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MorphVAE: Generating Neural Morphologies from 3D-Walks using a
Variational Autoencoder with Spherical Latent Space

Sophie Laturnus ! Philipp Berens ' 2*

Abstract

For the past century, the anatomy of a neuron
has been considered one of its defining features:
The shape of a neuron’s dendrites and axon fun-
damentally determines what other neurons it can
connect to. These neurites have been described
using mathematical tools e.g. in the context of cell
type classification, but generative models of these
structures have only rarely been proposed and are
often computationally inefficient. Here we pro-
pose MORPHVAE, a sequence-to-sequence varia-
tional autoencoder with spherical latent space as
a generative model for neural morphologies. The
model operates on walks within the tree structure
of a neuron and can incorporate expert annota-
tions on a subset of the data using semi-supervised
learning. We develop our model on artificially
generated toy data and evaluate its performance
on dendrites of excitatory cells and axons of in-
hibitory cells of mouse motor cortex (M1) and
dendrites of retinal ganglion cells. We show that
the learned latent feature space allows for bet-
ter cell type discrimination than other commonly
used features. By sampling new walks from the
latent space we can easily construct new mor-
phologies with a specified degree of similarity
to their reference neuron, providing an efficient
generative model for neural morphologies.

1. Introduction

The anatomy of a neuron has fascinated scientists ever since
the pioneering work of Cajal (Ramén y Cajal, 1911). The
dendritic and axonal processes of a neuron naturally decide
what other neurons it can connect to, and thus which in-
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puts it receives and where the computed outputs are sent
to (Hill et al., 2012). The anatomical shape of a neuron
— its morphology — plays therefore an important role for
its function in the circuit. In particular, different types of
neurons, and thus different building blocks of the circuit,
have fundamentally different morphologies (Markram et al.,
2004; DeFelipe et al., 2013).

This variability of neural shapes has been quantified using
sets of expert-determined features (Scorcioni et al., 2008;
Armananzas & Ascoli, 2015; Wang et al., 2018; Kanari et al.,
2019). While this approach allows classifying neurons into
distinct morphological types (m-types), it does not yield a
generative model for new neurons in a straightforward man-
ner. Algorithms for generating neurons have been suggested
which either start with simple neuron shapes and assume
a distinct set of biologically motivated growth rules (van
Pelt & Schierwagen, 2004; Eberhard et al., 2006; Bingham
et al., 2020; Kassraian-Fard et al., 2020) or manipulate these
shapes to iteratively match a set of properties from observed
data (Cuntz et al., 2011; Serene, 2013; Farhoodi & Kording,
2018).

However, a unified, efficient framework for modeling the
cell type diversity of large sets of neuron morphologies and
generating new morphologies has been missing. Here we
propose MORPHVAE, a sequence-to-sequence (seq2seq)
variational autoencoder with spherical latent space (David-
son et al., 2018; Xu & Durrett, 2018) working on 3D-walks
along a neuron’s morphology. The generated morphologies
match key characteristics of their biological counterparts
even though no biological constraints are incorporated in the
model. Furthermore, MORPHVAE yields a feature represen-
tation which is at least as good or better than state-of-the-art
morphology representations.

2. Methods

Our goal is (1) to build a generative model of a diverse set of
realistic looking neural morphologies and at the same time
(2) to learn a latent representation of neuron morphologies
revealing cell type related differences. Our model is trained
on a set of neural morphologies represented by their tree
graph T', possibly with assigned cell type label cr. For
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Figure 1. From a given morphological tree graph 71" (left) we sample walks w; from the soma to the tips. These walks are used to train a
variational seq2seq-autoencoder with a multivariate von-Mises Fisher distributed latent space with fixed variance x. Each walk encodes a
mean direction y; in the latent space that is used to sample a latent variable z; ~ vMF(u;, k) (middle). A subsequent decoder decodes z;
trying to match the input walk. The decoded walks w; are then clustered to construct a new tree graph T' (right). The black lines show the
reconstruction while the reference neuron is shown in grey. A logistic regression classifier that pools over the latent samples z; of all
walks w; within one neuron can be used to inform the model about labels.

each individual reference neuron, the model operates on
3D-walks along the neurites (Fig. 1).

In the following section, we first describe how the 3D-walks
are obtained (Section 2.1) and why they are advantageous
to using a neuron’s tree graph directly. Second, we present
a generative model (Section 2.2) that will generate a set of
new 3D-walks for a given reference neuron. Additionally,
we explain how we use the encoded walks in the latent
space to obtain a feature representation for a neuron that can
incorporate expert annotations in a semi-supervised fashion
(Section 2.3). Finally, in Section 2.4 we describe how we
construct a new tree graph T from the generated set of walks
with minimal biological constraints.

2.1. Sampling 3D-walks along neurites

A neural morphology is represented as a directed tree graph
defined as a tuple T = (V, E). The first entry V is the
set of nodes, V = {vz}f\il , where v; € R? represent
coordinates in 3D space and v; = (0,0,0) denotes the
neuron’s soma which is the root of the tree. The second
entry E' = {e;; = (v;,v;)|v;,v; € V'} is the set of directed
edges which connects two nodes in V. The leaf nodes
which have no outgoing edge are called tips and denote
as T = {t;}7. We define w = (v1,v;,, iy, ..., I1,) as @
finite 3D-walk from soma v; to tip ¢; where each pair of
consecutive nodes (v;;,v;, ) is connected via an edge ¢; ;, .
Given a morphology graph T, we can represent it as the set
Wr = {(v1,..,t)|Vtx € T} which contains all existing
walks from soma to tip.

A key advantage of this representation is that it describes
a neuron’s geometry and its topology at the same time in
such a way that allows us to leverage seq2seq models. The
succession of two coordinates within one walk implies a
connecting edge in that direction. Because all walks start at
the soma and progress outwards to the tips the underlying

morphology can be reconstructed given enough walks have
been sampled.

