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Here we report on ultrastructural features of brain synapses in the fly Drosophila
melanogaster and outline a perspective for the study of their functional significance.
Images taken with the aid of focused ion beam-scanning electron microscopy (EM) at
20 nm intervals across olfactory glomerulus DA2 revealed that some synaptic boutons
are penetrated by protrusions emanating from other neurons. Similar structures in
the brain of mammals are known as synaptic spinules. A survey with transmission
EM (TEM) disclosed that these structures are frequent throughout the antennal lobe.
Detailed neuronal tracings revealed that spinules are formed by all three major types
of neurons innervating glomerulus DA2 but the olfactory sensory neurons (OSNs)
receive significantly more spinules than other olfactory neurons. Double-membrane
vesicles (DMVs) that appear to represent material that has pinched-off from spinules
are also most abundant in presynaptic boutons of OSNs. Inside the host neuron, a
close association was observed between spinules, the endoplasmic reticulum (ER) and
mitochondria. We propose that by releasing material into the host neuron, through
a process triggered by synaptic activity and analogous to axonal pruning, synaptic
spinules could function as a mechanism for synapse tagging, synaptic remodeling and
neural plasticity. Future directions of experimental work to investigate this theory are
proposed.
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INTRODUCTION

Research conducted in evolutionarily distant animals has contributed to our current understanding
of olfactory synaptic circuits (Hildebrand and Shepherd, 1997; Ache and Young, 2005). The
olfactory neuronal circuitry of the fly Drosophila melanogaster has been investigated successfully
with anatomical, physiological, genetic and behavioral approaches and good models have been
proposed to understand how chemosensory information is processed and how olfactory circuits
contribute to learning and memory (Davis, 2004; Keene and Waddell, 2005; Fiala, 2007; Wilson,
2013; Guven-Ozkan and Davis, 2014; Hige, 2017).

This bounty of knowledge stood until recently in bright contrast to our insufficient
understanding of the synaptic connections formed between the different cellular components
of the olfactory neuronal network. Because of the small size of synapses and the need to map
them in 3D across relatively large volumes of brain tissue, electron microscopy (EM) is necessary
to map all synapses of the olfactory circuit. Progress in volume-based EM, image analysis,
and automatic 3D reconstruction facilitates this challenging task and makes it possible to image
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and analyze all synaptic sites in the volume spanning the region of
interest (Helmstaedter, 2013; Schneider-Mizell et al., 2016; Zheng
et al., 2017). These recent advances have already resulted in
several publications reporting detailed information on olfactory
microcircuits in Drosophila (Berck et al., 2016; Rybak et al., 2016;
Takemura et al., 2017; Tobin et al., 2017).

We used focused ion beam-scanning EM (FIB-SEM; Knott
et al., 2008) to acquire complete series of images taken at
20 nm intervals across the entire olfactory DA2 glomerulus
in adult Drosophila females (Gruber et al., unpublished data).
The ultimate goal is to obtain a complete connectome of this
glomerulus, which plays an important ecological role since it
senses the odorant geosmin, emitted by mold growing in rotten
fruits, andmediates a life-saving escape in the fly (Stensmyr et al.,
2012). In the course of our studies we observed that olfactory
neurons form deep invaginations of their plasma membrane
nearby synaptic sites, occupied by protrusions from other
neurons, similar to what has been referred to as synaptic spinules
in the mammalian brain and that had yet not been reported
for Drosophila. Synaptic spinules are invaginating protrusions
of variable size and morphology that penetrate presynaptic
terminals and, less frequently, postsynaptic profiles, axons and
even glia in the brain of mammals and other vertebrates
(reviewed in Petralia et al., 2015). Synaptic spinules are dynamic
structures that grow and proliferate following synaptic activity
(Richards et al., 2005; Tao-Cheng et al., 2009) and have been
suggested to contribute to membrane plasticity as well as to cell-
to-cell communication and material exchange between neurons
in an activity-dependent fashion (Petralia et al., 2015).

