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Abstract We consider a conductance-based neural network inspired by the gener-
alized Integrate and Fire model introduced by Rudolph and Destexhe in 1996. We
show the existence and uniqueness of a unique Gibbs distribution characterizing spike
train statistics. The corresponding Gibbs potential is explicitly computed. These re-
sults hold in the presence of a time-dependent stimulus and apply therefore to non-
stationary dynamics.

1 Introduction

Neural networks have an overwhelming complexity. While an isolated neuron can
exhibit a wide variety of responses to stimuli [1], from regular spiking to chaos [2,
3], neurons coupled in a network via synapses (electrical or chemical) may show an
even wider variety of collective dynamics [4] resulting from the conjunction of non-
linear effects, time propagation delays, synaptic noise, synaptic plasticity, and exter-
nal stimuli [5]. Focusing on the action potentials, this complexity is manifested by
drastic changes in the spikes activity, for instance when switching from spontaneous
to evoked activity (see for example A. Riehle’s team experiments on the monkey
motor cortex [6-9]). However, beyond this, complexity may exist some hidden laws
ruling an (hypothetical) “neural code” [10].

One way of unraveling these hidden laws is to seek some regularities or repro-
ducibility in the statistics of spikes. While early investigations on spiking activities
were focusing on firing rates where neurons are considered as independent sources,
researchers concentrated more recently on collective statistical indicators such as
pairwise correlations. Thorough experiments in the retina [11, 12] as well as in the
parietal cat cortex [13] suggested that such correlations are crucial for understanding
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spiking activity. Those conclusions where obtained using the maximal entropy prin-
ciple [14]. Assume that the average value of observables quantities (e.g., firing rate
or spike correlations) has been measured. Those average values constitute constraints
for the statistical model. In the maximal entropy principle, assuming stationarity, one
looks for the probability distribution which maximizes the statistical entropy given
those constraints. This leads to a (time-translation invariant) Gibbs distribution. In
particular, fixing firing rates and the probability of pairwise coincidences of spikes
lead to a Gibbs distribution having the same form as the Ising model. This idea has
been introduced by Schneidman et al. in [11] for the analysis of retina spike trains.
They reproduce accurately the probability of spatial spiking pattern. Since then, their
approach has known a great success (see, e.g., [15—17]), although some authors raised
solid objections on this model [12, 18-20] while several papers have pointed out the
importance of temporal patterns of activity at the network level [21-23]. As a conse-
quence, a few authors [13, 24, 25] have attempted to define time-dependent models
of Gibbs distributions where constraints include time-dependent correlations between
pairs, triplets, and so on [26]. As a matter of fact, the analysis of the data of [11] with
such models describes more accurately the statistics of spatio-temporal spike patterns
[27].

Taking into account all constraints inherent to experiments, it seems extremely
difficult to find an optimal model describing spike trains statistics. It is in fact likely
that there is not one model, but many, depending on the experiment, the stimulus,
the investigated part of the nervous system and so on. Additionally, the assumptions
made in the works quoted above are difficult to control. Especially, the maximal en-
tropy principle assumes a stationary dynamics while many experiments consider a
time-dependent stimulus generating a time-dependent response where the stationary
approximation may not be valid. At this stage, having an example where one knows
the explicit form of the spike trains, probability distribution would be helpful to con-
trol those assumptions and to define related experiments.

This can be done considering neural network models. Although, to be tractable,
such models may be quite away from biological plausibility, they can give hints on
which statistics can be expected in real neural networks. But, even in the simplest ex-
amples, characterizing spike statistics arising from the conjunction of non-linear ef-
fects, time propagation delays, synaptic noise, synaptic plasticity, and external stimuli
is far from being trivial on mathematical grounds.

In [28], we have nevertheless proposed an exact and explicit result for the char-
acterization of spike trains statistics in a discrete-time version of Leaky Integrate-
and-Fire neural network. The results were quite surprising. It has been shown that
whatever the parameters value (in particular synaptic weights), spike trains are dis-
tributed according to a Gibbs distribution whose potential can be explicitly com-
puted. The first surprise lies in the fact that this potential has infinite range, namely
spike statistics has an infinite memory. This is because the membrane potential evo-
lution integrates its past values and the past influence of the network via the leak
term. Although leaky integrate and fire models have a reset mechanism that erases
the memory of the neuron whenever it spikes, it is not possible to upper bound the
next time of firing. As a consequence, statistics is non-Markovian (for recent exam-
ples of non-Markovian behavior in neural models see also [29]). The infinite range of
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the potential corresponds, in the maximal entropy principle interpretation, to having
infinitely many constraints.

Nevertheless, the leak term influence decays exponentially fast with time (this
property guarantees the existence and uniqueness of a Gibbs distribution). As a con-
sequence, one can approximate the exact Gibbs distribution by the invariant proba-
bility of a Markov chain, with a memory depth proportional to the log of the (discrete
time) leak term. In this way, the truncated potential corresponds to a finite number
of constraints in the maximal entropy principle interpretation. However, the second
surprise is that this approximated potential is nevertheless far from the Ising model
or any of the models discussed above, which appear as quite bad approximations. In
particular, there is a need to consider n-uplets of spikes with time delays. This mere
fact asks hard problems about evidencing such type of potentials in experiments. Es-
pecially, new type of algorithms for spike trains analysis has to be developed [30].

The model considered in [28] is rather academic: time evolution is discrete,
synaptic interactions are instantaneous, dynamics is stationary (the stimulus is time-
constant) and, as in a leaky integrate and fire model, conductances are constant. It
is therefore necessary to investigate whether our conclusions remain for more real-
istic neural networks models. In the present paper, we consider a conductance-based
model introduced by Rudolph and Destexhe in [31] called “generalized Integrate and
Fire” (gIF) model. This model allows one to consider realistic synaptic responses
and conductances depending on spikes arising in the past of the network, leading to
a rather complex dynamics which has been characterized in [32] in the deterministic
case (no noise in the dynamics). Moreover, the biological plausibility of this model
is well accepted [33, 34].

Here, we analyze spike statistics in the gIF model with noise and with a time-
dependent stimulus. Moreover, the post-synaptic potential profiles are quite general
and summarize all the examples that we know in the literature. Our main result is to
prove the existence and uniqueness of a Gibbs measure characterizing spike trains
statistics, for all parameters compatible with physical constraints (finite synaptic
weights, bounded stimulus, and positive conductances). Here, as in [28], the cor-
responding Gibbs potential has infinite range corresponding to a non-Markovian dy-
namics, although Markovian approximations can be proposed in the gIF model too.
The Gibbs potential depends on all parameters in the model (especially connectivity
and stimulus) and has a form quite more complex than Ising-like models. As a by-
product of the proof of our main result, additional interesting notions and results are
produced such as continuity, with respect to a raster, or exponential decay of memory
thanks to the shape of synaptic responses.

The paper is organized as follows. In Section 2, we briefly introduce integrate and
fire models and propose two important extensions of the classical models: the spike
has a duration and the membrane potential is reset to a non-constant value. These
extensions, which are necessary for the validity of our mathematical results, render
nevertheless the model more biologically plausible (see Section 9). One of the keys of
the present work is to consider spike trains (raster plots) as infinite sequences. Since
in gIF models, conductances are updated upon the occurrence of spikes, one has to
consider two types of variables with distinct type of dynamics. On the one hand, the
membrane potential, which is the physical variable associated with neurons dynam-
ics, evolves continuously. On the other hand, spikes are discrete events. Conductances
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are updated according to these discrete-time events. The formalism introduced in Sec-
tions 2 and 3 allows us to handle properly this mixed dynamics. As a consequence,
these sections define gIF model with more mathematical structure than the original
paper [31] and mostly contain original results. Moreover, we add to the model sev-
eral original features such as the consideration of a general form of synaptic profile
with exponential decay or the introduction of noise. Section 4 proposes a prelimi-
nary analysis of gIF model dynamics. In Sections 5 and 6, we provide several useful
mathematical propositions as a necessary step toward the analysis of spike statistics,
developed in Section 7, where we prove the main result of the paper: existence and
uniqueness of a Gibbs distribution describing spike statistics. Sections 8 and 9 are
devoted to a discussion on practical consequences of our results for neuroscience.

2 Integrate and fire model

We consider the evolution of a set of N neurons. Here, neurons are considered as
“points” instead of spatially extended and structured objects. As a consequence, we
define, for each neuron k € {1, ..., N}, a variable Vi (¢) called the “membrane poten-
tial of neuron k at time ¢ without specification of which part of a real neuron (axon,
soma, dendritic spine, .. .) it corresponds to. Denote V (¢) the vector (Vi (t)),jcvzl .

We focus here on “integrate and fire models”, where dynamics always consists of
two regimes.

2.1 The “integrate regime”

Fix a real number 6 called the “firing threshold of the neuron”.! Below the threshold,
Vi < 0, neuron k’s dynamics is driven by an equation of the form:

dedﬂ+ngk=ik, ey
t

where Cy is the membrane capacity of neuron k. In its most general form, the neuron
k’s membrane conductance g; > 0 depends on V plus additional variables such as
the probability of having ionic channels open (see, e.g., Hodgkin-Huxley equations
[35]) as well as on time ¢. The explicit form of g in the present model is developed
in Section 3.4. The current ij typically depends on time ¢ and on the past activity of
the network. It also contains a stochastic component modeling noise in the system
(e.g., synaptic transmission, see Section 3.5).

'We assume that all neurons have the same firing threshold. The notion of threshold is already an approx-
imation which is not sharply defined in Hodgkin-Huxley [35] or Fitzhugh-Nagumo [40, 41] models (more
precisely it is not a constant but it depends on the dynamical variables [55]). Recent experiments [62—64]
even suggest that there may be no real potential threshold.
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v, ()

Real time t

Integer "spike” time n

Spike time

Fig. 1 Time course of the membrane potential in our model. The blue dashed curve illustrates the shape
of a real spike, but what we model is the red curve.

2.2 LIF model

A classical example of integrate and fire model is the Leaky Integrate and Fire’s (LIF)
introduced in [36] where Equation (1) reads:

dVi Vi i)

dr TL Cy

. @)

where gy is a constant and 77, = C—]’: is the characteristic time for membrane potential
decay when no current is present (‘“leak term”).

2.3 Spikes

The dynamical evolution (1) may eventually lead Vj to exceed 6. If, at some time ¢,
Vi (t) = 6, then neuron k emits a spike or “fires”. In our model, like in biophysics,
a spike has a finite duration § > 0O; this is a generalization of the classical formula-
tion of integrate and fire models where the spike is considered instantaneous. On
biophysical grounds, § is of order of a millisecond. Changing the time units, we may
set § = 1 without loss of generality. Additionally, neurons have a refractory period
Trefr > 0 where they are not able to emit a new spike although their membrane poten-
tial can fluctuate below the threshold (see Figure 1). Hence, spikes emitted by a given
neuron are separated by a minimal time scale

Tsep = 8 + Trefr- 3)
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2.4 Raster plots

In experiments, spiking neuron activity is represented by “raster plots”, namely a
graph with time in abscissa, and a neuron labeling in ordinate such that a vertical bar
is drawn each “time” a neuron emits a spike. Since spikes have a finite duration §
such a representation limits the time resolution: events with a time scale smaller than
6 are not distinguished. As a consequence, if neuron 1 fires at time #; and neuron 2 at
time t, with |t — f1] < § = 1 the two spikes appear to be simultaneous on the raster.
Thus, the raster representation introduces a time quantization and has a tendency to
enhance synchronization. In gIF models, conductances are updated upon the occur-
rence of spikes (see Section 3.2) which are considered as such discrete events. This
could correspond to the following “experiment”. Assume that we measure the spikes
emitted by a set of in vitro neurons and that we use this information to update the
conductances of a model, in order to see how this model “matches” the real neu-
rons (see [34] for a nice investigation in this spirit). Then, we would have to take
into account that the information provided by the experimental raster plot is discrete,
even if the membrane potential evolves continuously. The consequences of this time
discretization as well as the limit § — O are developed in the discussion section.

