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Crosstalk between MicroRNAs
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Implications for Neurodegenerative
Disorders
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Abstract. Adult neurogenesis in the mammalian brain, including in humans, occurs throughout life in distinct brain regions.
Alterations in adult neurogenesis is a common phenomenon in several different neurodegenerative disorders, which is likely to
contribute to the pathophysiology of these disorders. This review summarizes novel concepts related to the interplay between
autophagy and microRNAs in control of adult neurogenesis, with a specific focus on its relevance to neurodegenerative
diseases.
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INTRODUCTION

Prior to the 1990’s, the generation of new func-
tional neurons from progenitor cells was thought to
be restricted to development. Despite the fact that
ongoing neurogenesis in the adult rat brain was sug-
gested by Altman et al. [1, 2] and Kaplan et al. [3] in
the 1960’s and 1970’s, respectively, it was not until
the end of the twentieth century, with the introduction
of bromodeoxyuridine (BrdU), that it was generally
accepted that new neurons are generated throughout
life in the mammalian brain [4–7].

It is now well established that adult neurogene-
sis occurs in most mammals. In the human brain
this phenomenon is debated but it appears to occur

1The authors have contributed equally to the work.
∗Correspondence to: Johan Jakobsson, Department of Experi-

mental Medical Science, Wallenberg Neuroscience Center, BMC
A11, 221 84, Lund, Sweden. Tel.: +46 46 2224225; Fax: +46 46
2220559; E-mail: johan.jakobsson@med.lu.se.

primarily in the hippocampus and in the striatum
[8–10]. In the hippocampus, adult neurogenesis is
thought to contribute to pattern separation, while the
exact function of the adult-born striatal neurons is
currently unknown [11–14]. Adult neurogenesis can
be modulated by several external stimuli, as well
as disease, including neurodegenerative disorders
[15–17]. For example, adult-born striatal neurons are
selectively degraded in Huntington’s disease (HD)
[18–20]. Thus, a better understanding of the molecu-
lar regulation of adult neurogenesis in both the normal
and diseased brain may lead to the development of
novel therapeutic strategies. These strategies may be
used to modulate human adult neurogenesis and, ulti-
mately, treat diseases where adult neurogenesis is
impaired such as HD.

In this review, we will discuss a novel role for
microRNAs (miRNAs), in the regulation of transcrip-
tional networks in adult neurogenesis through the
regulation of autophagy. Furthermore, we consider

ISSN 2213-6304/17/18/$35.00 © 2017/2018 – IOS Press and the authors. All rights reserved
This article is published online with Open Access and distributed under the terms of the Creative Commons Attribution Non-Commercial License (CC BY-NC 4.0).

mailto:johan.jakobsson@med.lu.se


196 K. Pircs et al. / Crosstalk between MicroRNAs and Autophagy in Adult Neurogenesis

the relevance of this process in relation to the
impairment of adult neurogenesis found in neurode-
generative disorders.

ADULT NEUROGENESIS

In most mammalian brains, adult neurogenesis
occurs continuously and spontaneously in two dis-
tinct areas, the so-called stem cell niches: in the
subgranular zone (SGZ) in the dentate gyrus of the
hippocampus [21], and in the subventricular zone
(SVZ) in the lateral ventricles [22] (Fig. 1A-B). Neu-
ral stem cells (NSCs) reside in both areas throughout
life and give rise to new neurons. In addition, there
have been several reports indicating the presence of
NSCs and spontaneous adult mammalian neurogen-
esis in other brain regions such as the striatum, spinal
cord, the cerebral cortex or the retina [18, 23–25].

In the rodent SVZ, radial glia-derived astrocyte-
like cells (type B cells) function as NSCs (Fig. 1B).
These cells give rise to rapidly dividing progeni-
tors (type C cells), which form neuroblasts (type A
cells) [26]. These neuroblasts tangentially migrate
along the rostral migratory stream (RMS) (Fig. 1C),
into the olfactory bulb (OB), where they radially
migrate from the OB centre to the periphery in order
to reach distinct OB layers. There, they differen-
tiate to mature interneurons and integrate into the
pre-existing neuronal circuitry forming synaptic con-
nections with OB projection neurons [22] (Fig. 1D).
Interneurons generated during adult neurogenesis are
classified as either granule cells (GC, 95% of all OB
interneurons) or periglomerular cells (PGCs). The
majority of these cells are GABAergic (95%, GC and
PGCs) with only a small percentage being dopamin-
ergic cells (PGCs). Importantly, despite thousands of
new interneurons reaching the OB every day, only
half of them survive and are able to integrate [22,
27]. The remaining cells undergo programmed cell
death (PCD) by apoptosis, necrosis or autophagic cell
death [28].