Our knowledge of these synapse-associated structures is still
very limited. Here we present a viewpoint on this subject. We
predict that spinules mediate localized synaptic plasticity mainly
among olfactory sensory neurons (OSNs). Thus the finding of
synaptic spinules inDrosophila melanogaster opens an avenue for
an experimental investigation of their contribution and relevance
for synapse plasticity, benefiting from the exceptional advantages
offered by this organism.

RESULTS AND DISCUSSION

The observations reported here were done in the antennal
lobe of female adults of Drosophila melanogaster studied with
transmission electron microscopy (TEM, five specimens) and
FIB-SEM (two specimens) across the entire DA2 glomerulus
(see Supplementary Material). To achieve serial sections of
this particular region with FIB-SEM it was marked previously
by fiducial laser marks (see Supplementary Material). Images
revealed that olfactory neurons make an interdigitating system of
invaginating protrusions 20–500 nm in diameter close to active
sites. Protrusions, emanating from one synaptic partner (the
‘‘protruding cell, PC’’), penetrate the narrow funnels formed by
deep invaginations of the plasma membrane of another synaptic
partner (the ‘‘host cell, HC’’; Figures 1A,B). The protrusions are
therefore covered by two membranes: the evaginated membrane
of the PC tightly covered by the invaginated membrane of the
HC, which receives the protrusion (Figure 1A). FIB-SEM-based
dense reconstructions (done with the TrakEM2 plugin for ImageJ

Fiji1; see Supplementary Material) make it possible to study
invaginating protrusions in different types of olfactory neurons,
which were distinguished according to their morphology
(branching pattern and diameter of single branches), their total
volume inside one glomerulus and ultrastructural details (as for
example their synaptic inventory of input and output synapses)
and other criteria described previously (Rybak et al., 2016;
Tobin et al., 2017). These criteria allow a clear identification of
uniglomerular projection neurons (PNs) and olfactory receptor
neurons (OSNs) whereas the remaining cell types were more
difficult to distinguish and are described here with the generic
term ‘‘multigomerular neurons" (MGs). Individual presynaptic
boutons of olfactory neurons might receive protrusions from
more than one neuron or cell type, most prominently seen
in OSNs (Figure 1B), and mutually invaginating protrusions
between two neurons were also observed (not shown) as reported
previously for other olfactory glomeruli (Rybak et al., 2016;
in Figures 5C,D). Many of invaginating protrusions traced
to their fiber of origin were found to originate from other
OSNs, whereas the remaining ones emanated either from MGs,
which includes local interneurons and multiglomerular PNs
(Figure 1B), or PNs (see Figures 5C,D in Rybak et al., 2016).
The synaptic boutons of PNs were mostly devoid of protrusions
(Figures 1C,E).

By size, shape and location these invaginating protrusions are
interpreted here to be the type of structures which in mammalian
brain have been designated as synaptic spinules (Petralia et al.,
2015). They appear to be identical or very similar to invaginated
profiles illustrated in images of Drosophila synapses in other
brain neurons published by other authors, who did not name
them explicitly (see for example Figures 4A,B in Leiss et al., 2009;
Figure 3 in Butcher et al., 2012; Figure 1 in Berck et al., 2016;
Figures 6D and Supplementary Figure S1A in Zheng et al., 2017).
Our survey of several Drosophila brains with the aid of TEM
confirmed that spinules are frequent throughout the antennal
lobe (data not shown).

The spinules reported here contained cytoplasm and in many
cases also clear and dark vesicles (Figures 1A,D, 2A,B). The
size of the spinules and that of their host boutons imply that
spinules are in close vicinity with other organelles. Practically
all spinules were observed in the proximity of presynaptic sites
(Figures 1, 2), mitochondria and what appeared to be cisternae
of the endoplasmic reticulum (ER) of the HC (Figures 1A,C,D).
In many cases spinules appeared to be in physical contact with
mitochondria and ER. Therefore, spinules might be part of
a recently well described neuronal ER network that includes
contacts with the plasma membrane, mitochondria as well as
lysosomes and multivesicular bodies (Wu et al., 2017). Similar
connections between ER tubules and synaptic invaginations
have been observed previously in presynaptic regions of visual
receptor cells (Lovas, 1971). The close association between
spinules, active sites and two major sources of Ca2+ might have
functional consequences.