As a consequence, one has to consider two types of variables with distinct type of
dynamics. On the one hand, the membrane potential, which is the physical variable
associated with neuron dynamics, evolves with a continuous time. On the other hand,
spikes, which are the quantities of interest in the present paper, are discrete events.
To properly define this mixed dynamics and study its properties, we have to model
spikes times and raster plots.

2.5 Spike times

If, at time ¢, Vi (¢) = 0, a spike is registered at the integer time immediately after
t, called the spike time. Choosing integers for the spike time occurrence is a direct
consequence of setting § = 1. Thus, to each neuron k and integer n, we associate a
“spiking state” defined by:

1 if3r € In — 1, n] such that Vi (¢) =06;
0 otherwise.

wy(n) = {

For convenience and in order to simplify the notations in the mathematical de-
velopments, we call [f] the largest integer which is < ¢ (thus [—1.2] = —2 and
[1.2] = 1). Thus, the integer immediately after ¢ is [ + 1] and we have therefore
that wi ([# + 1]) = 1 whenever Vi (¢) = 6. Although, characteristic events in a raster
plot are spikes (neuron fires), it is useful in subsequent developments to consider also
the case when neuron is not firing (wg(n) = 0).

2.6 Reset
In the classical formulation of integrate and fire models, the spike occurs simultane-

ously with a reset of the membrane potential to some constant value Ve, called the
“reset potential”. Instantaneous reset is a source of pathologies as discussed in [32,
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37] and in the discussion section. Here, we consider that reset occurs after the time
delay 7sep > 1 including spike duration and refractory period. We set:

V@) =60 = Vk([t + Tsep]) = Vieset- 4)

The reason why the reset time is the integer number [ + Tqp] instead of the real
I + Tsep is that it eases the notations and proofs. Since the reset value is random (see
below and Figure 1), this assumption has no impact on the dynamics.

Indeed, in our model, the reset value Vieser is not a constant. This is a Gaussian
random variable with mean zero (we set the rest potential to zero without loss of gen-
erality) and variance crl% > 0. In this way, we model the spike duration and refractory
period, as well as the random oscillations of the membrane potential during the re-
fractory period. As a consequence, the value of V; when the neuron can fire again
is not a constant, as it is in classical IF models. A related reference (spiking neurons
with partial reset) is [38]. The assumption that 01% > ( is necessary for our mathemat-
ical developments (see the bounds (37)). We assume O'I% to be small to avoid trivial
and unrealistic situations where Vieger > 6 with a large probability leading the neuron
to fire all the time. Note, however, that this is not a required assumption to estab-
lish our mathematical results. We also assume that, in successive resets, the random
variables Vieger are independent.

2.7 The shape of membrane potential during the spike

On biophysical grounds, the time course of the membrane potential during the spike
includes a depolarization and re-polarization phase due to the non-linear effects of
gated ionic channels on the conductance. This leads to introduce, in modeling, addi-
tional variables such as activation/inactivation probabilities as in the Hodgkin-Huxley
model [35] or adaptation current as, e.g., in FitzHugh-Nagumo model [39-42] (see
the discussion section for extensions of our results to those models). Here, since we
are considering only one variable for the neuron state, the membrane potential, we
need to define the spike profile, i.e., the course of Vi (¢) during the time interval
(¢, [t + Tsepl). It turns out that the precise shape of this profile plays no role in the de-
velopments proposed here, where we concentrate on spike statistics. Indeed, a spike
is registered whenever Vi (¢) = 6, and this does not depend on the spike shape. What
we need is therefore to define the membrane potential evolution before the spike,
given by (1), and after the spike, given by (4) (see Figure 1).

2.8 Mathematical representation of raster plots

The “spiking pattern” of the neural network at integer time n is the vector w(n) =
(a)k(n)),iv:l. For m < n, we note o}, = {w(m)w(m + 1)---w(n)} the ordered se-

quence of spiking patterns between m and n. Such sequences are called spike blocks.

1 »n 1

Additionally, we note that wj, ~ Wy, = w},, the concatenation of the blocks wnl”
and o)) -

Call A= {0, 1}V the set of spiking patterns (alphabet). An element of X &ef AZ,

i.e., a bi-infinite ordered sequence w = {w(n)},fi’i o Of spiking patterns, is called a
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“raster plot”. It tells us which neurons are firing at each time n € Z. In experiments,
raster plots are obviously finite sequences of spiking pattern but the extension to Z,
especially the possibility of considering an arbitrary distant past (negative times), is
a key of the present work. In particular, the notation w” o refers to spikes occurring
from —oo to n.
To each raster w € X and each neuronindex j =1, ..., N, we associate an ordered
(generically infinite) list of “spike times” {t(r)(a))} (integer numbers) such that
(r)(a)) is the r-th time of firing of neuron j in the raster w. In other words, we
have wj(n) =1if and only if n = t( )(a)) for some r =1, ..., +00. We use here the
following convention. The index £ i 1s used for a post- synaptlc neuron while the index
J refers to pre-synaptic neurons. Spiking events are used to update the conductance
of neuron k according to spikes emitted by pre-synaptic neurons. That is why we
label the spike times with an index j.
We introduce here two specific rasters which are of use in the paper. We note 29

the raster such that w;(n) =0, Vk =1, ..., N, Vn € Z (no neuron ever fires) and 2;
the raster wx(n) =1,Vi =1,..., N, Vn € Z (each neuron is firing at every integer
time).

Finally, we use the following notation borrowed from [43]. We note, for n € Z,
m > (0, and r integer:

0= folr)=oF).Yrein—m,. .. n} ®)

For simplicity, we consider that 7y, the refractory period, is smaller than 1 so
that a neuron can fire two consecutive time steps (i.e., one can have wi(n) = 1 and
wk(n + 1) = 1). This constraint is discussed in Section 9.2.

2.9 Representation of time-dependent functions

Throughout the paper, we use the following convention. For a real function of 7 and
w, we write f (¢, ) for f(t, a)[_l]oo) to simplify notations. This notation takes into ac-
count the duality between variables such as membrane potential evolving with respect
to a continuous time and raster plots labeled with discrete time. Thus, the function
f(t, w) is a function of the continuous variable ¢ and of the spike block a)_oo, where
by definition [#] < ¢, namely f (¢, w) depends on the spike sequences occurring be-
fore t. This constraint is imposed by causality.

2.10 Last reset time

We define 1 (7, w) as the last time before r where neuron k’s membrane potential has
been reset, in the raster w. This is —oo if the membrane potential has never been reset.
As a consequence of our choice (4) for the reset time ¢ (¢, @) is an integer number
fixed by ¢ and the raster before . The membrane potential value of neuron k at time ¢
is controlled by the reset value Vieget at time 74 (¢, w) and by the further subthreshold
evolution (1) from time 7 (¢, w) to time 7.
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3 Generalized integrate and fire models

In this paper, we concentrate on an extension of (2), called “generalized Integrate-
and-Fire” (gIF), introduced in [31], closer to biology [33, 34], since it considers more
seriously neurons interactions via synaptic responses.

3.1 Synaptic conductances

Depending on the neurotransmitter they use for synaptic transmission (AMPA,
NMDA, GABA A, GABA B [44]), neurons can be excitatory (population &) or in-
hibitory (population 7). This is modeled by introducing reversal potentials E* for
excitatory (typically ET ~ 0 mV for AMPA and NMDA) and E~ for inhibitory
(E~ ~ =70 mV for GABA A and E~ >~ —95 mV for GABA B). We focus here
on one population of excitatory and one population of inhibitory neurons although
extensions to several populations may be considered as well. Also, each neuron is
submitted to a current I (¢). We assume that this current has some stochastic compo-
nent that mimics synaptic noise (Section 3.5).
The variation in the membrane potential of neuron k at time ¢ reads:

dv,
de—tk =—grLi(Vk —EL) — g]ig)([)(Vk — E+) — g,EI)(t)(vk —E7)+ Lk(1), (6)

where gr x is a leak conductance, E; < 0 is the leak reversal potential (about

—65 mV), g,ES) (t) the conductance of the excitatory population and g,EI) (t) the con-
ductance of inhibitory population. They are given by:

g20= g0 &P 0= a0, ™)
je& jeT

where gy is the conductance of the synaptic contact j — k.
We may rewrite Equation (6) in the form (1) setting

£ 7
aO=gri+eS 0+ ),

and
in() =gLiEr + 8 & OET + ¢POE™ + L.

3.2 Conductance update upon a spike occurrence

The conductances gi;(#) in (7) depend on time ¢ but also on pre-synaptic spikes
occurring before ¢. This is a general statement, which is modeled in gIF models as
follows. Upon arrival of a spike in the pre-synaptic neuron j at time t/(.r)(a)), the
membrane conductance of the post-synaptic neuron k is modified as:

2 (1) = g (1] (@) + Grjauj (1 = 1) (@), 1> 1 (w). ®)

In this equation, the quantity G; > 0 characterizes the maximal amplitude of the
conductance during a post-synaptic potential. We use the convention that G¢; = 0 if
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and only if there is no synapse between j and k. This allows us to encode the graph
structure of the neural network in the matrix G with entries Gy;. Note that the Gy;’s
can evolve in time due to synaptic plasticity mechanisms (see Section 9.4).

The function ay; (called “alpha” profile [44]) mimics the time course of the synap-
tic conductance upon the occurrence of the spike. Classical examples are:

_
agj(t) =e “ H(t), &)
(exponential profile) or:
t o
agj(t) = —e ™ H(1), (10)
Tkj

with H the Heaviside function (that mimics causality) and 7i; is the characteristic
decay times of the synaptic response. Since ¢ is a time, the division by 1, ensures
that ay;(7) is a dimensionless quantity: this eases the legibility of the subsequent
equations on physical grounds (dimensionality of physical quantities).

Contrarily to (9) the synaptic profile (10), with o (0) = 0 while o (¢) is maximal
for t = 74, allows one to smoothly delay the spike action on the post-synaptic neuron.
More general forms of synaptic responses could be considered as well. For example,
the o profile may obey a Green equation of type [45]:

Z 02 L) =500,

where k =1, a(o) = 1 ag) = 1, corresponds to (9), and so on.

3.3 Mathematical constraints on the synaptic responses

In all the paper, we assume that the oy;’s are positive and bounded. Moreover, we
assume that:
t d def
oy (t) ~ —e ’kJ = fkj (1), t— +oo, (11D
rkj
for some integer d. So that oy;(¢) decays exponentially fast as t — 400, with a
characteristic time ti;, the decay time of the evoked post-synaptic potential. This
constraint matches all synaptic response kernels that we know (where typically d =
0, 1) [44, 45].
This has the following consequence. For all ¢, M < ¢ integer, r integer, we have,
setting t = {r} + [#], where {¢} is the fractional part:

St —ry= ([l —r+{)= Y ay(n+ir}).
r<M r<M n>[t]|—-M

Therefore, as M — —o0,

t—M

+00 M _
doa=n~ D fyln+in) < / fkj(u)du—Pd<l_ )e ER

r<M n>[t]-M+1 kj
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where Py () is a polynomial of degree d.

