© 2022. Published by The Company of Biologists Ltd | Development (2022) 149, dev200870. doi:10.1242/dev.200870

e Company of
‘BlolOngtS

SPOTLIGHT

Mitochondrial respiration and dynamics of in vivo neural stem cells

Stavroula Petridi'*, Dnyanesh Dubal’2*, Richa Rikhy?# and Jelle van den Ameele'-*

ABSTRACT

Neural stem cells (NSCs) in the developing and adult brain undergo
many different transitions, tightly regulated by extrinsic and intrinsic
factors. While the role of signalling pathways and transcription
factors is well established, recent evidence has also highlighted
mitochondria as central players in NSC behaviour and fate decisions.
Many aspects of cellular metabolism and mitochondrial biology
change during NSC transitions, interact with signalling pathways and
affect the activity of chromatin-modifying enzymes. In this Spotlight,
we explore recent in vivo findings, primarily from Drosophila and
mammalian model systems, about the role that mitochondrial
respiration and morphology play in NSC development and function.
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Introduction

Neural stem cells (NSCs) of the developing and adult brain
(Fig. 1A-C) are a diverse population of progenitor cells that balance
self-renewal with differentiation into post-mitotic neurons and glia.
To generate the right number and type of progeny in the right time
and space, NSCs will change their division mode and competence
through a range of transitions that are conserved in many organisms
(Homem and Knoblich, 2012; Okano and Temple, 2009).

A first transition occurs early in development, when NSCs
in the neuroepithelium (neuroepithelial cells, NECs) switch from
symmetric amplifying divisions to asymmetric divisions that allow
self-renewal while also generating more differentiated progeny
(Fig. 1D). Asymmetric dividing NSCs are called neuroblasts (NBs)
in Drosophila and radial glial cells (RGCs) or NSCs in the
vertebrate brain. Depending on the context and organism, these
NSCs reside in very different environments and niches. For
example, larval NBs in Drosophila and NSCs in the adult mouse
brain interact closely with nearby glia or astrocytes, whereas these
glial cells are not present in the embryonic Drosophila or mouse
brain (Fig. 1). After cell division, differentiation into postmitotic
cells may occur either directly or indirectly via transit-amplifying
cells, often called intermediate-progenitor cells (IPCs) or ganglion
mother cells (GMCs) in Drosophila (Fig. 1D). Throughout
development, NSCs will undergo many other transitions: they
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change their competence over time in a process called temporal
patterning; they take on different identities in response to various
spatial cues; after embryogenesis, they may cease proliferation
temporarily to undergo periods of quiescence (Fig. 1D); and,
finally, they will disappear through terminal differentiation or
apoptosis.

Over past decades, much progress has been made in our
understanding of the key signalling pathways and transcription
factors that regulate these NSC transitions (Taverna et al., 2014,
Tiberi et al., 2012a). However, all these transitions occur in the
constantly changing environment of the developing or adult brain
and are accompanied by profound changes in cell morphology, cell
behaviour, membrane composition and chromatin structure. How
cellular metabolism adapts to meet the very specific and diverse
metabolic requirements of these states and environments, and
whether rewiring of metabolic pathways may not only accompany,
but also drive, these changes in NSC behaviour is only now
beginning to emerge (Mosteiro et al., 2021).

Mitochondria, which are commonly known as the powerhouses
of eukaryotic cells, have emerged as central players in metabolic
reprogramming to determine NSC fate. They are highly dynamic
organelles with a double membrane and their own circular genome:
the mitochondrial DNA (mtDNA). Mitochondrial oxidative
phosphorylation (OxPhos) is a major contributor to ATP
production (Box 1), but mitochondria are also involved in a wide
range of other processes. By regulating intracellular messaging
molecules, such as calcium (Ca?") and reactive oxygen species
(ROS) (Box 2), and controlling the availability of metabolites, such
as acetyl-CoA, o-ketoglutarate or NAD" that are required for post-
translational modifications of signalling proteins and histones, one
can easily envisage a crucial role for mitochondrial metabolism in
NSC transitions.

Much of our current knowledge regarding the role of
mitochondria in NSCs and their progeny is based on detailed
studies in vitro, in primary cultures or from pluripotent
stem cell (PSC)-derived NSCs (reviewed by Iwata and
Vanderhaeghen, 2021; Knobloch and Jessberger, 2017; Namba
et al., 2021). However, normally, NSCs reside in a specialised
microenvironment that provides cell-cell interactions, signalling
cues and nutrients that together help to maintain the balance
between proliferation and differentiation (Bjornsson et al.,
2015). In vivo studies are, therefore, of particular importance,
complementing these in vitro findings. In this Spotlight, we discuss
recent findings that highlight the role of mitochondrial OxPhos and
morphology in normal NSC development, and primarily focus
on studies performed in vivo in mammalian and Drosophila model
organisms.

OxPhos or glycolysis: not a simple choice

The two main metabolic pathways for energy production within
the cell are glycolysis, which takes place in the cytosol, and
mitochondrial OxPhos (Box 1). Early observations made by Otto
Warburg (Vander Heiden et al., 2009; Warburg, 1956) were the first
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Fig. 1. NSC differentiation in vertebrates and Drosophila. (A) Schematic of the mouse embryonic cortex showing neural stem cells (NSCs) in the dorsal
telencephalon. (B) Schematic of mouse adult brain showing the presence of quiescent and proliferative NSCs in the subventricular zone (SVZ) and
hippocampus. (C) Schematic of the Drosophila larval brain showing the presence of type | and type Il NSCs in the central brain and ventral nerve cord.

(D) Overview of neurogenesis in vertebrates (top) and Drosophila (bottom) at different developmental stages. GMC, ganglion mother cell; INP, intermediate
neural progenitor; IPC, intermediate progenitor cell; NB, neuroblast; NEC, neuroepithelial cell; NSC, neural stem cell; RGC, radial glial cell.

indication that highly proliferative tumour cells in culture are less
dependent on OxPhos than the differentiated postmitotic cells in the
tissue from which they are derived, possibly as a normal adaptation to
the metabolic requirements of proliferation (Birsoy et al., 2015;
Sullivan et al., 2015; Titov et al., 2016; Vander Heiden et al., 2009).
Many studies in vivo and in vitro have since shed a more nuanced light
on this, and metabolic flux in proliferating stem cells or cancer cells is
influenced by extrinsic and intrinsic factors, such as substrate
availability, signalling pathways, tissue identity and oncogenic
mutations. In the developing brain, early studies in rat or human
fetuses and neonates found that overall mitochondrial mass or oxygen
consumption rate (OCR) increases with gestational age (Cordeau-
Lossouarn et al., 1991; Himwich et al., 1959; Yoxall and Weindling,
1998), suggesting that NSCs have fewer mitochondria and/or less
OxPhos activity than their neuronal progeny. The work by
Agathocleous and colleagues was seminal in this respect, because it
was the first to demonstrate in vivo cell type-specific differences in
glycolysis and mitochondrial respiration between NSCs and their
progeny (Agathocleous et al., 2012). Using the Xenopus and zebrafish
retina as a model, they showed a higher dependence on OxPhos for
ATP production in differentiated retinal cells than the NSCs from
which they are derived. NSCs instead rely on glycogen to produce ATP
and metabolites through glycolysis, independent of tissue oxygen
levels (Agathocleous et al., 2012). Since then, extensive in vivo studies
have further elucidated the relative contributions of OxPhos and
glycolysis during NSC proliferation and differentiation, mainly using
the mouse and Drosophila brain as model systems.

OxPhos in Drosophila NSCs: fuelling proliferation
NSCs in Drosophila are present during embryonic and larval stages
(Fig. 1C,D), but not in adult flies. At the end of larval development,
NSCs undergo apoptosis or symmetric division into two postmitotic
cells to terminate proliferation (Homem et al., 2014; Truman and
Bate, 1988) (Fig. 2A). An elegantly designed genome-wide RNAI
screen for genes required for the termination of NSC proliferation
showed that NSC-specific OxPhos inhibition causes NSCs to persist
in the adult Drosophila brain (Homem et al., 2014). This
observation led to a widely accepted model in which OxPhos is
dispensable in proliferating larval NSCs, which, instead, rely on
aerobic glycolysis for ATP production and biosynthesis. At the end
of larval development, in response to a systemic peak of the steroid
hormone ecdysone, NSCs were thought to activate OxPhos, which
causes them to shrink and undergo timely termination of
proliferation (Homem et al., 2014). Several findings support the
view that Drosophila larval NSCs do not require OxPhos for normal
proliferation: NSC mitochondria are smaller than those in their
differentiated progeny (Sen et al., 2013), and mutations in
Drosophila gless (a prenyl transferase involved in synthesis of the
essential OxPhos component coenzyme Q) lead to neuronal death
but do not affect NSC proliferation (Grant et al., 2010). In addition,
whole-organism metabolic analyses have found aerobic glycolysis
as the preferential pathway to support growth during larval
development (Tennessen et al., 2011).

Conversely, many observations have indicated substantial
mitochondrial OxPhos activity in Drosophila NSCs. For example,
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Box 1. Glycolysis and oxidative phosphorylation

The two main pathways for energy production within cells are glycolysis,
which primarily takes place in the cytosol, and oxidative phosphorylation
(OxPhos), in mitochondria. Glycolysis metabolises glucose to pyruvate,
generating two molecules of ATP per molecule of glucose. In the
presence of oxygen (O,), pyruvate mostly enters mitochondria, where it
fuels the tricarboxylic acid (TCA) cycle and OxPhos to produce 36
molecules of ATP. Pyruvate can also be converted to lactate in a process
known as fermentation that is not dependent on O,. In hypoxia, glucose
fermentation is referred to as anaerobic glycolysis; aerobic glycolysis
occurs when pyruvate is preferentially converted to lactate despite the
presence of O,, which happens under specific conditions, e.g. in some
proliferating cell types (Vander Heiden et al., 2009).

OxPhos consists of the electron transport chain (ETC), composed of
four enzyme complexes (I-1V) within the inner mitochondrial membrane,
where electrons pass through a series of redox reactions (dashed line in
the figure) to release energy. Three complexes (I, lll and IV, also known
as NADH dehydrogenase, cytochrome C reductase and cytochrome C
oxidase, respectively) use the energy to transfer protons from the
mitochondrial matrix to the intermembrane space. Complex IV transfers
the electrons to O, as the final electron acceptor. Complex Il (or
succinate dehydrogenase) does not pump protons but is also part of the
TCA cycle (not shown). The resulting proton gradient across the inner
mitochondrial membrane is finally used by complex V (also known as
ATP synthase) for production of ATP from ADP.
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larval NSCs respond to hypoxia by significantly increasing
ROS production (Bailey et al., 2015), indicating at least the
presence of a functional electron transport chain (ETC) (Murphy,
2009) (Boxes 1 and 2). This response is accompanied by increased
lactate production, meaning that larval brains shift away from
OxPhos towards glycolysis upon oxygen deprivation (Géndara
et al.,, 2019). In addition, the lethality caused by a whole-body
mtDNA mutation that impairs complex IV function is phenocopied
by induction of this mtDNA mutation in only NSCs (Chen et al.,
2015). These studies led to a more comprehensive analysis of NSC
transitions in Drosophila larvae, showing that NSC-specific
inhibition of OxPhos, but not glycolysis, affects many aspects of
NSC behaviour (Van Den Ameele and Brand, 2019). Indeed,
RNAi-mediated knockdown of OxPhos subunits specifically in
NSCs prevents timely termination of proliferation at the end
of larval development, as described previously (Homem et al.,
2014). However, we also observe that OxPhos knockdown

decreases the NSC proliferation rate by slowing the cell cycle at
the G,/S transition. Slowing the cell cycle independently of OxPhos
inhibition; for example, through ectopic activation of the G;/S (but
not the G,/M) checkpoint (Van Den Ameele and Brand, 2019) or
through fibroblast growth factor (FGF) and Hedgehog (Hh)
signalling pathway activation (Dong et al., 2021), can also prevent
termination of proliferation. Interestingly, prolonged G/S transition
leads to a striking delay in temporal patterning: NSCs with OxPhos
inhibition continue to express markers and generate the types of
neurons compatible with an early developmental identity, even at
later developmental stages (Fig. 2B). Conversely, when temporal
identity is genetically restored in NSCs with OxPhos dysfunction,
timely termination of proliferation is partially rescued, in spite of
continued OxPhos inhibition. It has previously been shown that
prolonged expression of early temporal markers can make NSCs
unresponsive to developmental cues, such as ecdysone, that govern
termination of proliferation (Maurange et al., 2008; Yang et al.,
2017). Therefore, in contrast to what has previously been proposed
(Homem et al., 2014), it seems that the persistence of ectopic NSCs
in the adult brain upon OxPhos inhibition is an important, but likely
secondary, consequence of a primary phenotype during Drosophila
larval brain development, where OxPhos, but not glycolysis, is
required to drive NSC proliferation and temporal patterning.

