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ABSTRACT 

 

Neuroimmune diseases, such as multiple sclerosis (MS), ataxia, and myasthenia gravis (MG), are inflammatory 

disorders of the central nervous system (CNS) in which the immune system attacks the brain, causing a pathological state. 

Neurological dysfunctions can affect both white and grey matter and often involve inflammatory pathways. Immune-

mediated neurological diseases are very complex, involving demyelization and inflammation with different clinical 

manifestations. The therapeutic treatment of neuronal pathologies caused by neuroimmune dysfunction can include both 

psychiatric and immunotherapeutic drugs. In the non-infectious cerebral inflammatory response, corticosteroids are used 

for therapy, but immunoglobulins can also be used through intravenous administration. These treatments cause 

immunosuppression and are often beneficial for the patient. In recent years, much progress has been made in the diagnosis 

and therapy of neuroimmune diseases, however many pathologies still remain obscure. More in-depth studies should be 

done on the pathological markers and the immune and inflammatory pathogenic mechanisms. 
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INTRODUCTION 

 

Neuroimmune diseases are inflammatory disorders of the central nervous system (CNS) that can occur at any age. 

These diseases are diverse and include multiple sclerosis (MS), ataxia, and myasthenia gravis (MG) (1), which are 

discussed in this article. In the interaction between the immune and nervous systems, the immune system can attack the 

brain, causing a pathological state which can manifest with various neuroimmune disorders, depending on the affected 

area (2). Often, before neurological disease is acquired, the patient may present warning symptoms such as fever, 

psychiatric symptoms, headache, and fatigue, which can lead to a pathology focused in one part of the brain or generalized 

in the CNS. 

Immune-mediated diseases of the CNS are often chronic pathologies that are unpredictable and can affect young 

adults, leading to disabilities and negatively influencing their quality of life, including professional life. Neuroimmune 

diseases are very complex and involve demyelization and inflammation with different clinical manifestations, often due 

to the dysregulation of the immune system. For this reason, an update on the study of these disorders certainly helps to 

improve the clinical pathogenetic aspects. The study of biological markers, genetics, and pathological mechanisms is 

important in addressing neurological disorders involving the immune response. For these reasons, international 
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researchers in this field should join together to exchange information in order to achieve new diagnostic and therapeutic 

goals.  

 

DISCUSSION  

 

Neuronal damage is often due to a chronic innate immune response, where immune cells such as macrophages, 

microglia, and activated lymphocytes produce highly inflammatory proteins such as cytokines which contribute to the 

pathological state of the disease (3,4). Immune dysfunction affecting neurons, astrocytes, and the CNS in general, 

participates in mediating damage, regeneration, and repair (5), and could be a target for new therapeutic approaches. In 

the CNS, the activation of the immune response against external insults or against the self, can cause neuroinflammation. 

This process in the brain is driven by glial cells, which provide support for neurons and help to maintain the homeostasis 

of the CNS (6). 

Antibodies often attack brain target receptors, causing encephalitis. Specific disease-causing antibodies can also 

be found in the cerebrospinal fluid (CSF) and serum of patients with neuroimmune disorders (7). Magnetic resonance 

imaging (MRI) examination can help in the diagnosis, and positron emission tomography (PET) imaging is also very 

effective (8,9). 

Neuroinflammation that occurs in brain tissue is different from inflammation of peripheral tissues, as it involves 

cells with different characteristics. The inflammation can become chronic, damaging neurons and surrounding tissue. 

Neuroinflammation that occurs not in response to microorganisms has been referred to as sterile inflammation (10). The 

molecular elements that mediate this sterile inflammation are ATP and calcium cation (Ca2+) flows; while glutamate, 

nitric oxide (NO), and ATP itself, mediate the crosstalk between glial cells and neuronal glia (11). Among neuroimmune 

diseases, there are rare neurological disorders that are very complex pathologies which are often genetically derived 

(12,13). For these diseases, the diagnosis is often difficult to identify, as is the clinical-care management procedure. 

Among the neuroimmune diseases that affect the CNS, MS is a leading disorder (14). MS is one of the most 

common diseases affecting the brain and spinal cord and is an inflammatory demyelinating disease. Myelin constitutes 

the sheath that covers part of the neuronal body which allows for the rapid transmission of nerve impulses by acting as 

an insulator, and the loss of myelin results in plaques or lesions and prevents nerves from transmitting electrical impulses 

in the brain. Nerve conduction velocity is severely affected in MS patients, with the speed of transmission likely dropping 

to less than 5 m/s in peripheral demyelinated axons over time (15). This pathological mechanism is not yet fully 

understood by the scientific community and for this reason many researchers around the world are engaged in studying 

MS diagnosis and therapy. To date, the major hypothesized causes of this autoimmune disease include hereditary and 

self-factors (16), family history (17), dietary factors (18), excessive lipid peroxidation (19), viral infections (20), and 

damage to the encephalic barrier (21). 

Ataxia is a disease of the CNS characterized by a lack of muscular coordination, with difficulty performing 

voluntary movements such as walking and grasping objects. Ataxia can be caused by dysfunction of the spinal and/or 

peripheral nerves, resulting in the lack of coordination between the trunk, arms, and head, and the disease may also present 

with eye movement dysfunction, incontinence, and difficulty swallowing (22). The first symptoms can be seen starting 

from childhood or up to around 40 years of age. Viral infections, brain and/or spinal lesions, toxic substances, radiation, 

or alcohol abuse can also cause ataxia (23). This disease is a rare genetic pathology of the CNS, which also involves 

immune system dysfunction (24). Ataxia is progressive and disabling, and there is no effective therapy available at the 

moment.  