We introduce the following (Hardy) notation: if a function f(¢) is bounded from
above, as t — 400, by a function g(¢) we write: f () < g(¢). Using this notation, we
have therefore:

Proposition 1

t— M\ —=M
Zakj(t—r)de< — )e i, (12)

r<M kj

as M — —oo.

Additionally, the constraint (11) implies that there is some a™ < +oo such that,
for all ¢, for all &, j:

it —r) <ot (13)

r<t

Indeed, for n > 0 integer, call Ay;(n) = sup{ay;(n + x); x € [0, 1[}. Then,

+oo +oo
Yt —r)=Y axi(n+{t)) <Y Agi(n).
n=1 n=1

r<t

Due to (11), this series converges (e.g., from Cauchy criterion). We set:
+00
o4 = max Agi(n).
+=ma Zl kj(n)
n=

On physical grounds, it implies that the conductance g remains bounded, even if
each pre-synaptic neuron is firing all the time (see Equation (29) below).

3.4 Synaptic summation

Assume that Equation (8) remains valid for an arbitrary number of pre-synaptic spikes
emitted by neuron j within a finite time interval [s, ¢] (i.e., neglecting non-linear
effects such as the fact that there is a finite amount of neurotransmitter leading to
saturation effects). Then, one obtains the following equation for the conductance gy

at time ¢, upon the arrival of spikes at times tj(r) (w) in the time interval [s, ¢]:

8kj (1) = gkj(s) + Gy;j Z aj (1 — tj(f)(w)).

{ris=t(@)<1)

The conductance at time s, gx; (s), depends on the neuron j’s activity preceding s.
This term is therefore unknown unless one knows exactly the past evolution before s.
One way to circumvent this problem is to taking s arbitrary far in the past, i.e., taking
s — —oo in order to remove the dependence on initial conditions. This corresponds
to the following situation. When one observes a real neural network, the time where
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the observation starts, say ¢ = 0, is usually not the time when the system has begun
to exist, s in our notations. Taking s arbitrary far in the past corresponds to assuming
that the system has evolved long enough so that it has reached sort of a “permanent
regime”, not necessarily stationary, when the observation starts. On phenomenologi-
cal grounds, it is enough to take —s larger than all characteristic relaxation times in
the system (e.g., leak rate and synaptic decay rate). Here, for mathematical purposes,
it is easier to take the limit s — —oo.

Since gj(t) depends on the raster plot up to time ¢, via the spiking times tj(.r) (w),
this limit makes only sense when taking it “conditionally” to a prescribed raster plot
w. In other words, one can know the value of the conductances g; at time ¢ only if
the past spike times of the network are known. We write gi;(¢, @) from now on to
make this dependence explicit.

We set

agj(t, w) =limy, o Z{r-v<t(.')(w)<t} gj (t — t](’)(a)))
1)
— (r)
= 2 et 0y <1) ¥ (r =1 (), (14)

with the convention that )", = 0 so that oy (r, 20) = 0 (recall that € is the raster
such that no neuron ever fires). The limit (14) exists from (13).

3.5 Noise

We allow, in the definition of the current [x(¢#) in Equation (6), the possibility of
having a stochastic term corresponding to noise so that:

L) =i () + op& (1), (15)

where i ,ﬁem () is a deterministic external current and & (¢) a noise term whose ampli-
tude is controlled by op > 0. The model affords an extension where op depends on
k but this extension is straightforward and we do not develop it here. The noise term
can be interpreted as the random variation in the ionic flux of charges crossing the
membrane per unit time at the post-synaptic button, upon opening of ionic channels
due to the binding of neurotransmitter.

We assume that & (¢) is a white noise, & (1) = % where dBy(t) is a Wiener
process, so that dB(t) = (dBx (t)),iV: | is a N-dimensional Wiener process. Call P the
noise probability distribution and E[] the expectation under P. Then, by definition,
E[dBk(t)] =0,Vk=1,...,N,t € R, and E[dB;(s)dB;(t)] = §x16(t — s)dt where
Suu=1ifl=k,l,k=1,..., N and §(t — s) is the Dirac distribution.

3.6 Differential equation for the integrate regime of gIF

Summarizing, we write Equation (6) in the form:

dVi )
Ck? +gk(t, ) Vi =ik (t, w), (16)
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where:

N
gt w)=gri+ Y Gijou;(t, ). (17)
Jj=1
This is the more general conductance form considered in this paper.
Moreover,

N
ikt )= gL kEL + Y Wija(t, ) + i (1) + op&r (1), (18)
j=1

where Wy; is the synaptic weight:

ij=E+ij, ifjef,
Wij = E~ Gy, if jeZ.

These equations hold when the membrane potential is below the threshold (Integrate
regime).

Therefore, gIF models constitute rather complex dynamical systems: the vector
field (r.h.s) of the differential Equation (16) depends on an auxiliary “variable”, which
is the past spike sequence a)[f!)o and to define properly the evolution of Vj from
time 7 to later times one needs to know the spikes arising before 7. This is precisely
what makes gIF models more interesting than LIF. The definition of conductances
introduces long-term memory effects.

IF models implement a reset mechanism on the membrane potential: If neuron k&
has been reset between s and ¢, say at time t, then Vi (¢) depends only on Vi (7) and
not on previous values, as in (4). But, in gIF model, contrarily to LIF, there is also a
dependence in the past via the conductance and this dependence is not erased by the
reset. That is why we have to consider a system with infinite memory.

3.7 The parameters space

The stochastic dynamical system (16) depends on a huge set of parameters: the
membrane capacities Cy, k = 1,..., N, the threshold 6, the reversal potentials
Er, ET, E~, the leak conductance g ; the maximal synaptic conductances Gy;,
k,j=1,..., N which define the neural network topology; the characteristic times
wj, k,j=1,..., N of synaptic responses decay; the noise amplitude og; and addi-
tionally, the parameters defining the external current i ,Eem. Although some parame-
ters can be fixed from biology, such as Cy, the reversal potentials, t4;, ... some others
such as the Gy;’s must be allowed to vary freely in order to leave open the possibility
of modeling very different neural networks structures.

In this paper, we are not interested in describing properties arising for specific val-
ues of those parameters, but instead in generic properties that hold on sets of param-
eters. More specifically, we denote the list of all parameters ((C k)/lcv=1’ Ei,ET E—,
(ij),iv’j:l, ...) by the symbol y. This is a vector in RX where K is the total number
of parameters. In this paper, we assume that y belongs to a bounded subset H C RX.
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Basically, we want to avoid situations where some parameters become infinite, which
would be unphysical. So the limits of H are the limits imposed by biophysics. Addi-
tionally, we assume that og > 0 and op > 0. Together with physical constraints such
as “conductances are positive”, these are the only assumption made in parameters.
All mathematical results stated in the paper hold for any y € H.

4 gIF model dynamics for a fixed raster

We assume that the raster w is fixed, namely the spike history is given. Then, it is
possible to integrate the Equation (16) (Integrate regime) and to obtain explicitly the
value of the membrane potential of a neuron at time ¢, given the membrane potential
value at time s. Additionally, the reset condition (4) has the consequence of removing
the dependence of neuron k on the past anterior to t (¢, ®).

4.1 Integrate regime

Fort; <t, t1,th € R, set:

_1
Ci(t1, 0, w)=e ©k Ju gk(”’w)du‘ (19)

‘We have:
Ce(t, 1, ) =Tk, 2, w) =1,

and:
(., 0)  gi(tr, ®)
it Cr

Fix two times s < ¢ and assume that for neuron k, Vi (1) < 6, s <u <t so that the
membrane potential Vi obeys (16). Then,

Ck(t1, ©, w).

0 dVi gk (t1, ®)
— [Tk, 2, ) Vi (1) | = Ti (11, 12, ) | —= + Vi (¢
an[ k(1. t, @) Vi (i) ] = Ti(tr, 1 a))|:dt1 + C k(t1)
ir(f1, ®)
=T (t1, 1o, ) ————=.
k(t1, o, @) e

We have then integrating the previous equation with respect to #; between s and ¢
and setting t, = 1:

1 t
Vie(t) =Tk (s, 1, ) Vi (s) + C_/ Ci(t1, 1, w)ik(t1, @) di;.
k Js

This equation gives the variation in membrane potential during a period of rest (no
spike) of the neuron. Note, however, that this neuron can still receive spikes from the
other neurons via the update of conductances (made explicit in the previous equation
by the dependence in the raster plot w).
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The term [y (s, ¢, ®) given by (19) is an effective leak tl)etween s, t. In the leaky
— f; id[[

_i=s
integrate and fire model, it would have been equal to e =e¢e 7L . The term:

1 t
vk<s,t,w>d§fc—/ Te(t1. 1, w)ig(ty, @) iy,
k

N

has the dimension of a voltage. It corresponds to the integration of the total current
between s and ¢ weighted by the effective leak term I'y (#1, ¢, ®). It decomposes as

Vils, 1, @) =V (5,1, 0) + VIV (5,1, 0) + VP (s, 1, 0),

where,
1 & ‘
VI (5,1, ) = o > ij/ Tk (11, 1, w)a (11, ) dry, (20)
]:] N
is the synaptic contribution. Moreover,

Ep
V(s 1, 0) = - k/ Ty (11,1, w)dt1+—/ i )Ty (11,1, @) dry,
L s

s

where we set:
Tk = —, 21

the characteristic leak time of neuron k. We have included the leak reversal potential
term in this “external” term for convenience. Therefore, even if there is no external
current, this term is nevertheless non-zero.

The sum of the synaptic and external terms gives the deterministic contribution in
the membrane potential. We note:

V,Ede[)(s,t,a)) (Qyn) (s, t, w) +V(ext) (s, 1, w).

Finally,

VB (5,1, 0) & ci / Fk(n,r,wsk(n)dn—— / Te(t. t, @) dBe(h),  (22)

is a noise term. This is a Gaussian process with mean 0 and variance:

2 t 2 2 ot
Cr s Cy K

The square root of this quantity has the dimension of a voltage.
As a final result, for a fixed w, the variation in membrane potential during a period
of rest (no spike) of neuron k between s and ¢ reads (subthreshold oscillations):

Vi(t) = Tk (s, 1, @) Vi(s) + VI (s, 1, 0) + VP (5,1, ). (24)
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4.2 Reset

In Equation (4), as in all IF models that we know, the reset of the membrane potential
has the effect of removing the dependence of Vi on its past since Vi ([t + Tsep]) is
replaced by Vieser- Hence, reset removes the dependence in the initial condition Vi (s)
in (24) provided that neuron k fires between s and ¢ in the raster w. As a consequence,
Equation (24) holds, from the “last reset time” introduced in Section 2.10 up to time
t. Then, Equation (24) reads

Vi(6) = VI (12, w), 1, @) + VI (11, @), 1, ), 25)
where:
VlgnOise) (Tk (t7 (,()), ta (1)) - Fk (Tk (t7 (,()), ta (1)) Vl'CSCt + V]EB) (Tk (ts (1)), [9 (1)), (26)

is a Gaussian process with mean zero and variance:

2 ot
o2 (et ). 1. 0) = T2 (1 (1, ). 1, 0) 03 + (U—B) f (1.1, w)dny.  (27)
Cr) Juww

5 Useful bounds

We now prove several bounds used throughout the paper.
5.1 Bounds on the conductance

From (13), and since oy;(¢) > 0:

O=ayj(t, Q) <axjt.w)= Y ot =1 (@) <Y et —1)
(rit? ()<} =

= a1, Q1) <™. (28)

Therefore,

N
def
gLk =gk(t, Q) < gkt ) <g(t, Q) E gua <gri+eat Y Giy,  (29)
j=1

so that the conductance is uniformly bounded in # and w. The minimal conductance
is attained when no neuron fires ever so that 2 is the “lowest conductance state”.
On the opposite, the maximal conductance is reached when all neurons fire all the
time so tgat 2 is the “highest conductance state”. To simplify notations, we ngte
Mk = —k

gM—kk' This is the minimal relaxation time scale for neuron k while 77 = 2=
is the maximal relaxation time.