The analysis of human adult neurogenesis in more
detail was recently revolutionised by the Frisén-
lab through the development of assays to measure
labelled nucleotide incorporation [8]. The level of
the isotope carbon-14 following cold war atomic
weapons testing can be used to determine when
different cell populations were generated providing
evidence for robust neurogenesis in the human adult
hippocampus and striatum [18, 29]. The origin of
new adult-born striatal interneurons is not known,

but it has been speculated that they derive from either
the SVZ or from local neuronal progenitors in the
striatum itself [18, 30]. The morphology and func-
tionality of these adult-born striatal neurons is similar
to the postnatally generated interneurons in the rodent
OB and dentate gyrus, with neurons having a single
primary dendrite [31–34].

MICRORNAS AND ADULT
NEUROGENESIS

Adult neurogenesis is a remarkably regulated
process including a precise temporal control of
migration, differentiation, integration and maturation
of new-born neurons. At a molecular level, miRNAs
are attractive candidates for regulating these pro-
cesses since they have the potential to control large
transcriptional networks. Indeed, several miRNAs
have already been implicated in adult neurogenesis
in both the SGZ and the SVZ: miR-124, for instance,
a neuron-specific miRNA, which expression starts in
neural progenitor cells (NPCs), and increases during
neuronal maturation, serves as a key neuronal deter-
minant in the mouse SVZ [35, 36]. Other examples
for miRNAs regulating adult neurogenesis are miR-9,
which serves as a negative regulator providing a bal-
ance between NSC proliferation and differentiation
[37] and miR-137, which is part of a crosstalk with
epigenetic regulators and modulates neuronal matu-
ration [38, 39]. Let-7, which will be discussed in more
detail later in this review, was identified as the most
abundant miRNA in newborn adult OB interneurons
and to be crucial for their functional radial migra-
tion and maturation [40]. Another important miRNA
in adult-born OB interneurons is miR-125b, which
controls functional integration of this cell population
into the OB [41].

MiRNAs are small, single-stranded, non-coding
RNAs with an average size of 20–24 nucleotides
(nt). At present, more than 2500 mature miRNAs
are annotated in the human genome [42, 43]. While
most miRNAs are highly conserved among species,
some miRNAs have been found to be specifically
expressed in primates and humans including several
that are enriched in the brain [44, 45]. It is estimated
that approximately 60% of all protein-coding genes
in the human genome undergo miRNA regulation.
Given that one miRNA can target hundreds of genes
in a cell, and one gene can have several miRNA tar-
get sites, it is reasonable to say that miRNAs act as
regulators of complex genetic networks [46–50].
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Fig. 1. Schematics of the neurogenic niches in the adult mouse brain. A) The SGZ is located in the dentate gyrus of the hippocampus. Radial
astrocyte-like NSCs (type 1 cells) give rise to intermediate progenitor cells (type 2 cells), which in turn give rise to neuroblasts (type 3 cells)
that generate mature granule cells. These granule cells subsequently integrate into the granule cell layer of the dentate gyrus. B) The SVZ
is located in the lateral ventricles of the adult mouse brain. Neural stem cells (called type-B cells) generate transient amplifying progenitors
(type C cells), which give rise to neuroblasts (type A cells) that migrate along the RMS (C) into the OB (D).

The transcription of miRNAs typically starts with
the generation of a long primary miRNA tran-
script (pri-miRNA; >1kb), which is often generated
by Polymerase II (Pol II) (Fig. 2A). These long
transcripts either give rise to individual miRNAs,
or to miRNA clusters which form a characteris-
tic stem-loop structure [51, 52]. While still in the
nucleus, the pri-miRNA transcripts are recognised
by the microprocessor complex (Fig. 2B). This com-
plex consists of Drosha, an RNAse III enzyme,
and two RNA binding proteins called DiGeorge
Critical Region 8 (DGCR8). The microprocessor
complex cleaves the pri-miRNA into an approxi-
mately 60–70 nt long hairpin-structured precursor
miRNA (pre-miRNA) [53–55]. The pre-miRNA
is subsequently exported into the cytoplasm by
Exportin-5 [56, 57] (Fig. 2C), where the Drosha-
induced overhang is recognised by another RNAse
III enzyme called Dicer (Fig. 2D). Together with the
co-factor, Transactivation-responsive RNA-binding
protein (TRBP), Dicer cleaves the pre-miRNA to
form mature miRNA duplexes. The miRNA duplexes
are subsequently transferred onto Argonaute (AGO)