MG is an acquired autoimmune disease that affects the brain and is characterized by pathological muscle weakness. 

The disorder predominantly affects female subjects and there is an estimated global prevalence rate of 54 to 350 cases 

per million persons (25). In 15% of cases, infants may develop transient neonatal MG when the myasthenic mother 

transmits the antibodies to the fetus during pregnancy (26). MG is an autoimmune disease caused by the dysregulation of 

the immune and nervous systems. Today it is considered rarer than other neurological diseases and the diagnosis must be 

made early to achieve improvements with pharmacological treatment. 

Obviously, the diagnosis of neuroinflammatory diseases can be different based on the type of pathology. However, 

there may be diagnostic points that different neurological disorders have in common. For example, it has been noted that 

in non-degenerative neuropsychiatric disorders, biomarkers and high concentrations of certain phosphorylated amino 

acids in CSF can be specific, such as that which occurs in Alzheimer’s disease (AD) with tau protein (27). 

Biomarkers are used for patients with different pathologies and are useful for distinguishing not only the different 

neurodysfunction, but also for highlighting different variants of the same disease. However, the use of specific biomarkers 

often leads to results that can be confused with secondary neurological disorders, so to avoid these drawbacks, biomarkers 
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should be combined with clinical laboratory tests, careful symptomatology, and radiological tests. Blood biomarkers, 

coming from a simple blood test, can be elevated for various neurological diseases and are therefore very informative, 

allowing one disease to be distinguished from another. 

 

CONCLUSIONS 

 

In most cases, neuroimmune diseases are disabling and have a great impact on the socio-economic sphere. This 

heterogeneous group of immune system pathologies also includes autoimmune disorders where the host immune system 

attacks self-antigens. In neuroimmune diseases, therapy often involves the use of steroidal and non-steroidal anti-

inflammatories. If autoantibodies target autoantigens, where B cells produce highly specific autoantibodies against 

neurons, immunotherapeutic elements may be diverse and involve the use of steroids, immunoglobulins, plasmapheresis, 

and alkylating agents. However, the use of these therapeutic treatments causes unwanted side effects and therefore, they 

must be administered with caution. Recently, the use of monoclonal antibodies against B cells is gaining ground and could 

be a method that complements traditional therapies which are unsatisfactory at the moment. 
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ABSTRACT 

Neurodegeneration is characterized by the death of neurons which leads to progressive damage with the loss of 

cognitive abilities. Neurotransmitters are divided into neuropeptides, amino acids, purines, amines, and many other 

molecules, and mediate information in the central nervous system (CNS). Additionally, these neurotransmitters mediate 

many brain disorders, including Alzheimer's Disease (AD), Parkinson's disease (PD), Huntington's disease (HD), multiple 

sclerosis (MS), and amyotrophic lateral sclerosis (ALS), amongst others. Monoamine neurotransmitters include the 

catecholamines, dopamine, norepinephrine, and epinephrine, which are vital to the CNS where they indirectly or directly 

influence most physiological brain functions. Dopamine modulates glutamate-induced excitation in the basal ganglion 

and cortex, while serotonin, or 5-hydroxytryptamine (5-HT), regulates several higher brain functions such as cognitive 

control and learning. In addition, acetylcholine (ACh) regulates blood pressure, muscle and cardiac contractions, and 

intestinal peristalsis, amongst other functions. The regulation of neuropeptides could represent a promising target for the 

therapy of neurodegenerative diseases. 

INTRODUCTION  

 

Neurodegeneration is the progressive damage of the central nervous system (CNS) caused by the decline and death 

of neurons. The damage gradually worsens with increasing nerve cell death, leading to the loss of cognitive abilities and 

memory impairment.  

The CNS controls muscle and organ functions of the body through the synaptic transmission of signals from the 

brain to the peripheral nervous system (PNS). Neurotransmitters are neurochemicals that play a vital role in transmitting 

information in the nervous system, sending signals from pre- to post-synaptic neurons. They are chemicals stored in the 

axon terminal in synaptic vesicles released across the synapse cleft to be bound to post-synaptic receptors and are vital 

for the communication of sensory, motor, and integrative neuronal messages and for the functioning of the brain. These 

small molecules include amino acids, purines, amines, and neuropeptides, among other types. More than a hundred 

neurotransmitters have been identified; however, more research is continuing to unveil others (1). These neurotransmitters 

have excitatory, inhibitory, or modulatory effects and are involved in cognition and behaviour.  

Aberrant levels of neurotransmitters affect the proper functioning of the brain and cause mental illness and physical 

and neurodegenerative diseases (2, 3). Neurotransmitters have been implicated in different neurodegenerative diseases, 

including Alzheimer’s disease (AD) (4, 5), Parkinson’s disease (PD) (6, 7), Huntington’s disease (HD) (8), multiple 

sclerosis (MS) (9), and amyotrophic lateral sclerosis (ALS) (10) and continue to be studied for their effects on the health 

of the brain.  
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The neurotransmitters can be categorized chemically into three groups: amino acids, amines, and peptides. The 

main neurotransmitters in the brain include the dopaminergic, cholinergic, glutamatergic, and GABAergic systems, all of 

which have been shown to be implicated in the complex process of neurodegeneration (11). 

This short review aims to serve as an update on the involvement of these as well as other neurotransmitters in 

major neurodegenerative diseases.  