A quantification of every single spinule penetrating each
randomly selected HC of each neuronal type (in one brain) inside

1https://imagej.net/TrakEM2
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FIGURE 1 | Olfactory neurons in glomerulus DA2 contain invaginating protrusions. (A) Transmission electron microscopy (TEM) image of a 50 nm section showing
examples of invaginating protrusions, or spinules (asterisks), enclosed by two plasma membranes and close to presynaptic sites (arrowheads). Notice that the
evaginating membrane of the protruding cell (PC) is tightly adjoined by the invaginating membrane of the host cell (HC). Scale bar = 200 nm. (B) A synaptic bouton
can receive invaginating protrusions from more than one neuron. This image from a focused ion beam-scanning EM (FIB-SEM) serial reconstruction of glomerulus
DA2 depicts invaginating protrusions in presynaptic boutons of two different olfactory sensory neurons (OSN1 and OSN2) penetrated by protrusions from several
neighboring cells. The PCs in this particular example are either a multiglomerular neuron (MG) or other OSNs (OSN3, 4, 5 and 6). Synaptic sites are indicated by an
arrowhead and the reconstructed neurons are color-coded to assign the origin of the invaginated protrusions inside HCs. Scale bar = 500 nm. (C) Invaginating
protrusions are not equally abundant among different types of olfactory neurons. This image (FIB-SEM) shows for example several boutons (red) of a uniglomerular
projection neuron (PN), devoid of protrusions. In contrast, nearby OSN boutons (encircled) contain several protrusions (asterisks; see quantification in E).

(Continued)
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FIGURE 1 | Continued
Scale bar = 500 nm. (D) FIB-SEM image showing invaginating protrusions
(asterisks) close to mitochondria (M), putative endoplasmic reticulum (ER)
cisternae (arrow) and a presynaptic site (arrowhead). For 3D surface view of
spinules see Figure 2B. Scale bar = 200 nm. (E) Quantification of spinules
and double-membrane vesicles (DMVs) found inside reconstructed OSNs
(n = 11), Projection neurons (PNs) (n = 4) and MGs (n = 5). OSNs receive a
larger number of spinules and DMVs compared to MGs and PNs.
Quantification was done in one brain. Mean values with standard error of the
mean are depicted. ∗p < 0.1; ∗∗p < 0.01, one-way ANOVA, Tukey post hoc
test.

glomerulus DA2 indicated that OSNs receive spinules most
frequently, MGs less frequently and PNs only rarely (Figure 1E).
On the other hand, based on EM images published by others
(Leiss et al., 2009; Butcher et al., 2012) we propose that PN
presynaptic boutons, located in the calyx of the mushroom
body, host abundant spinules protruding from their postsynaptic
partners, the Kenyon cells.

The shape of spinules appeared to be variable. They were often
relatively short and bulbous (Figure 2A) but sometimes more
elongated, filopodium-like (Figure 2B) or varicose (Figure 2C)
and even branched (Figure 2C). Inside their HCs synaptic
spinules were closely associated with cellular entrapments of
similar appearance and size, but not connected to other neurons
and thus entirely embedded in the cytoplasm of the HC
(Figure 2A). Similar to what is reported above for spinules,
the two membranes in these ‘‘disconnected’’ profiles enclosed
a cytosolic content with vesicles (Figure 2A). At synapses in
the vertebrate brain, profiles of this type are called ‘‘double-
membrane vesicles’’ (DMVs) and are considered to pinch-off
from spinules (see for example Spacek andHarris, 2004; reviewed
in Petralia et al., 2015). A quantification of DMVs in randomly
selected host neurons (same as for spinule quantification)
among the DA2 in one Drosophila brain (see Supplementary
Material) revealed that, just like spinules, these structures are
most abundant inside OSNs (Figure 1E), thus reinforcing the
idea that they are derived from spinules. These vesicles appear
to us to be clearly distinct from exosomes and other types
of extracellular vesicles used by a variety of cell types and
tissues to communicate at a distance through exchange of
protein and RNA (Cocucci and Meldolesi, 2015; Budnik et al.,
2016) secreted into the extracellular space with consequences
for synaptic maintenance, plasticity and homeostasis (Korkut
et al., 2009; Budnik et al., 2016; Ashley et al., 2018). A major
difference between exosomes and the DMVs reported here is
that the latter are delivered directly into the cytoplasm of the
HC, enablingmodification of the function of individual synapses,
without affecting the function of other synapses of the same
neuron.