Some of the apparent discrepancies between these observations
may be explained by the different metabolic requirements of various
NSCs, depending on their identity or the tissue-wide context.
Although some studies (Bailey et al., 2015; Van Den Ameele and
Brand, 2019) have primarily analysed the impact of OxPhos
inhibition or hypoxia on ‘type I’ NSCs in the Drosophila ventral
nerve cord (Fig. 1C,D), others (Dubal et al., 2022; Homem et al.,
2014; Lee et al., 2016) have focused on the less-numerous ‘type II’
NSCs in the central brain (Fig. 1C,D) or have studied isolated NSCs
in culture (Homem et al., 2014). Single-cell sequencing data
indicate that metabolic differences exist between NSCs in different
regions of the brain or at different developmental stages (Davie
etal., 2018; Genovese et al., 2019). It will be interesting to compare
how different stem cell identities, conditions and environments
affect susceptibility to mitochondrial dysfunction. Not only within
Drosophila, but also between model organisms. One major
difference between Drosophila larval NSCs and their mammalian
embryonic counterparts (or cells in culture), is the presence of a glial
NSC niche in Drosophila (Fig. 1D). Glial cells share metabolites
such as lactate and alanine with neurons, to fuel neuronal OxPhos
activity (Magistretti and Allaman, 2018; Pellerin and Magistretti,
1994; Volkenhoff et al., 2015). It is conceivable that NSCs with
access to glial support in vivo will also rewire their metabolic
pathways based on the substrates on offer in the NSC niche,
although this remains to be shown.

OxPhos and glycolysis in mouse NSCs: cause or consequence?

To better understand the metabolic requirements of mammalian
NSCs in vivo, mouse models have proven very useful, both during
embryonic and adult mammalian neurogenesis (Fig. 1A,B). In the
adult mouse brain (Mazumdar et al., 2010) or the rat carotid body
(Bee et al., 1986), NSC proliferation occurs preferentially in
hypoxic regions, suggesting that NSC self-renewal in these contexts
occurs without mitochondrial respiration. During mouse and ferret
brain development, the transition from symmetric to asymmetric
divisions that marks the onset of neuronal differentiation coincides
with vascularisation of the brain (Kuhnert et al., 2010; Lange et al.,
2016; Lee et al., 2001). Preventing vascularisation favours NSC
self-renewal at the expense of differentiation, which can be rescued
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Box 2. Reactive oxygen species in NSCs and their niche
Although mitochondrial respiration is of vital importance to cellular
homeostasis, it is also a major source of reactive oxygen species (ROS)
(Murphy, 2009). ROS are often considered to be toxic by-products, but
they perform key signalling functions in development and disease
(Chandel, 2015; Oswald et al., 2018). In cultured mouse neural stem
cells (NSCs) derived from embryonic cerebral cortex neurospheres,
spontaneous bursts of ROS production have been observed that
decrease NSC proliferation (Hou et al, 2012). A null mutant of
superoxide dismutase 2 (Sod2~/~) exhibits increased ROS exposure,
as well as significant loss of NSCs and differentiated neurons in mouse
embryonic cerebral cortex (Hou et al., 2012). Forced mitochondrial
fission by depletion of Opa1 or mitofusins in dissociated mouse NSCs
also results in increased ROS, which in turn suppresses Notch signalling
(Box 3) through elevated NRF2 activity, eventually resulting in loss of
stemness and NSC depletion in the mouse brain (Khacho et al., 2016).

Various mechanisms have evolved to protect NSCs from harmful
ROS, e.g. when organisms are exposed to hypoxia or oxidative stress.
Lipid droplets in glial cells of the Drosophila NSC niche have recently
attracted attention as a way to protect polyunsaturated fatty acids from
harmful peroxidation (Bailey et al., 2015). Glial-specific knockdown of the
lipid droplet storage regulator Lsd-2 under ROS-inducing conditions
results in increased peroxidation of fatty acids and proteins in NSCs,
further decreasing their proliferation (Bailey et al., 2015). It is likely that
lipid droplets have effects beyond lipid homeostasis and ROS, e.g. by
regulating Hedgehog pathway activity in the Drosophila NSC niche
(Dong et al., 2021).

by increased levels of systemic oxygen (Lange et al., 2016;
Wagenfiihretal., 2015). Interestingly, in Drosophila, symmetrically
dividing NSCs of the optic lobe neuroepithelium are also more
hypoxic than the asymmetrically dividing neurogenic NSCs in the
central brain and ventral nerve cord (Baccino-Calace et al., 2020).
Together, this may indicate a conserved difference in metabolic
requirements between NSCs that undergo symmetric amplifying
divisions versus asymmetric differentiating divisions.

Genetically inducing mitochondrial dysfunction in mouse
embryonic NSCs has been achieved in different ways, leading to
somewhat conflicting results. Early forebrain- (FoxG1-Cre) or
cortex-specific (Emx1-Cre) deletion of the gene encoding the
NADH-dependent mitochondrial oxidoreductase protein apoptosis
inducing factor (AIF), results in microcephaly due to neuronal
apoptosis and increased asymmetric divisions at the expense of
NSC self-renewal (Khacho et al., 2017). In contrast, slightly later
NSC-specific deletion (with hGFAP-Cre after E12.5) of either the
complex II subunit SDHD (Diaz-Castro et al., 2015) or the complex
I subunit NDUFS2 (Cabello-Rivera et al., 2019) causes only
minimal changes to the brain at birth, apart from a subtle decrease in
cortical and hippocampal thickness. These apparently conflicting
data are probably related to different stages of recombination,
different ways of perturbing mitochondrial function and selective
analysis of the many transitions these NSCs undergo during brain
development. Using the same hGFAP-Cre line, the impact of
inhibiting complex I (Cabello-Rivera et al., 2019) on NSC
proliferation in vivo seems to be more severe than that of complex
II (Diaz-Castro et al., 2015). It will be interesting to see what this
means for substrate use in embryonic NSCs and how each
perturbation differentially affects electron transport, flux through
the TCA cycle and metabolic rewiring.

Transcriptomic profiling of mouse NSCs at the onset of
vascularisation and differentiation showed downregulation of
glycolytic genes, without affecting OxPhos gene expression

(Lange et al., 2016). A similar decrease in transcription of
glycolysis, but not OxPhos, genes occurs during in vitro
differentiation of human iPSC-derived NSCs (Zheng et al., 2016),
accompanied by decreased glycolytic lactate production (Lange
etal., 2016; Zheng et al., 2016). In these studies, OxPhos activity did
not increase (De Bock et al., 2013; Lange et al., 2016) or only slightly
increased (Zheng et al., 2016) between cultured NSCs and maturing
neurons. This might suggest that it is different glycolytic activity that
correlates with differentiation versus self-renewal of embryonic
NSCs, rather than a switch between OxPhos and glycolysis. A key
regulator of glycolytic gene expression, certainly in the context of
hypoxia, is the hypoxia-inducible transcription factor HIFla
(Semenza, 2011). HIF1a is expressed and stabilised in embryonic
and adult NSCs, and is required for NSC maintenance and induction
of glycolysis gene transcription (Lange et al., 2016; Roitbak et al.,
2011; Tomitaetal., 2003). However, in vitro (Gustafsson et al., 2005)
and in the adult mouse brain (Mazumdar et al., 2010), HIF1a also
activates Notch and Wnt signalling, which promote NSC self-
renewal. Therefore, it remains to be determined whether there is a
direct effect of glycolysis on NSC proliferation, or whether high
glycolytic activity is merely a consequence of HIFla-activation in
response to hypoxia. Interestingly, injecting the end-product of
anaerobic glycolysis, lactate, in the neonatal mouse brain results in
increased proliferation and subsequent NSC pool depletion (Alvarez
etal.,2016), as does genetic inhibition of lactate efflux from the brain
into the vasculature (Wang et al., 2019). These results may point to a
direct impact of glycolysis, OxPhos and oxygenation on NSC
behaviour, similar to what has been described in other developmental
contexts (Miyazawa and Aulehla, 2018; Oginuma et al., 2020).

In the adult mouse brain, the situation is possibly more complicated
because adult mouse NSCs are a heterogeneous population with large
differences in division mode and neurogenic capacity. Numerous
studies have shown adult NSCs to respond to hypoxia upon cerebral
ischemia, mostly increasing neurogenesis in the different neurogenic
regions of the adult mouse brain (reviewed by De Filippis and Delia,
2011; Li et al., 2021). Transcriptional analysis of the various stages of
adult NSC differentiation has revealed downregulation of glycolysis
genes and upregulation of complex V subunits (Box 1) specifically
during activation from quiescence (Shin et al, 2015). Genetic
manipulation of OxPhos activity does decrease NSC proliferation to
some extent (Cabello-Rivera et al., 2019; Diaz-Castro et al., 2015;
Khacho et al., 2017). However, these transcriptional changes do not
necessarily translate into proteomic differences (Wani et al., 2022),
and more-detailed analyses of metabolic requirements during specific
NSC transitions have revealed a more complex picture. For example,
deletion of the mitochondrial pyruvate carrier (MPCI1), which is
involved in the import of the end-product of glycolysis, pyruvate, into
the mitochondria promotes both NSC activation from quiescence
and differentiation into postmitotic neurons, but does not affect
proliferation of activated NSCs itself (Petrelli et al., 2022 preprint). In
contrast, long-term depletion of the mitochondrial transcription factor
A (TFAM) mostly affects the self-renewal and survival of intermediate
progenitor cells, a highly proliferative transient NSC stage shortly after
reactivation (Beckervordersandforth et al., 2017). How this genetic
long-term mitochondrial dysfunction affects cellular and niche
metabolism, or many other aspects of adult NSC behaviour beyond
proliferation, remains poorly understood.

Mitochondrial morphology dynamics in NSCs

In many cell types, mitochondria undergo morphological changes
through cycles of fusion and fission, tightly regulated by the
dynamin family of GTPases (Fig. 3A) (Tilokani et al., 2018).
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Fig. 2. Drosophila NSC proliferation and differentiation. (A) Schematic of Drosophila neural stem cell (NSC) self-renewal, differentiation, temporal
patterning and termination of proliferation under wild-type conditions. NSCs with early temporal identity are in blue and with late temporal identity are in
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NSC proliferation. (B) Oxidative phosphorylation (OxPhos) dysfunction in NSCs results in the slowing of the cell cycle and subsequent delayed temporal
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Mitochondrial fusion is regulated at the outer mitochondrial
membrane by mitofusins (Mfnl and Mfn2, Marf in Drosophila)
and by Opal at the inner membrane. Mitochondrial fission is
primarily regulated by Drp1. Additionally, Opal plays a role in the
maintenance of cristae architecture along with OxPhos complex V
(Cogliati et al., 2016; Patten et al., 2014). Mitochondrial
morphology is intimately related to activity and function, and
varies depending on cell type, stage of the cell cycle, ATP demand
and other metabolic requirements of the cell (Kasahara et al., 2013;
Mitra et al., 2009; Taguchi et al., 2007; Yao et al., 2019). In stem
cells, such as haematopoietic and PSCs, mitochondria are
functionally inactive and fragmented with poor cristae
arrangement (Simsek et al., 2010; Xu et al., 2013; Zhang et al.,
2011). In Drosophila larval NSCs, mitochondria are also
considerably smaller and more fragmented than in neuronal
progeny (Bonnay et al., 2020; Sen et al., 2013). However, rather
than being fully fragmented, they are of intermediate morphology,
containing a combination of punctate and somewhat oblong rod-like
mitochondrial particles that are evenly distributed around the
nucleus (Fig. 3B,C) and show clear activity (Lee et al., 2016; Van
Den Ameele and Brand, 2019). Functional analysis of interactions
between proteins regulating mitochondrial morphology and NSC
behaviour has revealed that fusion is a key determinant of
differentiation (Dubal et al., 2022) (Box 3). Loss of the pro-fusion
proteins Opal or Marf in a subtype of Drosophila NSCs, type 11
neuroblasts, causes loss of neuronal progeny. However, depletion of
Opal has a more severe effect on lineage size than Marf loss of
function, indicating a possible role for Opal-specific functions
related to cristae architecture in NSC differentiation. Although

depletion of the pro-fission protein Drpl does not affect NSC
proliferation, restoring fusion by co-depletion of Drpl can rescue
differentiation in Opal and Marf mutant NSCs (Dubal et al., 2022),
highlighting the importance of mitochondrial fusion in NSC
development.

In contrast to Drosophila, proliferating NSCs in the embryonic
mouse brain exhibit primarily fused mitochondria (Fig. 3D) (Iwata
et al., 2020; Khacho et al., 2016). Fragmentation occurs during
mitosis, as described in other contexts (Taguchi et al., 2007), but once
mitosis is complete, the presumptive self-renewing daughter NSC
reacquires a fused network, while the differentiating neuron or IPC
initially maintains a fragmented morphology. Decreased fission
through inhibition of Drpl can promote NSC self-renewal at the
expense of differentiation. Moreover, preventing fusion through
depletion of Mfn1/2 or Opal, causes a loss of NSC self-renewal and
forces NSCs to commit to neuronal differentiation (Iwata et al., 2020;
Khacho et al., 2016), indicating a causal relationship between
mitochondrial morphology and NSC fate decision, as discussed
below.