 

Amino acid neurotransmitters 

The amino acid neurotransmitters are an important class common in the CNS, playing a role in fundamental processes 

of brain functioning, and are implicated in the pathogenesis of different neurodegenerative diseases. The amino acids 

include neurotransmitters such as glutamate, glycine, and γ-aminobutyric acid (GABA), which play roles in essential 

brain processes. These neurotransmitters are small molecules with a simple structure; there is an anionic carboxylate 

group at one end, with a cationic ammonium group at the other. 

Raised levels of glutamate, which is produced from glutamine and is the precursor of GABA, can cause the activation 

of N-methyl-d-aspartate (NMDA) and alpha-amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid (AMPA) receptors, 

leading to an excess of calcium ions in the post-synaptic neuron that can cause hyperexcitability, excitotoxicity and 

cytotoxicity (12-14). Animal studies have shown that in the hippocampus, excitotoxicity induced by glutamate has been 

associated with dendritic branching and limited neuronal regeneration, with subsequent impairment in spatial learning 

(15). Furthermore, this excitotoxicity may potentially be involved in MS (16), ALS (17), and PD (18). Evidence has also 

shown that there is an excitotoxic component at work in the pathology of AD (19). Glutamate receptors, which are 

complex and numerous in the CNS, include twenty different types that are categorized as ionotropic or metabotropic, and 

then further subdivided into groups. Metabotropic group II glutamate receptors (mGluR2 and 3) have been shown to play 

a role in AD, while group III receptors (mGluR4, 6, 7 and 8) may be implicated in PD (20). It has been reported that 

disrupted glutamate homeostasis may be involved in neurodegenerative diseases including ALS, MS, AD, PD, and HD 

(21,22).  

Astrocytes are vital for regulating glutamate homeostasis, as they control extracellular levels of glutamate through 

uptake and release mechanisms (23). Reduced glutamate uptake by astrocytes has been detected in HD patients (24) and 

astrocyte reactivity is implicated in other neurodegenerative diseases as well, such as AD, PD, and ASL (25).  

The amino acid neurotransmitter GABA is formed through glutamate decarboxylase and has inhibitory effects in the 

adult brain, where it is the main inhibitory neurotransmitter within CNS, PNS, and enteric nervous systems. Low levels 

of GABA lead to neuronal hyperexcitability and, therefore, an equilibrium is important for brain functioning. Disruption 

of GABA homeostasis is associated with different neurological and neurodegenerative disorders including AD, PD, HD, 

and possibly MS, where lower levels of sensorimotor GABA concentration have been seen correspondence with the 

worsening of motor function (26-28). 

 

Monoamine neurotransmitters 

The monoamine neurotransmitters are a class of neurotransmitters involved in diverse physiological and mental 

functions containing one amino group which is connected to an aromatic ring by a two-carbon chain. This group of 

neurotransmitters includes catecholamines, which contain the chemical structure catechol, with the amino acid tyrosine 

as the precursor. The category of catecholamines includes dopamine, norepinephrine, and epinephrine. 

Dopamine (4-(2-aminoethyl)-1,2-benzenediol) is a vital neurotransmitter in the CNS that indirectly or directly affects 

most physiological functions in the brain (29). 

The important enzyme monoamine oxidase (MAO) is involved in the catabolism of monamine neurotransmitters and 

xenobiotic amines and has been established to play an important role in the neurodegenerative disorders of PD and AD 

(30,31). In PD, MAO is involved with the degeneration and death of dopaminergic neurons in the substantia nigra (32) 

and the administration of dopa therapy can be proactive for increasing levels of dopamine and reducing the production of 

ROS and oxidative stress (33). In AD, the elevation of type B monoamine oxidase (MAO‐B) has been linked to 

dysregulated equilibrium that includes impaired mitochondrial function, and increased oxidative stress, with 

excitotoxicity and apoptosis that leads to the death of neurons (30, 34).  

Dopamine dysfunction also affects HD; striatal levels of the neurotransmitter are initially increased, causing increased 

hyperkinetic movements, with a decrease seen in the later stages of the disease that results in hypokinesia (35). Moreover, 

dopamine modulates glutamate-induced excitation in the basal ganglion and cortex so that dopamine dysregulation may 

contribute to excitotoxic cascades (35).  

The neurotransmitter serotonin (5-hydroxytryptamine) also regulates many physiological functions, including 

regulating different higher brain functions such as cognitive control, learning, and affect (36, 37). Serotonin also directly 
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affects other neurotransmitters, inhibiting the release of dopamine and modulating GABA and glutamate transmission 

(38).  

Serotonin is implicated in the pathogenesis of AD, with serotonergic denervation and alteration having been suggested 

to play a role, and improved serotonergic functioning has been seen with modified and improved symptoms concerning 

memory and cognition in AD patients (39). In fact, modulation of the serotonergic system could represent a promising 

target for AD therapy (40). 

Additionally, serotonin may play a role in PD, which was believed to be predominantly affected by the dopaminergic 

system. Serotonergic dysfunction has been shown in PD animal studies (41), as well as imaging studies (42), and may 

affect the nonmotor symptoms of the disease, such as fatigue (43), depression (44), visual hallucinations (45), and changes 

in weight (46). 

Epinephrine and norepinephrine act as hormones as well as neurotransmitters in the autonomic nervous system. 

Elevated concentrations of these neurotransmitters are thought to be involved in AD (47), with most evidence showing 

changes in the noradrenergic system, and loss of noradrenergic innervation contributes to the pathogenesis and 

progression of the disease (48-50). At the start of the disease, this affects the noradrenergic neurons of the locus coeruleus, 

together with the formation of tau protein, and at later stages, there is a loss of noradrenergic neurons and affects neuronal 

anatomy, neurotransmitter systems, and the noradrenergic receptors (51, 52). 