proteins. Once transferred, the miRNA strands are
unwound with one of the strands being incorporated
into the RNA-induced Silencing Complex (RISC),
and the other strand disassociating and degrading
[58] (Fig. 2E). The incorporated miRNA strand sub-
sequently guides the RISC to mRNAs, to which it
preferentially binds in the 3’UTR [59] resulting in a
combination of translational repression, deadenyla-
tion and decay.

Interestingly, the homeostasis of the miRNA
machinery has recently been suggested to be reg-
ulated by autophagy since miRNA-free AGO2
and Dicer are selectively degraded by autophagy
(Fig. 2F). This might serve as an important
checkpoint for miRNA biogenesis, given that the
accumulation of empty Dicer and AGO2 might inter-
fere and compete with loaded proteins [60–62]. In
addition, several miRNAs have been linked to the
regulation of neuronal autophagy, including miR-34
that controls the neuronal differentiation of NSCs,
which regulation is at least partially dependent on
autophagy [63]. MiR-299 modulates neuronal sur-
vival programs by suppressing autophagy-related
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Fig. 2. Schematics of the miRNA biogenesis pathway and of macroautophagy. A) A long primary miRNA transcript is generated by Pol II.
B) This transcript is recognised by the microprocessor, and is cleaved into a hairpin-structured precursor miRNA. C) The precursor miRNA
is transported into the cytoplasm by Exportin-5. D) Dicer cleaves the precursor miRNA into mature miRNA duplexes. E) One strand is
bound by AGO proteins and targets mRNAs to induce a combination of translational repression, deadenylation and decay. F) Dicer and
AGO2 containing complexes are targeted for degradation by autophagy. G) During autophagy first, an isolation membrane is formed to
engulf cytoplasmic cargo (H) thereby giving rise to a structure called autophagosome (I). J) The autophagosome subsequently fuses with a
lysosome to form the autophagolysosome where the cargo is degraded.

gene 5 (ATG5) and antagonizing caspase-dependent
apoptosis [64]. MiR-137, which has been known to
be involved in neuronal maturation and neuroge-
nesis, also regulates starvation induced autophagy
by targeting ATG7 [38, 39, 65]. Let-7 is highly
expressed in the brain and its expression peaks dur-
ing neurogenesis and neural differentiation. Let-7
controls several genes in a pathway upstream of mam-
malian target of rapamycin (mTOR), called the amino
acid sensing pathway, thereby positively regulating
autophagy in primary neurons [66, 67]. MiR-124 role
has been extensively studied in the brain and has
been connected to autophagy by regulating the 5’
adenosine monophosphate-activated protein kinase
(AMPK)/mTOR pathway [35, 36, 68–71]. Together,
these data suggest that there is a crosstalk between
miRNAs and the regulation of autophagy in the brain.

AUTOPHAGY AND ADULT
NEUROGENESIS

Macroautophagy, hereafter referred to as
autophagy, is an evolutionary conserved lysosomal
degradation pathway that allows degradation and
recycling of cellular components [72]. During
autophagy a double-membraned vesicle, called an

autophagosome, is generated to engulf cytoplasmic
cargo (Fig. 2G, H). The autophagosome subse-
quently fuses with a lysosome (Fig. 2I), giving
rise to an autophagolysosome, which is where the
degradation of the cytoplasmic cargo takes place
[72, 73] (Fig. 2J). Autophagy allows cells to react to
changing nutrient conditions and to maintain cellular
homeostasis [74].

In the brain, autophagy is active at basal levels
in almost all cells [75]. Since neurons are post-
mitotic and have large and extensive cytoplasmic
compartments due to dendrites and axons, they
are particularly dependent on efficient clearing of
organelles and cellular waste. In line with this,
impaired autophagy is often found in neurodegenera-
tive disorders [74, 75]. The importance of autophagy
in the central nervous system (CNS) has, for exam-
ple, been demonstrated by several reports implicating
autophagy in embryonic and adult neurogenesis, and
there are several studies that link autophagy-related
genes to adult neurogenesis [76–79]. While these
studies indicate that autophagy is important in adult
neurogenesis, the molecular mechanisms that reg-
ulate autophagy during adult neurogenesis are still
unknown. Given the important role of miRNAs in the
control of both autophagy and adult neurogenesis, we
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recently explored a link between these two processes
by investigating the role of the miRNA let-7 [40].