The observation that some of the spinules observed in
our reconstructed volume of glomerulus DA2 had a varicose
shape might be relevant for a speculative interpretation of their
functions. In Drosophila, during its metamorphosis from larva
to adult, axonal and dendritic fibers become first varicose and
subsequently subdivide into fragments in a process known as
pruning, which is controlled by the steroid hormone ecdysone
and triggered by Ca2+ (Yaniv and Schuldiner, 2016). We propose

that in adult olfactory circuits synaptic-activity induced release
of Ca2+ from mitochondria and ER, observed here to be in
close proximity and contact to spinules at synaptic sites, could
induce not only spinule growth and proliferation as previously
proposed (Richards et al., 2005; Tao-Cheng et al., 2009; Ueda
and Hayashi, 2013) but also spinule fragmentation inside the
host neuron through a process analogous to the pruning of
axonal terminals and dendritic branches during metamorphosis,
with the difference that in this case the fragments are generated
intracellularly and become DMVs in the HC.

It has been suggested that synaptic spinules mediate trans-
synaptic exchange of material (reviewed in Petralia et al., 2015).
Hence, activity-triggered spinule fragmentation mainly in OSNs
could be the basis for localized synaptic plasticity, mediated by
transference between synaptic partners of microRNA, proteins
or other material (Edelstein and Smythies, 2014; Smalheiser,
2014; Busto et al., 2017) and affecting only one synaptic bouton
of dozens present among the branches of a given neuron.
This localized transference of material between OSNs and other
neurons, at individual synaptic boutons that receive spinules and
DMVs, could alsomediate propagation of epigenetic changes and
other modifications. It has been shown that spinules formation is
induced by artificial generation of LTP (Toni et al., 1999; Stewart
et al., 2005; Ueda and Hayashi, 2013). Concurrent synaptic
activity dependent fragmentation of spinules could therefore
be involved in synapse tagging and capture (Frey and Morris,
1997; Redondo and Morris, 2011) and would have functional
consequences for future synaptic activity, including olfactory
learning and memory processes.

Drosophila melanogaster, as a model organism, opens an
avenue for future experimental investigations of the ideas
outlined here. In a short perspective, experiments should be
designed to demonstrate in amore conclusive way that theDMVs
reported here are derived from the spinules and that this involves
fragmentation of the spinules. Appropriate combinations of
genetic labeling of pre- and postsynaptic neurons with different
fluorophores and super resolution microscopy can be used for
this aim. Screens of genetically tagged marker proteins or RNA,
synthetized exclusively by one neuronal type and that ends up
inside neurons which do not express the marker, would prove
the exchange of material. Furthermore, decrease in activity-
dependent spinule formation and fragmentation after blockage
of mitochondrial Ca2+ release would prove our suggestion of this
interplay.

Exchange of material via DMVs might serve synaptic
tagging, which is a prerequisite for remodeling and plasticity
of individual synapses within a dendritic tree. In the fly visual
system it was shown that synaptogenesis correlates with the
appearance of mutual invaginations in photoreceptor terminals
within a short time window (Rybak and Meinertzhagen,
1997). Using fluorescent markers for pre- and postsynaptic
partners in a genetically controlled system (Chen et al., 2014),
in combination with the visualization of spinules, correlated
cellular activity of spinules and synaptic turnover could
be demonstrated. In a longer perspective, using transgenic
flies to block spinule fragmentation after synaptic activity,
complemented by behavioral assays, will help us understand
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FIGURE 2 | FIB-SEM based 3D reconstructions of synaptic spinules disclosed their morphological diversity. The left column shows single images from the
FIB-SEM-series used for the 3D reconstructions illustrated in the middle column. The reconstructed spinules and their cells of origin are colored in green (A), blue
(B) or red (C) DMVs are shown in brown (A). Spinules and DMVs are close to presynaptic sites (arrowheads). Scale bar = 200 nm. The middle column shows surface
views of the 3D reconstructions with the same color code. The HC is illustrated by a transparent shaded area, representing one section plane of the HC neurite,
outlined with a black line. The right column shows schematic drawings of the different morphological types of spinules, emanating from the PC and growing into the
HC, to illustrate the morphological diversity of synaptic spinules found here in glomerulus DA2. (A) The HC is an OSN containing a bulbous spinule (green) and two
DMVs (brown) most likely pinched-off from the spinule. (B) shows an example of a filopodium-like spinule (blue) and (C) a varicose spinule (red).
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whether the trans-synaptic exchange of material through
this novel mechanism has consequences for learning and
memory.