Note that the number of nodes and the number of walks
and their length varies from neuron to neuron. To speed up
model fitting, we fix the length [ of each walk and randomly
sample n,, = 256 walks with replacement from each Wr to
obtain a matrix My € R3*!Xnw. longer walks are truncated
and shorter walks are padded with zeros and packed using
the pack_padded_sequence utility of PyTorch (Paszke
et al., 2019). We use the set of N pairs {(Mr,cr)i}¥,
consisting of a walk representation and a cell type label, to
train the MORPHVAE model.

2.2. Generative model

To model the distribution over walks from soma to tip within
a neuron, we employ a seq2seq variational autoencoder
with spherical latent space (Sutskever et al., 2014; Xu &
Durrett, 2018; Davidson et al., 2018), a model that has
been originally developed in the context of natural language
processing which we modify here to predict continuous
variables. Our goal is to find an encoder fy(z|w) for the
walk w with 2 € R¥, k € N*, and a decoder g4(w|2) such

that g¢(f9(w)) ~ Ww.

Here, fyp(z|w) = vMF(u,k = c) is a von-Mises Fisher
(VMF) distribution with fixed variance x whose mean p is
modelled by a two-layered unidirectional Long Short-Term
Memory (LSTM) unit (Hochreiter & Schmidhuber, 1997)
with linear input and output layer. A LSTM is a recurrent
neural network that can keep track of already seen input via
two internal states, its hidden state h, and its cell state c.

In the encoder fy(z|w = (v1,...,v,)), each coordinate v;
is first projected into a higher dimensional space via a linear
transformation z; = Wj,, -v; with W;,, € R™*3. The x; are
then consecutively fed through a unidirectional two-layered
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LSTM, whose internal states have been initialized to 0™,
until we obtain (hy,, ¢,) = LSTM(z,, hy—1,¢n—1). The
last hidden and cell state of both layers is then concate-
nated (denoted by (h; ¢y,)) and linearly projected onto k
dimensions using Wyo; € RF*2:(m+m) “the transformation
matrix converting from LSTM states to the latent space, to
obtain the mean of our vMF distribution for the sampling
of z. Finally, z is taken as the average over five samples of
z; ~ VMF(u, ¢) which are sampled via rejection sampling
(Xu & Durrett, 2018; Davidson et al., 2018).

In summary:
;= Win - v5, hg =co =0 (1)
hi, c; = LSTM (24, hi—1,¢i-1) 2
p=Wsa - (hy cn) (3
1 ns=>
zi ~ VMF(u, k = ¢), =z ; 2 “4)

The decoder g4(w|z) decodes the coordinates ¥; in w step
by step from z and ;1 using a second unidirectional two-
layered LSTM. First, the LSTM is initialized with the initial
states (h§~c)) = Wiy, - 2, where W, € R (m+m)xk
transforms z back into LSTM state space, and a linear
projection of the first coordinate y; = W/, - v1 with
W! € R™*3. Then, the LSTM subsequently predicts ;1
from its internal states and the previous y;. Finally, each

y; is passed through a linear transformation W,,,; € R3xm™

to predict the output sequence w = (01, d2,...,0,). In
summary:

(ho o) = Wine 2, y1 = Wi, 01 &)

Yit1, hi, ¢ = LSTM(yi, hi_y, ¢ 1) ©6)

Vit1 = Wout * Yit1 (7

W= (01, 02,...,0n) (8)

We jointly optimize the parameters {6, ¢} of the en- and
decoder by maximizing the evidence lower bound (ELBO)

£(6‘7 (ba w) :Ezwfg(zhv) [log 9¢ (w|z)]

CKLGl)lfez)] O

using a uniform vMF prior fy(2) = vMF(-,0) on the latent
space. The vMF prior prevents the KL collapse typically
observed in Gaussian VAE settings (Bowman et al., 2015).
In fact, the KL term in our loss term is constant and only
depends on the chosen variance « (Xu & Durrett, 2018).
Thus, we can simplify Eq. 9 to

£(9a 9, w) = Ezwfg(z\w) [lOg g¢(w|z)] (10)

which we estimate by the summed mean-squared error be-
tween w and w.

2.3. Learning a semi-supervised neuron representation

From the learned latent space over 3D-walks we additionally
derive a feature representation rr for each neuron 7'. For
this, we pool over the n,, = 256 walks in M7, now encoded
and sampled from the latent space Zr = (le zr ) €

R™w*k_ Thus, ’
rr = Pool(Zr) € R¥, (11)

where Pool denotes a pooling operation over all walks, like
max-pooling or averaging, that is insensitive to the order of
the walks in Z7. We explored different pooling operations
during training (for details, see Appendix).

To incorporate information from potentially available cell
type labels, we added a classification head that predicts the
cell type label c¢r of r1 using logistic regression (Fig. 1).
The classifier is tied to the autoencoder via the latent sample
2T of each walk in T and is jointly trained to minimize the
unweighted cross-entropy loss. This allows us to incorporate
knowledge about cell type labels when learning the represen-
tations for the walks, p;, and for the neurons, r7. Notably,
this approach allows to integrate any label information that is
relevant to the researcher. For our experiments, we vary the
fraction of cells with labels provided to train the model, in-
terpolating between an unsupervised, a semi-supervised and
a fully supervised setting. All parts of the model were imple-
mented in PyTorch (Paszke et al., 2019), all code is available
athttps://github.com/berenslab/morphvae.

2.4. Sampling of morphologies

For a given reference morphology 7" we want to construct a
new morphology T that resembles 7' with respect to type-
defining morphological properties. To this end, we pass the
walks w; in the matrix M7 through our model as described
in Section 2.2 to obtain a matrix

Mr = go(fo(Mr)).

MT is a noisy version of Mr, however, from which we
cannot reconstruct a new morphology directly.

First, we need to estimate the proper walk length of walks
that are shorter than /. We cannot use an end-of-sentence
token due to the continuous nature of our setup, and we
employed zero-padding, thus shorter walks jump back to
(0,0,0). Here, we trimmed each walk @ whenever its path
angle, the angle between two consecutive segments, ex-
ceeded 75 degree.