LET-7

Let-7 was one of the first miRNAs to be identified
and was initially found to be important for develop-
mental timing in C. elegans [80]. The let-7 family
is highly conserved over species. In the mouse and
human genome, it is comprised of 9 mature miRNAs
encoded from 12 different genomic loci, of which
some are part of miRNA clusters [81]. Let-7 is highly
expressed in the brain and regulates proliferation, dif-
ferentiation and cell cycle progression of NSCs [67,
82]. Furthermore, let-7 was demonstrated to regu-
late the cell fate of neural progenitor cells (NPCs) by
targeting the chromatin-associated protein HMGA2
[83]. As mentioned above, a recent study also found
that in neurons let-7 targets several genes in the amino
acid sensing pathway, thereby positively regulating
autophagy [66].

We recently found that let-7 is the most abundant
miRNA family in new-born interneurons in the OB,
by conducting knock-down studies of let-7, by inject-
ing a let-7 sponge construct (LV.let-7.sp) into the
RMS, we found that while cells which lack let-7 could
reach the centre of the OB, they failed to radially
migrate into its outer layers [40]. In addition, mor-
phological analysis revealed that knock-down of let-7
resulted in decreased neurite length and a reduced
number of branch points, suggesting that let-7 is nec-
essary for neuronal maturation. Taken together, the
data reveal that cells lacking let-7 do differentiate
into interneurons, however, they fail to both radially
migrate into the OB layers and to fully mature [40].

Since a previous study had shown a role for
let-7 in neuronal autophagy [66] we investigated if
autophagy-related genes are controlled by let-7 in
newborn OB-neurons by conducting Argonaute2-
RNA Immunoprecipitation (AGO2-RIP) followed
by qRT-PCR. We found that two autophagy-related
genes, Slc7a5 and Slc3a2, are direct let-7 targets
in newborn OB interneurons [40]. These findings
suggest that loss of let-7 in newborn neurons could
lead to altered neuronal autophagy, which would
thereby impact radial migration. To investigate
autophagy levels in newborn neurons lacking let-7,
we used electron microscopy on let-7-knock-down
cells and identified that there were fewer and smaller
autophagic structures in cells lacking let-7 com-
pared to control cells, suggesting decreased levels

of autophagy. Immunohistochemical staining for
sequestosome-1 (p62) showed increased levels asso-
ciated with the lack of let-7. p62 is a cargo transport
protein that is selectively degraded by autophagy,
leading to its accumulation upon autophagy impair-
ment and its decrease upon autophagy activation [84,
85]. Rescuing autophagy by co-injection of LV.let-
7.sp together with transcription factor EB (TFEB)
or Beclin-1 (Becn1) [86, 87], led to increased radial
migration of interneurons into the different OB lay-
ers, thereby confirming that regulation of autophagy,
through let-7, is a key process in adult neurogenesis.

CONCLUSIONS AND FUTURE
DIRECTIONS: CROSSTALK BETWEEN
MICRORNAS AND AUTOPHAGY IN
NEURODEGENERATION

OB interneurons born during adult neurogenesis
have been shown to differ from interneurons that are
generated during embryonic neurogenesis in several
of their properties such as morphology, position in
the OB layers, electrophysiological properties and
intercellular connections [22, 27, 88]. The function of
adult-born interneurons in the OB remains disputed,
however, a role in odour processing, olfactory learn-
ing and memory has been suggested and they have
been implicated in improving the plasticity of neu-
ronal networks [27, 33, 89]. In contrast to most other
mammals, adult neurogenesis does not occur in the
OB of the human brain. Instead, adult neurogenesis
has been demonstrated to occur in the striatum [6, 18].
Due to obvious challenges regarding the study of the
adult human brain, the origin of new neurons in the
striatum remains unclear, however due to proximity,
the SVZ has been suggested as potential source [4].
In line with this, adult-born rodent OB-interneurons
share some similarities with adult-born human striatal
neurons [34].