In the CNS, histamine acts as a neurotransmitter where it is released by histaminergic neurons in the hypothalamus. 

It is involved in a variety of physiological functions, including arousal, cognition, circadian rhythms, and neuroendocrine 

regulation (53). Analysis of postmortem brains from AD patients have shown increased histamine levels (54), and other 

studies have indicated an association of the disease with histaminergic dysfunction (53, 55, 56). 

 

Acetylcholine  

Acetylcholine (ACh), the first neurotransmitter that was discovered, plays a role in numerous physiological processes 

in the PNS and the CNS. In the PNS, ACh regulates blood pressure, muscle and cardiac contractions, and intestinal 

peristalsis, amongst other functions. In the CNS, it is involved in the control of voluntary movements and sleep, as well 

as cognitive processes such as learning, attention, and memory. The chemical structure of ACh is reflected in its name; it 

consists of an ester of acetic acid and choline.  

Cholinergic alterations can result in neurodegenerative diseases such as AD, PD, and HD, with effects concerning the 

cognitive, behavioral, and motor disabilities of these pathologies (57). Memory impairments are related to the 

degeneration of central cholinergic neurons, and neuroinflammation, a trademark of neurodegenerative diseases, may 

result, as cholinergic signaling has anti-inflammatory effects and modulates inflammation (58).  

Pathological disruptions have been seen in the cholinergic system of AD patients and it is believed that disruption of 

this system indirectly leads to the impairment of cognitive function (5 Francis). Additionally, the hallmark characteristics 

of AD, amyloid-β plaques and neurofibrillary tangles of hyperphosphorylated tau, have direct and indirect cytotoxic 

effects on neurotransmission, impairing synaptic integrity and altering the release of neurotransmitters (59). 

 

CONCLUSIONS 

 

In the last century, hundreds of neurotransmitters have been discovered, with intense investigation continuing for 

the identification and elucidation of their roles in the body. Altered homeostasis of neurotransmitters and dysfunctional 

neurotransmission leads to severe pathology, and thus far, research has shown that neurotransmitters play key roles in 

neurodegenerative disorders such as AD, PD, HD, and ALS.  

Further research is necessary to better understand the complex mechanisms of neurotransmitters in 

neurodegenerative disease and their actions on brain health, with the goal of improving the treatment and early monitoring 

of these disorders.  

 

 

 

Conflict of interest  

The author declares that they have no conflict of interest. 

 

 

 



G. Neri                        8  

European Journal of Neurodegenerative Diseases 2018; 7(1) January-June 5-10                                               www.biolife-publisher.it 

 

REFERENCES 

 

1. Rangel-Gomez M, Meeter M. Neurotransmitters and Novelty: A Systematic Review. Journal of Psychopharmacology. 2015;30(1):3-

12. doi:https://doi.org/10.1177/0269881115612238 

2. Choudhury A, Sahu T, Ramanujam PL, et al. Neurochemicals, Behaviours and Psychiatric Perspectives of Neurological Diseases. 

Neuropsychiatry. 2018;08(01). doi:https://doi.org/10.4172/neuropsychiatry.1000361 

3. Vorobyov V, Bobkova N. Intracerebral interplay and neurotransmitter systems involvement in animal models of neurodegenerative 

disorders: EEG approach expectations. Neural Regeneration Research. 2017;12(1):66-67. doi:https://doi.org/10.4103/1673-

5374.198981 

4. Richter JA, Perry EK, Tomlinson BE. Acetylcholine and choline levels in postmortem human brain tissue: Preliminary observations 

in Alzheimer’s disease. Life Sciences. 1980;26(20):1683-1689. doi:https://doi.org/10.1016/0024-3205(80)90176-9 

5. Francis PT, Palmer AM, Snape M, Wilcock GK. The cholinergic hypothesis of Alzheimer’s disease: a review of progress. Journal of 

Neurology, Neurosurgery & Psychiatry. 1999;66(2):137-147. doi:https://doi.org/10.1136/jnnp.66.2.137 

6. Barone P. Neurotransmission in Parkinson’s disease: beyond dopamine. European Journal of Neurology. 2009;17(3):364-376. 

doi:https://doi.org/10.1111/j.1468-1331.2009.02900.x 

7. Werner F. Classical Neurotransmitters and Neuropeptides involved in Parkinson’s Disease: A Multi-Neurotransmitter System. Journal 

of Cytology & Histology. 2014;05(05). doi:https://doi.org/10.4172/2157-7099.1000266 

8. André VM, Cepeda C, Levine MS. Dopamine and Glutamate in Huntington’s Disease: A Balancing Act. CNS Neuroscience & 

Therapeutics. 2010;16(3):163-178. doi:https://doi.org/10.1111/j.1755-5949.2010.00134.x 

9. Centonze D, Muzio L, Rossi S, Furlan R, Bernardi G, Martino G. The link between inflammation, synaptic transmission and 

neurodegeneration in multiple sclerosis. Cell Death and Differentiation. 2010;17(7):1083-1091.  

doi:https://doi.org/10.1038/cdd.2009.179 

10. Foerster BR, Pomper MG, Callaghan BC, et al. An Imbalance Between Excitatory and Inhibitory Neurotransmitters in Amyotrophic 

Lateral Sclerosis Revealed by Use of 3-T Proton Magnetic Resonance Spectroscopy. JAMA Neurology. 2013;70(8):1009. 

doi:https://doi.org/10.1001/jamaneurol.2013.234 

11. Ballinger Elizabeth C, Ananth M, Talmage David A, Role Lorna W. Basal Forebrain Cholinergic Circuits and Signaling in Cognition 

and Cognitive Decline. Neuron. 2016;91(6):1199-1218. doi:https://doi.org/10.1016/j.neuron.2016.09.006 

12. Doble A. The Role of Excitotoxicity in Neurodegenerative Disease. Pharmacology & Therapeutics. 1999;81(3):163-221. 

doi:https://doi.org/10.1016/s0163-7258(98)00042-4 

13. Choi DW. Glutamate receptors and the induction of excitotoxic neuronal death. Neuroscience: From the Molecular to the Cognitive. 

