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Amyotrophic lateral sclerosis (ALS; MND, motor neuron disease) is a debilitating

neurodegenerative disease affecting 4.5 per 100,000 people per year around the world.

There is currently no cure for this disease, and its causes are relatively unknown.

Diagnosis is based on a battery of clinical tests up to a year after symptom onset, with no

robust markers of diagnosis or disease progression currently identified. A major thrust

of current research is to identify potential non-invasive markers (“biomarkers”) in body

fluids such as blood and/or cerebrospinal fluid (CSF) to use for diagnostic or prognostic

purposes. Non-coding RNAs (ncRNAs), including microRNAs (miRNAs), are found at

detectable and stable levels in blood and other bodily fluids. Specific ncRNAs can vary

in levels between ALS patients and non-ALS controls without the disease. In this review,

we will provide an overview of early findings, demonstrate the potential of this new class

as biomarkers, and discuss future challenges and opportunities taking this forward to

help patients with ALS.
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INTRODUCTION

Amyotrophic lateral sclerosis (ALS) is themost prevalent adult onset form ofmotor neuron disease.
As a result of progressive death of motor neurons in the primary motor cortex, brainstem and
spinal cord, there is atrophy of the muscles that are innervated by these neurons. This results in
muscle weakness and paralysis with death usually occurring within 3–5 years. Over the last decade,
significant progress has been made in identifying the genes responsible for familial cases of ALS
(fALS). Of these, the most frequently mutated genes are chromosome 9 open reading frame 72
(C9orf72), superoxide dismutase 1 (SOD1), TAR DNA-binding protein 43 (TARDBP; TDP-43),
and FUS RNA binding protein (FUS), accounting for over 70% of fALS cases (1). Nevertheless,
fALS constitutes approximately 10% of all cases, with the genetic underpinnings of sporadic ALS
(sALS) mostly unknown, though C9orf72 is known to account for 5% of sALS cases.

The lack of a common cause has resulted in difficulties not only in timely disease diagnosis
resulting in delay of treatment, but in developing drugs and treatments for the disease. Thus,
identifying useful biomarkers as tools for early diagnosis, for determining subgroups in relation
to pathogenesis and/or phenotype, and as indicators of treatment response, are urgently required.
Development of biomarkers that are minimally invasive to obtain, simple to undertake, and time
efficient are key and those derived from biofluids, such as blood, are well suited for this. Further, it
is not necessary for the biomarkers to underlie the pathology of the disease if it correlates strongly
and specifically to the disease. Indeed, this is more difficult to assess in diseases such as ALS where
the underlying molecular causes of pathology is unknown or unclear.

https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org/journals/neurology#editorial-board
https://www.frontiersin.org/journals/neurology#editorial-board
https://www.frontiersin.org/journals/neurology#editorial-board
https://www.frontiersin.org/journals/neurology#editorial-board
https://doi.org/10.3389/fneur.2019.00186
http://crossmark.crossref.org/dialog/?doi=10.3389/fneur.2019.00186&domain=pdf&date_stamp=2019-03-07
https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://www.frontiersin.org/journals/neurology#articles
https://creativecommons.org/licenses/by/4.0/
mailto:g.joilin@sussex.ac.uk
mailto:m.hafezparast@sussex.ac.uk
https://doi.org/10.3389/fneur.2019.00186
https://www.frontiersin.org/articles/10.3389/fneur.2019.00186/full
http://loop.frontiersin.org/people/182630/overview
http://loop.frontiersin.org/people/514700/overview
http://loop.frontiersin.org/people/552231/overview


Joilin et al. MirocRNAs as Biomarkers of ALS

One class of molecules increasingly investigated as potential
biomarkers are short ncRNA species (those under 100
nucleotides long), which include tRNA, rRNA, piwi-RNA
(piRNA), and microRNA (miRNA). MiRNA have been the main
focus of most studies to date, driven by a good understanding
of their biogenesis and function, an ease in profiling their
expression with a range of techniques including microarray,
RNA-seq, and RT-qPCR, a relatively simple structure, increased
stability from RNase degradation and freeze-thaw cycles, and a
presence in a range of biofluids including blood, cerebrospinal
fluid (CSF), and urine (2, 3). To date, a number of studies
have shown that miRNAs are differentially expressed in ALS
patients when compared to controls in a variety of biofluids,
including CSF, and in the blood-derived components plasma
and serum (4–18) (summarized in Table 1). This review
will aim to present recent work identifying miRNA-based
biomarkers in biofluids, the possibility of using other ncRNA
as biomarkers, and the next steps required to move this into a
clinical setting.