When adult-born interneurons reach the OB, they
radially migrate from the centre of the OB to its
periphery, where they mature and integrate into the
pre-existing neuronal circuitry [22]. Functional inte-
gration of adult-born interneurons is a slow process
[27] and is therefore likely to be tightly controlled.
We identified let-7 as the most abundant miRNA in
adult newborn OB interneurons, and as an important
regulator of radial migration and maturation [40].
Loss of let-7 in newborn interneurons led to impaired
levels of autophagy and activation of autophagy
upon loss of let-7 rescued radial migration but not
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neuronal maturation, and hence revealed autophagy-
dependent and independent let-7 functions in
newborn OB interneurons. In addition, Morgado et
al have recently found that neuronal differentiation
of NSCs is controlled by miR-34a. Regulation
of miR-34a is partially dependent on autophagy
which further broadens the importance of miRNA-
controlled autophagy in adult neurogenesis [63].
Together, these results reveal a link between miRNA
regulation, adult neurogenesis and autophagy.

These observations are interesting in relation to
neurodegenerative disorders such as HD, where an
impairment of autophagy has been observed [73,
90–92]. In HD this impairment is characterised by
a late stage block of autophagy, resulting in dysfunc-
tional cargo loading and empty lysosomes [73, 92,
93]. Intriguingly, wild-type huntingtin (wtHTT) itself
has been implicated in the regulation of autophagy by
promoting autophagosomal transport and by acting
as scaffold for selective autophagy [73, 94, 95]. In
addition, mounting evidence demonstrate that miR-
NAs play an important role in neurodegenerative
diseases [96–98]. Conditional deletion of Dicer in
specific neuronal populations, such as excitatory fore-
brain neurons or dopaminergic midbrain neurons in
the adult mouse brain, results in neurodegeneration
[99–101]. In line with this, altered expression lev-
els of individual miRNAs have been reported in
Alzheimer’s, Parkinson’s and Huntington’s disease
[96, 102]. For example, several studies have anal-
ysed miRNA levels in different models of HD and
revealed altered expression levels of e.g miR-9, miR-
124 and miR-132 [103, 104]. Furthermore, wtHTT
has been demonstrated to interact with AGO1 and
AGO2 in p-bodies, suggesting a direct role for wtHTT
in post-transcriptional regulation [105].

In the light of our data on let-7, further studies are
therefore warranted to investigate if the impairment
of adult neurogenesis in HD and other neurode-
generative disorders is caused by an impairment
of autophagy, which is linked to alterations in the
miRNA-network. This would further strengthen
the rationale for the development of autophagy
activating treatments, perhaps through modulation of
miRNA-levels. To date, boosting autophagy through
pharmacological or genetic manipulation has suc-
cessfully reversed disease-associated phenotypes
in transgenic mouse models of HD and some other
neurodegenerative diseases. Boosting autophagy in
this manner has been shown to be associated with a
reduction of the protein aggregate burden [74, 106,
107]. These pre-clinical findings have led to the first

clinical trial of rilmenidine in mild HD, as a means to
upregulate autophagy [108, 109]. While these initial
studies have shown that this approach is feasible
and well tolerated, it is also evident that therapeutic
approaches to activate autophagy need to be opti-
mized and tailored for different neurodegenerative
disorders. A clear understanding of exactly how alter-
ations in autophagy contribute to cellular dysfunction
and death in neurodegenerative disorders is currently
lacking. Our let-7 data [40] provide further support
for developing autophagy-activating therapeutic
approaches for HD and other neurodegenerative dis-
orders, since they suggest that activation of autophagy
will not only clear toxic protein aggregates, but also
directly restore dysfunctional adult neurogenesis.
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PL, Klussendorf T, et al. Let-7 regulates radial migra-
tion of new-born neurons through positive regulation of
autophagy. EMBO Journal. 2017.

[41] Akerblom M, Petri R, Sachdeva R, Klussendorf T, Matts-
son B, Gentner B, et al. MicroRNA-125 distinguishes



202 K. Pircs et al. / Crosstalk between MicroRNAs and Autophagy in Adult Neurogenesis

developmentally generated and adult-born olfactory bulb
interneurons. Development. 2014;141(7):1580-8.

[42] Griffiths-Jones S, Grocock RJ, van Dongen S, Bate-
man A, Enright AJ. miRBase: MicroRNA sequences,
targets and gene nomenclature. Nucleic acids research.
2006;34(Database issue):D140-4.

