini R,
Augusto MJ, et al. Riboflavin (vitamin B-2) reduces hepatocellular injury
following liver ischaemia and reperfusion in mice. Food Chem Toxicol (2014)
67:65–71. doi:10.1016/j.fct.2014.02.013
37. Yu Z, Morimoto K, Yu J, Bao W, Okita Y, Okada K. Endogenous superoxide
dismutase activation by oral administration of riboflavin reduces abdominal aortic aneurysm formation in rats. J Vasc Surg (2016) 64(3):737–45.
doi:10.1016/j.jvs.2015.03.045
38. Tripathi AK, Dwivedi A, Pal MK, Rastogi N, Gupta P, Ali S, et al. Attenuated
neuroprotective effect of riboflavin under UV-B irradiation via miR203/c-Jun signaling pathway in vivo and in vitro. J Biomed Sci (2014) 21:39.
doi:10.1186/1423-0127-21-39
39. Eckhert CD, Hsu MH, Pang N. Photoreceptor damage following exposure
to excess riboflavin. Experientia (1993) 49(12):1084–7. doi:10.1007/
BF01929917
40. Joshi PC, Gray TA, Keane TC. Protection of riboflavin and UVB sensitized
degradation of DNA and RNA bases by natural antioxidants. Ecotoxicol
Environ Saf (2012) 78:86–90. doi:10.1016/j.ecoenv.2011.11.011
41. Joshi PC, Keane TC. Investigation of riboflavin sensitized degradation
of purine and pyrimidine derivatives of DNA and RNA under UVA and
UVB. Biochem Biophys Res Commun (2010) 400(4):729–33. doi:10.1016/j.
bbrc.2010.08.138
42. Bernsen PL, Gabreëls FJ, Ruitenbeek W, Hamburger HL. Treatment of
complex I deficiency with riboflavin. J Neurol Sci (1993) 118(2):181–7.
doi:10.1016/0022-510X(93)90108-B
43. Scholte HR, Busch HF, Bakker HD, Bogaard JM, Luyt-Houwen IE, Kuyt LP.
Riboflavin-responsive complex I deficiency. Biochim Biophys Acta (1995)
1271(1):75–83. doi:10.1016/0925-4439(95)00013-T
44. Gerards M, van den Bosch BJC, Danhauser K, Serre V, van Weeghel M,
Wanders RJA, et al. Riboflavin-responsive oxidative phosphorylation complex I deficiency caused by defective ACAD9: new function for an old gene.
Brain (2011) 134(Pt 1):210–9. doi:10.1093/brain/awq273
45. Garone C, Donati MA, Sacchini M, Garcia-Diaz B, Bruno C, Calvo S, et al.
Mitochondrial encephalomyopathy due to a novel mutation in ACAD9.
JAMA Neurol (2013) 70(9):1177–9. doi:10.1001/jamaneurol.2013.3197
46. Avula S, Parikh S, Demarest S, Kurz J, Gropman A. Treatment of mitochondrial disorders. Curr Treat Options Neurol (2014) 16(6):292. doi:10.1007/
s11940-014-0292-7
47. Ogle RF, Christodoulou J, Fagan E, Blok RB, Kirby DM, Seller KL, et al.
Mitochondrial myopathy with tRNA(Leu(UUR)) mutation and complex
I deficiency responsive to riboflavin. J Pediatr (1997) 130(1):138–45.
doi:10.1016/S0022-3476(97)70323-8
48. Bugiani M, Lamantea E, Invernizzi F, Moroni I, Bizzi A, Zeviani M, et al.
Effects of riboflavin in children with complex II deficiency. Brain Dev (2006)
28(9):576–81. doi:10.1016/j.braindev.2006.04.001
49. Grad LI, Lemire BD. Riboflavin enhances the assembly of mitochondrial
cytochrome c oxidase in C. elegans NADH-ubiquinone oxidoreductase
mutants. Biochim Biophys Acta (2006) 1757(2):115–22. doi:10.1016/j.
bbabio.2005.11.009
50. Parikh S, Saneto R, Falk MJ, Anselm I, Cohen BH, Haas R, et al. A modern
approach to the treatment of mitochondrial disease. Curr Treat Options
Neurol (2009) 11(6):414–30. doi:10.1007/s11940-009-0046-0
51. Qureshi AA, Tan X, Reis JC, Badr MZ, Papasian CJ, Morrison DC, et al.
Suppression of nitric oxide induction and pro-inflammatory cytokines by
novel proteasome inhibitors in various experimental models. Lipids Health
Dis (2011) 10:177. doi:10.1186/1476-511X-10-177
52. Palombella VJ, Rando OJ, Goldberg AL, Maniatis T. The ubiquitinproteasome pathway is required for processing the NF-kappa B1 precursor
protein and the activation of NF-kappa B. Cell (1994) 78(5):773–85.
doi:10.1016/S0092-8674(94)90482-0