AUTHOR CONTRIBUTIONS

RC, LG and JR conceived and designed the study and the outline
for this perspective. Experiments and analyses were planned by
JR and LG and performed by LG. LG, JR and RC interpreted
and evaluated the data. Figures of this article were prepared by
LG. LG, RC, JR and BSH wrote and discussed the manuscript. All
authors critically revised the article.

FUNDING

This project was funded by the Max-Planck-Society, Aura Optik
(Jena) and the Agencia Nacional de Investigación e Innovación
(Uruguay).

ACKNOWLEDGMENTS

We would like to thank Michael Steinert and Thomas
Pertsch from the Abbe Center of Photonics, Jena, for
their expert assistance with FIB-SEM. We are grateful to
Katrin Buder (Leibniz Institute of Aging, Fritz-Lipmann
Institute, Jena) for cooperative work in developing the
EM protocol. For support and fruitful discussions we
are grateful to Roland Kilper (Aura Optik, Jena), Sandor
Nietzsche (Electron Microscopic Centrum, Jena), Katrin
Buder (Leibniz Institute of Aging, Fritz-Lipmann Institute,
Jena) and Veit Grabe (Max Planck Institute for Chemical
Ecology).

SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found online
at: https://www.frontiersin.org/articles/10.3389/fncel.2018.000
86/full#supplementary-material

REFERENCES

Ache, B. W., and Young, J. M. (2005). Olfaction: diverse species,
conserved principles. Neuron 48, 417–430. doi: 10.1016/j.neuron.2005.
10.022

Ashley, J., Cordy, B., Lucia, D., Fradkin, L. G., Budnik, V., and Thomson, T.
(2018). Retrovirus-like gag protein Arc1 binds RNA and traffics across
synaptic boutons. Cell 172, 262.e11–274.e11. doi: 10.1016/j.cell.2017.
12.022

Berck, M. E., Khandelwal, A., Claus, L., Hernandez-Nunez, L., Si, G., Tabone, C. J.,
et al. (2016). The wiring diagram of a glomerular olfactory system. Elife
5:e14859. doi: 10.7554/eLife.14859

Budnik, V., Ruiz-Cañada, C., and Wendler, F. (2016). Extracellular vesicles round
off communication in the nervous system. Nat. Rev. Neurosci. 17, 160–172.
doi: 10.1038/nrn.2015.29

Busto, G. U., Guven-Ozkan, T., and Davis, R. L. (2017). MicroRNA function
in Drosophila memory formation. Curr. Opin. Neurobiol. 43, 15–24.
doi: 10.1016/j.conb.2016.10.002

Butcher, N. J., Friedrich, A. B., Lu, Z., Tanimoto, H., and Meinertzhagen, I. A.
(2012). Different classes of input and output neurons reveal new features in
microglomeruli of the adultDrosophilamushroom body calyx. J. Comp. Neurol.
520, 2185–2201. doi: 10.1002/cne.23037

Chen, Y., Akin, O., Nern, A., Tsui, C. Y. K., Pecot, M. Y., and Zipursky, S. L. (2014).
Cell-type-specific labeling of synapses in vivo through synaptic tagging with
recombination. Neuron 81, 280–293. doi: 10.1016/j.neuron.2013.12.021

Cocucci, E., and Meldolesi, J. (2015). Ectosomes and exosomes: shedding
the confusion between extracellular vesicles. Trends Cell Biol. 25, 364–372.
doi: 10.1016/j.tcb.2015.01.004