EXISTING CIRCULATING RNA
BIOMARKERS FOR ALS

Serum-Based Biomarkers
Freischmidt and colleagues have undertaken a number of
studies to identify potential miRNA-based biomarkers in the
ALS patient serum (4, 6, 8). Their first study selected ten
miRNAs previously identified to regulate the ALS-related gene
TARDPB and found five miRNAs were differentially expressed
in serum of sALS patients (4). Their later study focused on
miRNA expression in serum from fALS patients using Affymetrix
miRNA array chips, and found downregulation of a set of 30
potential miRNA biomarkers for the disease [Table 1; 3]. Four
miRNA were selected based on their false discovery rate (FDR)-
adjusted p-value (MIR1915-3p, MIR3665, MIR4530, MIR4745-
5p) and their downregulation validated with RT-qPCR in the
fALS patients, and all but MIR1915-3p were further observed to
be downregulated in sALS patients. While increased variability
was observed in sALS patients, this suggested that there may
be similarities in the miRNA profile between the two groups.
Curiously, these three miRNAs (MIR3665, MIR4530, MIR4745-
5p) were found not to be differentially expressed in their most
recent study using sALS patients, which described onlyMIR1234-
3p and MIR1825 as being downregulated (8). An interesting
aspect of their 2014 study was investigating miRNA expression
in non-symptomatic patients who had ALS-related genetic
mutations, but predicted to present disease symptoms within the
next 20 years. These predicted pre-symptomatic carriers shared
91.7% of the downregulated miRNA of symptomatic patients,
although to a lesser dysregulation. This suggests that these
biomarkers may be present before symptoms and could be used
to identify potential ALS cases. Furthermore, considering there
were differences between pre-symptomatic and symptomatic
patients in the degree of dysregulation, this may suggest that
these biomarkers could change with time. However, further work
would be needed to determine this and if it would apply to

sALS cases along with whether these biomarkers are specific
to ALS itself.

Other studies have also identified potential biomarkers
that may be differentially expressed in serum from ALS
patients. The upregulation of MIR143-3p and MIR206, and
the downregulation of MIR374B-5p were observed in 23 sALS
patients and were further validated in an additional 27 sALS
patients (13). Of these, 22 samples were in a longitudinal
study and MIR143-3p and MIR374B-5p both became more
dysregulated, suggesting a link to disease progression, though
MIR206 remained stable for at least 3 months later. Another
study using patient serum also found MIR206 upregulation in
ALS patients along with MIR106b, differences that were reflected
in a SOD1-G93A mouse model of ALS (7). MIR206, described
as a myoMiR due to its high abundance in skeletal muscle
tissue, is one of the few miRNA biomarkers identified across
multiple studies, including those described below in serum and
plasma (11, 12). The working hypothesis has been that as a
result of muscle death, MIR206 is released from the muscle fibers
and into the blood stream as a waste product (19). However,
MIR206 has been identified as a blood-based biomarker for
other muscle-related diseases and therefore not specific to ALS
(20, 21). Nonetheless, it could play an important role in helping
to identify ALS patients if used in conjunction with other
biomarkers to help distinguish from ALS-like conditions. Lastly,
one study has investigated the exosomes present in serum, and
investigated a single miRNA (MIR27A-3p) based on the research
group’s previous work with myoblast exosomes (18). However,
the normalization to MIR16-5p may limit the interpretation
of this data as it has been shown to be dysregulated in ALS
(15, 22) and no evidence was shown that MIR16-5p was stable.
Nonetheless, with a fuller investigation, identifying dysregulated
miRNA present in exosomes in ALS may provide clues as to
the source, destination, and thus function of circulating miRNA
in ALS.