Cy Cy
Mk =—=<TLk=—". (30)
&M 8Lk
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5.2 Bounds on membrane potential

Now, from (19), we have, for s < ¢:

t—s =5

0<Ti(s,1,Q))=e Mk <Ti(s,t,0) <Ti(s,1,Q) =€ Tk <1, (31)

As a consequence, [ (s, f, w) — 0 exponentially fast as s — —o0.
Moreover,

=1

t t
0 5/ (1, £, @)og; (1, ) dey §oe+/ e "Lk dy
s s

_t—s
=atr (1 —e W) <atrpg, (32)
so that:
- Z Wi; <V (s, 1, 0) < — Z Wi;. (33)
8Lk 27 Lk jce

Thus, V,ESyn) (s, t, ) is uniformly bounded in s, t.
Establishing similar bounds for V}Eext) (s, 1, w) requires the assumption that A <
i ,Em) (t) < B, but obtaining tighter bounds requires additionally the knowledge of the

sign of CAk + Tli—Lk and of C% + Lo o k . Here, we have only to consider that:

ol =it

In this case,

|V/£eXt)(s,t,w)|_‘— Fk(tl,t,w)dt1+—/ i )Tk, 1, @) diy
E E ot
[' L| }/ Fk(tl»l,w)dtlf[ﬂ-i'—]f e "Lk dry,
ok  Ck Cr
so that:
i+ 1—=s i+
(ext) 1 T l
Vs o) < (1ELl+— ) (1—e ¢ | <|ELl+—. (34
8Lk 8Lk
Consequently,

Proposition 2
+ i+
ef & l (det) +
= — Wk'—<|EL|+—><V (s,t,w) <V,
gL‘k Z / 8L.k k k

def at

+
Zwk,+|EL|+— (35)
8Lk 8L,k

je€
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which provides uniform bounds in s, t, w for the deterministic part of the membrane
potential.

5.3 Bounds on the noise variance

Let us now consider the stochastic part V,Emise)(rk (t, w), t, w). It has zero mean, and
its variance (27) obeys the bounds:

_ l—rk(z.a)) T 2 _ =1 (1,0)
e 2 ™ .k + Lk = 1—e 2 ™ k
2 Ck

<ot (nu(t, ), t, )

_ t—rk(t,m) T 2 _ =1 (1,0)
e 2 L.k _|_ Lk (9B 1—e 2 L.k .
2 Ck

Ifo} < 24t (& )2 the left-hand side is an increasing function of u =t — 74 (¢, w) >

0 so that the mmlmum, o,% is reached for u = 0 while the maximum is reached for

TMk er\(

IA

u =4o0andis 5= ‘; )2. The opposite holds if UI% )2 The same argument

holds mutatis mutandis for the right-hand side. We set:

—def . (OB [TM Kk + def OB |TL.k
- A 5 — e A 36
o m1n<Ck > O’R) o max(Ck > O’R) (36)
so that:
Proposition 3
0<o, < ak(tk(t, w),t, a)) < ok+ < 4-00. 37

5.4 The limit 74 (f, w) > —00

For fixed s and ¢, there are infinitely many rasters such that 74 (¢, w) < s (we remind
that rasters are infinite sequences). One may argue that taking the difference t — s
sufficiently large, the probability of such sequences should vanish. It is indeed possi-
ble to show (Section 8.1) that this probability vanishes exponentially fast with ¢ — s,
meaning unfortunately that it is positive whatever t — s. So we have to consider cases
where 74 (¢, @) can go arbitrary far in past (this is also a key toward an extension of
the present analysis to more general conductance-based models as discussed in Sec-
tion 9.3). Therefore, we have to check that the quantities introduced in the previous
sections are well defined as 7 (f, w) — —o0.

Fix s real. For all w such that 74 (¢, ) < s - this condition ensuring that k does
not fire between s and ¢ - we have, from (28), (31), 0 < I'x(#1, 1, @)y (t1, @) <

-1 =ty
ate Lk, Vit €[s,t]. Now, since lim,_, _ oof e Lk dt) =1y exists, the limit

im VO (%, 0), 1, 0) Zwk, / Tk (t1. 1, w)ag (11, w) dty.

T (t,w)—> —00
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exists as well. The same holds for the external term V,Em) (i (t, w), t, w).
Finally, since [y (7% (f, w), t, ) — 0 as t (t, w) — —oo the noise term (26) be-

comes in the limit:

. (noise) OB !

lim Vk (Tk([,(()),t,ﬂ)):_/ Fk(tlstvw)dBk(tl)v

T (t,w)—>—00 Ck —c0

which is a Gaussian process with mean 0 and a variance ((é—i)2 fioo F,%(tl, t, w)dh
which obeys the bounds (37).

6 Continuity with respect to a raster
6.1 Definition

Due to the particular structure of gIF models, we have seen that the membrane poten-
tial at time ¢ is both a function of ¢ and of the full sequence of past spikes w[_[]oo One
expects, however, the dependence with respect to the past spikes to decay as those
spikes are more distant in the past. This issue is related to a notion of continuity with
respect to a raster that we now characterize.

Definition 1 Let m be a positive integer. The m-variation of a function f(f, w) =
f, w[_t]oo) is:

vary, [ f(t, )] = sup{| f(t,w) — f(t,)] : o™l o'} (38)

where the definition of ™2 is given in Equation (5). Hence, this notion characterizes
the maximal variation of f(¢,-) on the set of spikes identical from time [¢] — m to
time [#] (cylinder set). It implements the fact that one may truncate the spike history
to time [¢] — m and make an error which is at most var,,[ f (¢, -)].

Definition 2 The function f (¢, w) is continuous if var,,[ f (¢, -)] = 0 as m — +o0.

An additional information is provided by the convergence rate to 0 with m. The
faster this convergence, the smaller the error made when replacing an infinite raster
by a spike block on a finite time horizon.

6.2 Continuity of conductances

Proposition 4 The conductance gi(t, w) is continuous in w, for all t, for all k =
I,...,N.
!y

Proof Fixk=1,...,N,t € R, m > 0 integer. We have, for v
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Jorkj (1, @) — etk (1, @)

| Y @) T el W)

{r;tj(.r) (w)<t} {r’;t.;r/) (0')<t}
| T w-der- T -0
{r;tj(.r)(w)<t7m} {r’;tj(.r/)(w’)<t—m}

since the set of firing times {t —m < tj(.r)(w) <th{t—-m< tj(."/) (w') < t} are identical
by hypothesis. So, since oy (x) > 0,

|oj (1, ) — ek (2, @)

< Z aj (1 — tj(.’) (@) + Z agj(r — t;r/)(w/))

{r;tj(.r)(w)<z—m} {r’;t](.r,)(a)’)<t—m}

<2 Z oyt —r).

r<t—m

Therefore, as m — 400, from (12) and setting M =t — m,

m —m
i(, - <2§ it —r)<2P;| — i
Varm[ak/( )] = o ( r) < d(‘L’ _)e

r<M kj

which converges to 0 as m — +o00.
Therefore, from (17), g (¢, @) is continuous with a variation

N m
vary, [gi(, )] = ZZGk,-Pd(ﬁ)e‘W,

j=1 i
which converges exponentially fast to 0 as m — +o00. O

6.3 Continuity of the membrane potentials

Proposition 5 The deterministic part of the membrane potential, V,Ede[)(tk(t, ),
t, w), is continuous and its m-variation decays exponentially fast with m.

Proof In the proof, we shall establish precise upper bounds for the variation in
Vlisyn) (T (t, ), t, ), V,Eem)(tk(t, -), t,-) since they are used later on for the proof of

uniqueness of a Gibbs measure (Section 7.4.1). From the previous result, it is easy to

[t]

show that, forall =" &', t; <ty <t:

’ Yamlgic) () 1)
ITk(t1, 12, @) = Ti (11,12, ') | Tk (t1, 12, ) (¢ -1},
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Therefore, from (31),

_on /0 vamlgd
vary, [Ck(t, 0, )] <e Tk (e G -1

and I'x (11, t», w) is continuous in w.
Now, the product 't (t1, t2, w)ay (t1, ) is continuous as a product of continuous
functions. Moreover,

var, [Tk (t1, 2, o (11, )]
< sup Ty (11, 12, @) vary, [ (1, )| + sup ax; (1, ) vary, [Tk (11, 12, )|
weX weX

N

-2 varm[gk] (=t1) _
—e L.k Varm[akj([1,~)]+ c akj(tlvgl) 5

so that:

o] <o fapg (e (e ) g
var,, [Fk(tl,tz, Ja (1, ~)] <e Lk |2Py - e W4 le —1)a™|.
kj

Since, as m — +00:

w([z —11) 1~ Varm[gk]
Cr

2(t2 — 1) v
—_— E G P, ki’
C kj'r'd T €

j'=1

€

(2 —11)

we have,

vary, [Tk (t1, 2, Yo (11, )|

_h—n m _m +(t2 —_ tl) __m
<2e TLk [Py (—)e o4 — E Gy Pa'< )e !
Tk G o Thj!

which converges to 0 as m — +00.
Let us show the continuity of V]Esyn) (T (t, ), t, ). We have, from (20),

‘Vlgsyn)(rk(t,w),t,w) V(SY)(( ’),t,a)’)|

1 N
< =) Wyl
Ck; /

t

t
/ L (t1, 1, w)agj(tr, ) dy —/ Ti(r1, 1,0 )ag (11, @) diy |.
T

k(@) T (t,0")

X
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The following inequality is used at several places in the paper. For a #;-integrable
function f (1, t, w), we have:

t t
/ f(tl,t,w)dtl—f f,t,0)dn

K (t,@) % (1,0)

7w (t,0')
/ f(r,t,0')dr | (39)
T)

k(t,0)

t
Ef |f(t,t,0)— f(ti,t,0))|dt +

k (t,0)
Here, it gives, for 1] <1:
t

t
/ Li(ty, 1, 0oy (11, @) diy —/ Ti(tr, 1, 0 oy (n1, ) dty
T

« (1, @) 7 (t,0")

t
S/ |Tx(t1, 1, w)agj (1, ) — Te (11,1, 0 ) (11, ') | diy
T

k()

_|_

7w (t,0')
/ Fk(tl,t,a)/)akj(tl,w/)dtl
i (1, w)

