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ABSTRACT
In this work, information theory has been employed to
study the information transmission at the mossy fibre-
granule cell synaptic relay of the cerebellum. Granule cells
(GCs) are characterised by a limited number of excitatory
and inhibitory synaptic inputs (4 typically), which allowed
us to investigate the cell’s input space extensively. Here,
we present some results of our information theoretic analy-
sis (mutual information, and stimulus-specific information)
of the transmission properties of a single GC obtained by
using both a detailed mathematical model and whole-cell
patch recordings in slices. Our findings indicate that a ma-
jor amount of information is conveyed by the spike time
correlations across the inputs and that long-term synap-
tic plasticity affects the information transmission process
significantly. Interestingly, long-term synaptic potentiation
(LTP) increases the average amount of information trans-
mitted, but not necessarily the contribution of the most in-
formative set of stimuli. In addition, the effect of Golgi cell
inhibition on mossy fibre-granule cell information trans-
fer has been investigated using numerical simulations only.
Synchronisation of Golgi cells improved information trans-
mission through the mossy fibre-granule cell relay. This
observation suggests that theta-frequency oscillations (3-
12 Hz), which are observed in the granular layer in vivo
and are thought to reflect a high level of Golgi cell syn-
chronisation, may enhance information transmission along
the mossy fibre pathway.
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1 Introduction

Neurons process input spike information in complex ways
and many factors enter into play. Synapse dynamics in-
clude numerous interacting mechanisms as neurotransmit-
ter release, diffusion and post-synaptic receptor activation,
and intrinsic electroresponsiveness. Many of these factors
may undergo activity-dependent changes, which have ma-

jor effects on the neuron transmission properties.
This complex neural processing can be analysed by

comparing the information content in the neuron inputs
with that in its output, i.e. by quantifying how much infor-
mation the neural responses convey about the input stimuli.
In this approach, neurons are considered as stochastic com-
munication devices and information theory [1] provides the
mathematical framework, e.g. mutual information (MI), to
quantify their transmission properties. Estimating MI re-
quires to determine the probability distribution of the out-
put spike trains given any input spike train. This method
implies to sample the cell’s input space exhaustively and is
usually unfeasible even for a single neuron due to: (i) the
complexity of the nonlinear processing at the level of in-
dividual synapses, (ii) the large number of synaptic inputs
(typically 103-104), and (iii) their location on spatially ex-
tended dendritic trees with active transmission properties1.
A remarkable exception is provided by cerebellar granule
cells (GCs). These neurons are characterised by a com-
pact electrotonic structure [3] and a very low number of
synapses receiving mossy fibre (MF) afferents (4 on aver-
age). Moreover, their synaptic transmission dynamics and
plasticity have been extensively studied (see [4] and refer-
ences therein). In this study we present an information the-
oretic analysis (mutual information and stimulus-specific
information) of the transmission properties of a single GC
using both a detailed mathematical model and whole-cell
patch recordings in slices. In particular, we focus on how
the information transmitted by a GC is regulated by long-
term synaptic plasticity occurring at the MF-GC synapses.

2 Information transmission in the cerebellar
granular layer

The cerebellar input layer is of particular interest: it is
characterised by a huge number (1011) of tiny cells (gran-
ule cells) that, according to the classical theories by Marr

1Previously, approximations via dimensionality reduction have been
attempted, focusing on the effect of an individual synapse while consider-
ing the rest of the dendritic inputs as background noise [2].
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Figure 1. We assessed the surprise per spike of all stimuli
(left diagram) and examined in more detail the set of stim-
uli providing the largest (and the smallest) contribution to
the overall information. The upper-right panel shows that
the 6 most informative stimuli were those having multiple
coincident spikes across the four mossy fibres. The lower-
right panel displays the least informative input patterns.

and Albus [5, 6], are able to encode afferent information
into a sparse representation that facilitates discrimination of
very similar inputs. In this study, we focus on the MF-GC
synapse, which is an important site of plasticity of the cere-
bellar granular layer. MFs are the primary afferents to the
cerebellar cortex and convey multimodal sensory inputs to
the GCs. Despite their relative simplicity, GCs play an im-
portant role in the cerebellum processing. Indeed, they are
characterised by a complex temporal dynamics [7, 8] capa-
ble of regulating the input-output relationship via synaptic
gain modulation [6, 9]. GCs are inhibited by the activity of
the Golgi interneurons, which are thought to be responsi-
ble for the theta-frequency oscillations (3-12 Hz) observed
in the granular layer in vivo. We will disregard the effects
of Golgi inhibition in the first part of this paper; then, we
will show some preliminary analysis of the effect of Golgi
activity in the last part.