Second, we reduced the number of nodes by aggregating
nodes before constructing a new neuron tree as, otherwise,
we would over-estimate the number of nodes |V| in T' and
thus overestimate the number of dendrites. To this end, we
clustered each column 7i2; € R"» >3 j € [1,--- 1], in My
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separately from last to first step using a fixed distance thresh-
old d (dtoy = .5, dmlemc = .4, dmlinh = .3, drgc = 25)
For clustering, we used agglomerative clustering as imple-
mented in scikit—-learn (Pedregosa et al., 2011) with
a Ward linkage criterion (Ward Jr, 1963) and a Euclidean
distance metric. In some cases, this will result in walks that
have been merged in step ¢ to be split again in step ¢ — 1. If
this happens, we merge the involved clusters at step ¢ — 1 to
avoid illegal paths. Now, we replace each coordinate in Mr
with its respective cluster mean to obtain a clustered matrix
M,

lus ®

Finally, we construct a new tree T = (V,E) by ‘reverse
engineering’ the walks in M,

lus:
V = {m ;i ; € Mr,,,.}

E = {(ij, i j41)}
forie[l,--- ,nylandj € [1,--- 1]

2.5. Datasets

We trained and evaluated the MORPHVAE model on four
different datasets: artificially generated toy data, excita-
tory pyramidal cell dendrites in M1 (Scala et al., 2020),
inhibitory cell axons in M1 (Scala et al., 2020), and retinal
ganglion cell dendrites (Reinhard et al., 2019), where all
data was recorded from adult mice (Fig. 2).

Dataset | Np resampledat Nirain  Noar  Niest
Toy 3 - 750 250 200
M1 EXC 3 50 um 160 55 60
M1 INH 4 40 pm 248 62 62
RGC 14 30 um 400 99 100

Table 1. Number of classes /N p, resampling distance, and sizes of
stratified training, validation, and test sets for each dataset.

2.5.1. ARTIFICIAL DATASET

We generated a set of N = 1200 artificial neurons using
very simple growth and branching rules (for details, see
Appendix). The resulting toy neurons were not “real” in the
sense that they mimicked actual neurons accurately, but they
did resemble the overall shape and branching patterns of
real neural populations. Each neuron contained |V| = 200
nodes and belonged to one of three different populations P;
of equal size (Np, = 400) where each population had its
unique set of generating parameters (Fig. 2a). These were
chosen such that the neuron populations were not trivial to
separate e.g. by PCA on density maps. For the MORPHVAE
model, we set the walk length to [ = 16 when generating
the walk matrices My, and split the data into Nyyq4n = 750,
Nval = 250, and Ntest = 200.

2.5.2. REAL NEURON DATASETS

We downloaded 275 dendritic reconstructions of excitatory
neurons and 372 axonal reconstructions of inhibitory neu-
rons' that had been recorded in a large scale multi-modal
study describing cell types in adult mouse M1 (Scala et al.,
2020). We manually assigned the m-type of the excitatory
neurons to one of tufted, untufted or other based on visual
inspection of the apical dendrites (for details, see Appendix).
For the inhibitory neurons we used the assigned RNA fam-
ily labels (t-type) as cell type labels but grouped Sncg to
Vip as it contained only 6 cells. We also downloaded 599
reconstructions of retinal ganglion cell dendrites from neu-
romorpho (Ascoli et al., 2007) that were originally collected
by Reinhard et al. (2019). Here, we used the cell type la-
bels assigned by the authors which were based on the cells’
stratification pattern within the inner plexiform layer.

2 by

A
CaaN
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Figure 2. A random subset of two morphologies for each popula-
tion within each dataset. a) Artificially generated data (brown: P1,
antique pink: P2, beige: P3, inset: xz view). b) Excitatory cell
dendrites from mouse M1 (green: Tufted, dark blue: Untufted,
light blue: Others, inset: xy view). ¢) Inhibitory cells from mouse
MI1. Axons are in color, dendrites are in grey (yellow: Sst, pink:
Pvalb, purple: Vip, rose: Lamp5, inset: xy view). d) One example

for eight out of 14 populations of retinal ganglion cell dendrites
(inset: xz view). Somata are indicated by a black square.

All real reconstructions were soma centered and resam-
pled to reduce the number of nodes within each reconstruc-
tion (sampling distance see Table 1). The 3D coordinates

'https://download.brainimagelibrary.org/
3a/88/3a88a7687ab66069/
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were rescaled by a factor of 100 to allow transfer learn-
ing from the MORPHVAE trained on artificial data. We
set the walk length to [ = 32 when generating the walk
matrices My, and split the data into a stratified training,
validation, and test set of the sizes reported in Table 1. Due
to the imbalance in class sizes we report balanced accuracy
(accpq = w, with TPR = T—; and TNR = %)
for the analyses in Section 3.2. For a more detailed account
of each data set, see the Appendix.

2.6. Training

On the artificial dataset we fit the entire model over 150
epochs using the Adam optimizer (Kingma & Ba, 2014)
with a batch size of 128 and an initial learning rate of 0.01
that we half at every 50 epochs. Additionally, we employed
teacher forcing (Lamb et al., 2016) at a rate of 50% to train
the decoder and we regularized the model using dropout
(Srivastava et al., 2014) in the input layers of the encoder,
the decoder and the classification head, and in both LSTMs.
To find the optimal values for the network dimensions and
pooling operations we performed a grid search and took the
model with the best average validation performance over
three Glorot initializations (Glorot & Bengio, 2010) (for
details, see Appendix). The best performing model used a
hidden and a latent dimension of m = k = 32, a variance
of k = 500 and max-pooling. On the M1 data, fitting the
model from scratch was unsuccessful, probably due to the
low sample size. Thus, we first fit the model as described
above but on an artificial dataset that included more diverse
neurons (for details, see Appendix) and employed random
scaling as that improved the quality of the reconstructions.
We then fine-tuned this model for another 200 epochs (with-
out random scaling) on each of the M1 datasets. The model
sucessfully trained on the RGC data without pre-training,
but pre-training led to better results. We therefore report the
results of the pre-trained models throughout.