Davis, R. L. (2004). Olfactory learning. Neuron 44, 31–48. doi: 10.1016/j.neuron.
2004.09.008

Edelstein, L., and Smythies, J. (2014). The role of epigenetic-related codes in
neurocomputation: dynamic hardware in the brain. Philos. Trans. R. Soc. Lond.
B Biol. Sci. 369:20130519. doi: 10.1098/rstb.2013.0519

Fiala, A. (2007). Olfaction and olfactory learning in Drosophila: recent progress.
Curr. Opin. Neurobiol. 17, 720–726. doi: 10.1016/j.conb.2007.11.009

Frey, U., and Morris, R. G. (1997). Synaptic tagging and long-term potentiation.
Nature 385, 533–536. doi: 10.1038/385533a0

Guven-Ozkan, T., and Davis, R. L. (2014). Functional neuroanatomy ofDrosophila
olfactory memory formation. Learn. Mem. 21, 519–526. doi: 10.1101/lm.
034363.114

Helmstaedter, M. (2013). Cellular-resolution connectomics: challenges of dense
neural circuit reconstruction. Nat. Methods 10, 501–507. doi: 10.1038/
nmeth.2476

Hige, T. (2017). What can tiny mushrooms in fruit flies tell us about learning
and memory? Neurosci. Res. doi: 10.1016/j.neures.2017.05.002 [Epub ahead of
print].

Hildebrand, J. G., and Shepherd, G. M. (1997). Mechanisms of olfactory
discrimination: converging evidence for common principles across phyla.
Annu. Rev. Neurosci. 20, 595–631. doi: 10.1146/annurev.neuro.20.1.595

Keene, A. C., and Waddell, S. (2005). Drosophila memory: dopamine signals
punishment? Curr. Biol. 15, R932–R934. doi: 10.1016/j.cub.2005.10.058

Knott, G., Marchman, H., Wall, D., and Lich, B. (2008). Serial section scanning
electron microscopy of adult brain tissue using focused ion beam milling.
J. Neurosci. 28, 2959–2964. doi: 10.1523/JNEUROSCI.3189-07.2008

Korkut, C., Ataman, B., Ramachandran, P., Ashley, J., Barria, R., Gherbesi, N.,
et al. (2009). Trans-synaptic transmission of vesicular Wnt signals through
Evi/Wntless. Cell 139, 393–404. doi: 10.1016/j.cell.2009.07.051

Leiss, F., Groh, C., Butcher, N. J., Meinertzhagen, I. A., and Tavosanis, G. (2009).
Synaptic organization in the adult Drosophila mushroom body calyx. J. Comp.
Neurol. 517, 808–824. doi: 10.1002/cne.22184

Lovas, B. (1971). Tubular networks in the terminal endings of the visual receptor
cells in the human, the monkey, the cat and the dog. Z. Zellforsch. Mikrosk.
Anat. 121, 341–357. doi: 10.1007/bf00337638

Petralia, R. S., Wang, Y. X., Mattson, M. P., and Yao, P. J. (2015).
Structure, distribution, and function of neuronal/synaptic spinules and
related invaginating projections. Neuromolecular Med. 17, 211–240.
doi: 10.1007/s12017-015-8358-6

Redondo, R. L., and Morris, R. G. (2011). Making memories last: the
synaptic tagging and capture hypothesis. Nat. Rev. Neurosci. 12, 17–30.
doi: 10.1038/nrn2963

Richards, D. A., Mateos, J. M., Hugel, S., de Paola, V., Caroni, P., Gähwiler, B. H.,
et al. (2005). Glutamate induces the rapid formation of spine head protrusions
in hippocampal slice cultures. Proc. Natl. Acad. Sci. U S A 102, 6166–6171.
doi: 10.1073/pnas.0501881102

Rybak, J., and Meinertzhagen, I. A. (1997). The effects of light reversals on
photoreceptor synaptogenesis in the fly Musca domestica. Eur. J. Neurosci. 9,
319–333. doi: 10.1111/j.1460-9568.1997.tb01402.x