10

July 2017 | Volume 8 | Article 333

Marashly and Bohlega

Riboflavin Has Neuroprotective Potential

53. Santa-Cecília FV, Socias B, Ouidja MO, Sepulveda-Diaz JE, Acuña L,
Silva RL, et al. Doxycycline suppresses microglial activation by inhibiting
the p38 MAPK and NF-kB signaling pathways. Neurotox Res (2016)
29(4):447–59. doi:10.1007/s12640-015-9592-2
54. Kim B-W, Koppula S, Kumar H, Park J-Y, Kim I-W, More SV, et al. α-Asarone
attenuates microglia-mediated neuroinflammation by inhibiting NF kappa B
activation and mitigates MPTP-induced behavioral deficits in a mouse model
of Parkinson’s disease. Neuropharmacology (2015) 97:46–57. doi:10.1016/j.
neuropharm.2015.04.037
55. Shih R-H, Wang C-Y, Yang C-M. NF-kappaB signaling pathways in
neurological inflammation: a mini review. Front Mol Neurosci (2015) 8:77.
doi:10.3389/fnmol.2015.00077
56. Li Y, Zhang Q, Qi D, Zhang L, Yi L, Li Q, et al. Valproate ameliorates
nitroglycerin-induced migraine in trigeminal nucleus caudalis in rats
through inhibition of NF-?B. J Headache Pain (2016) 17:49. doi:10.1186/
s10194-016-0631-z
57. Yin Z, Fang Y, Ren L, Wang X, Zhang A, Lin J, et al. Atorvastatin
attenuates NF-kappaB activation in trigeminal nucleus caudalis in a
rat model of migraine. Neurosci Lett (2009) 465(1):61–5. doi:10.1016/j.
neulet.2009.08.081
58. Hartung JE, Eskew O, Wong T, Tchivileva IE, Oladosu FA, O’Buckley SC,
et al. Nuclear factor-kappa B regulates pain and COMT expression in a
rodent model of inflammation. Brain Behav Immun (2015) 50:196–202.
doi:10.1016/j.bbi.2015.07.014
59. Niranjan R. Molecular basis of etiological implications in Alzheimer’s
disease: focus on neuroinflammation. Mol Neurobiol (2013) 48(3):412–28.
doi:10.1007/s12035-013-8428-4
60. Mazur-Bialy AI, Pocheć E. HMGB1 inhibition during zymosan-induced
inflammation: the potential therapeutic action of riboflavin. Arch Immunol
Ther Exp (Warsz) (2016) 64(2):171–6. doi:10.1007/s00005-015-0366-6
61. Pinto JT, Cooper AJL. From cholesterogenesis to steroidogenesis: role of
riboflavin and flavoenzymes in the biosynthesis of vitamin D. Adv Nutr
(2014) 5(2):144–63. doi:10.3945/an.113.005181
62. Hur J, Lee P, Kim MJ, Cho Y-W. Regulatory effect of 25-hydroxyvitamin D3
on nitric oxide production in activated microglia. Korean J Physiol Pharmacol
(2014) 18(5):397–402. doi:10.4196/kjpp.2014.18.5.397
63. Kim J-S, Ryu S-Y, Yun I, Kim W-J, Lee K-S, Park J-W, et al. 1alpha,25-Dihydroxyvitamin D(3) protects dopaminergic neurons in rodent models of
Parkinson’s disease through inhibition of microglial activation. J Clin Neurol
(2006) 2(4):252–7. doi:10.3988/jcn.2006.2.4.252
64. Boontanrart M, Hall SD, Spanier JA, Hayes CE, Olson JK. Vitamin
D3 alters microglia immune activation by an IL-10 dependent SOCS3
mechanism. J Neuroimmunol (2016) 292:126–36. doi:10.1016/j.jneuroim.
2016.01.015
65. Adelekan DA, Adekile AD, Thurnham DI. Dependence of pyridoxine
metabolism on riboflavin status in sickle cell patients. Am J Clin Nutr (1987)
46(1):86–90.
66. Lakshmi AV. Riboflavin metabolism – relevance to human nutrition. Indian
J Med Res (1998) 108:182–90.
67. Madigan SM, Tracey F, McNulty H, Eaton-Evans J, Coulter J, McCartney H,
et al. Riboflavin and vitamin B-6 intakes and status and biochemical response
to riboflavin supplementation in free-living elderly people. Am J Clin Nutr
(1998) 68(2):389–95.
68. Spinneker A, Sola R, Lemmen V, Castillo MJ, Pietrzik K, González-Gross M.
Estado de vitamina B6, deficiencia y sus consencuencias: una revisión.
Nutrición Hospitalaria (2007) 22(1):7–24; Fig. 1. Metabolic interconversion of pyridoxine, pyridoxal, pyridoxamine and their respective
phosphate esters. Available from: http://scielo.isciii.es/img/revistas/nh/
v22n1/1_f1.gif.
69. Murakami K, Miyake Y, Sasaki S, Tanaka K, Fukushima W, Kiyohara C,
et al. Dietary intake of folate, vitamin B6, vitamin B12 and riboflavin and
risk of Parkinson’s disease: a case-control study in Japan. Br J Nutr (2010)
104(5):757–64. doi:10.1017/S0007114510001005
70. Hinz M, Stein A, Cole T. The Parkinson’s disease death rate: carbidopa and
vitamin B6. Clin Pharmacol (2014) 6:161–9. doi:10.2147/CPAA.S70707
71. Daidone F, Montioli R, Paiardini A, Cellini B, Macchiarulo A, Giardina G,
et al. Identification by virtual screening and in vitro testing of human DOPA
decarboxylase inhibitors. PLoS One (2012) 7(2):e31610. doi:10.1371/journal.
pone.0031610