Plasma-Based Biomarkers
Two studies have investigated biomarkers in sALS patients using
plasma; the portion of blood which contains clotting factors.
Using microarray analysis followed by RT-qPCR, Takahashi
et al. (9) found significant upregulation of MIR4649-5p and
downregulation ofMIR4299 in ALS patients compared to healthy
controls. Interestingly, this study incorporated a follow up
analysis of the expression of miRNAs in seven of the patients,
including one patient 24 months later. However, no significant
change in the expression of any of the miRNAs were found,
although there was a trend for an increase of MIR663b over
time. Similarly, in another study, while MIR424 and MIR206
were found to be overexpressed in plasma of sALS patients, they
did not show significant changes over 6 and 12 months in a
cohort of sALS patients (11). This lack of change in MIR206
over time is consistent with the above results of Waller et al.
(13). This suggests that for these miRNA, their expression levels
are not correlated with disease progression and changes in the
patient condition. This may mean that they may only be suitable
as diagnostic markers and not useful in tracking treatment
responses in disease.
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Cerebrospinal Fluid-Based Biomarkers
In addition to serum and plasma, differential expression of
ncRNA has also been investigated in CSF. Although CSF is
not as easily obtainable as blood, changes in expression may
potentially be more insightful due to its close proximity to
the central nervous system. Using RT-qPCR, De Felice et al.
(5) not only found MIR338-3p to be over-expressed in serum,
but also in CSF, blood leukocytes, and spinal cord tissue in
ALS patients compared to controls and other patient groups
(including patients with Alzheimer’s and Parkinson’s disease).
In situ hybridization staining of spinal cord tissue post mortem
found that MIR338-3p was localized in the dorsal root gray
matter and overexpressed in ALS patients, suggesting a potential
source of the miRNA. In contrast, Freischmidt et al. (4) used the
biomarkers identified in their serumwork to find out if there were
similar changes in the CSF. While four of those miRNAs were
dysregulated, only MIR143-3p showed a significant correlative
relationship between the serum and CSF, suggesting there is low
correlation in miRNA expression between these two biofluids.
Combined with generally higher concentrations of miRNA in
the serum, the authors concluded that there might be separate
regulatory mechanisms underlying the levels of miRNAs in these
two body compartments. This is supported by other papers
looking into CSF which have shown very little overlap with other
serum studies, but studies that have looked at both within the
same sample groups are limited.

EMERGING THEMES IN ALS BIOMARKER
DISCOVERY

Recently, two main themes are starting to emerge in biomarker
discovery, including in those for ALS. Firstly, it is becoming
evident that seeking to identify singular biomarkers for disease
is unlikely, underscored by the minimal overlap demonstrated
by the above studies. In a study to identify miRNA biomarkers
in CSF, using ratios between the expression of two miRNA as
determined by RT-qPCR increased sensitivity and specificity in
identifying sALS cases compared to using a single miRNA (10).
The study pointed out that the use of more than one miRNA as a
“biomarker signature” is preferable as it reduces the dependency
on variation between individuals. The pairing of the upregulated
MIR181A-5p, with either of their two downregulated miRNA,
MIR21-5p and MIR15B-5p, increased both the sensitivity and
the specificity, with MIR15B-5p increased by 15% on average.
Another study has also used this concept for miRNA present
in serum, using a number of pairs to identify not only
patients with ALS, but other neurological disorders such as
Alzheimer’s disease, frontotemporal dementia, and Parkinson’s
disease (12). Having identified 37 brain- or inflammation-
enriched miRNA, they found the combination of the three
pairs of miRNAs (MIR206/MIR338-3p, MIR9/MIR129-3p, and
MIR335-5p/MIR338-3p) were able to clearly distinguish between
ALS and control patients in their cohort with a sensitivity of 84%
and a specificity of 82%. Furthermore, other paired combinations
were able to differentiate between other neurodegenerative
diseases and ALS. Sheinerman et al. (12) found an 8-fold

increase in MIR206 levels in the plasma of ALS patients when
compared to the controls and this was enough to distinguish ALS
patients from controls by itself. Therefore, on the whole, pairs
of miRNA were able to distinguish between the various diseases
and controls with higher accuracy than could be achieved by an
individual miRNA.

Secondly, recent advances have improved the generation of
high quality libraries from small amounts of starting RNA,
allowing unbiased screening of potential ncRNA biomarkers by
the RNA-seq technique. In one of the first studies, following on
from their work with serum, Waller et al. (14) used RNA-seq
to profile miRNA expression in the CSF of ALS patients. While
they were able to successfully sequence the miRNA and identify
potential candidates, they were unable to confirm those with RT-
qPCR because of technical issues. Nonetheless, it supports the
conclusion of the above studies that differences in miRNA can
be detected in CSF and that CSF could be a source of biomarkers.

More recently, one study has used total blood to screen
for miRNA biomarkers in ALS using RNA-seq (15). Following
identification of 42 differentially expressed miRNA in the
discovery cohort, 38 were validated using RT-qPCR, most
of which have been previously reported in other papers.
Interestingly, seven of the miRNAs (MIR30B-5p, MIR30C-5p,
MIR106B-3p, MIR128-3p, MIR148B-3p, MIR186-5p, MIR342-
3p) were able to distinguish between spinal and bulbar onset,
with decreased expression present for those with spinal onset.
Furthermore, this study also carried out RNA-seq on mRNAs in
the same samples to help identify targets that could be regulated
by the miRNA. The use of total blood, however, limits the
interpretation of these results due to the presence of red blood
cells in the samples and the possibility of variable numbers
of different types of white blood cells between patient and
control groups.

