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Neurodegenerative diseases are currently incurable. Numerous experimental data accumulated over the past fifty

years have brought us closer to understanding the molecular and cell mechanisms responsible for their

development. It is known that the basis of neurodegenerations are proteinopathies, disorders in the structure and

function of various proteins that lead to their aggregation and toxic effects on cells. The most common

neurodegenerative proteinopathies are amyloidosis (amyloid extracellular plaques in AD), tauopathy (various

dementias), α-synucleopathy (Lowy bodies in PD), prionopathy, and TDP-43 proteinopathy (in amyotrophic lateral

sclerosis (ALS)).
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1. Introduction

Neurodegenerative diseases are an extensive group of human pathologies of various genesis, among which both

hereditary diseases and pathologies developed de novo are described. These diseases develop over decades, so

they are more common in older people. In many countries of the world in recent decades, especially in countries

with developed economies, in parallel with the increase in average life expectancy there has been an increase in

the number of neurodegenerative diseases. They have become one of the main problems that worsen the quality

of life in old age. Despite the difference in clinical manifestations, the development of neurodegenerative diseases

may be based on similar molecular and/or cellular mechanisms. Considerable attention has been paid to the

elucidation of these mechanisms in the last fifty years, and significant progress has been made in understanding

the causes of their occurrence at the molecular, cellular and organic levels. However, this knowledge is still

insufficient not only for the prevention, but also for the treatment of neurodegenerative diseases. In addition, if

researchers do not talk about hereditary or genetically determined pathologies, there is also a problem of diagnosis

and early detection of sporadically developing neurodegenerations.

The most common and actively researched neurodegenerative diseases are Alzheimer’s (AD) and Parkinson’s

(PD) diseases. There is a wide range of less common pathologies, including hereditary causes.
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At the moment, it is known that the basis of neurodegenerations are proteinopathies, disorders in the structure and

function of various proteins that lead to their aggregation and toxic effects on cells. The most common

neurodegenerative proteinopathies are amyloidosis (amyloid extracellular plaques in AD), tauopathy (various

dementias), α-synucleopathy (Lowy bodies in PD), prionopathy, and TDP-43 proteinopathy (in amyotrophic lateral

sclerosis (ALS)). Among hereditary neuropathologies, a group of polyglutamine diseases can be distinguished

caused by the repetition of the cytosine-adenine-guanine (CAG) trinucleotide in the coding segment of certain

genes, which leads to the appearance of mutant proteins. Huntington’s disease (HD) is one of the best studied

polyglutamine diseases .

The greatest difficulty for the timely clinical diagnosis of neurodegenerative diseases is their sporadic forms. They

are associated with a variety of genetic factors and environmental influences. The causes of their occurrence

remain largely unknown. In general, the development of sporadic forms of neurodegenerative diseases leads to the

same cellular pathologies as in hereditary forms, including the accumulation of toxic proteins. Modern scientific

research is aimed at identifying specific biomarkers that would select potential patients in the early stages of the

disease before the first symptoms appear. Determining the risk group is of great importance, because now

methods have been developed to slow down the development of the disease, and the earlier such therapy begins,

the better for the patient. For instance, in a number of publications devoted to this problem, an increased level of

methylation of risk genes associated with the development of neurodegenerative diseases is discussed .

2. Proteins Responsible for Neurodegenerative Diseases,
Their Association with Cell Organelles and Involvement in
Cellular Functions

Most neurodegenerative diseases are proteinopathies that occur as a result of disorders in the structure and

function of certain proteins. These defective proteins disorganize the normal function of intracellular organelles,

which ultimately leads to toxic damage to nerve cells.

2.1. Amyloid-β

AD is one of the most common and severe neurodegenerative diseases. It is considered to be proven that AD is

amyloidosis by nature; the disease is characterized by the formation of extracellular amyloid plaques in the nervous

tissue. It is believed that their accumulation leads to the development of neurodegenerative disorders in patients,

however (and researchers cannot fail to note this), these long-established ideas can be revised .

It has been shown that Aβ is formed by the cleavage of Aβ precursor protein (APP) by β- and γ-secretase. A

number of β-amyloid peptides with a length of 39 to 43 amino acid residues are formed, the hydrophobic nature of

which promotes self-aggregation and neurotoxicity . APP is an expressed transmembrane protein (reviewed in

) that appears to perform important physiological functions in the synapse. It has been suggested that APP may

function as a receptor involved in transsynaptic signaling , and may also participate in adhesion .
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Many studies in the field of understanding the functions of Aβ appear almost daily. Nevertheless, researchers still

have little idea of how to look for approaches to the qualitative therapy of neurodegenerative diseases associated

with amyloid accumulation. Perhaps it is after the discovery of native APP functions that an understanding of the

occurrence mechanisms, timely diagnosis and prevention of these diseases will appear.