Frontiers in Neurology | www.frontiersin.org

72. Sadeghi O, Nasiri M, Maghsoudi Z, Pahlavani N, Rezaie M, Askari G. Effects
of pyridoxine supplementation on severity, frequency and duration of
migraine attacks in migraine patients with aura: a double-blind randomized
clinical trial study in Iran. Iran J Neurol (2015) 14(2):74–80.
73. Theofylaktopoulou D, Ulvik A, Midttun Ø, Ueland PM, Vollset SE,
Nygård O, et al. Vitamins B2 and B6 as determinants of kynurenines
and related markers of interferon-γ-mediated immune activation in the
community-based Hordaland Health Study. Br J Nutr (2014) 112(7):1065–72;
Fig. 1. The kynurenine pathway. doi:10.1017/S0007114514001858
74. Curto M, Lionetto L, Negro A, Capi M, Fazio F, Giamberardino MA, et al.
Altered kynurenine pathway metabolites in serum of chronic migraine
patients. J Headache Pain (2015) 17:47. doi:10.1186/s10194-016-0638-5
75. Zinger A, Barcia C, Herrero MT, Guillemin GJ. The involvement of neuroinflammation and kynurenine pathway in Parkinson’s disease. Parkinsons Dis
(2011) 2011:716859. doi:10.4061/2011/716859
76. Szabó N, Kincses ZT, Toldi J, Vécsei L. Altered tryptophan metabolism in
Parkinson’s disease: a possible novel therapeutic approach. J Neurol Sci (2011)
310(1–2):256–60. doi:10.1016/j.jns.2011.07.021
77. Zádori D, Klivényi P, Plangár I, Toldi J, Vécsei L. Endogenous neuroprotection in chronic neurodegenerative disorders: with particular regard to the
kynurenines. J Cell Mol Med (2011) 15(4):701–17. doi:10.1111/j.1582-4934.
2010.01237.x
78. Tajti J, Majlath Z, Szok D, Csati A, Toldi J, Fulop F, et al. Novel kynurenic
acid analogues in the treatment of migraine and neurodegenerative disorders: preclinical studies and pharmaceutical design. Curr Pharm Des (2015)
21(17):2250–8. doi:10.2174/1381612821666150105163055
79. Castegna A, Palmieri L, Spera I, Porcelli V, Palmieri F, Fabis-Pedrini MJ,
et al. Oxidative stress and reduced glutamine synthetase activity in the
absence of inflammation in the cortex of mice with experimental allergic
encephalomyelitis. Neuroscience (2011) 185:97–105. doi:10.1016/j.
neuroscience.2011.04.041
80. Nguyen D, Alavi MV, Kim K-Y, Kang T, Scott RT, Noh YH, et al. A new
vicious cycle involving glutamate excitotoxicity, oxidative stress and mitochondrial dynamics. Cell Death Dis (2011) 2:e240. doi:10.1038/cddis.2011.117