2.7. Embeddings, classification and density maps

To visualize the encoded representation of walks, u;, in
two dimensions we used openTSNE (Policar et al., 2019),
an open and fast implementation of t-distributed stochastic
neighbor embedding (t-SNE) (Van der Maaten & Hinton,
2008), with PCA-initialization, cosine distance and a per-
plexity of 200 (Kobak & Berens, 2019). For the embedding
of the neuron representations r7, we used a perplexity of 30.
We show the embeddings on test data for the model with the
best performance in each condition unless stated otherwise.

To evaluate the neuron representation using a ‘upper bound
on discriminability’, we used a k-nearest neighbor classifier
(k = 5) as implemented in scikit-learn (Pedregosa
etal., 2011). We fit the classifier on the representations 1,
of the training data for each of the three model initialization

and evaluated on the respective encoding of the test data. We
report averages across the three initializations throughout.

We computed density maps and morphometric statistics us-
ing the MorphoPy toolbox (Laturnus et al., 2020b). For the
density maps, we sampled equidistant points with 0.1 pm
(toy data) and 1 um (all other data) spacing along each neu-
rite of T" and normalized the resulting point cloud to lie
between 0 and 1. We chose the normalization ranges glob-
ally within each dataset to preserve relative sizes between
cells. The normalized point cloud was then projected onto
the cardinal planes or axes (toy data: zy, M1 EXC/M1 INH:
xz, RGC: z), and binned into 20 equidistant bins along each
direction. We smoothed the resulting histograms by con-
volving them with a 11-bin Gaussian kernel with a varying
standard deviation of o € [.5, 1, 2] bins to find the best pro-
jection. We treated the density maps as flattened vectors
and reduced them to as many principal components (PC) as
needed to keep more than 95% of the variance (for details,
see Appendix). We used the morphometric statistics as they
are implemented in the toolbox per default.

2.8. TREES Toolbox

To compare our generative model with existing work, we
generated reconstructions of all test set neurons in each
real dataset using the TREES Toolbox (Cuntz et al., 2011).
For this we generated a 3D image stack of each neuron
(for details, see Appendix), passed them through a custom
MATLAB script, and sampled one new morphology per
stack.

3. Results

3.1. Model performance on the artificial dataset
3.1.1. TRAINING AND ABLATION STUDY

First, we validated the model on the artificial dataset. We
started with a fully supervised setting, where the model at-
tempted to reconstruct the neural morphologies and classify
the neurons correctly based on their latent representation 7.
In this setting, the classification head was fully trained after
100 epochs and its loss plateaued while the autoencoder
still improved its performance. One run over 150 epochs on
the 750 training morphologies took about 2 hours on one
NVIDIA Titan Xp GPU with 12 GB memory.

To investigate if the model can also be trained in a semi- or
unsupervised setting, we systematically changed the amount
of labels provided to the classification head during training
from 100% to 0% of labels, moving from a fully supervised
to a semi-supervised and unsupervised setting (Table. 2). We
noticed that the reconstruction loss changed from 519.4 +
14.5to 575 + 11.7 (mean = standard deviation across three
initializations) when not allowing access to the cell type
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labels, indicating that label information also helped the
generative model to create better walk reconstructions.

We studied the influence of training set size on model per-
formance by reducing the amount of training data in steps of
150 samples. Hereby, the model reconstructed reasonably
well until n = 450 (617.1 & 11.7; mean + SD) and then
deteriorated quickly (Table 2).

We also varied the

walk length [ to Model Rec-Loss Class-Loss
assess its influence Standard  519.4 +14.5 19.0 + 1.3
on the model  n=600 586.3+3.8 244+1.
performance If 1 n=450 617.1+11.7 30.8+4.5
! : n=300 793.5+61.1 34.4+1.
is chosen too short, n=150 1268.4 +47.3 64.9+6.1
the structure of Shuffled 557.5 & 4. 291.4 £+ 2.
each neuron can- No labels 575.4+11.7 71.6 2.6
not be accurately =8 3737.8 +£295.6 37.1+11.

[, 1=32 583.4 £ 6.1 25.7 £ 2.8
sampled, if it is

chosen too long

it creates strong Table 2. Reconstruction and classifica-
zero-padding  in tion loss on the test set when ablating
the walk matrix different parameters during training on
M. Both settings the artificial dataset. .\lglues denote the
were harmful to mean i §t.an§1arc.1 deviation across three
the model but model initializations.

choosing it too
short was more severe (Table 2).

3.1.2. LEARNED NEURON REPRESENTATIONS IN
MORPHVAE

We next studied the quality of the learned neural represen-
tation 7. To this end, we created a 2D visualization of all
7, in the test set using t-SNE (Van der Maaten & Hinton,
2008). This revealed three distinct, well separated clusters
for each population, especially if a high fraction of labels
was used (Fig. 3a). The separability slowly decreased with
decreasing number of cell type labels until the cluster for
population P2 and P3 started to merge (Fig. 3a). Yet, even
a moderate amount of labels yielded very accurate represen-
tations of the three cell types, and also without labels, the
representations of the three types did not overlap.

Figure 3. a) T-SNE embeddings of the neural representations rr;
for the artificial data for the best performing models using 90%,
50% or 10% of labels during training. b) Same as in a using the
first 10 PCs of XY density maps as neural representation.

Additionally, we quantified the discriminability of the
learned neural representations training a 5-nearest neigh-
bor classifier on the respective features when using different
amounts of the labels (100%, 90%, 50%, 10%, 0%). The
prediction accuracy on test data was close to perfect when all
labels were used (98% == 0%, mean == SEM across initializa-
tions) and worsened only slightly for the fully unsupervised
case (94% =+ 2%).

We compared our findings to the performance when using
XY density maps as a predictor of cell type label. Density
maps project the neural point cloud onto a plane or an axis
and have been a classical descriptor in cell typing studies
(Jefferis et al., 2007; Siimbiil et al., 2014; Laturnus et al.,
2020a). We found that the MORPHVAE representation
had much better separability both in terms of visualization
(Fig. 3b) and in terms of prediction accuracy (Table 3).