1994;100:47-51. doi:https://doi.org/10.1016/s0079-6123(08)60767-0 

14. Institute of Medicine (US) Forum on Neuroscience and Nervous System Disorders. Glutamate-Related Biomarkers in Drug 

Development for Disorders of the Nervous System. National Academies Press; 2011. doi:https://doi.org/10.17226/13146 

15. Cortese BM, Phan KL. The Role of Glutamate in Anxiety and Related Disorders. CNS Spectrums. 2005;10(10):820-830. 

doi:https://doi.org/10.1017/s1092852900010427 

16. Pitt D, Werner P, Raine CS. Glutamate excitotoxicity in a model of multiple sclerosis. Nature Medicine. 2000;6(1):67-70. 

doi:https://doi.org/10.1038/71555 

17. Rothstein JD, Tsai G, Kuncl RW, et al. Abnormal excitatory amino acid metabolism in amyotrophic lateral sclerosis. Annals of 

Neurology. 1990;28(1):18-25. doi:https://doi.org/10.1002/ana.410280106 

18. Vaarmann A, Kovac S, Holmström KM, Gandhi S, Abramov AY. Dopamine protects neurons against glutamate-induced excitotoxicity. 

Cell Death & Disease. 2013;4(1):e455-e455. doi:https://doi.org/10.1038/cddis.2012.194 

19. Wang R, Reddy PH. Role of Glutamate and NMDA Receptors in Alzheimer’s Disease. Journal of Alzheimer’s Disease. 

2017;57(4):1041-1048. doi:https://doi.org/10.3233/jad-160763 

20. Battaglia G, Busceti CL, Molinaro G, et al. Pharmacological Activation of mGlu4 Metabotropic Glutamate Receptors Reduces 

Nigrostriatal Degeneration in Mice Treated with 1-Methyl-4-Phenyl-1,2,3,6-Tetrahydropyridine. The Journal of Neuroscience. 

2006;26(27):7222-7229. doi:https://doi.org/10.1523/JNEUROSCI.1595-06.2006 



G. Neri                        9  

European Journal of Neurodegenerative Diseases 2018; 7(1) January-June 5-10                                               www.biolife-publisher.it 

 

21. Sheldon AL, Robinson MB. The Role of Glutamate Transporters in Neurodegenerative Diseases and Potential Opportunities for 

Intervention. Neurochemistry international. 2007;51(6-7):333-355. doi:https://doi.org/10.1016/j.neuint.2007.03.012 

22. Werner P, Pitt D, Raine CS. Multiple sclerosis: Altered glutamate homeostasis in lesions correlates with oligodendrocyte and axonal 

damage. Annals of Neurology. 2001;50(2):169-180. doi:https://doi.org/10.1002/ana.1077 

23. Oberheim NA, Takano T, Han X, et al. Uniquely Hominid Features of Adult Human Astrocytes. Journal of Neuroscience. 

2009;29(10):3276-3287. doi:https://doi.org/10.1523/jneurosci.4707-08.2009 

24. Hassel B, Tessler S, Faull RLM, Emson PC. Glutamate Uptake is Reduced in Prefrontal Cortex in Huntington’s Disease. 

Neurochemical Research. 2007;33(2):232-237. doi:https://doi.org/10.1007/s11064-007-9463-1 

25. Ben Haim L, Carrillo-de Sauvage MA, CeyzÃ©riat K, Escartin C. Elusive roles for reactive astrocytes in neurodegenerative diseases. 

Frontiers in Cellular Neuroscience. 2015;9. doi:https://doi.org/10.3389/fncel.2015.00278 

26. Yang M, Moon C, Kim J, et al. Brain-derived neurotropic factor and GABAergic transmission in neurodegeneration and 

neuroregeneration. Neural Regeneration Research. 2017;12(10):1733. doi:https://doi.org/10.4103/1673-5374.217353 

27. Cawley N, Solanky BS, Muhlert N, et al. Reduced gamma-aminobutyric acid concentration is associated with physical disability in 

progressive multiple sclerosis. Brain. 2015;138(9):2584-2595. doi:https://doi.org/10.1093/brain/awv209 

28. Demakova Ev, Korobov VP, Lemkina L. [Determination of gamma-aminobutyric acid concentration and activity of glutamate 

decarboxylase in blood serum of patients with multiple sclerosis]. Klin Lab Diagn. 2003;(4):15-17. 