For the first term, we have,

t
/( )|Fk(t1,t,w)0lkj(l‘1,a))—Fk(tl,l‘,a)/)akj(l‘l,a)/)|dt1
T (1,0
t

t
S/ vary, [Tk (t1, ¢, Do (11, )] diy S/ vary, [Tk (t1, 1, Do (11, -) ] diy
T

«(t,w) —00

romnl(m e ati-n) o m\
j/ 2e Lk | Pyl — e ™ +7ZG1{]~/P,1 e W' |dny
— 0 ‘Ekj Ck =1 ‘ij’
m _m t _=n
:2Pd(—)e ’kl'/ e "Lkdh
Tkj —0o0

20t & m\ -2 [! _i=n
+ — Gy -/Pd< )e ! / (t —t)e Lk dh
Cy ]2: / Tkj! —o0

m +

N m
m —— a'T m -7
= 2Lk Pd(_>e WD :Gki/Pd< >e v
Tkj Ck ’ Tkj’

j'=1

Let us now consider the second term. If 7 (t, @) >t —m or 74 (t, ') >t —m, then
7 (t, w) = T4 (¢, ') and this term vanishes. Therefore, the supremum in the definition
of Varm[V,ESyn)(rk(t, ), t, )] is attained if 74 (t, w) <t —m and 7, (t, ") <t —m. We
may assume, without loss of generality, that 7 (¢, ®") > 1% (f, @). Then, from (32),
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T (t,0")
/ Fk(tl,t,a)/)akj(tl,a)/)dtl
T

k(1,0)
rk(t,a)’) - l—rk([,a)/) _rk(l‘u)/)—rk(l,a))
<oc+/ e Lhdy =atr e Lk l—e Lk
% (1,0)
7t—rk(t.w’) m

<atripe Lk <atrge Tk,

So, we have, for the variation of Vlgsyn) (tx(t, ), t, ), using (21):

var, [V (Syn)(r t.),t,)]

N
m _om _.m
| Wil (—)e Tkj + —_— Gy /Pd< )e k)’
Z ! Thj 8Lk Z 7Ny

ki3 j'=1
+ a+e_ﬁ},
so that finally,
N m\ _m ”
var,, [V( y )(rk(t, )1, )] < ZAi?yn)Pd<_>e % B}gsyn)e Lk (40)
; T4
j=1
with
N
(syn) 1 1 Gyj
A = — 2| Wil +aT— (Wil ) (41)
ki gLk ( ! gLk ,/2::1 !
at &
B = Z Wi, 42)
and var,, [V (sy“)(rk (t,-),t,-)] converges to 0 exponentially fast as m — +o0.

Now, let us show the continuity of V,gm) (tx (¢, w), t, w) with respect to w. We have:

|V]§ext)(_[k(t, W), 1, a)) . V]Eext) (‘Ck(l, a)/), t, a)/)}

t Ep i
/ <—L+k7(l))rk(l1,t,w)dt1
e (t,) \TL.k Ci
t E (ext) t
_/ (_L+ ( ))Fk(tl,t,w/)dtl
e (t,0) \TL .k Cr

t
<)
T (t,w)

Ep

AGY)
) _ /
TL k * Ck ‘}Fk(tl’t’w) Fk(tl’t’w)‘dn
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7w (t,0')
o
T (t, )
|EL|
(Bl s
Lk Ck

t Tk(l,w/)
x ([ ITk(t1, 1, @) — Ty (11,1, )| d1y +f Fk(tl,t,a/)dn)
T

k(t,0) 7% (1, )

|EL| i+ t T (t,0') _=n
< (— + —) (/ vary, [Cx (11,1, )| dry +/ e Lk dl1>
e Ck (1) T (t,0)

|EyL| ) 2tL k ( ) = —_m
+ GyjrPa W Tp e Lk,
< (B z j

where, in the last inequality, we have used that the supremum in the variation is
attained for 74 (7, w) <t —m and 74 (¢, @’) <t — m. Finally:

E A (ext)(t)
TL.k Ci

Fk(tl,t,a)/)dtl

N

var, [V (e, ), 1, )] < ZA(“‘)P ( )e_ﬂ +B™e Lk, (43)
: Tkj
Jj=1
where,
G
Al(;xt) —o 2k kj B(ext) (44)
8Lk
-
B = |EL |+ —, (45)
8L.k

and V}Eext)(rk (t,),1,-) is continuous.
As a conclusion, V,Edet) (tr(t,-),t, ) is continuous as the sum of two continuous
functions. O

6.4 Continuity of the variance of V,Emise) (e (t, ), t,-)
Using the same type of arguments, one can also prove that

Proposition 6 The variance oy (tx(t, w), t, ®) is continuous in w, for all t, for all
k=1,...,N.

Proof We have, from (27)

‘akz(tk(t, ), t, a)) — okz(rk(t, a)’), t, w’)‘

< O’I% vary, [F,%(tk(t, ), t, )]

2 t t
+ (U—B> / T2 (11,1, @) dy —/ T7(t.t,0')dn|.
Cy T/

k() 7 (t,0")
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For the first term, we have that the sup in Varm[l”,%(rk (t,-),t,-)] is attained for
7w (t, w), (¢, w') <t —m and:

2m

var,, [I‘,%(rk(t, ), t, )] < ZSup{F,f(rk(t, w), t, a)); ws.t 1 (t, w) < t—m} <2e Lk,

For the second term, we have:

t t
/ T2(11,t, @) dy —/ T (n,1, ) dn
T

k (1, @) (t,0')
t 7 (t,')

5/ |CR(t1,t, ) — T (1,1, )| dty +/ T7(t.t, @) dhy
% (t,w) % (t,w)

u(t,0)  20-1)

t
5/ varm[f’,%(tl,t, ~)] dry +/ e Lk dpy
T

k(1,0) 7 ()
ro 201 2varp[gg (1,) (1 =11)] Tk -2
< e Lk |e Ck —1)dy + ——e "Lk
PN 2
‘[2 K — 2m

L.k TL
<~ =K ya t, - =Rk,
=2¢ v rm[gk( )] + )

so that finally,
N m —_m _2m_
var, [o2(1, )] < ZA,(;.)Pd<;>e w4 Ce Lk (46)
j=1 /
with
A(U.) _ Gk] <UBN/TL,](>2
N gL Ck ’
1 (o8Trr\*
(o) ’ 2
S
and continuity follows. O
6.5 Remark

Note that the variation in all quantities considered here is exponentially decaying
with a time constant given by max(ty;, Tz x). This is physically satisfactory: the loss
of memory in the system is controlled by the leak time and the decay of the post-
synaptic potential.

7 Statistics of raster plots
7.1 Conditional probability distribution of Vi (z)

Recall that P is the joint distribution of the noise and E[] the expectation under P.
Under P, the membrane potential V is a stochastic process whose evolution, below
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the threshold, is given Equations (24), (25) and above by (4). It follows from the
previous analysis that:

Proposition 7 Conditionally to a)[_t]oo, V (¢) is Gaussian with mean:

E[Vilo'L ] =V (u(t, 0),1,0), k=1,...,N,
and covariance:
Cov[ Vi), Vil ] = of (w(t, ), 1, @), k,I=1,...,N

where okz(rk (t,w), t, w) is given by (27).
Moreover, the Vi (t)’s, k=1, ..., N are conditionally independent.

Proof Essentially, the proof is a direct consequence of Equations (24), (25) and the
Gaussian nature of the noise V,Enmse)(rk (t,w), t, w). The conditional independence
results from the fact that:

Cov[ Vi (1), Vl(f)|0)[£>o]

2 t t
- E[/ Ti(t1, t, w)dBr(t)) Fz(tz,t,w)dBl(tz)‘w}
CrCy () 7(t,w)

+ COV[Fk (Tk (1, ), 1, a)) Vreset, I't (TI (t, w),1, a)) Vreset]
_ %
-GG

t t
/ / Ty (i1, 1, 0)Ti(t2, 1, @)E[dBi(11) d By (12) ]
% (t,w) J7(t,w)

+a,2ef'1%(fk(t, ), t, w)5k1

2 ot t
:5k1[<0_3> / / Ci(t1,t, 0)Tk(t2, t, @)3(t — t2) dtg dir
Cr 7 (t,w) J 1 (t,0)

+3TE (w(t, ), t, a)):|
201{2(771(([,&)),1‘,0))51(1. O
7.2 The transition probability

We now compute the probability of a spiking pattern at time n = [t], w(n), given the
past sequence ", .

Proposition 8 The probability of w(n) conditionally to a)'i; is given by:

N
Plomle" L] =[] Plexmle]. (47)
k=1
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with
Plox(m)|o" L] = ox () (Xi(n — 1, »))
—i—(l—a)k(n))(l —JT(Xk(I’l— l,a)))), (48)
where
0=V —1,0).n—1,0)
Xin—1,0) = or(tin—1,w),n—1,0) “49)
and

n(x) = (50)

1
V2 /;l
Proof We have, using the conditional independence of the Vi (n)’s:

Plw®m)|o" ]

H (k) P[Vi(n = 1) = 0l ]+ (1 = ax(m) P[Vi(n = 1) < 0l ¢ ]).

Since the Vi(n — 1)’s are conditionally Gaussian, with mean V,Edet) (r(n — 1, w),
n — 1, w) and variance sz(l'k (n—1,w),n — 1, w), we directly obtain (47), (48).
Note that since oy (tx(n — 1, w),n — 1, ®) is bounded from below by a positive

y,(deny _ _
quantity (see (37)), the ratio o :,ﬁ( o ((;k_(rllwl)z))_'fwl)w) in (48) is defined for all w €

X. 0

7.3 Chains with complete connections

The transition probabilities (47) define a stochastic process on the set of raster
plots where the underlying membrane potential dynamics is summarized in the
terms V,Edet)(tk (n—1,w),n—1,w) and ok (tx(n — 1, w),n — 1, w). While the inte-
gral defining these terms extends from tx(n — 1, w) to n — 1 where 7u(n — 1, w)
can go arbitrary far in the past, the integrand involves the conductance gx(n — 1, w)
that summarizes an history dating back to s = —oco. As a consequence, the proba-
bility transitions generate a stochastic process with unbounded memory, thus non-
Markovian. One may argue that this property is a result of our procedure of taking
the initial condition in a infinite past s — —o0, to remove the unresolved dependency
on g (s) (Section 3.4). So the alternative is either to keep s finite in order to have a
Markovian process; then, we have to fix arbitrarily gx(s) and the probability distri-
bution of Vi (s). Or we take s — —oo, removing the initial condition, to the price of
considering a non-Markovian process. Actually, such processes are widely studied in
the literature under the name of “chains with complete connections” [43, 46—49] and
several important results can be used here. So we adopt the second approach of the
alternative. As a by-product, the knowledge of the Gibbs measure provided by this
analysis allows a posteriori to fix the probability distribution of Vi (s).
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For the sake of completeness, we give here the definition of a chain with complete

connections (see [43] for more details). For n € Z, we note A™ ; the set of sequences
n—1

w_,, and F<,_; the related o-algebra, while F is the o-algebra related with X =
AZ.P(X, F) is the set of probability measures on (X, F).