81. Wang S-J, Wu W-M, Yang F-L, Hsu G-SW, Huang C-Y. Vitamin B2 inhibits
glutamate release from rat cerebrocortical nerve terminals. Neuroreport
(2008) 19(13):1335–8. doi:10.1097/WNR.0b013e32830b8afa
82. Lin Y, Desbois A, Jiang S, Hou ST. Group B vitamins protect murine cerebellar granule cells from glutamate/NMDA toxicity. Neuroreport (2004)
15(14):2241–4. doi:10.1097/00001756-200410050-00020
83. Büyükokuroglu ME, Gepdiremen A, Taştekin A, Ors R. Pyridoxine may
protect the cerebellar granular cells against glutamate-induced toxicity. Int
J Vitam Nutr Res (2007) 77(5):336–40. doi:10.1024/0300-9831.77.5.336
84. Ambrosi G, Cerri S, Blandini F. A further update on the role of excitotoxicity
in the pathogenesis of Parkinson’s disease. J Neural Transm (Vienna) (2014)
121(8):849–59. doi:10.1007/s00702-013-1149-z
85. Blandini F. An update on the potential role of excitotoxicity in the pathogenesis of Parkinson’s disease. Funct Neurol (2010) 25(2):65–71.
86. Vikelis M, Mitsikostas DD. The role of glutamate and its receptors
in migraine. CNS Neurol Disord Drug Targets (2007) 6(4):251–7.
doi:10.2174/187152707781387279
87. Gasparini CF, Griffiths LR. The biology of the glutamatergic system and
potential role in migraine. Int J Biomed Sci (2013) 9(1):1–8.
88. Rozycka A, Jagodzinski PP, Kozubski W, Lianeri M, Dorszewska J.
Homocysteine level and mechanisms of injury in Parkinson’s disease as
related to MTHFR, MTR, and MTHFD1 genes polymorphisms and L-dopa
treatment. Curr Genomics (2013) 14(8):534–42. doi:10.2174/138920291466
6131210210559
89. Strain JJ, Dowey L, Ward M, Pentieva K, McNulty H. B-vitamins, homocysteine metabolism and CVD. Proc Nutr Soc (2004) 63(4):597–603. doi:10.1079/
PNS2004390
90. McNulty H, Pentieva K, Hoey L, Ward M. Homocysteine, B-vitamins and
CVD. Proc Nutr Soc (2008) 67(2):232–7. doi:10.1017/S0029665108007076
91. Moat SJ, Ashfield-Watt PAL, Powers HJ, Newcombe RG, McDowell IFW.
Effect of riboflavin status on the homocysteine-lowering effect of folate in
relation to the MTHFR (C677T) genotype. Clin Chem (2003) 49(2):295–302.
doi:10.1373/49.2.295
92. Zhu Y, Zhu R-X, He Z-Y, Liu X, Liu H-N. Association of MTHFR C677T
with total homocysteine plasma levels and susceptibility to Parkinson’s