29. Calabresi P, Picconi B, Tozzi A, Di Filippo M. Dopamine-mediated regulation of corticostriatal synaptic plasticity. Trends in 

Neurosciences. 2007;30(5):211-219. doi:https://doi.org/10.1016/j.tins.2007.03.001 

30. Naoi M, Maruyama W, Inaba-Hasegawa K, Akao Y. Type A monoamine oxidase regulates life and death of neurons in 

neurodegeneration and neuroprotection. Int Rev Neurobiol. 2011;100:85-106. doi:https://doi.org/10.1016/b978-0-12-386467-3.00005-

4 

31. Bortolato M, Chen K, Shih JC. Monoamine oxidase inactivation: from pathophysiology to therapeutics. Advanced Drug Delivery 

Reviews. 2008;60(13-14):1527-1533. doi:https://doi.org/10.1016/j.addr.2008.06.002 

32. Cohen GM, Farooqui R, Kesler N. Parkinson disease: A new link between monoamine oxidase and mitochondrial electron flow. Proc 

Natl Acad Sci USA. 1997;94(10):4890-4894. doi:https://doi.org/10.1073/pnas.94.10.4890 

33. Birkmayer W, Riederer P, Ambrozi L, Youdim MBH. Implications of combined treatment with “Madopar” and L-deprenil in 

Parkinson’s disease. The Lancet. 1977;309(8009):439-443. doi:https://doi.org/10.1016/s0140-6736(77)91940-7 

34. Schedin-Weiss S, Inoue M, Hromadkova L, et al. Monoamine oxidase B is elevated in Alzheimer disease neurons, is associated with 

γ-secretase and regulates neuronal amyloid β-peptide levels. Alzheimer’s Research & Therapy. 2017;9(1). 

doi:https://doi.org/10.1186/s13195-017-0279-1 

35. Cepeda C, Murphy KPS, Parent M, Levine MS. The role of dopamine in huntington’s disease. Progress in Brain Research. 

2014;211:235-254. doi:https://doi.org/10.1016/b978-0-444-63425-2.00010-6 

36. Harvey JA. Role of the Serotonin 5-HT2A Receptor in Learning. Learning & Memory. 2003;10(5):355-362. 

doi:https://doi.org/10.1101/lm.60803 

37. Canli T, Lesch KP. Long story short: the serotonin transporter in emotion regulation and social cognition. Nature Neuroscience. 

2007;10(9):1103-1109. doi:https://doi.org/10.1038/nn1964 

38. Ciranna L. Serotonin as a Modulator of Glutamate- and GABA-Mediated Neurotransmission: Implications in Physiological Functions 

and in Pathology. Current Neuropharmacology. 2006;4(2):101-114. doi:https://doi.org/10.2174/157015906776359540 

39. Ramirez MJ, Lai MKP, Tordera RM, Francis PT. Serotonergic Therapies for Cognitive Symptoms in Alzheimer’s Disease: Rationale 

and Current Status. Drugs. 2014;74(7):729-736. doi:https://doi.org/10.1007/s40265-014-0217-5 

40. Claeysen S, Bockaert J, Giannoni P. Serotonin: A New Hope in Alzheimer’s Disease? ACS Chemical Neuroscience. 2015;6(7):940-

943. doi:https://doi.org/10.1021/acschemneuro.5b00135 

41. Kish SJ. Biochemistry of Parkinson’s disease: is a brain serotonergic deficiency a characteristic of idiopathic Parkinson’s disease?. Adv 

Neurol. 2003;91:39-49. 

42. Roselli F, Pisciotta N, M Pennelli, et al. Midbrain SERT in degenerative parkinsonisms: A 123I-FP-CIT SPECT study. Mov Disord. 

2010;25(12):1853-1859. doi:https://doi.org/10.1002/mds.23179 



G. Neri                        10  

European Journal of Neurodegenerative Diseases 2018; 7(1) January-June 5-10                                               www.biolife-publisher.it 

 

43. Pavese N, Metta V, Bose SK, Chaudhuri KR, Brooks DJ. Fatigue in Parkinson’s disease is linked to striatal and limbic serotonergic 

dysfunction. Brain: A Journal of Neurology. 2010;133(11):3434-3443. doi:https://doi.org/10.1093/brain/awq268 

44. Politis M, Wu K, Loane C, et al. Depressive symptoms in PD correlate with higher 5-HTT binding in raphe and limbic structures. 

Neurology. 2010;75(21):1920-1927. doi:https://doi.org/10.1212/wnl.0b013e3181feb2ab 

45. Ballanger B, Strafella AP, van Eimeren T, et al. Serotonin 2A Receptors and Visual Hallucinations in Parkinson Disease. Archives of 

Neurology. 2010;67(4). doi:https://doi.org/10.1001/archneurol.2010.35 

46. Politis M, Loane C, Wu K, Brooks DJ, Piccini P. Serotonergic mediated body mass index changes in Parkinson’s disease. Neurobiology 

of Disease. 2011;43(3):609-615. doi:https://doi.org/10.1016/j.nbd.2011.05.009 

47. J. Fitzgerald P. Is Elevated Norepinephrine an Etiological Factor in Some Cases of Alzheimers Disease? Current Alzheimer Research. 

2010;7(6):506-516. doi:https://doi.org/10.2174/156720510792231775 

48. Marien MR, Colpaert FC, Rosenquist AC. Noradrenergic mechanisms in neurodegenerative diseases: a theory. Brain Research Reviews. 