Definition 3 A system of transition probabilities is a family { P, },cz of functions
Pilll: Ax AL =10, 11,

such that the following conditions hold for every n € Z:

e Forevery w(n) € A, the function P,[w(n)|.] is measurable with respect to F,_;.

e Forevery 0"l e A"},

Z Pufom]o" ] =1.
w(n)eA

A probability measure u in P (X, F) is consistent with a system of transition prob-
abilities { P, },ez if for all n € Z and all F<,,-measurable functions f:

f F(@" o) 1(dw) = f Yo feEem)Plomle]udw).
wn)eA

Such a measure p is called a “chain with complete connections consistent with
the system of transition probabilities { P, },cz”-

The transitions probabilities (47) constitute such a system of transitions probabili-
ties: the summation to 1 is obvious while the measurability follows from the continu-
ity of P,lw (n)|a)’ig<1) proved below. To simplify notations, we write p(n, w) instead
of P,[w (n)|w’1fx1)] whenever it makes no confusion.

7.4 Existence of a consistent probability measure u

In the definition above, the measure © summarizes the statistics of spike trains from
—00 to +o00. Its marginals allow the characterization of finite spike blocks. So, ©
provides the characterization of spike train statistics in gIF models. Its existence
is established by a standard result in the frame of chains with complete connec-
tions stating that a system of continuous transition probabilities on a compact space
has at least one probability measure consistent with it [43]. Since 7 is a continu-
ous function the continuity of p(n, w) with respect to @ follows from the continu-
ity of V%Y (1(n — 1, @), n — 1, ) and the continuity of oy (tx(n — 1, w),n — 1, ®),
proved in Section 6.
Therefore, there is at least one probability measure consistent with (47).

7.4.1 The Gibbs distribution

A system of transition probabilities is non-null if for all n € Z and all "3} € A",
P[w(n)|a)':x1,] > 0. Following [50], a chain with complete connection u is a Gibbs
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measure consistent with the system of transition probabilities p(n, -) if this system
is continuous and non-null. Gibbs distributions play an important role in statistical
physics, as well as ergodic theory and stochastic processes. In statistical physics,
they are usually derived from the maximal entropy principle [14]. Here, we use them
in a more general context affording to consider non-stationary processes. It turns
out that the spike train statistics in gIF model is given by such a Gibbs measure. In
this section, we prove the main mathematical result of this paper (uniqueness of the
Gibbs measure). The consequences for spike trains characterizations are discussed in
the next section.

Theorem 1 For each choice of parameters y € 'H, the gIF model (16) has a unique
Gibbs distribution.

The proof of uniqueness is based on the following criteria due to Fernandez and
Maillard [50].

Proposition 9 Let:?
m = inf inf n,w),
(p) neZwEAzwp( )

and

v(p) = sup Z Varnfm/[P(nv )]

’
m'eZ n>m'

If m(p) > 0 and v(p) < 0o, then there exists at most one Gibbs measure consistent
with it.

So, to prove the uniqueness, we only have to establish that

m(p) > 0, 51
v(p) < +o0. (52)
Proof m(p) > 0.
Recall that:
N
p(n, w)= H[wk(n)rr(Xk(n —Lw)+(1—om)(1 -7 (Xe(n —1,0)))].
k=1
From (35), (37), we have:
0— V" 0—V,_
—0<——— <Xi(n—-1,0) < ——— < +o0. (53)
Ok Ok

2n [50], the authors use the following definition for the n, m variation, which reads in our notations:
Valjm[p(n, ~)] = sup{|p(n, ) — p(n, a)’)|; w0 e A", o = 1’1‘1} m<n.

It differs therefore slightly from our definition (5), (38). The correspondence is var),[p(n, )] =
var, ;[ p(n, -)]. The definition of v(p) takes this correspondence into account.

@ Springer



Page 30 of 42 Cessac

Since m, given by (50), is monotonously decreasing, we have:

60—V, 6 — V.
0<7rk_d§fn< _k )<n(Xk(n—1,a))) <JT,jd§f7T< S >< L

+
Ok Oy

so that:
0<II, dgmin(nk*, 1-— n,:r) <wrp(m)m, + (1 — a)k(n))(l —n,j) < pik(n, )
<ot +(1—om)(1—77) < Emax(rf, 1—77) <1 (54)

Finally,

N
m(p)>[]1; >0,
k=1

which proves (51). This also proves the non-nullness of the system of transition prob-
abilities.

v(p) < oo.

The proof, which is rather long, is given in the appendix. g

8 Consequences
8.1 The probability that neuron k does not fire in the time interval [s, ¢]

In Section 4.2, we argued that this probability vanishes exponentially fast with # — s.
This probability is /L[ﬂg] (5141 {wi (n) = 0}]. We now prove this result.

Proposition 10 The probability that neuron k does not fire within the time interval
[s,t],t —s > 1 has the following bounds:

[7]
0 <=t < p.|: ﬂ {wr(n) =0}i| < HE[_]_[S] <1,
n=[s]+1

for some constants 0 < I1_ < 1 < | depending on the system parameters y € H.

Proof We have:

{0 =]

n=[s]+1

[7]
/AM u|: ﬂ {a)k(n)zo}‘w[sio:| du(w)

n=[s]+1
[7]

fAm [T wliexem=0}e"L]du()

—o0 n=[s]+1
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[7]
= . I Plocw =010 ]duw),
Aso n=[s]+1
where Plwi(n) = O|w':xl,] is given by (47) and obeys the bounds (54). Therefore,
setting I— = []_,; 1, and I+ =[], I1;", we have

H[_r]f[s]/
A

du(@) =T <y, 0) < 5] < I / du(w)
A

[s]
—00

— ltl=Isl
= -], O

[s]
—00

8.2 Back to spike trains analysis with the maximal entropy principle

Here, we shortly develop the consequences of our results in relation with the statis-
tical model estimation discussed in the introduction. A more detailed discussion will
be published elsewhere (in preparation and [51]). Set:

N
$(n.0) Elog p(n.w) =Y r(n. w), (55)

k=1

with,

B (n, ) = wp(n) logm (Xx(n — 1, w))
+ (1 — wr(m))log(l — (X (n — 1, w))). (56)

The function ¢ is a Gibbs potential [52]. Indeed, we have Vin < n, Vo' :

ulehlo" ] =exp ) ¢, w).

I=m

This equation emphasizes the connection with Gibbs distributions in statistical
physics that considers probability distributions on multidimensional lattices with
specified boundary conditions and their behavior under space translations [52]. The
correspondence with our case is that “time” is represented by a mono-dimensional
space and where the “boundary conditions” are the past a)'fo_ol. Note that in our case,
the partition function is equal to 1.

For simplicity, assume stationarity (this is equivalent to assuming a time-
independent external current). In this case, it is sufficient to consider the potential
at time n =0.

Thanks to the bounds (53), one can make a series expansion of the functions
log(mr) and log(1 — ) and rewrite the potential under the form of the expansion:

+o0o R

$0,0)=) > > Mknp). ol ) @k (1) -+ @k, (1) (5T)

R=1r=1{(ky,n1),...,(kr,n,)€EP(N,R)}
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where P (N, R) is the set of non-repeated pairs of integers (k, N) withk € {1,..., N}
and n € {—R, ..., 0}. We call the product wy, (n1) - - - w, (n,) a monomial. It is 1 if
and only if neuron k; fires at time ny, ..., k, fires at time n,. The X4, »),....(kn,)’S
are explicit functions of the parameters y. Due to the causal form of the potential,
where the time-0 spike, wy (0), is multiplied by a function of the past a):(])o, the poly-
nomial expansion does not contain monomials of the form wy, (0) - - - wy, (0), r > 1
(the corresponding coefficient A vanishes).

Since the potential has infinite range, the expansion (57) contains infinitely many
terms. One can nevertheless consider truncations to arange R = D + 1 corresponding
to truncating the memory of the process to some memory depth D. Note that although
truncations with a memory depth D are approximations, the distance with the exact
potential converges exponentially fast to 0 as D — 400 thanks to the continuity of
the potential, with a decay rate controlled by synaptic responses and leak rate.

The truncated Gibbs potential has the form:

¢ P () =D nei(e? p): (58)
I

where [ stands for (ki,n1),..., (k;,n,) and is an enumeration of the elements in
P(N, D + 1) and where ¢ is the corresponding monomial. Due to the truncation,
(58), contrarily to (55), is not normalized. Its partition function? is not equal to 1, and
its computation becomes rapidly intractable as soon as the number of neurons and
memory depth increases.

Clearly, (58) is precisely the form of potential which is obtained under the maximal
entropy principle, where the ¢;’s are constraints of type “neuron ki is firing at time
n1, neuron ky is firing at time ny, ...” and the A;’s the conjugated Lagrange multipli-
ers. Thus, using the maximal entropy principle to characterize spike statistics in the
gIF model by expressing constraints in terms of spike events (monomials), one can
at best find an approximation which can be rather bad, especially if those constraints
focus on instantaneous spike patterns (D = 0) or short memory patterns. Moreover,
increasing the memory depth to approach better the right statistics leads to an ex-
ponential increase in the number of monomials which becomes rapidly intractable.
Finally, the Lagrange multipliers A; are rather difficult to interpret.

On the opposite, the analytic form (55) depends only on a finite numbers of pa-
rameters () constraining the neural network dynamics, which have a straightforward
interpretations being physical quantities. This shows that, at least in gIF model, the
linear Gibbs potential (58) obtained from the maximal entropy principle is not re-
ally appropriate, even for empirical/numerical purposes, and that a form (55) where
the infinite memory a):éo is replaced by a):}) could be more efficient although non-
linear.

3 e s @0 ) : 9Pl ) g .
For D > 0, this is Z(w_p)) = Za)(O) e —D’ ensuring that 32(771) is a conditional probability
.
-D
Plw (0)|w:1D]. Hence, it is not a constant but a function of the past a):lD, in a similar way to statistical
physics on lattices where the partition function depends on the boundary conditions. Only in the case
D =0 (memory less) is this a constant.

@ Springer



Journal of Mathematical Neuroscience (2011) 1:8 Page 33 of 42

To finish this section, let us discuss the link with Ising model in light of the
present work. Ising model corresponds to a memory-less case, hence to D = 0.
Since the causal structure of the Gibbs potential forbids monomials of the form
i, (0) - - - wy, (0), the D = 0 expansion of the gIF-Gibbs potential corresponds to a
Bernoulli distribution where neurons are independent ¢© (0, w) = lecv=1 A (0).
The Ising model is therefore irrelevant to approximate the exact potential of gIF
model, if one wants to reproduce spike statistics at the minimal discretization time
scale § without considering memory effects.

However, in real data analysis, people are usually binning data, with a time win-
dows of width w ~ 10-20 ms. Binning consists of recoding the raster plot with
spikes amalgamation. The binned raster b consists of “spikes” b (n) € {0, 1} where
br(n) = 1 if neuron k fired at least once in the time window [nw, (n + 1)w[. In
the expansion (57), this corresponds to collecting all monomials corresponding to
by(n) =1 in a unique monomial. In this way, the binned potential contains indeed
an Ising term... that mixes all spike events occurring within the time interval w.
These events appear simultaneous because of binning, leading to the Ising pairwise
term by, (0)by, (0) while events occurring on smaller time scales are scrambled by this
procedure.

The binning effect on Gibbs potential requires, however, a more detailed descrip-
tion. This will be discussed elsewhere.

9 Discussion

To conclude this paper, we would like to discuss several consequences and possible
extensions of this work.

9.1 The spike time discretization

In gIF model, membrane potential evolves continuously while conductance is up-
dated with spike occurrence considered as discrete events. Here, we discuss this time
discretization. Actually, there are two distinct questions.