3.1.3. WALK LATENT SPACE ENCODES WALK LENGTH
AND DIRECTION

We also explored the structure of the learned latent space for
3D-walks using 2D visualizations with t-SNE. This space
was highly ordered and contained information about the
walk length and general direction of each walk in terms of
x-, y-, and z-coordinates of its tip (Fig. 4a—d). Also, our cell
type labels changed gradually over the walk representation
(Fig. 4e) which explains the emergence of the separated
neuron representation even in the unsupervised case.

a b c
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Figure 4. T-SNE representation of the encoded walks p; for the
artificial data colored by walk length (a), by x-value (b), by y-value
(c) and by z-value (d) of the tip as well as by cell type label (e)
of each neuron that the walk was sampled from. f) Original walk
(black) and five decoded samples (grey) using different variances
during the sampling in the VMF latent space. A low x induces a
high variance and vice versa.

The reconstruction performance for single 3D-walks was
good, with reconstructed walks being slightly smoothed as
to be expected from MSE loss (Fig. 4f). Additionally, we
were able to control the faithfulness of the reconstruction by
varying the variance « during sampling in the vMF latent
space. For large x, i.e. small variance, the reconstructions
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were close to the input while small x resulted in larger
deviations (Fig. 4f).

3.1.4. SAMPLING MORPHOLOGIES WITH MORPHVAE

Finally, we sampled new morphologies from reference neu-
rons in our dataset using MORPHVAE (Fig. 5a). For this,
we encoded the walk matrix of each reference neuron in the
latent space and sampled new walk matrices as described
in Section 2.4 using three different sampling variances
(k € [100, 300, 500]). The resulting morphologies agreed
well in overall shape and closely matched the observed dis-
tributions for certain morphometric statistics (e.g. maximal
branch orders, mean soma exit angle and tree asymmetry;
Fig. 5b, upper row). However, geometric features like the
width, and the depth or branching angles within the morpho-
logical tree were consistently underestimated, especially in
population P3 (Fig. 5b, lower row), which might be related
to the smoothing properties of MSE. In this dataset there
was no ~ that was clearly superior to the others in terms
of matching the observed morphometrics but, as expected,
higher x yielded narrower distributions (Fig. 5b).
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Figure 5. a) Ground truth examples and two new samples thereof
(k = 500) for each of the three populations. The underlying un-
clustered 3D-walks are shown in grey. b) Distributions of selected
morphometric statistics for the test neurons in each population
(colored) and the sampled neurons using different values of &
during sampling in the latent space (grey). Lines indicate the
medians.

3.2. MORPHVAE on real data

After we validated our approach on the artificial data, we ap-
plied the MORPHVAE model on three diverse real datasets

Dataset Np  Representation  Accuracy

Toy 3 rr (100%) 98% + 0
rr (0%) 94% + 2
DMy(oc =2) 90%

M1 EXC 3 rr (100%) 70% + 5
rr (0%) 58% £ 7
DM,.(c =1) 60%

M1 INH 4 rr (50%) 56% =+ 8
rr (0%) 52% + 7
DM,.(c=1) 66%

RGC 14 r7 (90%) 51% + 6
rr (0%) 33% +£5
DM.(oc =1) 53%

Table 3. Balanced classification accuracy on the test set using the
learned neuron representation r7 (mean &= SEM across initializa-
tions) and the best competing density map. The values in brackets
indicate the amount of labels used during training or the width of
the smoothing kernel for density map generation.

of neural reconstructions: excitatory pyramidal cell den-
drites (M1 EXC, Fig. 2b), inhibitory cell axons (M1 INH,
Fig. 2¢), and retinal ganglion cell dendrites (RGC, Fig. 2d).
We employed transfer learning where the model was first
trained on an adjusted artificial dataset with random scaling
and then fine-tuned on the real data. This was necessary as
both M1 datasets were too small to be trained from scratch
but this also improved the reconstruction accuracy for the
RGC data (48.9 £4.13 vs 67.6 = 1.77).

In contrast to the artificial data, the reconstruction loss was
best when using no labels during training (M1 EXC: 66.42+
2.28, mean =+ SD across initializations; M1 INH: 203.94 +
5.22; RGC: 48.9 £ 4.13) but the fully supervised setting
was only slightly worse (M1 EXC: 83.97 & 10.34; M1 INH:
235.83 £ 11.74; RGC: 74.56 + 3.05). Nevertheless, this
might indicate that classification and reconstruction denote
competing tasks on the latent space for real data.

We used a 5-nearest neighbor classifier to predict the cell
type labels on the neural representations learned with dif-
ferent amounts of labelled data and reported the balanced
classification accuracy on the test data for each dataset (Ta-
ble 3). The accuracy was good for the representations of
excitatory neurons (70% =+ 5; mean + SEM) and better
than the best performing density map (60%). For the in-
hibitory neurons and the RGCs, the accuracy was clearly
above chance level but here density maps performed slightly
better. Interestingly, for the inhibitory neurons, the best
performing representation used only 50% of labelled data
(56% =+ 8) and was just marginally better than the fully un-
supervised representation (52% =+ 7). Nevertheless, using
label information during training improved the structure in
the neuron latent space generally (Fig. 6a, ¢, and e), and
for RGCs in particular where a clear separation emerged
between ON and OFF cells (Fig. 6e).
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Figure 6. a) T-SNE embeddings of the neural representations 77, for the dendrites of excitatory cells in M1 for the best performing models
using 100% and 0% of labels during training. We create the embedding on the training data (no edges) and project the validation data
(squares, black edges) and the test data into it (black edges; k = 5, perplexity=5). b) One ground truth example and one new sample
thereof (x = 500, inset: xy) for each of the three excitatory populations. The underlying un-clustered 3D-walks are shown in grey. ¢)
T-SNE embedding for axons of inhibitory cells in M1 as in a. d) One ground truth example and one new sample thereof (x = 500, inset:
zy) for each of the four inhibitory populations. e) T-SNE embedding as in a) for the retinal ganglion cell dendrites. f) One ground truth
example and one new sample thereof (k = 500, inset: xz) for four example neurons.