2.2. Tau-Protein

The cause of some dementias is considered to be tauopathy. In taupathies, neurofibrillary tangles (NFT) are

formed from the insoluble hyperphosphorylated tau protein. This disorder is observed in patients with AD, PD,

frontal temporal dementia, Pick’s disease, and others .

The tau protein, originally defined as MAP (microtubule-associated protein), has over time been discovered to

possess many alternative functions. It has been shown to bind to the p150 subunit of the dynactin complex, which

provides the interaction of dynein with cargo . Some studies provide evidence that tau protein can interact with

actin and affect its polymerization, as well as its interaction with microtubules . Tau protein can also

interact with the plasma membrane , with some proteins involved in signal transmission , and has

a binding site to DNA and RNA .

The wide range of tau protein interactions with other proteins and cellular structures presents ample opportunities

for research activities that may lead to the discovery of new treatments for neurodegenerative processes.

2.3. α-Synuclein

α-Synucleinopathies are the cause of dementia and, in particular, PD. Due to the central hydrophobic region, α-

synuclein has a high tendency for aggregation. It forms an intermediate ring structure called a protofibrill, which

eventually transforms into insoluble polymers or fibrils . These insoluble fibrils are the main component of Lewy

bodies, the accumulation of which is observed in the neurons’ cytoplasm in dementia, including PD. Lewy bodies

are found in both sporadic and hereditary forms of this disease. It has been shown that the aggregation of α-

synuclein can be influenced by many factors, such as mutations, post-translational modifications of the protein and

even the dopamine effects .

Despite many studies, the exact function of α-synuclein remains unclear. Monomeric α-synuclein plays significant

roles in synaptic signal transduction and synaptic vesicle recirculation , including influencing glutamate release

.

From all of the above, it follows that α-synuclein performs a number of important functions in the cell and affects

various cellular organelles. However, researchers have yet to determine its main role in normal cellular metabolism.

2.4. Prions
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Prions (PrP) are unique pathogenic proteins that have the property of self-replication when acquiring an alternative

conformation. Prion diseases, or transmissible spongiform encephalopathies, includes Creutzfeld–Jacob disease,

Gerstmann–Sträussler–Scheinker syndrome, kuru, fatal insomnia, and variable protease-sensitive prionopathy. All

these diseases are associated with the conformational transformation of the normal cellular PrP into the abnormal

PrP   through a post-translational process during which PrP acquires a high β-sheet content  with

subsequent accumulation in the brain and nervous tissue .

The participation of PrP  in the development of prion diseases has been studied quite well, but its normal

physiological role still remains the subject of scientific discussion. According to accumulated data, it can influence

some early processes of cell differentiation . PrP  plays a role in the development and maintenance of the

nervous system as a whole . Thus, PrP  can play an active role in many different cellular processes and

can influence a wide range of physiological phenomena in the body. However, to date, its exact function and

relationship with many intracellular structures remains unexplored.

2.5. TAR DNA-Binding Protein 43

TAR DNA-binding protein 43 (TDP-43) is a highly conserved heterogeneous nuclear ribonucleoprotein that controls

the transcription, splicing and RNA stability of certain genes (reviewed in ). This protein is involved in various

aspects of cell proliferation and apoptosis . TDP-43 proteinopathy has been found in such forms of dementia as

frontotemporal lobar degeneration and amyotrophic lateral sclerosis . In these diseases, various forms of

TDP-43 accumulate in the cytoplasm . It remains unclear what causes neurotoxicity in this case, whether it is

the aggregates themselves or the lack of regulatory factors for nucleic acids. This example shows that such

combinations can be of great importance for the development of other neurodegenerative pathologies associated

with the accumulation of Aβ, huntingtin, α-synuclein, etc.

2.6. Mutant Proteins in Polyglutamine Diseases

Currently, a number of neurodegenerative diseases have been described that have hereditary genetically

determined causes, for example, polyglutamine diseases. This group of polyglutamine diseases, caused by the

expansion of trinucleotide cytosine–adenine–guanine (CAG), repeats in the coding segment of certain genes. Such

expansion leads to the appearance of mRNA with abnormally long repetitive CAG triplets and respective proteins

with polyglutamine tracts in the cells.