9.1.1 The limit of time-bin tending to 0

This limit would correspond to a case where spike is instantaneous and modeled by a
Dirac distribution. As discussed in [32], this limit raises serious difficulties. To sum-
marize, in real neurons, firing occurs within a finite time § corresponding to the time
of raise and fall for the membrane potential. This involves physicochemical processes
that cannot be instantaneous. The time curse of the membrane potential during the
spike is described by differential equations, like Hodgkin-Huxley’s [35]. Although,
the time scale dr appearing in the differential equations has the mathematical mean-
ing of being arbitrary small, on biophysical grounds, this time scale cannot be arbi-
trary small, otherwise the Hodgkin-Huxley equations loose their meaning. Indeed,
they correspond to an average over microscopic phenomena such as ionic channels
dynamics. In particular, their time scale must be sufficiently large to ensure that the
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description of ionic channels dynamics (opening and closing) in terms of probabil-
ities is valid so df must be larger than the characteristic time of opening-closing of
ionic channels 7p. Additionally, Hodgkin-Huxley’s equations use a Markovian ap-
proach (master equation) for the dynamics of k, m, n gates. This requires that the
characteristic time df is quite a bit larger than the characteristic time of decay for
the time correlations between gates activity tc. Summarizing, we must have 0 < ¢,
7p < dt < 4. Thus, on biophysical grounds, § cannot be arbitrary small.

In our case, the § — 0 limit is armless, however, provided we keep a non-zero re-
fractory period, ensuring that only finitely many spikes occur in a finite time interval.
Taking the limit § — 0 without considering a refractory period raises mathematical
problems. One can in principle have uncountably many spikes in a finite time interval
leading to the divergence of physical quantities like energy. Also, one can generate
nice causal paradoxes [37]. Take a loop with two neurons one excitatory and one in-
hibitory and assume instantaneous propagation (the « profile is then represented by
a Dirac distribution). Then, depending on the synaptic weights value, one can have
a situation where neuron 1 fires instantaneously and make instantaneously 2 firing
which prevents instantaneously 1 from firing and so on. So taking the limit § — O as
well as Tt — 0 induces pathologies not inherent to our approach but to IF models.

9.1.2 Synchronization for distinct neurons

There is a more subtle issue pointed out in [53]. We do not only discretize time for
each neuron’ spikes, we align the spikes emitted by distinct neurons on a discrete-
time grid, as an experimental raster does. As shown in [32] this induces, in gIF mod-
els with a purely deterministic dynamics (no noise and reset to a constant value), an
artificial synchronization. As a consequence, the deterministic dynamics of gIF mod-
els has generically only stable periodic orbits, although periods can be larger than any
accessible computational time in a specific region of the parameters space. Addition-
ally, these periods increase as & decreases. The addition of noise on dynamics and on
the reset value, as we propose in this paper, removes this synchronization effect.

9.2 Refractory period

In the definition of the model, we have assumed that the refractory period e was
smaller than 1. The consequence for raster plots is that one can have two consecu-
tive 1’s in the spike sequence of a neuron. The extension to the case where Trer > 1
is straightforward for spike statistics. Having such a refractory period forbids some
sequences. For example, if 1 < 7r < 2, then all sequences containing two consec-
utive 1’s for one neuron (1, 1) are forbidden. If 2 < 1f < 3 sequences containing
1, %, 1 for a given neuron, where x = 0, 1, are forbidden, and so on. More generally,
the procedure consisting of forbidding specific (finite) spike blocks is equivalent to
introducing a grammar in the spike generation. This grammar can be implemented in
the Gibbs potential: forbidden sequences have a potential equal to —oo (resp. a zero
probability). In this case, X = AZ_ the set of all possible rasters, becomes a subset
where forbidden sequences have been removed.
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9.3 Beyond IF models

Let us now discuss the extension of the present work to more general models of
neurons. First, one characteristic feature of integrate and fire models is the reset,
which has the consequence that the memory of activity preceding the spike is lost
after reset. Although in the deterministic (noiseless) case, this is a simplifying feature
allowing for example to fully characterize the asymptotic dynamics of (discrete time)
IF models [32, 54], here, it somewhat renders more complex the analysis. Indeed,
it led us to introduce the notion of “last reset” time and, at some point in the proof
(see, e.g., Equation (39)), obliged us to consider several situations (e.g., 7 (¢, w) >
t —mor 7,(t,w') >t —m versus 74 (t,w) <t —m and 7 (t,w’) <t — m in the
proof of continuity, Section 6). On the opposite, considering a model where no such
reset occur would simply lead us to consider a model where (¢, ) — —o0, Vo,
Vk. This case is already considered in our formalism, and actually, considering that
T (t, w) > —00, Yo, Yk simplifies the proofs (for example it eliminates the second
term in Equation (39)).

As a matter of fact, the theorems established in this paper should therefore also
hold without reset. But this requires to replace the firing condition (4) by another
condition stating what the membrane potential does during the spike. Although it
could be possible to propose an ad hoc form for the spike, it would certainly be more
interesting to extend the results here to models where neurons activity depends on
additional variables such as adaptation currents, as in the FitzHugh-Nagumo model
[39—42], or activation-inactivation variables as in the Hodgkin-Huxley model [35].

The present formalism affords an extension toward such models, where the neuron
fires whenever its membrane potential belongs to a region of the phase space, which
can be delimited by membrane potentials plus additional variables such as adapta-
tion currents or activation-inactivation variables, and where the spike is controlled
by the global dynamics of all these variables. But while here the firing of a neuron
is described by the crossing of a fixed threshold, in the FitzHugh-Nagumo model, it
is given by the crossing of a separatrix in the plane (voltage-adaptation current) and
by a more complex “frontier” in the Hodgkin-Huxley model [2, 55]. One difficulty
is to precisely define this region. To our knowledge, there is no clear agreement for
the Hodgkin-Huxley model (some authors [2] even suggest that the “spike region”
could have a fractal frontier). The extension toward FitzZHugh-Nagumo seems more
manageable.

Finally, the most important difficulty toward extending this paper results in more
realistic neural networks is the definition of the synaptic spike response. In IF mod-
els, the spike is thought as a punctual “event” (typically, an “instantaneous” pulse)
while the synaptic response is described by a convolution kernel (the a-profile). This
leads one to consider a somewhat artificial mixed dynamics where membrane poten-
tial evolves continuously while spike are discrete events. In more realistic models,
one would have to consider kinetic equations for neurotransmitter release, receptor
binding and opening of post-synaptic ionic channels [5, 44]. Additionally, the consid-
eration of these mechanics deserves a spatially extended modeling of the neuron, with
time delays. In this case, all variables evolve continuously and the statistics of spike
trains would be characterized by the statistics of return times in the “spike region”.
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This statistics is induced by some probability measure in the phase space; a natural
candidate would be the Sinai-Ruelle-Bowen measure [56—58], for stationary dynam-
ics, or the time-dependent SRB measure for non-stationary cases, as defined, e.g., in
[59]. These measures are Gibbs measures as well [60]. Here, the main mathematical
property ensuring existence and uniqueness of such a measure would be uniform hy-
perbolicity. To our knowledge, conditions ensuring such a property in networks have
not been established yet neither for Hodgkin-Huxley’s nor for FitzHugh-Nagumo’s
models.

9.4 Synaptic plasticity

As the results established in this paper hold for any synaptic weight value in H, they
hold as well for networks underlying synaptic plasticity mechanisms. The effects of
a joint evolution of spikes dynamics, depending on synaptic weights distributions,
and synaptic weights evolution depending on spike dynamics have been studied in
[61]. In particular it has been shown that mechanisms such as Spike-Time-Dependent
Plasticity are related to a variational principle for a quantity, the topological pressure,
derived for the thermodynamic formalism of Gibbs distributions. In the paper [61],
the fact that spike trains statistics were given by a Gibbs distribution was a working
assumption. Therefore, the present work establishes a firm ground for [61].

Appendix
Here, we establish (52). We use the following lemma.

Lemma 1 For a collection 0 < ag, a,’( <1,Vk=1,...,N, we have

N
/
H“k
k=1

N
§Z|ak—a,’(|. (59)

This lemma is easily proved by recursion.
We have, forn e Z,m >0

w—a)},

ax = k(M7 (Xe(n — 1, 0) + (1 — () (1 — 7 (X (n — 1, ),
ap = o (Xe(n—1,0") + (1 — 0, () (1 — 7 (Xk(n — 1, 0"))).

var,[p(n, )] = sup{

where:

Therefore, using inequality (59),

vary [ p(n, )] <

= o'},
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The condition » "= o' implies wy (n) = w},(n) 5o that:
Jak —af | = 7 (Xen = 1,0)) =7 (Xe(n — 1.6))].
We have
7 (e — 1) =7 (Xl — 1) < [Xer — 1) — Xl — 1.0)] 7]

with |7 |leo = sUp,eg |7/ (x)| = «/% so that

N
1
vary,|pn, )| < —— var, | Xr(n —1,-)].
We have now to upper bound var, [Xi(n — 1, )] = sup{| Xx(n — 1, w) — Xy (n — 1,
o) w ma- '}. We have

vary, [Xk(n —1, ~)]

1

(det)

< 0=V, —1,),n—

< vary, [ (tk(n ). n )]Zg’( (-1 aw)n—1, )

1
(det)
+ sup |6 — V), w(n—1,w),n —1,w)|var [ i|,
we?(’ . ) vati ox(te(n —1,-),n—1,°)

with,
var, [0 = VI (e = 1,9, n = 1,-)] = var, [V (wn = 1,),n — 1, )]
<var, [V (t(n = 1,9, n — 1, )]+ var, [V (wn — 1, ),n = 1,)]
so that, from (40), (43):

var, [0 = VI (wein — 1,),n — 1,-)]

Z A(det) P, ( )e W 1 e - (60)
where:
(det) _ ,(syn) (ext)
(see Equations (41), (44)) and:
B(det) B(Syn) + B(ext)
(see Equations (42), (45)).
Moreover, from (37),
1 1
sup <—. (61)
weX Uk(rk(n—l,a)),n—l,a)) Uk
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From (35),

sup |6 — VO (te(n — 1, ), n — 1, 0)| < max(|6 — V|, ). 62

weX

Finally,

varm[ ! i|
or(tg(n—1,),n—1,")

1
—-1,), 1,
Svarm[ok(rk(n ) n— )]as)lell))( O,k (Tk(n—l (1)) }’l—l a))

< (a:—)z var [or (re(n — 1, )on — 1,1)].

while
Varm[akz(tk(n -1,),n—1, )] > 20, Varm[ak(rk(n —1,9),n—1, )]

from (37), so that:

Varm[ak(rk(n —1,9),n—1, )] < %varm[akz(rk(n —1,),n—1, )],
%k

and, from (46),

1
r’”[om(n— L).n— 1,-)}
1 N ( ) _m_ 2»1
< A9 p, ( )e W4 C e Lk | (63)
2(0; )3 [1’2 k' T/

Summarizing (60), (61), (62), (63)

ZA(det)P < >e ) +B(det) __m
T

j=1

Varm[Xk(n —1, )] =< —(

Ok

+max[|9 — Vk+|]

N
1 (O') ( ) r (U) _ 2m
x ———| > AP, e W +C! :
(20, )} [ =~ T

Therefore, we have:

2771

var, [Xe(n — 1, )] ZA(X)P ( )e % 4 BMe 4 cMe”

for constants A(X) B(X) C(X).
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Asa consequence,

N
1 _m_ __m _ 2m
vary, [p(n’ )] < — E E A(X) < )e %) + BIEX)e Lk + C]EX)e Lk

2 gl et

Therefore, >, var,_,/[p(n,-)] is bounded from above by the series

n>m

N

1 n— m/ n—m’ n—m’
LD ST e e
2 k=1Lj=1 n>m’ Tkj n>m’
_2(n— m)
+ Ckx) Z e Lk
n>m’
S > PO o E SRl S
= A Pd( )e Tkj +Bk e "Lk
2m oo 1>0 >0

21
+ O ek
>0

which converges, uniformly in m’. As a consequence, in (52), v(p) < +oo and we
are done.