Newly sampled morphologies matched their reference neu-
rons well in overall shape for all three datasets, and often
regardless of the cell type label (Fig. 6b, d, f). The model
successfully learned to recreate tufted and untufted exci-
tatory cells, for example, or the prominent bistratification
of ON-OFF direction selective RGCs (Fig. 6 f). Investi-
gating the morphometric statistics of the newly sampled
data revealed that pre-training with random scaling ame-
liorated the underestimation of neural size as width, depth,
and height were now comparable with those of the true
populations (data shown in Appendix). Hereby, x > 100
generally created better results, yet, the model consistently
underestimated the mean branch angles and the median path
angles, and created nodes with an unrealistic high degree
of branching which we believe to be related to the post-hoc
clustering of the sampled walk matrices.

We also created new samples of the same neurons using
the TREES Toolbox (Cuntz et al., 2011) (Section 2.8) and
extracted their morphometric statistics for comparison with
MORPHVAE (data shown in Appendix). While the overall
match was good for TREES, it often generated narrower
distributions for each statistic than what was indicated by
the ground truth data.

Finally, we compared the runtime during morphology sam-
pling for the MORPHVAE model and the TREES Toolbox
in MATLAB Online. Hereby we constrained our system to
the same amount of CPUs as provided by MATLAB (16
CPUs) and disabled GPU processing for a fair comparison
(for details, see Appendix). The runtime was similar for

both models during sampling and tree construction (Ours:
0.53s + 0.03, TREES: 0.64s 4 0.64; mean &+ SD), but dif-
fered considerably during data loading (Ours: 6.77s & 0.83,
TREES: 16.49s + 1.19). Note, that the TREES Toolbox
needs to load a new image stack for each neuron separately
while MORPHVAE encodes the reference walk matrices
once for each batch which gives it a strong computational
advantage. MORPHVAE additionally allows GPU process-
ing which cut the encoding time in half (Ours: 2.94s+0.01).

Thus, MORPHVAE denotes an efficient generative model
that can be used to sample realistic looking neurons from
a diverse set of examples while yielding informative low-
dimensional embeddings at the same time.

4. Discussion

We presented MORPHVAE, an efficient and unsupervised
generative model of neural morphologies based on 3D-
walks. On multiple diverse datasets MORPHVAE was able
to generate new morphologies from reference neurons with
a controlled degree of variation that matched key charac-
teristics of their biological counterparts without explicitly
incorporating biological constraints. Additionally, MOR-
PHVAE yielded a representation for neuron morphologies
that integrated label information in a semi-supervised fash-
ion and that was at least as good as commonly used density
maps in distinguishing different cell types.
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4.1. Related Work

Learning representations from raw morphological data has
only been explored in one further study so far. Zhang et al.
(2021) recently trained LSTMs on morphological recon-
struction files coupled with convolutional networks on den-
sity maps to successfully classify several types of rat neu-
rons. Their model does not allow for the generation of
new data, however. Here, different approaches have been
suggested in the past, which we will briefly review below.

Sampling based methods, for example, start with a simple
morphological shape and make small changes iteratively
using e.g. Markov-Chain Monte-Carlo (MCMC) methods
(Serene, 2013; Farhoodi & Kording, 2018). These methods
are computationally extremely expensive, especially if the
morphologies are large. Similarly, mechanistic growth mod-
els actively grow neurites from the soma outwards using
biologically plausible operations which are triggered accord-
ing to preset rules or by ‘environmental cues’ (van Pelt &
Schierwagen, 2004; Memelli et al., 2013; Torben-Nielsen &
De Schutter, 2014; Kassraian-Fard et al., 2020). These meth-
ods can be reasonably efficient and allow inference about
biological processes, but choosing their parameters is typi-
cally not straightforward if one wants to achieve convincing
neuron shapes.

Hierarchical models grow neuron segments iteratively by
sampling from estimated morphometric priors that deter-
mine e.g. segment length, radius or branch angle. This
process is repeated until the entire neuron matches the origi-
nal neuron or neuron class with respect to a set of selected
statistics. This approach has been successfully employed to
grow cortical pyramidal neurons (Eberhard et al., 2006), and
motor neuron and Purkinje cell dendrites (Palombo et al.,
2019) but, again, it needs careful selection over the morpho-
metric priors. Similarly, Cuntz et al. (2011) sample 2D and
3D point clouds from an averaged density map and subse-
quently connect the sampled points via a modified minimal
spanning tree algorithm that incorporates the optimization
of cytoplasmic volume, space and conduction time. A simi-
lar approach that is based on synaptic target points is taken
by Bingham et al. (2020).

Thus, MORPHVAE provides an efficient alternative for gen-
erating neuron morphologies that can operate on a large set
of possibly diverse neuron morphologies, while learning a
generative model for all of these jointly. Once trained, we
can use MORPHVAE to sample an unlimited number of mor-
phologies from a reference neuron without much additional
computational cost. Moreover, MORPHVAE incorporates
cell type diversity and representation learning directly and
provides an embedding of neuron morphologies, which can
be used for exploratory analysis and visualization.

4.2. Limitations

Although the neurons sampled from the MORPHVAE model
looked realistic even to experts, our model consistently un-
derestimated the average branch angles for all neurons. As
this is introduced by the post-hoc clustering of the sampled
walks, future work will need to explore other aggregation
schemes, and conditional sampling of the walks in Mr.
Furthermore, the learned neuron representations cannot be
uniquely inverted back into their respective walk matrix
which makes meaningful interpolation between different
morphologies difficult. A possible remedy could be the
interpolation between matched walks in the encoded latent
space Z, similar to what has been proposed by Batabyal
et al. (2020).