HD is the most studied among the polyglutamine neurodegenerative diseases. Its development is associated with a

mutation in the HTT gene and the consequence of this mutation and defective huntingtin (HTT) expression, is the

death of neurons, mostly striatal neurons.

It has been shown that HTT is associated with numerous partner proteins, interacts with many intracellular

structures and is involved in many cellular processes; therefore, HD is a very perspective model for the

investigation.
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3. Huntingtin–Protein Interactions as the Basis of
Intracellular Pathologies and Potential Target for Therapeutic
Intervention in Huntington Disease

HTT is a major cellular protein. As one of the research teams aptly said, huntingtin is ‘here, there, everywhere’ .

The HTT gene expresses in all tissues and organs in humans and mice, but HTT expression level is the highest in

neural tissue . Autosomal dominant mutation in the HTT causes an increase in the polyglutamine fragment

length (encoded by the CAG codon) at the protein N-terminus and leads to the development of HD, a severe and

currently incurable neurodegenerative pathology .

Despite intensive investigations, the functions of both mutant (mHTT) and wild-type HTT remain not fully

understood. HTT can play an active role in cell physiology, being involved in a wide range of intracellular

processes, such as cell transport, endocytosis, protein degradation and other cellular and molecular processes.

HTT, as well as mHTT, interacts with different cell organelles directly or through their associated proteins (Figure

1). It is assumed that the effect of HTT on transport is due to its interaction via HAP1 (huntingtin-associated protein

1) with the p150Glued dinactin subunit and the kinesin family protein KIF5C . HTT also interacts with both N-

and C-terminal domains with dynamite 1 . Researchers' own experimental data give reason to believe that

a significant part of the HTT-involved cellular processes is mediated by microtubules and other cell cytoskeleton

structures .

[45]
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Figure 1. Possible mechanisms of mHTT cellular toxicity (enlarged polyglutamine fragment is shown in red). The

toxic effect includes inhibition of proteasome and autophagic degradation, disruption of vesicular transport, effects

on mitochondrial physiology, transcription of BDNF (brain-derived neurotrophic factor) and mitochondrial proteins.

Polyglutamine fragments obtained during the degradation of mHTT itself also have a toxic effect. Red arrows

indicate a stimulating effect, red T sticks indicate an inhibitory effect. Figure was created with BioRender.com

(accessed on 25 October 2022).

According to many studies, the number of HTT partner proteins can range from 100 to 350 . The large

number of molecular interactions, the nature of partner proteins, the relatively large size and stability of HTT

suggest its role as a scaffold for a variety of protein complexes. This is also evidenced by the presence of sites in

HTT such as HEAT domains. Thus, HTT function may be to coordinate cellular processes as a central component

of several protein complexes .

4. The Spectrum of Possible Cellular Pathologies in
Neurodegenerative Diseases

Experimental data indicate the involvement of many cellular processes in the neurodegenerative diseases

development. These processes can be both unique to one disease and characteristic of many neurodegenerations.

There are many discussions in the literature about phenomena such as the accumulation of protein aggregates or

toxic protein fragments, violation of protein proteolysis, mRNA toxicity, mitochondrial disorders, nuclear violations,

DNA damage, changes in protein expression and disruption of cellular transport.

The common manifestations of neurodegenerative diseases also include activation of microglia, cytokines, reactive

astrogliosis and the launch of a broad inflammatory immune response . These processes at the level of the

organism lead to biochemical and structural changes in the surrounding neurons.

Summarizing numerous experimental data (but, of course, without claiming to cover them completely), researchers

tried to determine which intracellular structures and cytophysiological processes mainly undergo pathological

changes during the development of the most common neurodegenerative diseases (Figure 2).

[50][54][55]
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Figure 2. The main cellular pathologies developing during neurodegeneration.

It transpired that in various neurodegenerative diseases on the subcellular structural level, in addition to the

obvious general problems with the corresponding proteins (impaired of protein expression, folding and

degradation), mitochondria most often suffer from (Figure 2).

The biological aspects of the influence of proteins involved in neurodegeneration remains a subject of debate. It is

known that in AD Aβ inhibits some components of the respiratory chain, thus causing mitochondrial depolarization,

and also causes an increase in calcium levels, which leads to oxidative stress . Disruption of the Tau

protein leads to an abnormal distribution of mitochondria , a violation of the balance of their fusion and division

. In addition, oxidative stress is also observed . Binding of α-synuclein directly to the mitochondrial membrane

has been demonstrated . This causes inhibition of the respiratory chain complex I  and stimulation of the

calcium signal . mHTT leads to a decrease in the activity of some components of the respiratory chain and a

decrease in the membrane potential of mitochondria, as well as the buffer capacity of calcium .