In the adult mouse brain, the interaction between mitochondrial
morphology and NSC proliferation is less well understood.
Postmitotic newborn neurons display a more elaborate and fused
mitochondrial network than the activated hippocampal NSCs they
derive from (Fig. 3E) (Beckervordersandforth et al., 2017).
However, analysis of fission and fusion has mainly focused on
neuronal maturation and apoptosis, e.g. in Drpl mutant
mice (Ishihara et al., 2009; Steib et al., 2014; Wakabayashi et al.,
2009). The few data on NSCs suggest that Drpl mutation and
mitochondrial fusion decrease NSC proliferation in the postnatal
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Fig. 3. Mitochondrial morphology during neurogenesis. (A) Regulation
of mitochondrial morphology by different GTPase proteins. Mitochondrial
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regulated by Drp1. (B) Schematic representation of neurogenesis. (C)
During Drosophila larval neurogenesis, quiescent neural stem cells (NSCs)
exhibit fused mitochondrial morphology. When quiescent NSCs activate,
mitochondria become fragmented, with some oblong mitochondrial particles.
Intermediate neural progenitors (IPCs) and/or ganglion mother cell (GMCs)
have intermediate morphology with fused and fragmented mitochondria. In
mature neurons, mitochondria form highly fused structures. (D) Mouse
embryonic proliferative NSCs have intermediate mitochondrial morphology.
Mitochondria in IPCs are small and fragmented, while they exhibit fused
morphology in differentiated neurons. (E) Proliferative NSCs in the dentate
gyrus of the adult mouse brain show a mixture of globular and tubular
mitochondrial morphologies, and are more elongated in proliferative IPCs.
NSCs then mature into neurons where mitochondria have fused architecture.
There is no quiescent stage in the mouse embryo (N/A, not applicable), and
several processes remain undefined (question mark) in the adult mouse
brain (see text).

cerebellum (Wakabayashi et al., 2009) and hippocampus (Steib
et al., 2014). In contrast, decreased proliferation of hippocampal
NSCs has also been observed upon aberrant mitochondrial
fragmentation due to mutation of Mfnl and Mfn2 (Khacho
et al., 2016), suggesting roles of these different GTPases beyond
mitochondrial fission and/or fusion, or an as yet incomplete
understanding of the complex transitions these adult NSCs
undergo. It is still unclear, for example, whether the mitochondria
of in vivo quiescent NSCs are fragmented and immature, as
observed in vitro (Cai et al., 2021; Petrelli et al., 2022 preprint), or
whether they have a fused or clustered morphology akin to

Drosophila (Fig. 3C,E) (Endow et al., 2019). It will also be
interesting to see whether fission precedes neurogenesis from the
various adult neural progenitor populations (Fig. 3E), similar to
what is observed in the mouse embryo (Iwata et al., 2020).

Together, these findings indicate that changes in mitochondrial
morphology are not a mere consequence of metabolic demand but may
also act as upstream regulators in cell type specification. What the exact
impact is on any given NSC fate transition depends on the cellular
context, the organism and the environment they find themselves in. It
is likely that the metabolic and molecular mechanisms that translate
mitochondrial dynamics into cell fate decisions are equally diverse and
context dependent. Given the many interactions between OxPhos
and NSC behaviour, an obvious mechanism by which a change in
mitochondrial architecture can affect NSC maintenance and
differentiation is through its profound effect on OxPhos activity.
Fused mitochondria are generally thought to be more efficient in ATP
production due to efficient exchange of matrix metabolites
(Westermann, 2012), dense cristae arrangement and ETC
supercomplex formation (Cogliati et al., 2013, 2016). However,
shifts in OxPhos activity also alter the NAD*/NADH redox balance,
and many TCA cycle intermediates such as acetyl-CoA, succinate,
fumarate or a-ketoglutarate that regulate activity of histone modifying
enzymes (Lu and Thompson, 2012). The histone deacetylase Sirtl, a
pro-neurogenic factor in the mouse embryonic brain (Bonnefont et al.,
2019; Hisahara et al., 2008; Tiberi et al., 2012b), depends on a high
NAD'/NADH ratio (Anderson et al., 2017). Therefore, increased
fusion may inhibit neuronal differentiation by decreasing the NAD"/
NADH ratio and inactivating Sirtl, as shown in mouse and human
PSC-derived NSCs (Iwata et al., 2020). Another way to modulate cell
fate is via second messenger molecules such as Ca?*, which is stored in
mitochondria and the endoplasmic reticulum. Mitochondrial Ca**
buffering regulated by phosphorylation of Miro at the endoplasmic
reticulum contact sites regulates Drosophila NSC maintenance and
lineage progression (Lee et al.,, 2016). In humans, ARHGAP11B,
a human-specific gene involved in expansion of the cerebral
cortex (Florio et al., 2015), is thought to cause expansion of basal
NSCs by increasing their mitochondrial Ca?* content and promoting
glutaminolysis, through direct interaction with IMM proteins
(Namba et al., 2020). However, it is unclear how elevated levels
of mitochondrial Ca®" relate to the changes in mitochondrial
morphology that also accompany these human NSC transitions
(Iwata et al., 2020). A change in Ca®" is likely to impact the
processing and activity of key signalling pathway factors either
activating or inhibiting the pathway. For example, increased
cytoplasmic Ca?* due to lack of buffering capacity by fragmented
mitochondria in Opal- and Mfn1-depleted cardiomyocytes increases
calcineurin activation and Notch processing, thereby activating the
Notch signalling pathway (Kasahara et al., 2013) (Box 3). Upon
differentiation, neuronal axon branching is also regulated by
mitochondrial fission to decrease its Ca®" buffering capacity
and neurotransmitter release potential (Lewis et al.,, 2018).
Conversely, in long-term potentiation, changes in intracellular Ca®*
can cause an increase in mitochondrial fission due to activation
of CAMKII and Drpl phosphorylation (Divakaruni et al., 2018).
Many other mechanisms may communicate changes in mitochondrial
morphology to instruct cell behaviour. Further analysis of
mitochondrial cristac density and structure (Teixeira et al., 2015),
mitochondrial membrane potential (Tomer et al., 2018), ETC activity,
levels of different metabolites or pH (Oginuma et al., 2020), and their
impact on nuclear chromatin and signalling pathways in NSC
development will shed further light on the intricate relationship
between neurogenesis and mitochondrial dynamics.
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Box 3. Notch signalling and neural stem cell mitochondria
Notch is one of the key signalling pathways required for neural stem cell
(NSC) maintenance (Pierfelice et al., 2011). Activation of the pathway
occurs when the extracellular domain of the Notch receptor (NECD) is
bound by a ligand, resulting in cleavage of the intracellular domain
(NICD) at the plasma membrane. The NICD translocates to the
nucleus, where it associates with a DNA-binding protein [e.g.
Suppressor of Hairless (Su(H)) in Drosophila] to activate Notch target
genes. Previous studies have suggested a role for Notch in regulating
glycolysis and oxidative phosphorylation (OxPhos) (de La Pena et al.,
2001; Landor et al., 2011; Thorig et al., 1981), but the molecular details
of how Notch and mitochondria influence each other remain unclear. In
Drosophila type Il NSCs (Fig. 1C,D), loss of Notch signalling causes
mitochondrial fragmentation, while forced mitochondrial fusion rescues
some aspects of Notch-dependent NSC proliferation and differentiation
(Dubal et al., 2022). Notch-mediated NSC overproliferation is also
rescued by inhibition of mitochondrial fusion, indicating a requirement
for fused architecture to enable proper Notch signalling. Interestingly,
Opa1 inhibition results in cytoplasmic accumulation of the NICD,
possibly preventing it from entering the nucleus and activating target
genes (Dubal et al., 2022). However, the precise intricacies of how
Notch signalling, mitochondrial dynamics and cellular metabolism
interact probably depend on the context of the cell or organism. When
profiling chromatin occupancy of the NICD in NSCs of the mouse
embryonic cortex, genes known to be involved in fusion and/or fission
are not directly bound by the NICD (van den Ameele et al., 2022).
Instead, in mouse embryonic neurospheres in vitro, mitochondrial
fragmentation upon Opa1 knockdown causes a ROS-dependent
increase in expression of the Notch-inhibitor Botch (also known as
Chac1) (Khacho et al.,, 2016). In contrast, during cardiomyocyte
development, similar mitochondrial fragmentation results in increased
Notch activity, through increased Ca®* and calcineurin signalling
(Kasahara et al., 2013). Non-canonical transcription-independent
functions of Notch may add to the complexity, as suggested for
genetic interactions between Notch and mitophagy in Drosophila NSCs
and brain tumours (Lee et al., 2013); or in HeLa cell culture, where non-
canonical interactions between Notch and mitochondrial proteins
prevent apoptosis (Perumalsamy et al., 2010). A mitochondrial
targeting sequence in the NICD (Lee et al., 2011) leads to proteolytic
cleavage by the protease mitochondrial intermediate peptidase
(MIPEP) in HeLa cell culture. This mechanism may constitute a novel
non-canonical pathway to regulate Notch activity. However, in contrast
to other transmembrane receptors, such as the atypical cadherin Fat
(Sing et al., 2014), mitochondrial localisation of Notch has, to the best of
our knowledge, not yet been observed in vivo.
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Conclusions

When observing a small NSC in a dish, seeing it divide and then
watching it mature into a large, elaborate, highly connected and
electrically active neuron (Gaspard et al., 2008), it is easy to
imagine that each transition must be accompanied by significant
rewiring of metabolic pathways to fuel DNA replication,
membrane growth or action potentials. We are only now starting
to understand the basic differences in metabolic requirements of
proliferation versus differentiation (Vander Heiden et al., 2011).
Much remains to be discovered about how metabolism not only
supports but also fuels the many other transitions that NSCs
undergo, in different niches and different organisms, exposed to
different and highly variable environments. Many of the current
bulk metabolite or flux analyses do not account for the
heterogeneity between various NSCs, even within the same
organism, as suggested from single-cell transcriptomics
(Genovese et al., 2019). Use of genetically encoded sensors in
vivo (Gandara et al., 2019; Hudry et al., 2019; Tsuyama et al.,
2013) or the steadily increasing resolution of spatial metabolomics
techniques (Rappez et al., 2021) provide promising prospects
(Mosteiro et al., 2021). These may also provide insight in the
metabolic interactions between NSCs and their niche. Exchange of
metabolites between different cell types is well established, e.g. in
tumours (Lau and Vander Heiden, 2020) or between neurons and
astrocytes (Magistretti and Allaman, 2018; Volkenhoff et al.,
2015). It will be interesting to see whether presence or absence of
glial support cells during the various stages of brain and NSC
development (Fig. 1D) may dictate dependence on OxPhos or
specific nutrients and metabolic pathways.

Many other aspects of mitochondria in development and disease,
beyond their morphology, quality control, ROS or ATP production
remain to be explored in NSCs. Intriguing observations of
mitochondria being trafficked between different cell types
(Boukelmoune et al., 2018; Peruzzotti-Jametti et al., 2021), acting
as hubs for key signalling pathways (Sing et al., 2014), segregating
and suffering from mtDNA mutations (Klein Gunnewiek et al.,
2020; Lorenz et al., 2017; Ross et al., 2013; Van Den Ameele et al.,
2020; Wang et al.,, 2010, 2011) or showing cristac maturation
independent of OxPhos activity (Teixeira et al., 2015) are all worth
pursuing. In addition, mitochondria play an important role in lipid
droplet homeostasis and fatty acid B-oxidation, the impacts of which
on embryonic and adult NSC behaviour have been studied
extensively (Bailey et al., 2015; Hamilton et al., 2015; Knobloch
etal., 2013, 2017; Xie et al., 2016), but the effects of which on NSC
behaviour and signalling pathways probably reach beyond simply
providing substrates for energy or building blocks (Dong et al.,
2021) (Box 2).

Finally, it is worth noting that primary mitochondrial
disorders, caused by nuclear or mitochondrial encoded mutations
in OxPhos genes, are rarely accompanied by obvious microcephaly
(Falk, 2010), apart from some interesting exceptions (Baum
and Gama, 2021; Iwata and Vanderhaeghen, 2021). From the
previous paragraphs, it has become clear that interactions between
metabolism, development and disease are highly context dependent,
and differences between humans and model systems, both in vitro
and in vivo, remain to be accounted for.

Acknowledgements

We are grateful to A. Sanchez-Martinez, A. Whitworth and P. Vanderhaeghen for
discussion and comments on the manuscript. S.P., D.D. and J.v.d.A. acknowledge
core funding from the Medical Research Council (MRC) (MC_UU_00028/8) to the
MRC Mitochondrial Biology Unit.

DEVELOPMENT



SPOTLIGHT

Development (2022) 149, dev200870. doi:10.1242/dev.200870

Funding

This work was supported by a Wellcome Clinical Research Career

Development Fellowship (219615/Z/19/Z) and an Evelyn Trust Medical Research
Grant (21-25) to J.v.d.A. R.R. thanks Indian Institutes of Science Education

and Research Pune and the Department of Biotechnology, Ministry of Science and
Technology, India (BT/PR18898/MED/122/19/2016) for funding. Open access
funding provided by the University of Cambridge. Deposited in PMC for
immediate release.