Matamala et al. (16) also utilized RNA-seq for the
identification of ALS biomarkers, but started by profiling
serum samples from transgenic mouse models of ALS, followed
by RT-qPCR validation in human samples. While a number
of miRNAs were found to change in levels between the ALS
model and controls, there was limited cross-validation when
this was taken forward to the human studies. Two miRNA that
did show differences between ALS patients and controls in the
human studies were MIR142-3p and MIR1249-3p. The authors
found that MIR142-3p seemed to correlate negatively with a
decline in clinical disability scale ALSFRS-R in patients, thus
suggesting that this could be used to measure the effect of any
disease-slowing treatment. Further, it was found to potentially
target the expression of the ALS genes TARDBP and C9orf72.
Interestingly, Matamala et al. (16) also briefly described the
detection of non-miRNA ncRNA with their RNA-seq, but did
not state if they were differentially expressed or whether they
were investigated further. As such, there may be a range of
potential biomarkers that have not yet been identified. Indeed,
several other ncRNA species have been detected in serum
including rRNA and tRNA (23–25). These have also been
highlighted as potential biomarkers in diseases other than ALS
in blood (26–29) and other tissues (24, 30–32). To this end, we
are currently using RNA-seq to identify potential biomarkers in
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ALS within the full cohort of ncRNA species, and early results
suggest that we have potential candidates, which include miRNA,
piRNA, and tRNA.

CHALLENGES AND OPPORTUNITIES

Across these studies, there is very little overlap in the miRNA
species as potential biomarkers in the biofluids (see Table 1),
and there are multiple potential reasons for this. Firstly, as
these are mostly from elderly human patients, some of these
patients could have other conditions which could alter the
miRNA composition of the biofluids themselves, thus confound
the detection of ALS-specific biomarkers; careful screening of
patients therefore is required. Further, some of these studies
do not include patients from ALS disease mimics to help
identify ALS-specific markers. This is important as some
biomarkers identified such as MIR206 are not specific to ALS
as described above. Additionally, most of these studies have
been carried out on samples from one population group. As
differences may exist between different populations with the
disease, the lack of cross-validation of changes in miRNA
expression between studies may be reflective of differences in the
patient population, whether that be mediated genetically and/or
environmentally. The number of patients also differ, from 12 to

72 ALS patients, and so the statistical power for some of these
biomarkers is limited.

Alternatively, the causes could be related to the methodology
of the study, from the extraction of the biofluids and RNA,
through to the screening and validation of the miRNA
biomarkers. As seen in Table 1 and Figure 1, a range of different
workflows have been undertaken across all the studies, all of
which may contribute to differences in the changes that are
detected. In addition, some of these factors potentially could
affect the strength of some of these studies. For example, how
the samples were collected and processed may vary. Some of the
studies did not describe their collection procedures, and it is well
known that differences in the centrifugation time post-collection,
speed of centrifugation, and temperature can all affect the quality
and quantity of RNA in the samples (33, 34).

Further, techniques used to normalize the RT-qPCR could
be considered questionable in a number of studies. Due to
the minimal and varied amount of RNA in biofluids, and
the resultant difficulty in quantifying the RNA concentration,
most miRNA RT-qPCR kits used fixed sample volumes instead
of fixed total RNA amounts. Therefore, miRNA RT-qPCR
normalization must control for input RNA, not just for technical
variation, by crucially using a reliable target as a normalizer.
However, no universal normalizer for biomarker work exists,
and identification of a suitable normalizer is a problem across

FIGURE 1 | Summary of the different sample types, techniques, and tools that were used to profile miRNA biomarkers in ALS in the studies presented in this review. As

can be seen alongside Table 1, numerous different combinations of these sample types and tools across the techniques were employed across a number of studies.
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all biofluid biomarker studies (35, 36). Normalizers should be
selected per study from those ncRNA with the most stable
expression in their screen and then validated. Instead, a number
of the above studies have used the synthetic spike-in cel-MIR39B,
but this would only control for technical variation introduced
from RNA extraction onwards, not for the total RNA amount
in the starting volume. Others have used miRNA recommended
as normalizers such as MIR16-5p, but as described above, it has
been shown to be regulated in ALS (15, 22), and also in stress and
in red blood cells (37, 38). Indeed, as some studies did not check
for hemolysis in their samples, the observed changes may be due
to released miRNA from the lysed red blood cells. Taken together,
this underlies why there may be limited cross-validation between
studies and thus careful consideration of identifying objective
normalizers are required.