Rybak, J., Talarico, G., Ruiz, S., Arnold, C., Cantera, R., and Hansson, B. S. (2016).
Synaptic circuitry of identified neurons in the antennal lobe of Drosophila
melanogaster. J. Comp. Neurol. 524, 1920–1956. doi: 10.1002/cne.23966

Schneider-Mizell, C. M., Gerhard, S., Longair, M., Kazimiers, T., Li, F.,
Zwart, M. F., et al. (2016). Quantitative neuroanatomy for connectomics in
Drosophila. Elife 5:e12059. doi: 10.7554/eLife.12059

Smalheiser, N. R. (2014). The RNA-centred view of the synapse: non-coding RNAs
and synaptic plasticity. Philos. Trans. R. Soc. Lond. B Biol. Sci. 369:20130504.
doi: 10.1098/rstb.2013.0504

Frontiers in Cellular Neuroscience | www.frontiersin.org 6 March 2018 | Volume 12 | Article 86

https://www.frontiersin.org/articles/10.3389/fncel.2018.00086/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fncel.2018.00086/full#supplementary-material
https://doi.org/10.1016/j.neuron.2005.10.022
https://doi.org/10.1016/j.neuron.2005.10.022
https://doi.org/10.1016/j.cell.2017.12.022
https://doi.org/10.1016/j.cell.2017.12.022
https://doi.org/10.7554/eLife.14859
https://doi.org/10.1038/nrn.2015.29
https://doi.org/10.1016/j.conb.2016.10.002
https://doi.org/10.1002/cne.23037
https://doi.org/10.1016/j.neuron.2013.12.021
https://doi.org/10.1016/j.tcb.2015.01.004
https://doi.org/10.1016/j.neuron.2004.09.008
https://doi.org/10.1016/j.neuron.2004.09.008
https://doi.org/10.1098/rstb.2013.0519
https://doi.org/10.1016/j.conb.2007.11.009
https://doi.org/10.1038/385533a0
https://doi.org/10.1101/lm.034363.114
https://doi.org/10.1101/lm.034363.114
https://doi.org/10.1038/nmeth.2476
https://doi.org/10.1038/nmeth.2476
https://doi.org/10.1016/j.neures.2017.05.002
https://doi.org/10.1146/annurev.neuro.20.1.595
https://doi.org/10.1016/j.cub.2005.10.058
https://doi.org/10.1523/JNEUROSCI.3189-07.2008
https://doi.org/10.1016/j.cell.2009.07.051
https://doi.org/10.1002/cne.22184
https://doi.org/10.1007/bf00337638
https://doi.org/10.1007/s12017-015-8358-6
https://doi.org/10.1038/nrn2963
https://doi.org/10.1073/pnas.0501881102
https://doi.org/10.1111/j.1460-9568.1997.tb01402.x
https://doi.org/10.1002/cne.23966
https://doi.org/10.7554/eLife.12059
https://doi.org/10.1098/rstb.2013.0504
https://www.frontiersin.org/journals/cellular-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/cellular-neuroscience#articles


Gruber et al. Synaptic Spinules in Drosophila

Spacek, J., and Harris, K. M. (2004). Trans-endocytosis via spinules in adult
rat hippocampus. J. Neurosci. 24, 4233–4241. doi: 10.1523/JNEUROSCI.0287
-04.2004

Stensmyr, M. C., Dweck, H. K., Farhan, A., Ibba, I., Strutz, A., Mukunda, L., et al.
(2012). A conserved dedicated olfactory circuit for detecting harmful microbes
in Drosophila. Cell 151, 1345–1357. doi: 10.1016/j.cell.2012.09.046

Stewart, M. G., Medvedev, N. I., Popov, V. I., Schoepfer, R., Davies, H. A.,
Murphy, K., et al. (2005). Chemically induced long-term potentiation increases
the number of perforated and complex postsynaptic densities but does not
alter dendritic spine volume in CA1 of adult mouse hippocampal slices. Eur.
J. Neurosci. 21, 3368–3378. doi: 10.1111/j.1460-9568.2005.04174.x