Competing interests
The authors declare no competing or financial interests.

References

Agathocleous, M., Love, N. K., Randlett, O., Harris, J. J., Liu, J., Murray, A. J.
and Harris, W. A. (2012). Metabolic differentiation in the embryonic retina. Nat.
Cell Biol. 14, 859-864. doi:10.1038/ncb2531

Alvarez, Z., Hyro$3ova, P., Perales, J. C. and Alcantara, S. (2016). Neuronal
progenitor maintenance requires lactate metabolism and PEPCK-M-directed
cataplerosis. Cereb. Cortex 26, 1046-1058. doi:10.1093/cercor/bhu281

Anderson, K. A., Madsen, A. S., Olsen, C. A. and Hirschey, M. D. (2017).
Metabolic control by sirtuins and other enzymes that sense NAD+, NADH, or their
ratio. Biochim. Biophys. Acta Bioenerg. 1858, 991-998. doi:10.1016/j.bbabio.
2017.09.00

Baccino-Calace, M., Prieto, D., Cantera, R. and Egger, B. (2020). Compartment
and cell-type specific hypoxia responses in the developing Drosophila brain. Biol.
Open. 9, bio053629. doi:10.1242/bio.053629

Bailey, A. P., Koster, G., Guillermier, C., Hirst, E. M. A., Macrae, J. |,
Lechene, C. P., Postle, A. D. and Gould, A. P. (2015). Antioxidant role for lipid
droplets in a stem cell niche of Drosophila. Cell 163, 340-353. doi:10.1016/j.cell.
2015.09.020

Baum, T. and Gama, V. (2021). Dynamic properties of mitochondria during human
corticogenesis. Development 148, dev194183. doi:10.1242/dev.194183

Beckervordersandforth, R., Ebert, B., Schéffner, I, Moss, J., Fiebig, C.,
Shin, J., Moore, D. L., Ghosh, L., Trinchero, M. F., Stockburger, C. et al.
(2017). Role of mitochondrial metabolism in the control of early lineage
progression and aging phenotypes in adult hippocampal neurogenesis. Neuron
93, 560-573.e6. doi:10.1016/j.neuron.2016.12.017

Bee, D., Pallot, D. J. and Barer, G. R. (1986). Division of type | and endothelial cells
in the hypoxic rat carotid body. Acta Anat. 126, 226-G. R9. doi:10.1159/00014622

Birsoy, K., Wang, T., Chen, W. W., Freinkman, E., Abu-Remaileh, M. and
Sabatini, D. M. (2015). An essential role of the mitochondrial electron transport
chain in cell proliferation is to enable aspartate synthesis. Cell 162, 540-551.
doi:10.1016/j.cell.2015.07.016

Bjornsson, C. S., Apostolopoulou, M., Tian, Y. and Temple, S. (2015). It takes a
village: constructing the neurogenic niche. Dev. Cell 32, 435-446. doi:10.1016/.
devcel.2015.01.010

Bonnay, F., Veloso, A., Steinmann, V., Kécher, T., Abdusselamoglu, M. D.,
Bajaj, S., Rivelles, E., Landskron, L., Esterbauer, H., Zinzen, R. P. et al. (2020).
Oxidative metabolism drives immortalization of neural stem cells during
tumorigenesis. Cell 182, 1490-1507.e19. doi:10.1016/j.cell.2020.07.039

Bonnefont, J., Tiberi, L., Van Den Ameele, J., Potier, D., Gaber, Z. B., Lin, X,
Bilheu, A., Herpoel, A., Velez Bravo, F. D., Guillemot, F. et al. (2019). Cortical
neurogenesis requires Bcl6-mediated transcriptional repression of multiple self-
renewal-promoting extrinsic pathways. Neuron 103, 1096-1108.e4. doi:10.1016/j.
neuron.2019.06.027

Boukelmoune, N., Chiu, G. S., Kavelaars, A. and Heijnen, C. J. (2018).
Mitochondrial transfer from mesenchymal stem cells to neural stem cells protects
against the neurotoxic effects of cisplatin. Acta Neuropathol. Commun. 6, 139.
doi:10.1186/s40478-018-0644-8

Cabello-Rivera, D., Sarmiento-Soto, H., Lopez-Barneo, J. and
Muiioz-Cabello, A. M. (2019). Mitochondrial complex | function is essential for
neural stem/progenitor cells proliferation and differentiation. Front. Neurosci. 13,
664. doi:10.3389/fnins.2019.00664

Cai, C., Hu, X,, Dai, P., Zhang, T., Jiang, M., Wang, L., Hua, W., Fan, Y., Han, X. X.
and Gao, Z. (2021). c-Myc regulates neural stem cell quiescence and activation
by coordinating the cell cycle and mitochondrial remodeling. Signal Transduct.
Target. Ther. 6, 306. doi:10.1038/s41392-021-00664-7

Chandel, N. S. (2015). Evolution of mitochondria as signaling organelles. Cell
Metab. 22, 204-206. doi:10.1016/j.cmet.2015.05.013

Chen, Z.,, Qi, Y., French, S., Zhang, G., Garcia, R. C., Balaban, R. and Xu, H.
(2015). Genetic mosaic analysis of a deleterious mitochondrial DNA mutation in
Drosophila reveals novel aspects of mitochondrial regulation and function. Mol.
Biol. Cell 26, 674-684. doi:10.1091/mbc.E14-11-1513

Cogliati, S., Frezza, C., Soriano, M. E., Varanita, T., Quintana-Cabrera, R.,
Corrado, M., Cipolat, S., Costa, V., Casarin, A., Gomes, L. C. et al. (2013).
Mitochondrial cristae shape determines respiratory chain supercomplexes
assembly and respiratory efficiency. Cell 155, 160-171. doi:10.1016/j.cell.2013.
08.032

Cogliati, S., Enriquez, J. A. and Scorrano, L. (2016). Mitochondrial Cristae: Where
Beauty Meets Functionality. Elsevier Ltd.

Cordeau-Lossouarn, L., Vayssiére, J.-L., Larcher, J.-C., Gros, F. and Croizat, B.
(1991). Mitochondrial maturation during neuronal differentiation in vivo and in
vitro. Biol. Cell 71, 57-65. doi:10.1016/0248-4900(91)90051-N

Davie, K., Janssens, J., Koldere, D., De Waegeneer, M., Pech, U., Kreft, t.,
Aibar, S., Makhzami, S., Christiaens, V., Bravo Gonzalez-Blas, C. et al. (2018).
A single-cell transcriptome atlas of the aging drosophila brain. Cell 174,
982-998.e20. doi:10.1016/j.cell.2018.05.057

De Bock, K., Georgiadou, M., Schoors, S., Kuchnio, A.,, Wong, B. W,,
Cantelmo, A. R., Quaegebeur, A., Ghesquiére, B., Cauwenberghs, S.,
Eelen, G. et al. (2013). Role of PFKFB3-driven glycolysis in vessel sprouting.
Cell 154, 651-663. doi:10.1016/j.cell.2013.06.037

De Filippis, L. and Delia, D. (2011). Hypoxia in the regulation of neural stem cells.
Cell. Mol. Life Sci. 68, 2831-2844. doi:10.1007/s00018-011-0723-5

De La Pena, P., Bornstein, B., Del Hoyo, P., Fernandez-Moreno, M. A.,
Martin, M. A., Campos, Y., Gomez-Escalonilla, C., Molina, J. A., Cabello, A.,
Arenas, J. et al. (2001). Mitochondrial dysfunction associated with a mutation in
the Notch3 gene in a CADASIL family. Neurology 57, 1235-1238. doi:10.1212/
WNL.57.7.1235

Diaz-Castro, B., Pardal, R., Garcia-Flores, P., Sobrino, V., Duran, R., Piruat, J. I.
and Lépez-Barneo, J. (2015). Resistance of glia—like central and peripheral
neural stem cells to genetically induced mitochondrial dysfunction—differential
effects on neurogenesis. EMBO Rep. 16, 1511-1519. doi:10.15252/embr.
201540982

Divakaruni, S. S., Van Dyke, A. M., Chandra, R., Legates, T. A., Contreras, M.,
Dharmasri, P. A., Higgs, H. N., Lobo, M. K., Thompson, S. M. and
Blanpied, T. A. (2018). Long-term potentiation requires a rapid burst of
dendritic mitochondrial fission during induction. Neuron 100, 860-875.e7.
doi:10.1016/j.neuron.2018.09.025

Dong, Q., Zavortink, M., Froldi, F., Golenkina, S., Lam, T. and Cheng, L. Y.
(2021). Glial Hedgehog signalling and lipid metabolism regulate neural stem cell
proliferation in Drosophila. EMBO Rep. 22, €52130. doi:10.15252/embr.
202052130

Dubal, D., Moghe, P., Verma, R. K., Uttekar, B. and Rikhy, R. (2022).
Mitochondrial fusion regulates proliferation and differentiation in the type II
neuroblast lineage in Drosophila. PLoS Genet. 18, e1010055. doi:10.1371/
journal.pgen.1010055

Endow, S. A., Miller, S. E. and Ly, P. T. (2019). Mitochondria-enriched protrusions
are associated with brain and intestinal stem cells in Drosophila. Commun. Biol. 2,
427. doi:10.1038/s42003-019-0671-4

Falk, M. J. (2010). Neurodevelopmental manifestations of mitochondrial disease.
J. Dev. Behav. Pediatr. 31, 610-621. doi:10.1097/DBP.0b013e3181ef42c1

Florio, M., Albert, M., Taverna, E., Namba, T., Brandl, H., Lewitus, E., Haffner, C.,
Sykes, A., Wong, F. K., Peters, J. et al. (2015). Human-specific gene
ARHGAP11B promotes basal progenitor amplification and neocortex
expansion. Science 347, 1465-1470. doi:10.1126/science.aaa1975

Gandara, L., Durrieu, L., Behrensen, C. and Wappner, P. (2019). A genetic toolkit
for the analysis of metabolic changes in Drosophila provides new insights into
metabolic responses to stress and malignant transformation. Sci. Rep. 9, 19945.
doi:10.1038/s41598-019-56446-3

Gaspard, N., Bouschet, T., Hourez, R., Dimidschstein, J., Naeije, G., Van Den
Ameele, J., Espuny-Camacho, |., Herpoel, A., Passante, L., Schiffmann, S. N.
etal. (2008). An intrinsic mechanism of corticogenesis from embryonic stem cells.
Nature 455, 351-357. doi:10.1038/nature07287

Genovese, S., Clément, R., Gaultier, C., Besse, F., Narbonne-Reveau, K.,
Daian, F., Foppolo, S., Luis, N. M. and Maurange, C. (2019). Coopted temporal
patterning governs cellular hierarchy, heterogeneity and metabolism in drosophila
Neuroblast tumors. Elife 8, €50375. doi:10.7554/eLife.50375

Grant, J., Saldanha, J. W. and Gould, A. P. (2010). A Drosophila model for primary
coenzyme Q deficiency and dietary rescue in the developing nervous system. Dis.
Model. Mech. 3, 799-806. doi:10.1242/dmm.005579

Gustafsson, M. V., Zheng, X., Pereira, T., Gradin, K., Jin, S., Lundkvist, J.,
Ruas, J. L., Poellinger, L., Lendahl, U. and Bondesson, M. (2005). Hypoxia
requires Notch signaling to maintain the undifferentiated cell state. Dev. Cell 9,
617-628. doi:10.1016/j.devcel.2005.09.010

Hamilton, L. K., Dufresne, M., Joppé, S. E., Petryszyn, S., Aumont, A., Calon, F.,
Barnabé-Heider, F., Furtos, A., Parent, M., Chaurand, P. et al. (2015). Aberrant
lipid metabolism in the forebrain niche suppresses adult neural stem cell
proliferation in an animal model of Alzheimer’s disease. Cell Stem Cell 17,
397-411. doi:10.1016/j.stem.2015.08.001

Himwich, W. A., Benaron, H. B., Tucker, B. E., Babuna, C. and Stripe, M. C.
(1959). Metabolic studies on perinatal human brain. J. Appl. Physiol. 14, 873-877.
doi:10.1152/jappl.1959.14.6.873

Hisahara, S., Chiba, S., Matsumoto, H., Tanno, M., Yagi, H., Shimohama, S.,
Sato, M. and Horio, Y. (2008). Histone deacetylase SIRT1 modulates neuronal
differentiation by its nuclear translocation. Proc. Natl. Acad. Sci. USA 105,
15599-15604. doi:10.1073/pnas.0800612105

Homem, C. C. F. and Knoblich, J. A. (2012). Drosophila neuroblasts: a model for
stem cell biology. Development 139, 4297-4310. doi:10.1242/dev.080515