[43] Griffiths-Jones S, Saini HK, van Dongen S, Enright AJ.
miRBase: Tools for microRNA genomics. Nucleic acids
research. 2008;36(Database issue):D154-8.

[44] Awan HM, Shah A, Rashid F, Shan G. Primate-specific
Long Non-coding RNAs and MicroRNAs. Genomics, Pro-
teomics & Bioinformatics. 2017;15(3):187-95.

[45] Lopez JP, Lim R, Cruceanu C, Crapper L, Fasano C,
Labonte B, et al. miR-1202 is a primate-specific and
brain-enriched microRNA involved in major depres-
sion and antidepressant treatment. Nature Medicine.
2014;20(7):764-8.

[46] Bartel DP. MicroRNAs: Target recognition and regulatory
functions. Cell. 2009;136(2):215-33.

[47] Friedman RC, Farh KK, Burge CB, Bartel DP. Most
mammalian mRNAs are conserved targets of microRNAs.
Genome Research. 2009;19(1):92-105.

[48] Ebert MS, Sharp PA. Roles for microRNAs in conferring
robustness to biological processes. Cell. 2012;149(3):515-
24.

[49] Gurtan AM, Sharp PA. The role of miRNAs in regulating
gene expression networks. Journal of Molecular Biology.
2013;425(19):3582-600.

[50] Herranz H, Cohen SM. MicroRNAs and gene reg-
ulatory networks: Managing the impact of noise in
biological systems. Genes & Development. 2010;24(13):
1339-44.

[51] Ameres SL, Zamore PD. Diversifying microRNA
sequence and function. Nature Reviews Molecular Cell
Biology. 2013;14(8):475-88.

[52] Lee Y, Kim M, Han J, Yeom KH, Lee S, Baek SH, et al.
MicroRNA genes are transcribed by RNA polymerase II.
The EMBO Journal. 2004;23(20):4051-60.

[53] Axtell MJ, Westholm JO, Lai EC. Vive la difference: Bio-
genesis and evolution of microRNAs in plants and animals.
Genome Biology. 2011;12(4):221.

[54] Gregory RI, Yan KP, Amuthan G, Chendrimada T,
Doratotaj B, Cooch N, et al. The microprocessor
complex mediates the genesis of microRNAs. Nature.
2004;432(7014):235-40.

[55] Han J, Lee Y, Yeom KH, Kim YK, Jin H, Kim VN. The
Drosha-DGCR8 complex in primary microRNA process-
ing. Genes & Development. 2004;18(24):3016-27.

[56] Gwizdek C, Ossareh-Nazari B, Brownawell AM, Doglio
A, Bertrand E, Macara IG, et al. Exportin-5 mediates
nuclear export of minihelix-containing RNAs. The Journal
of Biological Chemistry. 2003;278(8):5505-8.

[57] Lund E, Guttinger S, Calado A, Dahlberg JE, Kutay
U. Nuclear export of microRNA precursors. Science.
2004;303(5654):95-8.

[58] Daugaard I, Hansen TB. Biogenesis and function
of ago-associated RNAs. Trends in Genetics: TIG.
2017;33(3):208-19.

[59] Meister G. Argonaute proteins: Functional insights
and emerging roles. Nature Reviews Genetics.
2013;14(7):447-59.

[60] Gibbings D, Mostowy S, Jay F, Schwab Y, Cossart P,
Voinnet O. Selective autophagy degrades DICER and
AGO2 and regulates miRNA activity. Nature Cell Biology.
2012;14(12):1314-21.

[61] Sibony M, Abdullah M, Greenfield L, Raju D, Wu T,
Rodrigues DM, et al. Microbial disruption of autophagy
alters expression of the RISC component AGO2, a criti-
cal regulator of the miRNA silencing pathway. Inflamm
Bowel Dis. 2015;21(12):2778-86.

[62] Kovaleva V, Mora R, Park YJ, Plass C, Chiramel AI,
Bartenschlager R, et al. miRNA-130a targets ATG2B
and DICER1 to inhibit autophagy and trigger killing
of chronic lymphocytic leukemia cells. Cancer Res.
2012;72(7):1763-72.

[63] Morgado AL, Xavier JM, Dionı́sio PA, Ribeiro MF,
Dias RB, Sebastião AM, et al. MicroRNA-34a modulates
neural stem cell differentiation by regulating expres-
sion of synaptic and autophagic proteins. Mol Neurobiol.
2015;51(3):1168-83.