11

July 2017 | Volume 8 | Article 333

Marashly and Bohlega

93.

94.
95.
96.

97.

98.

Riboflavin Has Neuroprotective Potential

disease: a meta-analysis. Neurol Sci (2015) 36(6):945–51. doi:10.1007/
s10072-014-2052-6
Wu Y-L, Ding X-X, Sun Y-H, Yang H-Y, Sun L. Methylenetetrahydrofolate
reductase (MTHFR) C677T/A1298C polymorphisms and susceptibility to
Parkinson’s disease: a meta-analysis. J Neurol Sci (2013) 335(1–2):14–21.
doi:10.1016/j.jns.2013.09.006
Liu R, Geng P, Ma M, Yu S, Yang M, He M, et al. MTHFR C677T polymorphism and migraine risk: a meta-analysis. J Neurol Sci (2014) 336(1–2):68–73.
doi:10.1016/j.jns.2013.10.008
Isobe C, Terayama Y. A remarkable increase in total homocysteine concentrations in the CSF of migraine patients with aura. Headache (2010)
50(10):1561–9. doi:10.1111/j.1526-4610.2010.01713.x
Isobe C, Murata T, Sato C, Terayama Y. Increase of total homocysteine
concentration in cerebrospinal fluid in patients with Alzheimer’s disease
and Parkinson’s disease. Life Sci (2005) 77(15):1836–43. doi:10.1016/j.
lfs.2005.02.014
Isobe C, Abe T, Terayama Y. L-Dopa therapy increases homocysteine
concentration in cerebrospinal fluid from patients with Parkinson’s
disease. J Clin Neurosci (2010) 17(6):717–21. doi:10.1016/j.jocn.2009.
09.034
Coimbra CG, Junqueira VBC. High doses of riboflavin and the elimination
of dietary red meat promote the recovery of some motor functions in

Frontiers in Neurology | www.frontiersin.org

Parkinson’s disease patients. Braz J Med Biol Res (2003) 36(10):1409–17.
doi:10.1590/S0100-879X2003001000019
99. Ferraz HB, Quagliato EA, Rieder CR, Silva DJ, Teive HA, Barbosa ER, et al.
Comments on the paper “High doses of riboflavin and the elimination
of dietary red meat promote the recovery of some motor functions in
Parkinson’s disease patients. C.G. Coimbra and V.B.C. Junqueira. Brazilian
Journal of Medical and Biological Research, 36: 1409-1417, 2003”. Braz J Med
Biol Res (2004) 37(9):1297–9; discussion 1299–302.
100. Thompson DF, Saluja HS. Prophylaxis of migraine headaches with riboflavin:
a systematic review. J Clin Pharm Ther (2017) 42(4):394–403. doi:10.1111/
jcpt.12548
Conflict of Interest Statement: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be
construed as a potential conflict of interest.
Copyright © 2017 Marashly and Bohlega. This is an open-access article distributed
under the terms of the Creative Commons Attribution License (CC BY). The use,
distribution or reproduction in other forums is permitted, provided the original
author(s) or licensor are credited and that the original publication in this journal
is cited, in accordance with accepted academic practice. No use, distribution or
reproduction is permitted which does not comply with these terms.

12

July 2017 | Volume 8 | Article 333