DEVELOPMENT


https://doi.org/10.1038/ncb2531
https://doi.org/10.1038/ncb2531
https://doi.org/10.1038/ncb2531
https://doi.org/10.1093/cercor/bhu281
https://doi.org/10.1093/cercor/bhu281
https://doi.org/10.1093/cercor/bhu281
https://doi.org/10.1016/j.bbabio.2017.09.00
https://doi.org/10.1016/j.bbabio.2017.09.00
https://doi.org/10.1016/j.bbabio.2017.09.00
https://doi.org/10.1016/j.bbabio.2017.09.00
https://doi.org/10.1242/bio.053629
https://doi.org/10.1242/bio.053629
https://doi.org/10.1242/bio.053629
https://doi.org/10.1016/j.cell.2015.09.020
https://doi.org/10.1016/j.cell.2015.09.020
https://doi.org/10.1016/j.cell.2015.09.020
https://doi.org/10.1016/j.cell.2015.09.020
https://doi.org/10.1242/dev.194183
https://doi.org/10.1242/dev.194183
https://doi.org/10.1016/j.neuron.2016.12.017
https://doi.org/10.1016/j.neuron.2016.12.017
https://doi.org/10.1016/j.neuron.2016.12.017
https://doi.org/10.1016/j.neuron.2016.12.017
https://doi.org/10.1016/j.neuron.2016.12.017
https://doi.org/10.1159/00014622
https://doi.org/10.1159/00014622
https://doi.org/10.1016/j.cell.2015.07.016
https://doi.org/10.1016/j.cell.2015.07.016
https://doi.org/10.1016/j.cell.2015.07.016
https://doi.org/10.1016/j.cell.2015.07.016
https://doi.org/10.1016/j.devcel.2015.01.010
https://doi.org/10.1016/j.devcel.2015.01.010
https://doi.org/10.1016/j.devcel.2015.01.010
https://doi.org/10.1016/j.cell.2020.07.039
https://doi.org/10.1016/j.cell.2020.07.039
https://doi.org/10.1016/j.cell.2020.07.039
https://doi.org/10.1016/j.cell.2020.07.039
https://doi.org/10.1016/j.neuron.2019.06.027
https://doi.org/10.1016/j.neuron.2019.06.027
https://doi.org/10.1016/j.neuron.2019.06.027
https://doi.org/10.1016/j.neuron.2019.06.027
https://doi.org/10.1016/j.neuron.2019.06.027
https://doi.org/10.1186/s40478-018-0644-8
https://doi.org/10.1186/s40478-018-0644-8
https://doi.org/10.1186/s40478-018-0644-8
https://doi.org/10.1186/s40478-018-0644-8
https://doi.org/10.3389/fnins.2019.00664
https://doi.org/10.3389/fnins.2019.00664
https://doi.org/10.3389/fnins.2019.00664
https://doi.org/10.3389/fnins.2019.00664
https://doi.org/10.1038/s41392-021-00664-7
https://doi.org/10.1038/s41392-021-00664-7
https://doi.org/10.1038/s41392-021-00664-7
https://doi.org/10.1038/s41392-021-00664-7
https://doi.org/10.1016/j.cmet.2015.05.013
https://doi.org/10.1016/j.cmet.2015.05.013
https://doi.org/10.1091/mbc.E14-11-1513
https://doi.org/10.1091/mbc.E14-11-1513
https://doi.org/10.1091/mbc.E14-11-1513
https://doi.org/10.1091/mbc.E14-11-1513
https://doi.org/10.1016/j.cell.2013.08.032
https://doi.org/10.1016/j.cell.2013.08.032
https://doi.org/10.1016/j.cell.2013.08.032
https://doi.org/10.1016/j.cell.2013.08.032
https://doi.org/10.1016/j.cell.2013.08.032
https://doi.org/10.1016/0248-4900(91)90051-N
https://doi.org/10.1016/0248-4900(91)90051-N
https://doi.org/10.1016/0248-4900(91)90051-N
https://doi.org/10.1016/j.cell.2018.05.057
https://doi.org/10.1016/j.cell.2018.05.057
https://doi.org/10.1016/j.cell.2018.05.057
https://doi.org/10.1016/j.cell.2018.05.057
https://doi.org/10.1016/j.cell.2013.06.037
https://doi.org/10.1016/j.cell.2013.06.037
https://doi.org/10.1016/j.cell.2013.06.037
https://doi.org/10.1016/j.cell.2013.06.037
https://doi.org/10.1007/s00018-011-0723-5
https://doi.org/10.1007/s00018-011-0723-5
https://doi.org/10.1212/WNL.57.7.1235
https://doi.org/10.1212/WNL.57.7.1235
https://doi.org/10.1212/WNL.57.7.1235
https://doi.org/10.1212/WNL.57.7.1235
https://doi.org/10.1212/WNL.57.7.1235
https://doi.org/10.15252/embr.201540982
https://doi.org/10.15252/embr.201540982
https://doi.org/10.15252/embr.201540982
https://doi.org/10.15252/embr.201540982
https://doi.org/10.15252/embr.201540982
https://doi.org/10.1016/j.neuron.2018.09.025
https://doi.org/10.1016/j.neuron.2018.09.025
https://doi.org/10.1016/j.neuron.2018.09.025
https://doi.org/10.1016/j.neuron.2018.09.025
https://doi.org/10.1016/j.neuron.2018.09.025
https://doi.org/10.15252/embr.202052130
https://doi.org/10.15252/embr.202052130
https://doi.org/10.15252/embr.202052130
https://doi.org/10.15252/embr.202052130
https://doi.org/10.1371/journal.pgen.1010055
https://doi.org/10.1371/journal.pgen.1010055
https://doi.org/10.1371/journal.pgen.1010055
https://doi.org/10.1371/journal.pgen.1010055
https://doi.org/10.1038/s42003-019-0671-4
https://doi.org/10.1038/s42003-019-0671-4
https://doi.org/10.1038/s42003-019-0671-4
https://doi.org/10.1097/DBP.0b013e3181ef42c1
https://doi.org/10.1097/DBP.0b013e3181ef42c1
https://doi.org/10.1126/science.aaa1975
https://doi.org/10.1126/science.aaa1975
https://doi.org/10.1126/science.aaa1975
https://doi.org/10.1126/science.aaa1975
https://doi.org/10.1038/s41598-019-56446-3
https://doi.org/10.1038/s41598-019-56446-3
https://doi.org/10.1038/s41598-019-56446-3
https://doi.org/10.1038/s41598-019-56446-3
https://doi.org/10.1038/nature07287
https://doi.org/10.1038/nature07287
https://doi.org/10.1038/nature07287
https://doi.org/10.1038/nature07287
https://doi.org/10.7554/eLife.50375
https://doi.org/10.7554/eLife.50375
https://doi.org/10.7554/eLife.50375
https://doi.org/10.7554/eLife.50375
https://doi.org/10.1242/dmm.005579
https://doi.org/10.1242/dmm.005579
https://doi.org/10.1242/dmm.005579
https://doi.org/10.1016/j.devcel.2005.09.010
https://doi.org/10.1016/j.devcel.2005.09.010
https://doi.org/10.1016/j.devcel.2005.09.010
https://doi.org/10.1016/j.devcel.2005.09.010
https://doi.org/10.1016/j.stem.2015.08.001
https://doi.org/10.1016/j.stem.2015.08.001
https://doi.org/10.1016/j.stem.2015.08.001
https://doi.org/10.1016/j.stem.2015.08.001
https://doi.org/10.1016/j.stem.2015.08.001
https://doi.org/10.1152/jappl.1959.14.6.873
https://doi.org/10.1152/jappl.1959.14.6.873
https://doi.org/10.1152/jappl.1959.14.6.873
https://doi.org/10.1073/pnas.0800612105
https://doi.org/10.1073/pnas.0800612105
https://doi.org/10.1073/pnas.0800612105
https://doi.org/10.1073/pnas.0800612105
https://doi.org/10.1242/dev.080515
https://doi.org/10.1242/dev.080515

SPOTLIGHT

Development (2022) 149, dev200870. doi:10.1242/dev.200870

Homem, C. C. F., Steinmann, V., Burkard, T. R., Jais, A., Esterbauer, H. and
Knoblich, J. A. (2014). Ecdysone and mediator change energy metabolism to
terminate proliferation in drosophila neural stem cells. Cell 158, 874-888. doi:10.
1016/j.cell.2014.06.024

Hou, Y., Ouyang, X., Wan, R., Cheng, H., Mattson, M. P. and Cheng, A. (2012).
Mitochondrial superoxide production negatively regulates neural progenitor
proliferation and cerebral cortical development. Stem Cells 30, 2535-2547.
doi:10.1002/stem.1213

Hudry, B., De Goeij, E., Mineo, A., Gaspar, P., Hadjieconomou, D., Studd, C.,
Mokochinski, J. B., Kramer, H. B., Plagais, P. Y., Preat, T. et al. (2019). Sex
differences in intestinal carbohydrate metabolism promote food intake and sperm
maturation. Cell 178, 901-918.e16. doi:10.1016/j.cell.2019.07.029

Ishihara, N., Nomura, M., Jofuku, A., Kato, H., Suzuki, S. 0., Masuda, K.,
Otera, H., Nakanishi, Y., Nonaka, I., Goto, Y. I. et al. (2009). Mitochondrial
fission factor Drp1 is essential for embryonic development and synapse formation
in mice. Nat. Cell Biol. 11, 958-966. doi:10.1038/ncb1907

lwata, R. and Vanderhaeghen, P. (2021). Regulatory roles of mitochondria and
metabolism in neurogenesis. Curr. Opin. Neurobiol. 69, 231-240. doi:10.1016/].
conb.2021.05.003

Ilwata, R., Casimir, P. and Vanderhaeghen, P. (2020). Mitochondrial dynamics in
postmitotic cells regulate neurogenesis. Science 369, 858-862. doi:10.1126/
science.aba9760

Kasahara, A, Cipolat, S., Chen, Y., Dorn, G. W,, 2nd, Scorrano, L., Dorn, G. W.
and Scorrano, L. (2013). Mitochondrial fusion directs cardiomyocyte
differentiation via calcineurin and Notch signaling. Science 342, 734-737.
doi:10.1126/science.1241359

Khacho, M., Clark, A., Svoboda, D. S., Azzi, J., Maclaurin, J. G., Meghaizel, C.,
Sesaki, H., Lagace, D. C., Germain, M., Harper, M. E. et al. (2016).
Mitochondrial dynamics impacts stem cell identity and fate decisions by
regulating a nuclear transcriptional program. Cell Stem Cell 19, 232-247. doi:10.
1016/j.stem.2016.04.015

Khacho, M., Clark, A., Svoboda, D. S., Maclaurin, J. G., Lagace, D. C., Park, D. S.
and Slack, R. S. (2017). Mitochondrial dysfunction underlies cognitive defects as
a result of neural stem cell depletion and impaired neurogenesis. Hum. Mol.
Genet. 26, 3327-3341. doi:10.1093/hmg/ddx217

Klein Gunnewiek, T. M., Van Hugte, E. J. H., Frega, M., Guardia, G. S.,
Foreman, K., Panneman, D., Mossink, B., Linda, K., Keller, J. M., Schubert, D.
et al. (2020). m.3243A>G-induced mitochondrial dysfunction impairs human
neuronal development and reduces neuronal network activity and synchronicity.
Cell Rep. 31, 107538. doi:10.1016/j.celrep.2020.107538

Knobloch, M. and Jessberger, S. (2017). Metabolism and neurogenesis. Curr.
Opin. Neurobiol. 42, 45-52. doi:10.1016/j.conb.2016.11.006

Knobloch, M., Braun, S. M. G., Zurkirchen, L., Von Schoultz, C., Zamboni, N.,
Arauzo-Bravo, M. J., Kovacs, W. J., Karalay, 0., Suter, U., Machado, R. A. C.
et al. (2013). Metabolic control of adult neural stem cell activity by Fasn-
dependent lipogenesis. Nature 493, 226-230. doi:10.1038/nature11689

Knobloch, M., Pilz, G. A., Ghesquiére, B., Kovacs, W. J., Wegleiter, T., Moore,
D. L., Hruzova, M., Zamboni, N., Carmeliet, P. and Jessberger, S. (2017). A
fatty acid oxidation-dependent metabolic shift regulates adult neural stem cell
activity. Cell Rep. 20, 2144-2155. doi:10.1016/j.celrep.2017.08.029

Kuhnert, F., Mancuso, M. R., Shamloo, A., Wang, H.-T., Choksi, V., Florek, M.,
Su, H., Fruttiger, M., Young, W. L., Heilshorn, S. C. et al. (2010). Essential
regulation of CNS angiogenesis by the orphan G protein-coupled receptor
GPR124. Science 330, 985-989. doi:10.1126/science.1196554

Landor, S. K., Mutvei, A. P., Mamaeva, V., Jin, S., Busk, M., Borra, R.,
Gronroos, T. J., Krongvist, P., Lendahl, U. and Sahlgren, C. M. (2011). Hypo-
and hyperactivated Notch signaling induce a glycolytic switch through distinct
mechanisms. Proc. Natl. Acad. Sci. USA 108, 18814-18819. doi:10.1073/pnas.
1104943108

Lange, C., Turrero Garcia, M., Decimo, |., Bifari, F., Eelen, G., Quaegebeur, A.,
Boon, R., Zhao, H., Boeckx, B., Chang, J. et al. (2016). Relief of hypoxia by
angiogenesis promotes neural stem cell differentiation by targeting glycolysis.
EMBO J. 35, 924-941. doi:10.15252/embj.201592372