4.3. Future work

The MORPHVAE model allows to generate diverse sets of
neurons with a controlled amount of variation which will be
valuable for large-scale simulations and network analysis.
It may further generate ground truth data to assess and
improve reconstruction algorithms for light- and electron
microscopy data (Peng et al., 2010; Helmstaedter et al.,
2013; Bria et al., 2016). Finally, through the incorporated
representation learning, MORPHVAE will facilitate further
research into the morphological diversity of cell types in the
brain, which form the building blocks of the neural circuits
underlying perception, decision making, memory and motor
action. As MORPHVAE learns a generative distribution of
plausible and possible walks through neural reconstructions
it might also help to detect morphological anomalies in
development or neurological diseases.

Acknowledgements

This work was supported by the German Federal Ministry
of Education and Research (BMBF) through the Bern-
stein Award (01GQ1601) and the Tiibingen AI Center
(FKZ: 01IS18039A), and the German Research Foundation
(DFG) through a Heisenberg professorship (BE5601/4-1)
and the Excellence Strategy EXC 2064/1 (project number
390727645).

References

Armananzas, R. and Ascoli, G. A. Towards the automatic
classification of neurons. Trends in Neurosciences, 38(5):
307-318, 2015.

Ascoli, G. A., Donohue, D. E., and Halavi, M. Neuromor-
pho. org: a central resource for neuronal morphologies.
Journal of Neuroscience, 27(35):9247-9251, 2007.

Batabyal, T., Condron, B., and Acton, S. T. Neuropath2path:
Classification and elastic morphing between neuronal


https://doi.org/10.1101/2021.06.14.448271
http://creativecommons.org/licenses/by-nc/4.0/

bioRxiv preprint doi: https://doi.org/10.1101/2021.06.14.448271,; this version posted June 15, 2021. The copyright holder for this preprint

(which was not certified by peer review) is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made

available under aCC-BY-NC 4.0 International license.

MorphVAE: Generating Neural Morphologies from 3D-Walks

arbors using path-wise similarity. Neuroinformatics, 18
(3):479-508, 2020.

Bingham, C. S., Mergenthal, A., Bouteiller, J.-M. C., Song,
D., Lazzi, G., and Berger, T. W. Roots: An Algorithm
to Generate Biologically Realistic Cortical Axons and
an Application to Electroceutical Modeling. Frontiers in
Computational Neuroscience, 14:13, 2020.

Bowman, S. R., Vilnis, L., Vinyals, O., Dai, A. M., Joze-
fowicz, R., and Bengio, S. Generating Sentences from
a Continuous Space. arXiv preprint arXiv:1511.06349,
2015.

Bria, A., Tannello, G., Onofri, L., and Peng, H. TeraFly: real-
time three-dimensional visualization and annotation of
terabytes of multidimensional volumetric images. Nature
methods, 13(3):192-194, 2016.

Cuntz, H., Forstner, F., Borst, A., and Hiusser, M. The trees
Toolbox — Probing the Basis of Axonal and Dendritic
Branching. Neuroinformatics, 9(1):91-96, 2011.

Davidson, T. R., Falorsi, L., De Cao, N., Kipf, T., and Tom-
czak, J. M. Hyperspherical Variational Auto-Encoders.
34th Conference on Uncertainty in Artificial Intelligence
(UAI-18), 2018.

DeFelipe, J., Lopez-Cruz, P. L., Benavides-Piccione, R.,
Bielza, C., Larrafiaga, P., Anderson, S., Burkhalter, A.,
Cauli, B., Fairén, A., Feldmeyer, D., et al. New insights
into the classification and nomenclature of cortical gabaer-
gic interneurons. Nature Reviews Neuroscience, 14(3):
202-216, 2013.

Eberhard, J. P., Wanner, A., and Wittum, G. Neugen: a
tool for the generation of realistic morphology of cortical
neurons and neural networks in 3d. Neurocomputing, 70
(1-3):327-342, 2006.

Farhoodi, R. and Kording, K. P. Sampling Neuron Mor-
phologies. BioRxiv, pp. 248385, 2018.

Glorot, X. and Bengio, Y. Understanding the difficulty
of training deep feedforward neural networks. In Pro-
ceedings of the Thirteenth International Conference on
Artificial Intelligence and Statistics, pp. 249-256. JMLR
Workshop and Conference Proceedings, 2010.

Helmstaedter, M., Briggman, K. L., Turaga, S. C., Jain, V.,
Seung, H. S., and Denk, W. Connectomic reconstruction

of the inner plexiform layer in the mouse retina. Nature,
500(7461):168-174, 2013.

Hill, S. L., Wang, Y., Riachi, 1., Schiirmann, F., and
Markram, H. Statistical connectivity provides a sufficient
foundation for specific functional connectivity in neocor-
tical neural microcircuits. Proceedings of the National
Academy of Sciences, 109(42):E2885-E2894, 2012.

Hochreiter, S. and Schmidhuber, J. Long Short-Term Mem-
ory. Neural Computation, 9(8):1735-1780, 1997.

Jefferis, G. S., Potter, C. J., Chan, A. M., Marin, E. C.,
Rohlfing, T., Maurer Jr, C. R., and Luo, L. Compre-
hensive Maps of Drosophila Higher Olfactory Centers:
Spatially Segregated Fruit and Pheromone representation.
Cell, 128(6):1187-1203, 2007.

Kanari, L., Ramaswamy, S., Shi, Y., Morand, S., Meystre,
J., Perin, R., Abdellah, M., Wang, Y., Hess, K., and
Markram, H. Objective morphological classification of
neocortical pyramidal cells. Cerebral Cortex, 29(4):1719—
1735, 2019.

Kassraian-Fard, P., Pfeiffer, M., and Bauer, R. A generative
growth model for thalamocortical axonal branching in
primary visual cortex. PLoS Computational Biology, 16
(2):¢1007315, 2020.

Kingma, D. P. and Ba, J. Adam: A Method for Stochastic
Optimization. arXiv preprint arXiv:1412.6980, 2014.

Kobak, D. and Berens, P. The art of using t-sne for single-
cell transcriptomics. Nature Communications, 10(1):1—
14, 2019.

Lamb, A., Goyal, A., Zhang, Y., Zhang, S., Courville,
A., and Bengio, Y. Professor Forcing: A New Algo-
rithm for Training Recurrent Networks. arXiv preprint
arXiv:1610.09038, 2016.