5. Modern Approaches to the Development of Methods for
Neurodegenerative Diseases Treatment

Modern medicine commonly uses exclusively symptomatic therapy, which is not able to affect the dynamics of the

pathological process. Therapeutic approaches are designed to eliminate the manifestations of neurological

disorders and somatic disorders that have arisen as a result of the disease development. Treatment methods

[59][60][61]
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include drugs that affect the neurotransmitter component (cholinesterase inhibitors and glutamate regulators in AD;

catechol O-methyltransferase (COMT) inhibitors, MAO-B inhibitors, anticholinergics, L-Dopa, dopamine agonists

and MAO-B inhibitors in PD; dopamine antagonists in HD); various channel blockers in ALS and ataxia

(neuroprotectors); antipsychotics; antioxidants; and sedatives and muscle relaxants for the relief of choreic

symptoms in HD. The therapy used is not specific to certain forms of neurodegenerative diseases and nor have a

specific point of application to the regulation mechanisms of a certain protein, as such a violation of the

conformation or structure causes the disease development.

As it follows from the analysis of modern research data (Figure 2), mitochondria and protein degradation systems

in cells are most often affected in neurodegenerative diseases. To date, it is obvious that such disorders are most

likely not the cause, but the earliest consequence of the development of the neurodegenerative process. Since

mitochondrial disorders and protein degradation anomalies that occur in this case are characteristic of all

neurodegenerations, mitochondria and cellular systems involved in the degradation process can serve as a target

for the development of new therapies, specifically aimed at restoring their normal functioning and protecting certain

cellular organelles.

Examples of such approaches include trials of mitochondrial-targeted antioxidants, such as SkQ1 and MitoQ,

against neurodegenerative diseases (well described in review ). It is possible that the effectiveness of the use of

mitochondrial antioxidants will be much higher if they are used in the early stages of the disease, before the

development of pronounced damage to neurons. Therefore, the development of methods for the early diagnosis of

neurodegenerative diseases is indeed an extremely urgent task.

In recent years, innovative immunological, genetic engineering and molecular biological approaches to the

treatment of neurodegenerative diseases have been developed in the laboratory. One of the promising ways to

combat the progressive development of neuron death is the vaccination of patients against neurodegeneration

proteins (Aβ, α-synuclein etc.) , as well as the use of antibodies specific to them . Methods aimed at editing

mutant genes are being developed for the treatment of hereditary forms of neurodegenerative diseases.

Researchers are looking for approaches to correcting the mHTT gene in HD using the CRISPR/Cas9 system .

At the same time, methods aimed at reducing the level of mutant proteins in the cell by affecting expression are

being actively developed. These strategies have huge potential for treatment. RNA-targeted methods include the

use of synthetic antisense oligonucleotides that bind to a specific sequence of ribonucleic acid, which can reduce

the translation of mRNA into a disease-causing protein . The use of the RNA interference mechanism shows

satisfactory results in HD . Thus, the specific effect on neurodegeneration-associated proteins in this case

is the key to the development of effective therapies. Finally, an approach based on the use of neurodegeneration

suppressor proteins, which can be considered as potential targets for therapeutic intervention, has already been

mentioned in this review  and seems very promising.

6. Conclusions
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Obviously, it is impossible to offer a universal approach to the treatment of all neurodegenerative diseases. It is

necessary to search for individual approaches to protect the structure and functions of specific proteins involved in

the development of neurodegeneration at the cellular level. In this regard, promising are the studies conducted on

the HD model, allowed to detect HTT-interacting proteins that are genetic modifiers in neurodegenerative disorders

. Non-functioning neurodegeneration suppressors found among modifiers can be considered potential targets

for therapeutic intervention. The search for similar neurodegeneration suppressor proteins, among partner proteins

interacting with mutant proteins involved in the development of other neurodegenerative processes, seems to be a

promising direction for further research aimed at restoring the normal function of damaged proteins.

Thus, a combination of therapy aimed at maintaining mitochondrial function and any of the above innovative

approaches aimed at editing mutant genes, at suppressing (by means of neurodegeneration suppressor proteins),

or reducing the level of mutant proteins in the cell (for diseases that are not the result of a genetic mutation),

currently seems to be the most promising approach for the treatment of these disorders. In researchers' opinion,

taking into account the current state of research, the greatest progress regarding these approaches should be

expected in areas related to the development of methods aimed at reducing/suppressing the level of

mutant/defective proteins in the cell. They can provide a qualitative breakthrough in the treatment of

neurodegenerative diseases.
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