Lau, A. N. and Vander Heiden, M. G. (2020). Metabolism in the tumor
microenvironment. Annu. Rev. Cancer Biol. 4, 17-40. doi:10.1016/j.cmet.2019.
06.001

Lee, Y. M., Jeong, C. H., Koo, S. Y., Son, M. J., Song, H. S., Bae, S. K,,
Raleigh, J. A., Chung, H. Y., Yoo, M. A. and Kim, K. W. (2001). Determination of
hypoxic region by hypoxia marker in developing mouse embryos in vivo: a
possible signal for vessel development. Dev. Dyn. 220, 175-186. doi:10.1002/
1097-0177(20010201)220:2<175::AID-DVDY1101>3.0.CO;2-F

Lee, S.-F., Srinivasan, B., Sephton, C. F., Dries, D. R., Wang, B., Yu, C.,
Wang, Y., Dewey, C. M., Shah, S., Jiang, J. et al. (2011). y-secretase-regulated
proteolysis of the Notch receptor by mitochondrial intermediate peptidase. J. Biol.
Chem. 286, 27447-27453. doi:10.1074/jbc.M111.243154

Lee, K. S.,Wu, Z., Song, Y., Mitra, S. S., Feroze, A. H., Cheshier, S. H. and Lu, B.
(2013). Roles of PINK1, mTORC?2, and mitochondria in preserving brain tumor-
forming stem cells in a noncanonical Notch signaling pathway. Genes Dev. 27,
2642-2647. doi:10.1101/gad.225169.113

Lee, S, Lee, K. S., Huh, S, Liu, S., Lee, D. Y., Hong, S. H., Yu, K. and Lu, B.
(2016). Polo kinase phosphorylates miro to control ER-mitochondria contact sites
and mitochondrial Ca2+ homeostasis in neural stem cell development. Dev. Cell
37, 174-189. doi:10.1016/j.devcel.2016.03.023

Lewis, T. L., Kwon, S. K., Lee, A., Shaw, R. and Polleux, F. (2018). MFF-
dependent mitochondrial fission regulates presynaptic release and axon
branching by limiting axonal mitochondria size. Nat. Commun. 9, 5008. doi:10.
1038/s41467-018-07416-2

Li, G., Liu, J., Guan, Y. and Ji, X. (2021). The role of hypoxia in stem cell regulation
of the central nervous system: from embryonic development to adult proliferation.
CNS Neurosci. Ther. 27, 1446-1457. doi:10.1111/cns.13754

Lorenz, C., Lesimple, P., Bukowiecki, R., Zink, A., Inak, G., Mlody, B., Singh, M.,
Semtner, M., Mah, N., Auré, K. et al. (2017). Human iPSC-derived neural
progenitors are an effective drug discovery model for neurological mtDNA
disorders. Cell Stem Cell 20, 659-674.€9. doi:10.1016/j.stem.2016.12.013

Lu, C. and Thompson, C. B. (2012). Metabolic regulation of epigenetics. Cell
Metab. 16, 9-17. doi:10.1016/j.cmet.2012.06.001

Magistretti, P. J. and Allaman, I. (2018). Lactate in the brain: from metabolic end-
product to signalling molecule. Nat. Rev. Neurosci. 19, 235-249. doi:10.1038/nrn.
2018.19

Maurange, C., Cheng, L. and Gould, A. P. (2008). Temporal transcription factors
and their targets schedule the end of neural proliferation in Drosophila. Cell 133,
891-902. doi:10.1016/j.cell.2008.03.034

Mazumdar, J., O’brien, W. T., Johnson, R. S., Lamanna, J. C., Chavez, J. C.,
Klein, P. S. and Simon, M. C. (2010). O2 regulates stem cells through Wnt/g-
catenin signalling. Nat. Cell Biol. 12, 1007-1013. doi:10.1038/ncb2102

Mitra, K., Wunder, C., Roysam, B., Lin, G. and Lippincott-Schwartz, J. (2009). A
hyperfused mitochondrial state achieved at G1-S regulates cyclin E buildup and
entry into S phase. Proc. Natl. Acad. Sci. USA 106, 11960-11965. doi:10.1073/
pnas.0904875106

Miyazawa, H. and Aulehla, A. (2018). Revisiting the role of metabolism during
development. Development 145, dev131110. doi:10.1242/dev.131110

Mosteiro, L., Hariri, H. and Van Den Ameele, J. (2021). Metabolic decisions in
development and disease. Development 148, dev199609. doi:10.1242/dev.
199609

Murphy, M. P. (2009). How mitochondria produce reactive oxygen species.
Biochem. J. 417, 1-13. doi:10.1042/BJ20081386

Namba, T., Déczi, J., Pinson, A., Xing, L., Kalebic, N., Wilsch-Brduninger, M.,
Long, K. R,, Vaid, S., Lauer, J., Bogdanova, A. et al. (2020). Human-specific
ARHGAP11B acts in mitochondria to expand neocortical progenitors by
glutaminolysis. Neuron 105, 867-881.€9. doi:10.1016/j.neuron.2019.11.027

Namba, T., Nardelli, J., Gressens, P. and Huttner, W. B. (2021). Metabolic
regulation of neocortical expansion in development and evolution. Neuron 109,
408-419. doi:10.1016/j.neuron.2020.11.014

Oginuma, M., Harima, Y., Tarazona, O. A., Diaz-Cuadros, M., Michaut, A.,
Ishitani, T., Xiong, F. and Pourquié, O. (2020). Intracellular pH controls WNT
downstream of glycolysis in amniote embryos. Nature 584, 98-101. doi:10.1038/
$41586-020-2428-0

Okano, H. and Temple, S. (2009). Cell types to order: temporal specification of CNS
stem cells. Curr. Opin. Neurobiol. 19, 112-119. doi:10.1016/j.conb.2009.04.003

Oswald, M. C. W., Garnham, N., Sweeney, S. T. and Landgraf, M. (2018).
Regulation of neuronal development and function by ROS. FEBS Lett. 592,
679-691. doi:10.1002/1873-3468.12972

Patten, D. A.,, Wong, J., Khacho, M., Soubannier, V., Mailloux, R. J.,
Pilon-Larose, K., Maclaurin, J. G., Park, D. S., Mcbride, H. M.,
Trinkle-Mulcahy, L. et al. (2014). OPA1—dependent cristae modulation is
essential for cellular adaptation to metabolic demand. EMBO J. 592, 679-691.
doi:10.15252/embj.201488349

Pellerin, L. and Magistretti, P. J. (1994). Glutamate uptake into astrocytes
stimulates aerobic glycolysis: a mechanism coupling neuronal activity to glucose
utilization. Proc. Natl. Acad. Sci. USA 91, 10625-10629. doi:10.1073/pnas.91.22.
10625

Perumalsamy, L. R. R., Nagala, M. and Sarin, A. (2010). Notch-activated signaling
cascade interacts with mitochondrial remodeling proteins to regulate cell survival.
Proc. Natl. Acad. Sci. USA 107, 6882-6887. doi:10.1073/pnas.0910060107

Peruzzotti-Jametti, L., Bernstock, J. D., Willis, C. M., Manferrari, G., Rogall, R.,
Fernandez-Vizarra, E., Williamson, J. C., Braga, A., Van Den Bosch, A.,
Leonardi, T. et al. (2021). Neural stem cells traffic functional mitochondria via
extracellular vesicles. PLoS Biol. 19, e€3001166. doi:10.1371/journal.pbio.
3001166

Petrelli, F., Scandella, V., Montessuit, S., Zamboni, N., Martinou, J.-C. and
Knobloch, M. (2022). Mitochondrial pyruvate metabolism regulates the activation
of quiescent adult neural stem cells. bioRxiv 2022.05.31.494137. doi:10.1101/
2022.05.31.494137

Pierfelice, T., Alberi, L. and Gaiano, N. (2011). Notch in the vertebrate nervous
system: an old dog with new tricks. Neuron 69, 840-855. doi:10.1016/j.neuron.
2011.02.031

Rappez, L., Stadler, M., Triana, S., Gathungu, R. M., Ovchinnikova, K.,
Phapale, P., Heikenwalder, M. and Alexandrov, T. (2021). SpaceM reveals

9

DEVELOPMENT


https://doi.org/10.1016/j.cell.2014.06.024
https://doi.org/10.1016/j.cell.2014.06.024
https://doi.org/10.1016/j.cell.2014.06.024
https://doi.org/10.1016/j.cell.2014.06.024
https://doi.org/10.1002/stem.1213
https://doi.org/10.1002/stem.1213
https://doi.org/10.1002/stem.1213
https://doi.org/10.1002/stem.1213
https://doi.org/10.1016/j.cell.2019.07.029
https://doi.org/10.1016/j.cell.2019.07.029
https://doi.org/10.1016/j.cell.2019.07.029
https://doi.org/10.1016/j.cell.2019.07.029
https://doi.org/10.1038/ncb1907
https://doi.org/10.1038/ncb1907
https://doi.org/10.1038/ncb1907
https://doi.org/10.1038/ncb1907
https://doi.org/10.1016/j.conb.2021.05.003
https://doi.org/10.1016/j.conb.2021.05.003
https://doi.org/10.1016/j.conb.2021.05.003
https://doi.org/10.1126/science.aba9760
https://doi.org/10.1126/science.aba9760
https://doi.org/10.1126/science.aba9760
https://doi.org/10.1126/science.1241359
https://doi.org/10.1126/science.1241359
https://doi.org/10.1126/science.1241359
https://doi.org/10.1126/science.1241359
https://doi.org/10.1016/j.stem.2016.04.015
https://doi.org/10.1016/j.stem.2016.04.015
https://doi.org/10.1016/j.stem.2016.04.015
https://doi.org/10.1016/j.stem.2016.04.015
https://doi.org/10.1016/j.stem.2016.04.015
https://doi.org/10.1093/hmg/ddx217
https://doi.org/10.1093/hmg/ddx217
https://doi.org/10.1093/hmg/ddx217
https://doi.org/10.1093/hmg/ddx217
https://doi.org/10.1016/j.celrep.2020.107538
https://doi.org/10.1016/j.celrep.2020.107538
https://doi.org/10.1016/j.celrep.2020.107538
https://doi.org/10.1016/j.celrep.2020.107538
https://doi.org/10.1016/j.celrep.2020.107538
https://doi.org/10.1016/j.conb.2016.11.006
https://doi.org/10.1016/j.conb.2016.11.006
https://doi.org/10.1038/nature11689
https://doi.org/10.1038/nature11689
https://doi.org/10.1038/nature11689
https://doi.org/10.1038/nature11689
https://doi.org/10.1016/j.celrep.2017.08.029
https://doi.org/10.1016/j.celrep.2017.08.029
https://doi.org/10.1016/j.celrep.2017.08.029
https://doi.org/10.1016/j.celrep.2017.08.029
https://doi.org/10.1126/science.1196554
https://doi.org/10.1126/science.1196554
https://doi.org/10.1126/science.1196554
https://doi.org/10.1126/science.1196554
https://doi.org/10.1073/pnas.1104943108
https://doi.org/10.1073/pnas.1104943108
https://doi.org/10.1073/pnas.1104943108
https://doi.org/10.1073/pnas.1104943108
https://doi.org/10.1073/pnas.1104943108
https://doi.org/10.15252/embj.201592372
https://doi.org/10.15252/embj.201592372
https://doi.org/10.15252/embj.201592372
https://doi.org/10.15252/embj.201592372
https://doi.org/10.1016/j.cmet.2019.06.001
https://doi.org/10.1016/j.cmet.2019.06.001
https://doi.org/10.1016/j.cmet.2019.06.001
https://doi.org/10.1002/1097-0177(20010201)220:2%3C175::AID-DVDY1101%3E3.0.CO;2-F
https://doi.org/10.1002/1097-0177(20010201)220:2%3C175::AID-DVDY1101%3E3.0.CO;2-F
https://doi.org/10.1002/1097-0177(20010201)220:2%3C175::AID-DVDY1101%3E3.0.CO;2-F
https://doi.org/10.1002/1097-0177(20010201)220:2%3C175::AID-DVDY1101%3E3.0.CO;2-F
https://doi.org/10.1002/1097-0177(20010201)220:2%3C175::AID-DVDY1101%3E3.0.CO;2-F
https://doi.org/10.1074/jbc.M111.243154
https://doi.org/10.1074/jbc.M111.243154
https://doi.org/10.1074/jbc.M111.243154
https://doi.org/10.1074/jbc.M111.243154
https://doi.org/10.1101/gad.225169.113
https://doi.org/10.1101/gad.225169.113
https://doi.org/10.1101/gad.225169.113
https://doi.org/10.1101/gad.225169.113
https://doi.org/10.1016/j.devcel.2016.03.023
https://doi.org/10.1016/j.devcel.2016.03.023
https://doi.org/10.1016/j.devcel.2016.03.023
https://doi.org/10.1016/j.devcel.2016.03.023
https://doi.org/10.1038/s41467-018-07416-2
https://doi.org/10.1038/s41467-018-07416-2
https://doi.org/10.1038/s41467-018-07416-2
https://doi.org/10.1038/s41467-018-07416-2
https://doi.org/10.1111/cns.13754
https://doi.org/10.1111/cns.13754
https://doi.org/10.1111/cns.13754
https://doi.org/10.1016/j.stem.2016.12.013
https://doi.org/10.1016/j.stem.2016.12.013
https://doi.org/10.1016/j.stem.2016.12.013
https://doi.org/10.1016/j.stem.2016.12.013
https://doi.org/10.1016/j.cmet.2012.06.001
https://doi.org/10.1016/j.cmet.2012.06.001
https://doi.org/10.1038/nrn.2018.19
https://doi.org/10.1038/nrn.2018.19
https://doi.org/10.1038/nrn.2018.19
https://doi.org/10.1016/j.cell.2008.03.034
https://doi.org/10.1016/j.cell.2008.03.034
https://doi.org/10.1016/j.cell.2008.03.034
https://doi.org/10.1038/ncb2102
https://doi.org/10.1038/ncb2102
https://doi.org/10.1038/ncb2102
https://doi.org/10.1073/pnas.0904875106
https://doi.org/10.1073/pnas.0904875106
https://doi.org/10.1073/pnas.0904875106
https://doi.org/10.1073/pnas.0904875106
https://doi.org/10.1242/dev.131110
https://doi.org/10.1242/dev.131110
https://doi.org/10.1242/dev.199609
https://doi.org/10.1242/dev.199609
https://doi.org/10.1242/dev.199609
https://doi.org/10.1042/BJ20081386
https://doi.org/10.1042/BJ20081386
https://doi.org/10.1016/j.neuron.2019.11.027
https://doi.org/10.1016/j.neuron.2019.11.027
https://doi.org/10.1016/j.neuron.2019.11.027
https://doi.org/10.1016/j.neuron.2019.11.027
https://doi.org/10.1016/j.neuron.2020.11.014
https://doi.org/10.1016/j.neuron.2020.11.014
https://doi.org/10.1016/j.neuron.2020.11.014
https://doi.org/10.1038/s41586-020-2428-0
https://doi.org/10.1038/s41586-020-2428-0
https://doi.org/10.1038/s41586-020-2428-0
https://doi.org/10.1038/s41586-020-2428-0
https://doi.org/10.1016/j.conb.2009.04.003
https://doi.org/10.1016/j.conb.2009.04.003
https://doi.org/10.1002/1873-3468.12972
https://doi.org/10.1002/1873-3468.12972
https://doi.org/10.1002/1873-3468.12972
https://doi.org/10.15252/embj.201488349
https://doi.org/10.15252/embj.201488349
https://doi.org/10.15252/embj.201488349
https://doi.org/10.15252/embj.201488349
https://doi.org/10.15252/embj.201488349
https://doi.org/10.1073/pnas.91.22.10625
https://doi.org/10.1073/pnas.91.22.10625
https://doi.org/10.1073/pnas.91.22.10625
https://doi.org/10.1073/pnas.91.22.10625
https://doi.org/10.1073/pnas.0910060107
https://doi.org/10.1073/pnas.0910060107
https://doi.org/10.1073/pnas.0910060107
https://doi.org/10.1371/journal.pbio.3001166
https://doi.org/10.1371/journal.pbio.3001166
https://doi.org/10.1371/journal.pbio.3001166
https://doi.org/10.1371/journal.pbio.3001166
https://doi.org/10.1371/journal.pbio.3001166
https://doi.org/10.1101/2022.05.31.494137
https://doi.org/10.1101/2022.05.31.494137
https://doi.org/10.1101/2022.05.31.494137
https://doi.org/10.1101/2022.05.31.494137
https://doi.org/10.1016/j.neuron.2011.02.031
https://doi.org/10.1016/j.neuron.2011.02.031
https://doi.org/10.1016/j.neuron.2011.02.031
https://doi.org/10.1038/s41592-021-01198-0
https://doi.org/10.1038/s41592-021-01198-0