Laturnus, S., Kobak, D., and Berens, P. A systematic evalu-
ation of interneuron morphology representations for cell
type discrimination. Neuroinformatics, 18(4):591-609,
2020a.

Laturnus, S., von Daranyi, A., Huang, Z., and Berens, P.
MorphoPy: A python package for feature extraction of
neural morphologies. Journal of Open Source Software,
5(52):2339, 2020b.

Markram, H., Toledo-Rodriguez, M., Wang, Y., Gupta, A.,
Silberberg, G., and Wu, C. Interneurons of the neocortical
inhibitory system. Nature Reviews Neuroscience, 5(10):
793-807, 2004.

Memelli, H., Torben-Nielsen, B., and Kozloski, J. Self-
referential forces are sufficient to explain different den-
dritic morphologies. Frontiers in Neuroinformatics, 7:1,
2013.

Palombo, M., Alexander, D. C., and Zhang, H. A gener-
ative model of realistic brain cells with application to
numerical simulation of the diffusion-weighted mr signal.
Neurolmage, 188:391-402, 2019.


https://doi.org/10.1101/2021.06.14.448271
http://creativecommons.org/licenses/by-nc/4.0/

bioRxiv preprint doi: https://doi.org/10.1101/2021.06.14.448271,; this version posted June 15, 2021. The copyright holder for this preprint

(which was not certified by peer review) is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made

available under aCC-BY-NC 4.0 International license.

MorphVAE: Generating Neural Morphologies from 3D-Walks

Paszke, A., Gross, S., Massa, F., Lerer, A., Bradbury,
J., Chanan, G., Killeen, T., Lin, Z., Gimelshein, N.,
Antiga, L., et al. Pytorch: An Imperative Style, High-
Performance Deep Learning Library. arXiv preprint
arXiv:1912.01703, 2019.

Pedregosa, F., Varoquaux, G., Gramfort, A., Michel, V.,
Thirion, B., Grisel, O., Blondel, M., Prettenhofer, P.,
Weiss, R., Dubourg, V., et al. Scikit-learn: Machine
Learning in Python. The Journal of Machine Learning
research, 12:2825-2830, 2011.

Peng, H., Ruan, Z., Long, F., Simpson, J. H., and Myers,
E. W. V3d enables real-time 3d visualization and quanti-
tative analysis of large-scale biological image data sets.
Nature Biotechnology, 28(4):348-353, 2010.

Policar, P. G., Strazar, M., and Zupan, B. openTSNE: a
modular Python library for t-sne dimensionality reduction
and embedding. BioRxiv, pp. 731877, 2019.

Ramén y Cajal, S. Histologie du systéme nerveux de
U’homme & des vertébrés: Cervelet, cerveau moyen,
rétine, couche optique, corps strié, écorce cérébrale
générale & régionale, grand sympathique, volume 2. A.
Maloine, 1911.

Reinhard, K., Li, C., Do, Q., Burke, E. G., Heynderickx, S.,
and Farrow, K. A projection specific logic to sampling vi-
sual inputs in mouse superior colliculus. Elife, 8:e50697,
2019.

Scala, F., Kobak, D., Bernabucci, M., Bernaerts, Y., Cadwell,
C.R., Castro, J. R., Hartmanis, L., Jiang, X., Laturnus, S.,
Miranda, E., et al. Phenotypic variation of transcriptomic
cell types in mouse motor cortex. Nature, pp. 1-7, 2020.

Scorcioni, R., Polavaram, S., and Ascoli, G. A. L-measure:
a web-accessible tool for the analysis, comparison and
search of digital reconstructions of neuronal morpholo-
gies. Nature protocols, 3(5):866, 2008.

Serene, S. R. Generative probabilistic models of neuron
morphology. PhD thesis, Massachusetts Institute of Tech-
nology, 2013.

Srivastava, N., Hinton, G., Krizhevsky, A., Sutskever, L.,
and Salakhutdinov, R. Dropout: A Simple Way to Pre-
vent Neural Networks from Overfitting. The Journal of
Machine Learning Research, 15(1):1929-1958, 2014.

Siimbiil, U., Song, S., McCulloch, K., Becker, M., Lin,
B., Sanes, J. R., Masland, R. H., and Seung, H. S. A
genetic and computational approach to structurally clas-

sify neuronal types. Nature Communications, 5(1):1-12,
2014.

Sutskever, 1., Vinyals, O., and Le, Q. V. Sequence to Se-
quence Learning with Neural Networks. arXiv preprint
arXiv:1409.3215, 2014.

Torben-Nielsen, B. and De Schutter, E. Context-aware
modeling of neuronal morphologies. Frontiers in Neu-
roanatomy, 8:92, 2014.

Van der Maaten, L. and Hinton, G. Visualizing data using
t-SNE. Journal of Machine Learning Research, 9(11),
2008.

van Pelt, J. and Schierwagen, A. Morphological analysis
and modeling of neuronal dendrites. Mathematical Bio-
sciences, 188(1-2):147-155, 2004.

Wang, Y., Ye, M., Kuang, X., Li, Y., and Hu, S. A simplified
morphological classification scheme for pyramidal cells
in six layers of primary somatosensory cortex of juvenile
rats. IBRO reports, 5:74-90, 2018.

Ward Jr, J. H. Hierarchical Grouping to Optimize an Ob-
jective Function. Journal of the American Statistical
Sssociation, 58(301):236-244, 1963.

Xu, J. and Durrett, G. Spherical Latent Spaces for
Stable Variational Autoencoders. arXiv preprint
arXiv:1808.10805, 2018.

Zhang, T., Zeng, Y., Zhang, Y., Zhang, X., Shi, M., Tang, L.,
Zhang, D., and Xu, B. Neuron type classification in rat
brain based on integrative convolutional and tree-based

recurrent neural networks. Scientific reports, 11(1):1-14,
2021.


https://doi.org/10.1101/2021.06.14.448271
http://creativecommons.org/licenses/by-nc/4.0/