Takemura, S. Y., Aso, Y., Hige, T., Wong, A., Lu, Z., Xu, C. S., et al. (2017). A
connectome of a learning and memory center in the adult Drosophila brain.
Elife 6:e26975. doi: 10.7554/eLife.26975

Tao-Cheng, J. H., Dosemeci, A., Gallant, P. E., Miller, S., Galbraith, J. A.,
Winters, C. A., et al. (2009). Rapid turnover of spinules at synaptic terminals.
Neuroscience 160, 42–50. doi: 10.1016/j.neuroscience.2009.02.031

Tobin, W. F., Wilson, R. I., and Lee, W. A. (2017). Wiring variations that enable
and constrain neural computation in a sensory microcircuit. Elife 6:e24838.
doi: 10.7554/eLife.24838

Toni, N., Buchs, P. A., Nikonenko, I., Bron, C. R., and Muller, D. (1999). LTP
promotes formation of multiple spine synapses between a single axon terminal
and a dendrite. Nature 402, 421–425. doi: 10.1038/46574

Ueda, Y., and Hayashi, Y. (2013). PIP3 regulates spinule formation in dendritic
spines during structural long-term potentiation. J. Neurosci. 33, 11040–11047.
doi: 10.1523/JNEUROSCI.3122-12.2013

Wilson, R. I. (2013). Early olfactory processing in Drosophila: mechanisms and
principles. Annu. Rev. Neurosci. 36, 217–241. doi: 10.1146/annurev-neuro-
062111-150533

Wu, Y., Whiteus, C., Xu, C. S., Hayworth, K. J., Weinberg, R. J., Hess, H. F., et al.
(2017). Contacts between the endoplasmic reticulum and other membranes in
neurons. Proc. Natl. Acad. Sci. U S A 114, E4859–E4867. doi: 10.1073/pnas.
1701078114

Yaniv, S. P., and Schuldiner, O. (2016). A fly’s view of neuronal
remodeling. Wiley Interdiscip. Rev. Dev. Biol. 5, 618–635. doi: 10.1002/w
dev.241

Zheng, Z., Lauritzen, J. S., Perlman, E., Robinson, C. G., Nichols, M.,
Milkie, D., et al. (2017). A complete electron microscopy volume of the
brain of adult Drosophila Melanogaster. bioRxiv 140905. doi: 10.1101/1
40905

Conflict of Interest Statement: The authors declare that the research was
conducted in the absence of any commercial or financial relationships that could
be construed as a potential conflict of interest.

Copyright © 2018 Gruber, Rybak, Hansson and Cantera. This is an open-access
article distributed under the terms of the Creative Commons Attribution License
(CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) and the copyright owner are credited and that the
original publication in this journal is cited, in accordance with accepted academic
practice. No use, distribution or reproduction is permitted which does not comply
with these terms.

Frontiers in Cellular Neuroscience | www.frontiersin.org 7 March 2018 | Volume 12 | Article 86

https://doi.org/10.1523/JNEUROSCI.0287-04.2004
https://doi.org/10.1523/JNEUROSCI.0287-04.2004
https://doi.org/10.1016/j.cell.2012.09.046
https://doi.org/10.1111/j.1460-9568.2005.04174.x
https://doi.org/10.7554/eLife.26975
https://doi.org/10.1016/j.neuroscience.2009.02.031
https://doi.org/10.7554/eLife.24838
https://doi.org/10.1038/46574
https://doi.org/10.1523/JNEUROSCI.3122-12.2013
https://doi.org/10.1146/annurev-neuro-062111-150533
https://doi.org/10.1146/annurev-neuro-062111-150533
https://doi.org/10.1073/pnas.1701078114
https://doi.org/10.1073/pnas.1701078114
https://doi.org/10.1002/wdev.241
https://doi.org/10.1002/wdev.241
https://doi.org/10.1101/140905
https://doi.org/10.1101/140905
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/cellular-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/cellular-neuroscience#articles

	Synaptic Spinules in the Olfactory Circuit of Drosophila melanogaster
	INTRODUCTION
	RESULTS AND DISCUSSION
	AUTHOR CONTRIBUTIONS
	FUNDING
	ACKNOWLEDGMENTS
	SUPPLEMENTARY MATERIAL
	REFERENCES