One question is how do these miRNA-based biomarkers
compare to other biomarkers for ALS? While the properties of
miRNA as biomarkers as described above are ideal, there are
other molecules such as DNA, RNA, protein, and metabolites
that could also be used. One of the most commonly used
biomarkers in ALS is the neurofilament proteins, which form
part of the cytoskeleton of neurons and has been found to
be present in both CSF and serum. Studies have shown that
neurofilaments are able to help with identification of ALS cases
but like MIR206 are not specific to ALS, and rather a measure
of axonal death. As such, it is likely that singular miRNA or
neurofilaments by themselves will not be able to help with ALS
diagnosis or prognosis, but they could form part of any potential
biomarker signature. Therefore, it is likely that an integrative
approach is required, using data on the levels of a number of
ncRNA biomarkers, as has been shown for other diseases (39).
Such approaches include utilizingmultiple biomarkers, including
both miRNA and non-miRNA based biomarkers, and integrating
them into a signature model such as a discriminant model, or
by using ratios of miRNA expression and using them to help
with classification of the disease state, and a number of the
above studies have done this. Together, this may help allow
ALS patients to be specifically identified, not only from healthy
controls but from disease mimics. Therefore, taking this work

forward into larger cohorts of patients is vital to test integrating
these biomarkers together.

Indeed, opportunities from well-designed studies to validate
their biomarkers in separate and larger cohorts could allow for
these biomarkers to be used clinically. Further, these studies have
been designed first and foremost to find biomarkers for ALS
with little attempt to determine the biology underlying these
changes, as presence alone does not infer function. Nonetheless,
considering the wide and varied biological roles of miRNAs,
determining their biological function will be important. Future
studies need to include their source and destination, potentially
by investigating exosomes and their contents and function. These
studies would provide new insights into the mechanisms that
may underlie ALS. Therefore, not only do larger cohorts need
to be screened but proper experimental design needs to be
undertaken to ensure that results are valid and can be used to
progress the field further.

What is ultimately being sought is a set of biomarkers that
are able to help with the diagnosis and prognosis of ALS
patients. Diagnosis and prognosis of patients based on an ncRNA
biomarker could assist with the development of tailored and
targeted treatments to extend or improve patients’ quality of life.
As such, these studies have shown that there is potential here
for ncRNA-based biomarkers to be identified, and with careful
consideration, future work will help to further refine this to
progress this to the clinical setting.

AUTHOR CONTRIBUTIONS

GJ wrote and edited the manuscript. MH, PL, and SN critically
reviewed and edited the manuscript.

ACKNOWLEDGMENTS

The work was supported during Motor Neurone Disease
Association project grants awarded to MH, PL, and SN
(Hafezparast/Apr15/836-791 and Hafezparast/Apr18/861-791)
and a Biotechnology and Biological Sciences Research Council
project grant (BB/P021042/1) to SN.

REFERENCES

1. Martin S, Al Khleifat A, Al-Chalabi A. What causes amyotrophic lateral

sclerosis? F1000Res. (2017) 6:371. doi: 10.12688/f1000research.10476.1

2. Chen X, Ba Y, Ma L, Cai X, Yin Y, Wang K, et al. Characterization of

microRNAs in serum: a novel class of biomarkers for diagnosis of cancer and

other diseases. Cell Res. (2008) 18:997–1006. doi: 10.1038/cr.2008.282

3. Jin XF, Wu N, Wang L, Li J. Circulating microRNAs: a novel class of potential

biomarkers for diagnosing and prognosing central nervous system diseases.

Cell Mol Neurobiol. (2013) 33:601–13. doi: 10.1007/s10571-013-9940-9

4. Freischmidt A, Muller K, Ludolph AC, Weishaupt JH. Systemic dysregulation

of TDP-43 binding microRNAs in amyotrophic lateral sclerosis. Acta

Neuropathol Commun. (2013) 1:42. doi: 10.1186/2051-5960-1-42

5. De Felice B, Annunziata A, Fiorentino G, Borra M, Biffali E, Coppola C,

et al. miR-338-3p is over-expressed in blood, CFS, serum and spinal cord

from sporadic amyotrophic lateral sclerosis patients. Neurogenetics. (2014)

15:243–53. doi: 10.1007/s10048-014-0420-2

6. Freischmidt A, Muller K, Zondler L, Weydt P, Volk AE, Bozic AL, et al.

Serum microRNAs in patients with genetic amyotrophic lateral sclerosis

and pre-manifest mutation carriers. Brain. (2014) 137(Pt 11):2938–50.