Induction of long-term synaptic potentiation (LTP) at
MF-GC synapses alters the spiking response of GCs [4].
We have measured the information transmitted through a
single GC before and after induction of LTP at MF-GC
synapses, a condition that modifies the neutransmitter re-
lease probability p at the MF synaptic terminals [10]. Ex-
perimental data were obtained by in vitro whole-cell patch
recordings of GCs. To measure MI, one to four of the MFs
were stimulated by a set of spike trains that mimicked the
discharge of GCs following punctuate tactile stimulation
in vivo [11]. Moreover, we have developed a Hodgkin-
Huxley model of a single GC, in which the stochasticity of
neurotransmission is accurately reproduced [4]. The same
stimulation protocol was employed to run numerical sim-
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Figure 2. MI computed between the mossy fibre inputs and
the granule cell responses as a function of the synchronisa-
tion of the Golgi cell inhibition onto granule cells.

ulations and MI was measured while varying the release
probability p at the MF-GC synapses [12].

In a typical experiment or simulation all spike trains
were digitalised (using 10 ms time bins for the input, and 6
ms for the output), and a controlled set of stimuli S (each
stimulus being formed by 4 input spike trains) was cho-
sen. Then, we recorded the elicited neural responses r ∈ R
when one stimulus s ∈ S was repeatedly presented with a
known a priori probability p(s). Once we collected all the
data, we estimated the corresponding joint probabilities,
p(r, s), and the probability distribution of the responses av-
eraged over the stimuli, p(r). The mutual information was
then computed:

I(R;S) =
∑

s∈S

∑

r∈R
p(r, s) log2

[
p(r, s)

p(r)p(s)

]
(1)

Because limited sampling induces a positive bias in
MI values, we corrected our MI estimates by means of a
second order extrapolation [13].

We observed, both in the experiments and in the sim-
ulations, that MI increased as a function of p. This corrob-
orated the working hypothesis that LTP would enhance MI
and suggested that optimal transmission may correspond
to large p values. To further investigate this hypothesis,
we performed a series of simulations to assess the effect of
LTP upon the information transmitted by the subset of the
most informative stimuli [14]. MI is an average measure
of informativeness of a set of stimuli. In order to isolate
the contribution of a single stimulus, we used the stimulus
specific information measure (surprise)[15, 16]:

I(s) =
∑

r∈R
p(r|s) log2

p(r|s)
p(r)

(2)

By measuring the surprise of the most informative
stimuli as a function of the average release probability p,
we found that it initially grew exponentially, and then it
saturated at a plateau for p >= 0.5. So, although MI was



maximised by LTP, the efficient transmission of the most
informative stimuli already occurred at intermediate p val-
ues. These values are of the same order to those mea-
sured in vitro in standard conditions [10]. It also suggests
that at higher p values, it is the least informative stimuli
that increased their overall contribution to MI and not the
most informative ones. These theoretical findings indicate
that neurons as well as synaptic plasticity mechanisms may
have evolved for optimising the transmission of a limited
set of relevant stimuli.

We then inspected the input spike train patterns to
identify those features (e.g. discharge frequency and
spatio-temporal structure) that characterise efficient infor-
mation transfer in the GC. By measuring the contribution of
single stimuli to information as a function of the correlation
across the MFs, we found that the most informative stimuli
were characterised by the presence of multiple coincident
spikes across the four MFs (Fig. 1), whereas no coincident
spikes were observed in the least informative inputs. No-
tice that the most informative stimulus of Fig. 1 has the
same number of spikes of the least informative one. Our re-
sults showed that the spatio-temporal structure of the input
spike train is more relevant than the input spike count to in-
formation transmission. Indeed, correlated activity across
the MF afferents largely contributed to information trans-
mission in the GC. This findings extends a previous study
showing that the GC firing requires the co-activation of two
or more MFs [3].