2004;45(1):38-78. doi:https://doi.org/10.1016/j.brainresrev.2004.02.002 

49. Kalinin S, Gavrilyuk V, Polak PE, et al. Noradrenaline deficiency in brain increases β-amyloid plaque burden in an animal model of 

Alzheimer’s disease. Neurobiology of Aging. 2007;28(8):1206-1214. doi:https://doi.org/10.1016/j.neurobiolaging.2006.06.003 

50. Pugh PL, Vidgeon-Hart MP, Ashmeade T, et al. Repeated administration of the noradrenergic neurotoxin N-(2-chloroethyl)-N-ethyl-

2-bromobenzylamine (DSP-4) modulates neuroinflammation and amyloid plaque load in mice bearing amyloid precursor protein and 

presenilin-1 mutant transgenes. Journal of Neuroinflammation. 2007;4(1):8. doi:https://doi.org/10.1186/1742-2094-4-8 

51. Takahashi J, Shibata T, Sasaki M, et al. Detection of changes in the locus coeruleus in patients with mild cognitive impairment and A 

lzheimer’s disease: High‐resolution fast spin‐echo T 1‐weighted imaging. Geriatr Gerontol. 2014;15(3):334-340. 

doi:https://doi.org/10.1111/ggi.12280 

52. Gannon M, Che P, Chen Y, Jiao K, Roberson ED, Wang Q. Noradrenergic dysfunction in Alzheimer’s disease. Frontiers in 

Neuroscience. 2015;9. doi:https://doi.org/10.3389/fnins.2015.00220 

53. Fernández-Novoa L. Histamine function in brain disorders. Behavioural Brain Research. 2001;124(2):213-233. 

doi:https://doi.org/10.1016/s0166-4328(01)00215-7 

54. Cacabelos, R, Yamatodani, A, Niigawa, H, et al. Brain histamine in Alzheimer’s disease. Methods and findings in experimental and 

clinical pharmacology. 1989;11(5):353–360. 

55. Alraksinen MS, Paetau A, Paljärvi L, et al. Histamine neurons in human hypothalamus: Anatomy in normal and alzheimer diseased 

brains. Neuroscience. 1991;44(2):465-481. doi:https://doi.org/10.1016/0306-4522(91)90070-5 

56. Nakamura S, Takemura M, Katsunori Ohnishi, et al. Loss of large neurons and occurrence of neurofibrillary tangles in the 

tuberomammillary nucleus of patients with Alzheimer’s disease. Neurosci Lett. 1993;151(2):196-199. 

doi:https://doi.org/10.1016/0304-3940(93)90019-h 

57. Tata A, Velluto L, D’Angelo C, Reale M. Cholinergic System Dysfunction and Neurodegenerative Diseases: Cause or Effect? CNS & 

Neurological Disorders - Drug Targets. 2014;13(7):1294-1303. doi:https://doi.org/10.2174/1871527313666140917121132 

58. Maurer SV, Williams CL. The Cholinergic System Modulates Memory and Hippocampal Plasticity via Its Interactions with Non-

Neuronal Cells. Frontiers in Immunology. 2017;8. doi:https://doi.org/10.3389/fimmu.2017.01489 

59. Rajmohan R, Reddy PH. Amyloid-Beta and Phosphorylated Tau Accumulations Cause Abnormalities at Synapses of Alzheimer’s 

disease Neurons. Journal of Alzheimer’s Disease. 2017;57(4):975-999. doi:https://doi.org/10.3233/jad-160612 



  
 
 

Received: 28 April, 2018 
Accepted: 18 June, 2018 
 
 

2279-5855 (2018) 
Copyright © by BIOLIFE  

This publication and/or article is for individual use only and may not be 

further reproduced without written permission from the copyright 
holder. Unauthorized reproduction may result in financial and other 

penalties. Disclosure: all authors report no conflicts of interest relevant 

to this article. 

European Journal of Neurodegenerative Diseases 2018; 7(1) January-June 11-13                                                www.biolife-publisher.it 

 

 

 

European Journal of Neurodegenerative Diseases 
ISSN 2279-5855 / 2018 vol. 7, ISSUE N. 1, January-June  

 

 Letter to the Editor 

 

IMMUNOLOGICAL RESPONSE IN MULTIPLE SCLEROSIS 

 
E. Toniato1* 

 
1Department of Innovative Technologies in Medicine and Dentistry, G. D’Annunzio University, Chieti, Italy  

 

*Correspondence to:  

Elena Toniato, MD 

Department of Innovative Technologies in Medicine and Dentistry, 

G. D’Annunzio University, 

Chieti, Italy 

e-mail: elena.toniato@unich.it  

 

 

KEYWORDS: multiple sclerosis, inflammation, CNS, CD4+ T cells, TGF-β, IL-23, IL-6, IL-21  

 

INTRODUCTION 

 

Multiple sclerosis (MS) is an inflammatory disease of the central nervous system (CNS) that results in 

demyelination. The disease affects millions of individuals worldwide (1), afflicting more women than men (2). MS is 

characterized by T lymphocytes attacking and destroying myelin, a process that leads to neurological disease. Patients 

affected by MS present neurological and physical disabilities with motor impairment and difficulty with movement 

coordination.  

Neurodegenerative diseases, including MS, are characterized by inflammation in the CNS, due to the activation of 

immune cells. In recent scientific literature, many studies have dealt with MS and notable progress has been made in both 

diagnosis and therapy (3-5). Today, several drugs are available for this chronic progressive disease, although all the 

currently available therapies are still unsatisfactory. The diagnosis should be made as early as possible, even though it is 

often difficult in patients who do not present typical symptoms.  

MS is an autoimmune disease that creates inflammatory damage, affecting nerve cells in the brain and causing 

physical and mental disorders. Widespread brain damage occurs with inflammation, demyelization, and damage to 

neurons both in the CNS and at the medullary level, affecting both the white matter and deep gray matter (6). White 

matter lesions, which are visible with magnetic resonance imaging, are now treated with better results, however there is 

still no specific therapy. The disease can affect young individuals, including those under 35 years of age, and occurs with 

a ratio between females and males of approximately 3 to 1, respectively. Interestingly, over the last century, the incidence 

of MS in women has risen while there has been no increase in that of men (7). The main symptoms that occur in MS are 

loss of sensation, weakness, depression, cognitive impairment, diplopia, and others (Table I). 