doi: 10.1093/brain/awu249

7. Toivonen JM, Manzano R, Olivan S, Zaragoza P, Garcia-Redondo A, Osta R.

MicroRNA-206: a potential circulating biomarker candidate for amyotrophic

lateral sclerosis. PLoS ONE. (2014) 9:e89065. doi: 10.1371/journal.pone.00

89065

8. Freischmidt A, Muller K, Zondler L, Weydt P, Mayer B, von Arnim CA,

et al. Serum microRNAs in sporadic amyotrophic lateral sclerosis. Neurobiol

Aging. (2015) 36:2660.e2615–e2620. doi: 10.1016/j.neurobiolaging.2015.06.

003

9. Takahashi I, Hama Y, Matsushima M, Hirotani M, Kano T, Hohzen H, et al.

Identification of plasma microRNAs as a biomarker of sporadic Amyotrophic

Lateral Sclerosis.Mol Brain. (2015) 8:67. doi: 10.1186/s13041-015-0161-7

10. Benigni M, Ricci C, Jones AR, Giannini F, Al-Chalabi A, Battistini S.

Identification of miRNAs as potential biomarkers in cerebrospinal fluid from

Frontiers in Neurology | www.frontiersin.org 8 March 2019 | Volume 10 | Article 186

https://doi.org/10.12688/f1000research.10476.1
https://doi.org/10.1038/cr.2008.282
https://doi.org/10.1007/s10571-013-9940-9
https://doi.org/10.1186/2051-5960-1-42
https://doi.org/10.1007/s10048-014-0420-2
https://doi.org/10.1093/brain/awu249
https://doi.org/10.1371/journal.pone.0089065
https://doi.org/10.1016/j.neurobiolaging.2015.06.003
https://doi.org/10.1186/s13041-015-0161-7
https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://www.frontiersin.org/journals/neurology#articles


Joilin et al. MirocRNAs as Biomarkers of ALS

amyotrophic lateral sclerosis patients. Neuromolecular Med. (2016) 18:551–

60. doi: 10.1007/s12017-016-8396-8

11. de Andrade HM, de Albuquerque M, Avansini SH, de SRC, Dogini DB,

Nucci A, et al. MicroRNAs-424 and 206 are potential prognostic markers

in spinal onset amyotrophic lateral sclerosis. J Neurol Sci. (2016) 368:19–24.

doi: 10.1016/j.jns.2016.06.046

12. Sheinerman KS, Toledo JB, Tsivinsky VG, Irwin D, Grossman M, Weintraub

D, et al. Circulating brain-enriched microRNAs as novel biomarkers for

detection and differentiation of neurodegenerative diseases. Alzheimers Res

Ther. (2017) 9:89. doi: 10.1186/s13195-017-0316-0

13. Waller R, Goodall EF, Milo M, Cooper-Knock J, Da Costa M, Hobson E,

et al. Serum miRNAs miR-206, 143-3p and 374b-5p as potential biomarkers

for amyotrophic lateral sclerosis (ALS). Neurobiol Aging. (2017) 55:123–31.

doi: 10.1016/j.neurobiolaging.2017.03.027

14. Waller R, Wyles M, Heath PR, Kazoka M, Wollff H, Shaw PJ, et al. Small

RNA sequencing of sporadic amyotrophic lateral sclerosis cerebrospinal fluid

reveals differentially expressed miRNAs related to neural and glial activity.

Front Neurosci. (2017) 11:731. doi: 10.3389/fnins.2017.00731

15. Liguori M, Nuzziello N, Introna A, Consiglio A, Licciulli F, D’Errico E, et al.

Dysregulation of microRNAs and target genes networks in peripheral blood

of patients with sporadic amyotrophic lateral sclerosis. Front Mol Neurosci.

(2018) 11:288. doi: 10.3389/fnmol.2018.00288

16. Matamala JM, Arias-Carrasco R, Sanchez C, Uhrig M, Bargsted L, Matus

S, et al. Genome-wide circulating microRNA expression profiling reveals

potential biomarkers for amyotrophic lateral sclerosis. Neurobiol Aging.