SPOTLIGHT

Development (2022) 149, dev200870. doi:10.1242/dev.200870

metabolic states of single cells. Nat. Methods 18, 799-805. doi:10.1038/s41592-
021-01198-0

Roitbak, T., Surviladze, Z. and Cunningham, L. A. (2011). Continuous expression
of HIF-1o in neural stem/progenitor cells. Cell. Mol. Neurobiol. 31, 119-133.
doi:10.1007/s10571-010-9561-5

Ross, J. M., Stewart, J. B., Hagstrom, E., Brené, S., Mourier, A., Coppotelli, G.,
Freyer, C., Lagouge, M., Hoffer, B. J., Olson, L. et al. (2013). Germline
mitochondrial DNA mutations aggravate ageing and can impair brain
development. Nature 501, 412-415. doi:10.1038/nature 12474

Semenza, G. L. (2011). Oxygen sensing, homeostasis,
N. Engl. J. Med. 365, 537-547. doi:10.1056/NEJMra1011165

Sen, A.,Damm, V. T. and Cox, R. T. (2013). Drosophila clueless is highly expressed
in larval neuroblasts, affects mitochondrial localization and suppresses
mitochondrial oxidative damage. PLoS One 8, e54283. doi:10.1371/journal.
pone.0054283

Shin, J., Berg, D. A, Zhu, Y., Shin, J. Y., Song, J., Bonaguidi, M. A,
Enikolopov, G., Nauen, D. W., Christian, K. M., Ming, G. L. et al. (2015).
Single-cell RNA-seq with waterfall reveals molecular cascades underlying adult
neurogenesis. Cell Stem Cell 17, 360-372. doi:10.1016/j.stem.2015.07.013

Simsek, T., Kocabas, F., Zheng, J., Deberardinis, R. J., Mahmoud, A. I,
Olson, E. N., Schneider, J. W., Zhang, C. C. and Sadek, H. A. (2010). The
distinct metabolic profile of hematopoietic stem cells reflects their location in a
hypoxic niche. Cell Stem Cell 7, 380-390. doi:10.1016/j.stem.2010.07.011

Sing, A., Tsatskis, Y., Fabian, L., Hester, I, Rosenfeld, R., Serricchio, M.,
Yau, N., Bietenhader, M., Shanbhag, R., Jurisicova, A. et al. (2014). The
atypical cadherin fat directly regulates mitochondrial function and metabolic state.
Cell 158, 1293-1308. doi:10.1016/j.cell.2014.07.036

Steib, K., Schéffner, I., Jagasia, R., Ebert, B. and Chichung Lie, D. (2014).
Mitochondria modify exercise-induced development of stem cell-derived neurons
in the adult brain. J. Neurosci. 34, 6624-6633. doi:10.1523/JNEUROSCI.4972-13.
2014

Sullivan, L. B., Gui, D. Y., Hosios, A. M., Bush, L. N., Freinkman, E. and
Vander Heiden, M. G. (2015). Supporting aspartate biosynthesis is an essential
function of respiration in proliferating cells. Cell 162, 552-563. doi:10.1016/j.cell.
2015.07.017

Taguchi, N., Ishihara, N., Jofuku, A., Oka, T. and Mihara, K. (2007).
Mitotic phosphorylation of dynamin-related GTPase Drp1 participates in
mitochondrial fission. J. Biol. Chem. 282, 11521-11529. doi:10.1074/jbc.
M607279200

Taverna, E., Gotz, M. and Huttner, W. B. (2014). The cell biology of neurogenesis:
toward an understanding of the development and evolution of the neocortex.
Annu. Rev. Cell Dev. Biol. 30, 465-502. doi:10.1146/annurev-cellbio-101011-
155801

Teixeira, F. K., Sanchez, C. G., Hurd, T. R,, Seifert, J. R. K., Czech, B.,
Preall, J. B., Hannon, G. J. and Lehmann, R. (2015). ATP synthase promotes
germ cell differentiation independent of oxidative phosphorylation. Nat. Cell Biol.
17, 689-696. doi:10.1038/ncb3165

Tennessen, J. M., Baker, K. D., Lam, G., Evans, J. and Thummel, C. S.
(2011). The Drosophila estrogen-related receptor directs a metabolic switch that
supports developmental growth. Cell Metab. 13, 139-148. doi:10.1016/j.cmet.
2011.01.005

Thorig, G. E., Heinstra, P. W. and Scharloo, W. (1981). The action of the notchlocus
in Drosophila melanogaster. Il. Biochemical effects of recessive lethals on
mitochondrial enzymes. Genetics 99, 65-74. doi:10.1093/genetics/99.1.65

Tiberi, L., Vanderhaeghen, P. and Van Den Ameele, J. (2012a). Cortical
neurogenesis and morphogens: diversity of cues, sources and functions. Curr.
Opin. Cell Biol. 24, 269-276. doi:10.1016/j.ceb.2012.01.010

Tiberi, L., Van Den Ameele, J., Dimidschstein, J., Piccirilli, J., Gall, D.,
Herpoel, A., Bilheu, A., Bonnefont, J., lacovino, M., Kyba, M. et al.
(2012b). BCL6 controls neurogenesis through Sirt1-dependent epigenetic
repression of selective Notch targets. Nat. Neurosci. 15, 1627-1635. doi:10.
1038/nn.3264

Tilokani, L., Nagashima, S., Paupe, V. and Prudent, J. (2018). Mitochondrial
dynamics: overview of molecular mechanisms. Essays Biochem. 62, 341-360.
doi:10.1042/EBC20170104

Titov, D. V., Cracan, V., Goodman, R. P., Peng, J., Grabarek, Z. and Mootha, V. K.
(2016). Complementation of mitochondrial electron transport chain by
manipulation of the NAD+/NADH ratio. Science 352, 231-235. doi:10.1126/
science.aad4017

Tomer, D., Chippalkatti, R., Mitra, K. and Rikhy, R. (2018). ERK regulates
mitochondrial membrane potential in fission deficient Drosophila follicle cells
during differentiation. Dev. Biol. 434, 48-62. doi:10.1016/j.ydbio.2017.11.009

Tomita, S., Ueno, M., Sakamoto, M., Kitahama, Y., Ueki, M., Maekawa, N.,
Sakamoto, H., Gassmann, M., Kageyama, R., Ueda, N. et al. (2003). Defective
brain development in mice lacking the Hif-1 o gene in neural cells. Mol. Cell. Biol.
23, 6739-6749. doi:10.1128/MCB.23.19.6739-6749.2003

Truman, J. W. and Bate, M. (1988). Spatial and temporal patterns of neurogenesis
in the central nervous system of Drosophila melanogaster. Dev. Biol. 125,
145-157. doi:10.1016/0012-1606(88)90067-x

and disease.

Tsuyama, T., Kishikawa, J. I., Han, Y. W., Harada, Y., Tsubouchi, A., Noji, H.,
Kakizuka, A., Yokoyama, K., Uemura, T. and Imamura, H. (2013). In vivo
fluorescent adenosine 5'-triphosphate (ATP) imaging of Drosophila melanogaster
and Caenorhabditis elegans by using a genetically encoded fluorescent ATP
Biosensor optimized for low temperatures. Anal. Chem. 85, 7889-7896. doi:10.
1021/ac4015325

Van Den Ameele, J. and Brand, A. H. (2019). Neural stem cell temporal patterning
and brain tumour growth rely on oxidative phosphorylation. Elife 8, e47887. doi:10.
7554/eLife.47887

Van Den Ameele, J., Li, A. Y. Z., Ma, H. and Chinnery, P. F. (2020). Mitochondrial
heteroplasmy beyond the oocyte bottleneck. Semin. Cell Dev. Biol. 97, 156-166.
doi:10.1016/j.semcdb.2019.10.001

Van Den Ameele, J., Krautz, R., Cheetham, S. W., Donovan, A. P. A,
Llora-Batlle, O., Yakob, R. and Brand, A. H. (2022). Reduced chromatin
accessibility correlates with resistance to Notch activation. Nat. Commun. 13,
2210. doi:10.1038/s41467-022-29834-z

Vander Heiden, M. G., Cantley, L. C. and Thompson, C. B. (2009). Understanding
the Warburg effect: the metabolic requirements of cell proliferation. Science 324,
1029-1033. doi:10.1126/science.1160809

Vander Heiden, M. G., Lunt, S. Y., Dayton, T. L., Fiske, B. P., Israelsen, W. J.,
Mattaini, K. R., Vokes, N. ., Stephanopoulos, G., Cantley, L. C., Metallo, C. M.
et al. (2011). Metabolic Pathway Alterations that Support Cell Proliferation. Cold
Spring Harb. Symp. Quant. Biol. 76, 325-334. doi:10.1101/sgb.2012.76.010900

Volkenhoff, A., Weiler, A., Letzel, M., Stehling, M., Kldmbt, C. and Schirmeier, S.
(2015). Glial glycolysis is essential for neuronal survival in drosophila. Cell Metab.
22, 437-447. doi:10.1016/j.cmet.2015.07.006

Wagenfiihr, L., Meyer, A. K., Braunschweig, L., Marrone, L. and Storch, A.
(2015). Brain oxygen tension controls the expansion of outer subventricular zone-
like basal progenitors in the developing mouse brain. Development 142,
2904-2915. doi:10.1242/dev.121939