 

Table I. Some of the symptoms that occur in multiple sclerosis. 

• weakness • unstable mood • incontinence 

• fatigue • ataxia • dysphagia 

• cognitive impairment • pain • diarrhea 

• depression • loss of sensation • muscle spasms 

• anxiety • paraesthesia • problems with speech or swallowing 

• diplopia   
 

The diagnosis of MS is mainly based on the symptoms and behaviour of the patient. Clinical tests include MRI 

scans, which can highlight demyelization plaques that appear in the brain and spinal cord. Diagnostic help is also given 

mailto:elena.toniato@unich.it
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by the examination of the cerebrospinal fluid through a lumbar puncture, which highlights leucocytosis with an increase 

in antibodies (presence of elevated IgG) that testify to the excessive immune response.  

Therapy in this disease is somewhat deficient because there are no specific drugs for treating MS, although 

treatment with corticosteroids has been seen to delay the worsening of the pathological state and prevent secondary effects 

(immunosuppression). The individual suffering from MS should undergo both physical and psychological rehabilitation. 

The disease has been roughly classified into four clinical aspects: a) relapsing and remitting, b) secondary progressive, c) 

primary progressive, and d) progressive relapsing. These four categories often present overlapping clinical signs that do 

not precisely define the state and complexity of the disease. 

MS is multifactorial and is most likely a combination of immune dysfunction, genetic tendency, and environmental 

factors. Regarding genetic risks, patients show risk alleles in the genes for the major histocompatibility complex, but also 

dysfunctions of the receptors of some cytokines such as T cell growth factor (TCGF) (also called IL-2) and IL-7 (8). In 

addition, it was recently seen that MS is also associated with low levels of vitamin D, some viruses such as the Epstein 

Barr virus, and cigarette smoking.  

 

The immunological response in multiple sclerosis 

Autoimmune diseases affect approximately 5% of the population in industrialized countries (9). These are very 

complex and poorly understood diseases that involve the immune system and in particular, T cells or B cells. In these 

cases, the immune system intervenes without any infection or other apparent pathology, causing damage throughout the 

body. In MS, the immune system attacks the self-components, in particular, myelin which is the protective sheath 

surrounding nerve fibers.  

At the immune level, the disease originates in the thymus, which is unable to eliminate immunoreactive cells that react 

against the patient’s own body. The immune cells involved in this process are T and B lymphocytes, as well as 

macrophages, which intervene with CD68 in demyelinated areas.  

Adaptive immunity is involved in MS, and CD4+ T cells represent a genetic risk factor. Th1-type cells also take part 

in this pathological disease by mediating inflammation. Th1 cells generate the interferon gamma-producing cytokines 

TGF-β1, IL-23, IL-6, and IL-21, which differentiate Th17 cells that in turn produce IL-17. The pathogenic effect of these 

cells is limited by Treg cells, which produce the anti-inflammatory cytokine IL-10, and the dysregulation of these leads 

to a pathological effect of T cells. CD8+ cells contribute to the MS disease state and are found in high numbers in the 

white and gray matter of patients, causing damage to the CNS. CD8+ lymphocytes produce pro-inflammatory cytokines 

such as IL-17. 

In MS, innate immunity participates in CNS damage with several cells, including mast cells (MCs) which are present 

in large numbers in plaques. MCs contribute to the inflammatory state by secreting cytokines and chemokines, as well as 

histamine, tryptase, and chymase, that promote neuronal degeneration. Innate immune cells such as macrophages are also 

involved in neurodegeneration and inflammation. The disease is characterized by immune cell-derived inflammation that 

damages myelin and this causes plaques to become chronic.  

The underlying causes of MS are still unknown. It is certain that the disease is characterized by the loss of myelin due 

to an abnormal immune response. This characterizes it as an immune disease in which self-cells attack myelin as if it 

were recognized as non-self. Various hypotheses concerning the onset of MS have been studied in recent years. The 

factors that are most taken into consideration are: climate, genetic predisposition, infectious agents, and ethnicity. MS 

occurs more often in higher-latitude countries (where vitamin D is lacking), in individuals whose lifestyle includes habits 

such as the use of alcohol and cigarette smoking, and in subjects of Caucasian origin (10). However, infectious agents 

such as bacteria and viruses, and genetic predisposition can also be predisposing elements for developing MS. The 

hereditary factor in MS is also very important and involves the HLA region of chromosome 6, a phenomenon that occurs 

in many autoimmune diseases. However, all these hypotheses still need to be evaluated and confirmed by scientific 

research.  

 

CONCLUSIONS 

 

MS is a disabling disease that affects the brain and spinal cord, causing pathological effects throughout the body with 

degeneration of the CNS. The pathogenesis of the disease involves different immune cells with B lymphocytes and 

effector CD4 T-cells playing important roles. Additionally, CD8 T cells may also play a distinguishing role in the disease. 

In fact, these lymphocytes represent the main therapeutic target for MS. T and B cells activated by autoantigens expand 

and contribute to the inflammatory state, affecting the neuroaxonal degeneration of the CNS. In addition, some cytokines 

such as IFN- and IL-17 appear to be more involved in the pathogenesis of the disease, where they are found in abundant 

quantities both in the CNS and in the cerebrospinal fluid. 

New therapies have helped improve longevity in MS and hindered disease progression, but research needs to continue 

to provide better diagnostic and therapeutic options for treating patients. 
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