(2018) 64:123–38. doi: 10.1016/j.neurobiolaging.2017.12.020

17. Raheja R, Regev K, Healy BC, Mazzola MA, Beynon V, Von Glehn F, et al.

Correlating serum micrornas and clinical parameters in amyotrophic lateral

sclerosis.Muscle Nerve. (2018) 58:261–9. doi: 10.1002/mus.26106

18. Xu Q, Zhao Y, Zhou X, Luan J, Cui Y, Han J. Comparison of the extraction

and determination of serum exosome and miRNA in serum and the detection

of miR-27a-3p in serum exosome of ALS patients. Intractable Rare Dis Res.

(2018) 7:13–8. doi: 10.5582/irdr.2017.01091

19. Wang F, Wang J, He J, Li W, Li J, Chen S, et al. Serum miRNAs miR-23a, 206,

and 499 as potential biomarkers for skeletal muscle atrophy. Biomed Res Int.

(2017) 2017:8361237. doi: 10.1155/2017/8361237

20. Matsuzaka Y, Kishi S, Aoki Y, Komaki H, Oya Y, Takeda S, et al.

Three novel serum biomarkers, miR-1, miR-133a, and miR-206 for Limb-

girdle muscular dystrophy, Facioscapulohumeral muscular dystrophy, and

Becker muscular dystrophy. Environ Health Prev Med. (2014) 19:452–8.

doi: 10.1007/s12199-014-0405-7

21. Coenen-Stass AML, Wood MJA, Roberts TC. Biomarker potential of

extracellular miRNAs in duchenne muscular dystrophy. Trends Mol Med.

(2017) 23:989–1001. doi: 10.1016/j.molmed.2017.09.002

22. Si Y, Cui X, Crossman DK, Hao J, Kazamel M, Kwon Y, et al.

Muscle microRNA signatures as biomarkers of disease progression

in amyotrophic lateral sclerosis. Neurobiol Dis. (2018) 114:85–94.

doi: 10.1016/j.nbd.2018.02.009

23. Cheng L, Sharples RA, Scicluna BJ, Hill AF. Exosomes provide a protective

and enriched source of miRNA for biomarker profiling compared to

intracellular and cell-free blood. J Extracell Vesicles. (2014) 3:23743.

doi: 10.3402/jev.v3.23743

24. Lopez JP, Diallo A, Cruceanu C, Fiori LM, Laboissiere S, Guillet I, et al.

Biomarker discovery: quantification of microRNAs and other small non-

coding RNAs using next generation sequencing. BMC Med Genomics. (2015)

8:35. doi: 10.1186/s12920-015-0109-x

25. Umu SU, Langseth H, Bucher-Johannessen C, Fromm B, Keller A, Meese E,

et al. A comprehensive profile of circulating RNAs in human serum. RNA Biol.

(2018) 15:242–50. doi: 10.1080/15476286.2017.1403003

26. Zhang L, Yang M, Marks P, White LM, Hurtig M, Mi QS, et al. Serum

non-coding RNAs as biomarkers for osteoarthritis progression after ACL

injury. Osteoarthr Cartil. (2012) 20:1631–7. doi: 10.1016/j.joca.2012.08.

016

27. Iliev R, Fedorko M, Machackova T, Mlcochova H, Svoboda M, Pacik D, et al.

Expression levels of PIWI-interacting RNA, piR-823, are deregulated in tumor

tissue, blood serum and urine of patients with renal cell carcinoma.Anticancer

Res. (2016) 36:6419–23. doi: 10.21873/anticanres.11239

28. Steinbusch MM, Fang Y, Milner PI, Clegg PD, Young DA, Welting TJ,

et al. Serum snoRNAs as biomarkers for joint ageing and post traumatic

osteoarthritis. Sci Rep. (2017) 7:43558. doi: 10.1038/srep43558

29. Yoffe L, Gilam A, Yaron O, Polsky A, Farberov L, Syngelaki A, et al. Early

detection of preeclampsia using circulating small non-coding RNA. Sci Rep.

(2018) 8:3401. doi: 10.1038/s41598-018-21604-6

30. Liao J, Yu L, Mei Y, Guarnera M, Shen J, Li R, et al. Small nucleolar RNA

signatures as biomarkers for non-small-cell lung cancer. Mol Cancer. (2010)

9:198. doi: 10.1186/1476-4598-9-198

31. Su Y, Guarnera MA, Fang H, Jiang F. Small non-coding RNA biomarkers

in sputum for lung cancer diagnosis. Mol Cancer. (2016) 15:36.

doi: 10.1186/s12943-016-0520-8

32. Khurana R, Ranches G, Schafferer S, Lukasser M, Rudnicki M, Mayer G, et al.

Identification of urinary exosomal noncoding RNAs as novel biomarkers in

chronic kidney disease. RNA. (2017) 23:142–52. doi: 10.1261/rna.058834.116

33. McDonald JS, Milosevic D, Reddi HV, Grebe SK, Algeciras-Schimnich A.

Analysis of circulating microRNA: preanalytical and analytical challenges.