[64] Zhang Y, Liu C, Wang J, Li Q, Ping H, Gao S, et al. MiR-
299-5p regulates apoptosis through autophagy in neurons
and ameliorates cognitive capacity in APPswe/PS1dE9
mice. Scientific Reports. 2016;6:24566.

[65] Zeng Y, Huo G, Mo Y, Wang W, Chen H. MIR137 regulates
starvation-induced autophagy by targeting ATG7. J Mol
Neurosci. 2015;56(4):815-21.

[66] Dubinsky AN, Dastidar SG, Hsu CL, Zahra R, Djakovic
SN, Duarte S, et al. Let-7 coordinately suppresses
components of the amino acid sensing pathway to
repress mTORC1 and induce autophagy. Cell Metabolism.
2014;20(4):626-38.

[67] Akerblom M, Sachdeva R, Jakobsson J. Functional studies
of microRNAs in neural stem cells: Problems and perspec-
tives. Front Neurosci. 2012;6:14.

[68] Gong X, Wang H, Ye Y, Shu Y, Deng Y, He X, et
al. miR-124 regulates cell apoptosis and autophagy in
dopaminergic neurons and protects them by regulating
AMPK/mTOR pathway in Parkinson’s disease. American
Journal of Translational Research. 2016;8(5):2127-37.

[69] Yoo AS, Sun AX, Li L, Shcheglovitov A, Portmann T,
Li Y, et al. MicroRNA-mediated conversion of human
fibroblasts to neurons. Nature. 2011;476(7359):228-31.

[70] Ambasudhan R, Talantova M, Coleman R, Yuan X, Zhu
S, Lipton SA, et al. Direct reprogramming of adult human
fibroblasts to functional neurons under defined conditions.
Cell Stem Cell. 2011;9(2):113-8.

[71] Cao X, Pfaff SL, Gage FH. A functional study of miR-
124 in the developing neural tube. Genes Dev. 2007;21(5):
531-6.

[72] Mizushima N, Komatsu M. Autophagy: Renovation of
cells and tissues. Cell. 2011;147(4):728-41.

[73] Martin DD, Ladha S, Ehrnhoefer DE, Hayden MR.
Autophagy in Huntington disease and huntingtin in
autophagy. Trends Neurosci. 2015;38(1):26-35.

[74] Nixon RA. The role of autophagy in neurodegenerative
disease. Nature Medicine. 2013;19(8):983-97.

[75] Nikoletopoulou V, Papandreou ME, Tavernarakis N.
Autophagy in the physiology and pathology of the cen-
tral nervous system. Cell Death and Differentiation.
2015;22(3):398-407.

[76] Li M, Lu G, Hu J, Shen X, Ju J, Gao Y, et al.
EVA1A/TMEM166 regulates embryonic neurogenesis by
autophagy. Stem Cell Reports. 2016.

[77] Wu X, Fleming A, Ricketts T, Pavel M, Virgin H, Men-
zies FM, et al. Autophagy regulates Notch degradation
and modulates stem cell development and neurogenesis.
Nature Communications. 2016;7:10533.

[78] Yazdankhah M, Farioli-Vecchioli S, Tonchev AB,
Stoykova A, Cecconi F. The autophagy regulators Ambra1



K. Pircs et al. / Crosstalk between MicroRNAs and Autophagy in Adult Neurogenesis 203

and Beclin 1 are required for adult neurogenesis in
the brain subventricular zone. Cell Death & Disease.
2014;5:e1403.

[79] Jagroop D, Laura T-M, Diane CL. Autophagy and adult
neurogenesis: Discoveries made half a century ago yet
in their infancy of being connected. Brain Plasticity.
2017:99-110.

[80] Reinhart BJ, Slack FJ, Basson M, Pasquinelli AE, Bet-
tinger JC, Rougvie AE, et al. The 21-nucleotide let-7 RNA
regulates developmental timing in Caenorhabditis elegans.
Nature. 2000;403(6772):901-6.

[81] Lee ST, Chu K, Oh HJ, Im WS, Lim JY, Kim SK,
et al. Let-7 microRNA inhibits the proliferation of
human glioblastoma cells. Journal of Neuro-Oncology.
2011;102(1):19-24.