We also ran a series of numerical simulations to study
the effect of Golgi inhibition on information transmission.
We considered four Golgi cells (GoCs), one for each MF-
GC synapse, firing periodically with a frequency of 10 Hz
with different random phases. We then measured the im-
pact of the synchronisation of the four GoCs on the amount
of information transmitted by the GC. As shown in Fig. 2,
the synchronisation of GoCs largely improved information
transmission through the MF-GC relay. This preliminary
result supports the hypothesis that a synchronous oscilla-
tory behaviour of the GoCs might be relevant to the regula-
tion of information transmission at the level of the MF-GC
synaptic relay.

To summarise, we adopted an information theoretic
approach to characterise the transmission properties of a
single GC by means of both numerical simulations and
whole-cell patch clamp recordings in slices. Our findings
indicate that a major amount of information is conveyed
by the spike time correlations across the inputs and that
long-term synaptic plasticity affects the information trans-
mission process significantly. Interestingly, although LTP
increases the average amount of information transmitted, it
does not necessarily increase the contribution of the most
informative stimuli.

References
[1] C. E. Shannon. A mathematical theory of communication.

Bell System Technical J, 27:379–423, 1948.

[2] M. London, A. Schreibman, M. Hausser, M. E. Larkum, and
I. Segev. The information efficacy of a synapse. Nat Neu-
rosci, 5:332–3404, 2002.

[3] E. D’Angelo, G. De Filippi, P. Rossi, and V. Taglietti.
Synaptic excitation of individual rat cerebellar granule cells
in situ: evidence for the role of NMDA receptors. J Physiol,
484:397–413, 1995.

[4] T. Nieus, E. Sola, J. Mapelli, E. Saftenku, P. Rossi, and
E. D’Angelo. LTP Regulates Burst Initiation and Frequency
at Mossy Fiber-Granule Cell Synapses of Rat Cerebellum:
Experimental Observations and Theoretical Predictions. J
Neurophysiol, 95:686–701, 2006.

[5] D. Marr. A theory of cerebellar cortex. J Physiol,
202(2):437–470, 1969.

[6] J. S. Albus. A theory of cerebellar function. Math Biosc,
10:25–61, 1971.

[7] V. Braitenberg. Is the cerebellar cortex a biological clock in
the millisecond range? Prog Brain Res, 25:334–346, 1967.

[8] J. F. Medina, K. S. Garcia, W. L. Nores, N. M. Taylor, and
M. D. Mauk. Timing mechanisms in the cerebellum: testing
predictions of a large-scale computer simulation. J Neu-
rosci, 20(14):5516–5525, 2000.

[9] S. J. Mitchell and R. A. Silver. Shunting inhibition mod-
ulates neuronal gain during synaptic excitation. Neuron,
38(3):433–445, 2003.

[10] E. Sola, F. Prestori, P. Rossi, V. Taglietti, and E. D’Angelo.
Increased neurotransmitter release during long-term potenti-
ation at mossy fibre-granule cell synapses in rat cerebellum.
J Physiol, 557:843–861, 2004.

[11] P. Chadderton, T. W. Margrie, and M. Hausser. Integration
of quanta in cerebellar granule cells during sensory process-
ing. Nature, 428:856–60, 2004.

[12] O. J.-M. Coenen, M. Bezzi, A. Arleo, T. Nieus, A. D’Errico,
and E. D’Angelo. Quantitative characterization of infor-
mation transmission in a single neuron. Soc Neurosci Abs,
823.3, 2005.

[13] S. P. Strong, R. Koberle, R. R. de Ruyter van Steveninck,
and W. Bialek. Entropy and information in neural spike
trains. Phys Rev Lett, 80(1):197–200, 1998.

[14] M. Bezzi, T. Nieus, A. Arleo, E. D’Angelo, and O. J.-M.
Coenen. Information transfer at the mossy fiber-granule cell
synapse of the cerebellum. Soc Neurosci Abs, 827.5, 2004.

[15] De Weese and Meister. How to measure the information
gained from one symbol. Network: Computation in Neural
Systems, 10, 1999.

[16] M. Bezzi. Quantifying the information transmitted in a sin-
gle stimulus. arXiv.org:q-bio/0601038, 2006.