Clin Chem. (2011) 57:833–40. doi: 10.1373/clinchem.2010.157198

34. Kirschner MB, Edelman JJ, Kao SC, Vallely MP, van Zandwijk N, Reid G. The

impact of hemolysis on cell-free microRNA biomarkers. Front Genet. (2013)

4:94. doi: 10.3389/fgene.2013.00094

35. Moldovan L, Batte KE, Trgovcich J, Wisler J, Marsh CB, Piper M.

Methodological challenges in utilizing miRNAs as circulating biomarkers. J

Cell Mol Med. (2014) 18:371–90. doi: 10.1111/jcmm.12236

36. Mumford SL, Towler BP, Pashler AL, Gilleard O, Martin Y, Newbury SF.

Circulating microRNA biomarkers in melanoma: tools and challenges in

personalised medicine. Biomolecules. (2018) 8:21. doi: 10.3390/biom8020021

37. Katsuura S, Kuwano Y, Yamagishi N, Kurokawa K, Kajita K, Akaike Y, et al.

MicroRNAs miR-144/144∗ and miR-16 in peripheral blood are potential

biomarkers for naturalistic stress in healthy Japanese medical students.

Neurosci Lett. (2012) 516:79–84. doi: 10.1016/j.neulet.2012.03.062

38. Pritchard CC, Kroh E, Wood B, Arroyo JD, Dougherty KJ, Miyaji

MM, et al. Blood cell origin of circulating microRNAs: a cautionary

note for cancer biomarker studies. Cancer Prev Res. (2012) 5:492–7.

doi: 10.1158/1940-6207.CAPR-11-0370

39. Caserta S, Kern F, Cohen J, Drage S, Newbury SF, Llewelyn MJ.

Circulating plasma microRNAs can differentiate human sepsis and

Systemic Inflammatory Response Syndrome (SIRS). Sci Rep. (2016) 6:28006.

doi: 10.1038/srep28006

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 © 2019 Joilin, Leigh, Newbury and Hafezparast. 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) and the copyright owner(s) 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.

Frontiers in Neurology | www.frontiersin.org 9 March 2019 | Volume 10 | Article 186

https://doi.org/10.1007/s12017-016-8396-8
https://doi.org/10.1016/j.jns.2016.06.046
https://doi.org/10.1186/s13195-017-0316-0
https://doi.org/10.1016/j.neurobiolaging.2017.03.027
https://doi.org/10.3389/fnins.2017.00731
https://doi.org/10.3389/fnmol.2018.00288
https://doi.org/10.1016/j.neurobiolaging.2017.12.020
https://doi.org/10.1002/mus.26106
https://doi.org/10.5582/irdr.2017.01091
https://doi.org/10.1155/2017/8361237
https://doi.org/10.1007/s12199-014-0405-7
https://doi.org/10.1016/j.molmed.2017.09.002
https://doi.org/10.1016/j.nbd.2018.02.009
https://doi.org/10.3402/jev.v3.23743
https://doi.org/10.1186/s12920-015-0109-x
https://doi.org/10.1080/15476286.2017.1403003
https://doi.org/10.1016/j.joca.2012.08.016
https://doi.org/10.21873/anticanres.11239
https://doi.org/10.1038/srep43558
https://doi.org/10.1038/s41598-018-21604-6
https://doi.org/10.1186/1476-4598-9-198
https://doi.org/10.1186/s12943-016-0520-8
https://doi.org/10.1261/rna.058834.116
https://doi.org/10.1373/clinchem.2010.157198
https://doi.org/10.3389/fgene.2013.00094
https://doi.org/10.1111/jcmm.12236
https://doi.org/10.3390/biom8020021
https://doi.org/10.1016/j.neulet.2012.03.062
https://doi.org/10.1158/1940-6207.CAPR-11-0370
https://doi.org/10.1038/srep28006
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/neurology
https://www.frontiersin.org
https://www.frontiersin.org/journals/neurology#articles

	An Overview of MicroRNAs as Biomarkers of ALS
	Introduction
	Existing Circulating RNA Biomarkers for ALS
	Serum-Based Biomarkers
	Plasma-Based Biomarkers
	Cerebrospinal Fluid-Based Biomarkers

	Emerging Themes in ALS Biomarker Discovery
	Challenges and Opportunities
	Author Contributions
	Acknowledgments
	References