[82] Zhao C, Sun G, Li S, Lang MF, Yang S, Li W, et al.
MicroRNA let-7b regulates neural stem cell proliferation
and differentiation by targeting nuclear receptor TLX sig-
naling. Proceedings of the National Academy of Sciences
of the United States of America. 2010;107(5):1876-81.

[83] Patterson M, Gaeta X, Loo K, Edwards M, Smale S,
Cinkornpumin J, et al. Let-7 miRNAs can act through
notch to regulate human gliogenesis. Stem Cell Reports.
2014;3(5):758-73.

[84] Klionsky DJ, Abdelmohsen K, Abe A, Abedin MJ, Abe-
liovich H, Acevedo Arozena A, et al. Guidelines for the
use and interpretation of assays for monitoring autophagy
(3rd edition). Autophagy. 2016;12(1):1-222.

[85] Pircs K, Nagy P, Varga A, Venkei Z, Erdi B, Hegedus K,
et al. Advantages and limitations of different p62-based
assays for estimating autophagic activity in Drosophila.
PloS One. 2012;7(8):e44214.

[86] Settembre C, Di Malta C, Polito VA, Garcia Arencibia
M, Vetrini F, Erdin S, et al. TFEB links autophagy to
lysosomal biogenesis. Science. 2011;332(6036):1429-33.

[87] He C, Levine B. The Beclin 1 interactome. Current Opin-
ion in Cell Biology. 2010;22(2):140-9.

[88] Lemasson M, Saghatelyan A, Olivo-Marin JC, Lledo PM.
Neonatal and adult neurogenesis provide two distinct pop-
ulations of newborn neurons to the mouse olfactory bulb.
The Journal of Neuroscience: The Official Journal of the
Society for Neuroscience. 2005;25(29):6816-25.

[89] Lazarini F, Lledo PM. Is adult neurogenesis essential for
olfaction? Trends in Neurosciences. 2011;34(1):20-30.

[90] Ravikumar B, Vacher C, Berger Z, Davies JE, Luo S, Oroz
LG, et al. Inhibition of mTOR induces autophagy and
reduces toxicity of polyglutamine expansions in fly and
mouse models of Huntington disease. Nature Genetics.
2004;36(6):585-95.

[91] Hara T, Nakamura K, Matsui M, Yamamoto A, Naka-
hara Y, Suzuki-Migishima R, et al. Suppression of basal
autophagy in neural cells causes neurodegenerative dis-
ease in mice. Nature. 2006;441(7095):885-9.

[92] Martinez-Vicente M, Talloczy Z, Wong E, Tang G, Koga
H, Kaushik S, et al. Cargo recognition failure is responsible
for inefficient autophagy in Huntington’s disease. Nature
Neuroscience. 2010;13(5):567-76.

[93] Wong YC, Holzbaur EL. The regulation of autophago-
some dynamics by huntingtin and HAP1 is disrupted
by expression of mutant huntingtin, leading to defective
cargo degradation. The Journal of Neuroscience: The Offi-
cial Journal of the Society for Neuroscience. 2014;34(4):
1293-305.

[94] Ochaba J, Lukacsovich T, Csikos G, Zheng S, Margulis
J, Salazar L, et al. Potential function for the Huntingtin
protein as a scaffold for selective autophagy. Proceedings
of the National Academy of Sciences of the United States
of America. 2014;111(47):16889-94.

[95] Rui YN, Xu Z, Patel B, Chen Z, Chen D, Tito A, et al.
Huntingtin functions as a scaffold for selective macroau-
tophagy. Nature Cell Biology. 2015;17(3):262-75.

[96] Maciotta S, Meregalli M, Torrente Y. The involvement
of microRNAs in neurodegenerative diseases. Frontiers in
Cellular Neuroscience. 2013;7:265.

[97] Hebert SS, De Strooper B. Molecular biology. miRNAs in
neurodegeneration. Science. 2007;317(5842):1179-80.

[98] Abe M, Bonini NM. MicroRNAs and neurodegeneration:
Role and impact. Trends in Cell Biology. 2013;23(1):30-6.

[99] Konopka W, Kiryk A, Novak M, Herwerth M, Parkitna
JR, Wawrzyniak M, et al. MicroRNA loss enhances learn-
ing and memory in mice. The Journal of Neuroscience:
The Official Journal of the Society for Neuroscience.
2010;30(44):14835-42.
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