Wakabayashi, J., Zhang, Z., Wakabayashi, N., Tamura, Y., Fukaya, M.,
Kensler, T. W,, lijima, M. and Sesaki, H. (2009). The dynamin-related GTPase
Drp1 is required for embryonic and brain development in mice. J. Cell Biol. 186,
805-816. doi:10.1083/jcb.200903065

Wang, W., Osenbroch, P., Skinnes, R., Esbensen, Y., Bjeras, M. and Eide, L.
(2010). Mitochondrial DNA integrity is essential for mitochondrial maturation
during differentiation of neural stem cells. Stem Cells 28, 2195-2204. doi:10.1002/
stem.542

Wang, W., Esbensen, Y., Kunke, D., Suganthan, R., Rachek, L., Bjgras, M. and
Eide, L. (2011). Mitochondrial DNA damage level determines neural stem cell
differentiation fate. J. Neurosci. 31, 9746-9751. doi:10.1523/JNEUROSCI.0852-11.
2011

Wang, J., Cui, Y., Yu, Z., Wang, W., Cheng, X., Ji, W., Guo, S., Zhou, Q., Wu, N.,
Chen, Y. et al. (2019). Brain endothelial cells maintain lactate homeostasis and
control adult hippocampal neurogenesis. Cell Stem Cell 25, 754-767.e9. doi:10.
1016/j.stem.2019.09.009

Wani, G. A,, Sprenger, H. G., Ndoci, K., Chandragiri, S., Acton, R. J., Schatton, D.,
Kochan, S. M. V., Sakthivelu, V., Jevtic, M., Seeger, J. M. et al. (2022). Metabolic
control of adult neural stem cell self-renewal by the mitochondrial protease YME1L.
Cell Rep. 38, 110370. doi:10.1016/j.celrep.2022.110370

Warburg, O. (1956). On the origin of cancer cells. Science 123, 309-314. doi:10.
1126/science.123.3191.309

Westermann, B. (2012). Bioenergetic role of mitochondrial fusion and fission.
Biochim. Biophys. Acta Bioenerg. 1817, 1833-1838. doi:10.1016/j.bbabio.2012.
02.033

Xie, Z., Jones, A., Deeney, J. T., Hur, S. K. and Bankaitis, V. A. (2016). Inborn
errors of long-chain fatty acid B-oxidation link neural stem cell self-renewal to
autism. Cell Rep. 14, 991-999. doi:10.1016/j.celrep.2016.01.004

Xu, X., Duan, S., Yi, F., Ocampo, A., Liu, G. H. and Izpisua Belmonte, J. C.
(2013). Mitochondrial regulation in pluripotent stem cells. Cell Metab. 18, 325-332.
doi:10.1016/j.cmet.2013.06.005

Yang, C.-P., Samuels, T. J., Huang, Y., Yang, L., Ish-Horowicz, D., Davis, I. and
Lee, T. (2017). Imp and Syp RNA-binding proteins govern decommissioning of
Drosophila neural stem cells. Development 144, 3454-3464. doi:10.1242/dev.
149500

Yao, C. H., Wang, R., Wang, Y., Kung, C. P., Weber, J. D. and Patti, G. J. (2019).
Mitochondrial fusion supports increased oxidative phosphorylation during cell
proliferation. Elife 8, e41351. doi:10.7554/eLife.41351

Yoxall, C. W. and Weindling, A. M. (1998). Measurement of cerebral oxygen
consumption in the human neonate using near infrared spectroscopy: cerebral
oxygen consumption increases with advancing gestational age. Pediatr. Res. 44,
283-290. doi:10.1203/00006450-199809000-00004

Zhang, J., Khvorostov, I., Hong, J. S., Oktay, Y., Vergnes, L., Nuebel, E.,
Wahjudi, P. N., Setoguchi, K., Wang, G., Do, A. et al. (2011). UCP2 regulates
energy metabolism and differentiation potential of human pluripotent stem cells.
EMBO J. 30, 4860-4873. doi:10.1038/emboj.2011.401

Zheng, X., Boyer, L., Jin, M., Mertens, J., Kim, Y., Ma, L., Ma, L., Hamm, M.,
Gage, F. H. and Hunter, T. (2016). Metabolic reprogramming during neuronal
differentiation from aerobic glycolysis to neuronal oxidative phosphorylation. Elife
5, e13374. doi:10.7554/eLife.13374

10

DEVELOPMENT


https://doi.org/10.1038/s41592-021-01198-0
https://doi.org/10.1038/s41592-021-01198-0
https://doi.org/10.1007/s10571-010-9561-5
https://doi.org/10.1007/s10571-010-9561-5
https://doi.org/10.1007/s10571-010-9561-5
https://doi.org/10.1038/nature12474
https://doi.org/10.1038/nature12474
https://doi.org/10.1038/nature12474
https://doi.org/10.1038/nature12474
https://doi.org/10.1056/NEJMra1011165
https://doi.org/10.1056/NEJMra1011165
https://doi.org/10.1371/journal.pone.0054283
https://doi.org/10.1371/journal.pone.0054283
https://doi.org/10.1371/journal.pone.0054283
https://doi.org/10.1371/journal.pone.0054283
https://doi.org/10.1016/j.stem.2015.07.013
https://doi.org/10.1016/j.stem.2015.07.013
https://doi.org/10.1016/j.stem.2015.07.013
https://doi.org/10.1016/j.stem.2015.07.013
https://doi.org/10.1016/j.stem.2010.07.011
https://doi.org/10.1016/j.stem.2010.07.011
https://doi.org/10.1016/j.stem.2010.07.011
https://doi.org/10.1016/j.stem.2010.07.011
https://doi.org/10.1016/j.cell.2014.07.036
https://doi.org/10.1016/j.cell.2014.07.036
https://doi.org/10.1016/j.cell.2014.07.036
https://doi.org/10.1016/j.cell.2014.07.036
https://doi.org/10.1523/JNEUROSCI.4972-13.2014
https://doi.org/10.1523/JNEUROSCI.4972-13.2014
https://doi.org/10.1523/JNEUROSCI.4972-13.2014
https://doi.org/10.1523/JNEUROSCI.4972-13.2014
https://doi.org/10.1016/j.cell.2015.07.017
https://doi.org/10.1016/j.cell.2015.07.017
https://doi.org/10.1016/j.cell.2015.07.017
https://doi.org/10.1016/j.cell.2015.07.017
https://doi.org/10.1074/jbc.M607279200
https://doi.org/10.1074/jbc.M607279200
https://doi.org/10.1074/jbc.M607279200
https://doi.org/10.1074/jbc.M607279200
https://doi.org/10.1146/annurev-cellbio-101011-155801
https://doi.org/10.1146/annurev-cellbio-101011-155801
https://doi.org/10.1146/annurev-cellbio-101011-155801
https://doi.org/10.1146/annurev-cellbio-101011-155801
https://doi.org/10.1038/ncb3165
https://doi.org/10.1038/ncb3165
https://doi.org/10.1038/ncb3165
https://doi.org/10.1038/ncb3165
https://doi.org/10.1016/j.cmet.2011.01.005
https://doi.org/10.1016/j.cmet.2011.01.005
https://doi.org/10.1016/j.cmet.2011.01.005
https://doi.org/10.1016/j.cmet.2011.01.005
https://doi.org/10.1093/genetics/99.1.65
https://doi.org/10.1093/genetics/99.1.65
https://doi.org/10.1093/genetics/99.1.65
https://doi.org/10.1016/j.ceb.2012.01.010
https://doi.org/10.1016/j.ceb.2012.01.010
https://doi.org/10.1016/j.ceb.2012.01.010
https://doi.org/10.1038/nn.3264
https://doi.org/10.1038/nn.3264
https://doi.org/10.1038/nn.3264
https://doi.org/10.1038/nn.3264
https://doi.org/10.1038/nn.3264
https://doi.org/10.1042/EBC20170104
https://doi.org/10.1042/EBC20170104
https://doi.org/10.1042/EBC20170104
https://doi.org/10.1126/science.aad4017
https://doi.org/10.1126/science.aad4017
https://doi.org/10.1126/science.aad4017
https://doi.org/10.1126/science.aad4017
https://doi.org/10.1016/j.ydbio.2017.11.009
https://doi.org/10.1016/j.ydbio.2017.11.009
https://doi.org/10.1016/j.ydbio.2017.11.009
https://doi.org/10.1128/MCB.23.19.6739-6749.2003
https://doi.org/10.1128/MCB.23.19.6739-6749.2003
https://doi.org/10.1128/MCB.23.19.6739-6749.2003
https://doi.org/10.1128/MCB.23.19.6739-6749.2003
https://doi.org/10.1016/0012-1606(88)90067-x
https://doi.org/10.1016/0012-1606(88)90067-x
https://doi.org/10.1016/0012-1606(88)90067-x
https://doi.org/10.1021/ac4015325
https://doi.org/10.1021/ac4015325
https://doi.org/10.1021/ac4015325
https://doi.org/10.1021/ac4015325
https://doi.org/10.1021/ac4015325
https://doi.org/10.1021/ac4015325
https://doi.org/10.7554/eLife.47887
https://doi.org/10.7554/eLife.47887
https://doi.org/10.7554/eLife.47887
https://doi.org/10.1016/j.semcdb.2019.10.001
https://doi.org/10.1016/j.semcdb.2019.10.001
https://doi.org/10.1016/j.semcdb.2019.10.001
https://doi.org/10.1038/s41467-022-29834-z
https://doi.org/10.1038/s41467-022-29834-z
https://doi.org/10.1038/s41467-022-29834-z
https://doi.org/10.1038/s41467-022-29834-z
https://doi.org/10.1126/science.1160809
https://doi.org/10.1126/science.1160809
https://doi.org/10.1126/science.1160809
https://doi.org/10.1101/sqb.2012.76.010900
https://doi.org/10.1101/sqb.2012.76.010900
https://doi.org/10.1101/sqb.2012.76.010900
https://doi.org/10.1101/sqb.2012.76.010900
https://doi.org/10.1016/j.cmet.2015.07.006
https://doi.org/10.1016/j.cmet.2015.07.006
https://doi.org/10.1016/j.cmet.2015.07.006
https://doi.org/10.1242/dev.121939
https://doi.org/10.1242/dev.121939
https://doi.org/10.1242/dev.121939
https://doi.org/10.1242/dev.121939
https://doi.org/10.1083/jcb.200903065
https://doi.org/10.1083/jcb.200903065
https://doi.org/10.1083/jcb.200903065
https://doi.org/10.1083/jcb.200903065
https://doi.org/10.1002/stem.542
https://doi.org/10.1002/stem.542
https://doi.org/10.1002/stem.542
https://doi.org/10.1002/stem.542
https://doi.org/10.1523/JNEUROSCI.0852-11.2011
https://doi.org/10.1523/JNEUROSCI.0852-11.2011
https://doi.org/10.1523/JNEUROSCI.0852-11.2011
https://doi.org/10.1523/JNEUROSCI.0852-11.2011
https://doi.org/10.1016/j.stem.2019.09.009
https://doi.org/10.1016/j.stem.2019.09.009
https://doi.org/10.1016/j.stem.2019.09.009
https://doi.org/10.1016/j.stem.2019.09.009
https://doi.org/10.1016/j.celrep.2022.110370
https://doi.org/10.1016/j.celrep.2022.110370
https://doi.org/10.1016/j.celrep.2022.110370
https://doi.org/10.1016/j.celrep.2022.110370
https://doi.org/10.1126/science.123.3191.309
https://doi.org/10.1126/science.123.3191.309
https://doi.org/10.1016/j.bbabio.2012.02.033
https://doi.org/10.1016/j.bbabio.2012.02.033
https://doi.org/10.1016/j.bbabio.2012.02.033
https://doi.org/10.1016/j.celrep.2016.01.004
https://doi.org/10.1016/j.celrep.2016.01.004
https://doi.org/10.1016/j.celrep.2016.01.004
https://doi.org/10.1016/j.cmet.2013.06.005
https://doi.org/10.1016/j.cmet.2013.06.005
https://doi.org/10.1016/j.cmet.2013.06.005
https://doi.org/10.1242/dev.149500
https://doi.org/10.1242/dev.149500
https://doi.org/10.1242/dev.149500
https://doi.org/10.1242/dev.149500
https://doi.org/10.7554/eLife.41351
https://doi.org/10.7554/eLife.41351
https://doi.org/10.7554/eLife.41351
https://doi.org/10.1203/00006450-199809000-00004
https://doi.org/10.1203/00006450-199809000-00004
https://doi.org/10.1203/00006450-199809000-00004
https://doi.org/10.1203/00006450-199809000-00004
https://doi.org/10.1038/emboj.2011.401
https://doi.org/10.1038/emboj.2011.401
https://doi.org/10.1038/emboj.2011.401
https://doi.org/10.1038/emboj.2011.401
https://doi.org/10.7554/eLife.13374
https://doi.org/10.7554/eLife.13374
https://doi.org/10.7554/eLife.13374
https://doi.org/10.7554/eLife.13374