Competing interests
The author declare that he has no competing interests.

Acknowledgements I would like to thank both reviewers for a careful reading of the manuscript, con-
structive criticism, and helpful comments. I also acknowledge G. Maillard and J. R. Chazottes for in-
valuable advices and references. I am also grateful to O. Faugeras and T. Viéville for useful comments.
This work has been supported by the ERC grant Nervi, the ANR grant KEOPS, and the European grant
BrainScales.

References

1. Izhikevich, E.: Which model to use for cortical spiking neurons? IEEE Trans. Neural Netw. 15(5),
1063-1070 (2004)

2. Guckenheimer, J., Oliva, R.: Chaos in the Hodgkin-Huxley model. STAM J. Appl. Dyn. Syst. 1, 105
(2002)

3. Faure, P.,, Korn, H.: A nonrandom dynamic component in the synaptic noise of a central neuron. Proc.
Natl. Acad. Sci. USA 94, 6506-6511 (1997)

4. Faure, P., Korn, H.: Is there chaos in the brain? I. Concept of nonlinear dynamics and methods of
investigation. C. R. Acad. Sci., Sér. 3 Sci. Vie 324, 773-793 (2001)

5. Ermentrout, G.B., Terman, D.: Foundations of Mathematical Neuroscience. Interdiscipl. Applied
Mathematics. Springer, Berlin (2010)

6. Riehle, A., Griin, S., Diesmann, M., Aertsen, A.: Spike synchronization and rate modulation differen-
tially involved in motor cortical function. Science 278, 1950-1953 (1997)

@ Springer



Page 40 of 42 Cessac

7.

8.

13.

14.
15.

16.

17.

19.

20.

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.

31.

32.

Grammont, F., Riehle, A.: Precise spike synchronization in monkey motor cortex involved in prepa-
ration for movement. Exp. Brain Res. 128, 118-122 (1999)

Riehle, A., Grammont, F., Diesmann, M., Griin, S.: Dynamical changes and temporal precision of
synchronized spiking activity in monkey motor cortex during movement preparation. J. Phys. (Paris)
94, 569-582 (2000)

. Grammont, F., Riehle, A.: Spike synchronization and firing rate in a population of motor cortical

neurons in relation to movement direction and reaction time. Biol. Cybern. 88(5), 260-373 (2003)

. Rieke, F,, Warland, D., de Ruyter van Steveninck, R., Bialek, W.: Spikes: Exploring the Neural Code.

Bradford Books, Denver, CO (1997)

. Schneidman, E., Berry, M., Segev, R., Bialek, W.: Weak pairwise correlations imply strongly corre-

lated network states in a neural population. Nature 440(7087), 1007—1012 (2006)

. Tkacdik, G., Schneidman, E., Berry, M.J. II, Bialek, W.: Spin glass models for a network of real neu-

rons. ArXiv:0912.5409v1, 15 (2009)

Marre, O., Boustani, S.E., Frégnac, Y., Destexhe, A.: Prediction of spatiotemporal patterns of neural
activity from pairwise correlations. Phys. Rev. Lett. 102, 138101 (2009)

Jaynes, E.: Information theory and statistical mechanics. Phys. Rev. 106, 620 (1957)

Shlens, J., Field, G., Gauthier, J., Grivich, M., Petrusca, D., Sher, A., Litke, A., Chichilnisky, E.: The
structure of multi-neuron firing patterns in primate retina. J. Neurosci. 26(32), 8254 (2006)

Cocco, S., Leibler, S., Monasson, R.: Neuronal couplings between retinal ganglion cells inferred
by efficient inverse statistical physics methods. Proc. Natl. Acad. Sci. USA 106(33), 14058-14062
(2009). http://www.pnas.org/cgi/doi/10.1073/pnas.0906705106

Tang, A., Jackson, D., Hobbs, J., Chen, W., Smith, J.L., Patel, H., Prieto, A., Petrusca, D., Grivich,
M.L, Sher, A., Hottowy, P., Dabrowski, W., Litke, A.M., Beggs, J.M.: A maximum entropy model
applied to spatial and temporal correlations from cortical networks in vitro. J. Neurosci. 28(2), 505—
518 (2008)

. Roudi, Y., Nirenberg, S., Latham, P.: Pairwise maximum entropy models for studying large biological

systems: when they can work and when they can’t. PLoS Comput. Biol. 5(5), 1-18 (2009)

Shlens, J., Field, G.D., Gauthier, J.L., Greschner, M., Sher, A., Litke, A.M., Chichilnisky, E.J.: The
structure of large-scale synchronized firing in primate retina. J. Neurosci. 29(15), 5022-5031 (2009)
Ohiorhenuan, I.E., Mechler, F., Purpura, K.P., Schmid, A.M., Hu, Q., Victor, J.D.: Sparse coding and
high-order correlations in fine-scale cortical networks. Nature 466(7), 617-621 (2010)

Lindsey, B., Morris, K., Shannon, R., Gerstein, G.: Repeated patterns of distributed synchrony in
neuronal assemblies. J. Neurophysiol. 78, 1714-1719 (1997)

Villa, A.E.P, Tetko, I.V., Hyland, B., Najem, A.: Spatiotemporal activity patterns of rat cortical neu-
rons predict responses in a conditioned task. Proc. Natl. Acad. Sci. USA 96(3), 1106-1111 (1999)
Segev, R., Baruchi, 1., Hulata, E., Ben-Jacob, E.: Hidden neuronal correlations in cultured networks.
Phys. Rev. Lett. 92, 118102 (2004)

Amari, S.I.: Information geometry of multiple spike trains. In: Griin, S., Rotter, S. (eds.) Analysis of
Parallel Spike Trains. Springer Series in Computational Neuroscience, vol. 7, pp. 221-253. Springer,
Berlin (2010). doi:10.1007/978-1-4419-5675

Roudi, Y., Hertz, J.: Mean field theory for non-equilibrium network reconstruction. ArXiv:
1009.5946v1 (2010)

Vasquez, J.C., Viéville, T., Cessac, B.: Parametric estimation of Gibbs distributions as generalized
maximum-entropy models for the analysis of spike train statistics. Research Report RR-7561, INRIA
(2011)

Vasquez, J.C., Palacios, A.G., Marre, O., Berry, M.J., Cessac, B.: Gibbs distribution analysis of tem-
poral correlation structure on multicell spike trains from retina ganglion cells. J. Phys. (Paris) (in
press) (2011)

Cessac, B.: A discrete time neural network model with spiking neurons II. Dynamics with noise.
J. Math. Biol. (in press) (2010). http://www.springerlink.com/content/j602452n1224x602/
Kravchuk, K., Vidybida, A.: Delayed feedback causes non-Markovian behavior of neuronal firing
statistics. J. Phys. A (2010). ArXiv:1012.6019

Vasquez, J.C., Viéville, T., Cessac, B.: Entropy-based parametric estimation of spike train statistics.
Research Report, INRIA (2010). http://arxiv.org/abs/1003.3157

Rudolph, M., Destexhe, A.: Analytical Integrate and Fire Neuron models with conductance-
based dynamics for event driven simulation strategies. Neural Comput. 18, 2146-2210 (2006).
http://www.mitpressjournals.org/doi/abs/10.1162/neco.2006.18.9.2146

Cessac, B., Viéville, T.: On dynamics of integrate-and-fire neural networks with adaptive conduc-
tances. Frontiers Neurosci 2(2) (2008)

@ Springer


http://arxiv.org/abs/0912.5409v1
http://www.pnas.org/cgi/doi/10.1073/pnas.0906705106
http://dx.doi.org/10.1007/978-1-4419-5675
http://arxiv.org/abs/1009.5946v1
http://arxiv.org/abs/1009.5946v1
http://www.springerlink.com/content/j602452n1224x602/
http://arxiv.org/abs/1012.6019
http://arxiv.org/abs/1003.3157
http://www.mitpressjournals.org/doi/abs/10.1162/neco.2006.18.9.2146

Journal of Mathematical Neuroscience (2011) 1:8 Page 41 of 42

33.

34.
35.
36.
37.

38.

39.
40.
41.
42,
43.
44,
45.
46.
47.

48.
49.

50.

51.

52.

53.
54.

55.

56.
57.

58.
59.

60.
. Cessac, B., Rostro-Gonzalez, H., Vasquez, J.C., Viéville, T.: How Gibbs distribution may naturally

62.

Jolivet, R., Lewis, T., Gerstner, W.: Generalized integrate-and-fire models of neuronal activity ap-
proximate spike trains of a detailed model to a high degree of accuracy. J. Neurophysiol. 92, 959-976
(2004)

Jolivet, R., Rauch, A., Lescher, H.R., Gerstner, W.: Integrate-and-Fire Models with Adaptation Are
Good Enough. MIT Press, Cambridge (2006)

Hodgkin, A., Huxley, A.: A quantitative description of membrane current and its application to con-
duction and excitation in nerve. J. Physiol. 117, 500-544 (1952)

Lapicque, L.: Recherches quantitatifs sur ’excitation des nerfs traitee comme une polarisation.
J. Physiol. Paris 9, 620-635 (1907)

Cessac, B.: A view of neural networks as dynamical systems. Int. J. Bifurc. Chaos 20(6), 1585-1629
(2010). http://lanl.arxiv.org/abs/0901.2203

Kirst, C., Geisel, T., Timme, M.: Sequential desynchronization in networks of spiking neurons
with partial reset. Phys. Rev. Lett. 102, 068101 (2009). http://link.aps.org/doi/10.1103/PhysRevLett.
102.068101

FitzHugh, R.: Mathematical models of threshold phenomena in the nerve membrane. Bull. Math.
Biophys. 17, 257-278 (1955)

FitzHugh, R.: Impulses and physiological states in models of nerve membrane. Biophys. J. 1, 445-466
(1961)

Nagumo, J., Arimoto, S., Yoshizawa, S.: An active pulse transmission line simulating nerve axon.
Proc. IRE 50, 2061-2070 (1962)

FitzHugh, R.: Mathematical Models of Excitation and Propagation in Nerve. McGraw-Hill, New York
chap. 1 (1969)

Maillard, G.: Introduction to Chains with Complete Connections. Ecole Federale Polytechnique de
Lausanne (2007)

Destexhe, A., Mainen, Z.F., Sejnowski, T.J.: Kinetic models of synaptic transmission. In: Methods in
Neuronal Modeling, pp. 1-25. MIT Press, Cambridge (1998)

Ermentrout, B.: Neural networks as spatio-temporal pattern-forming systems. Rep. Prog. Phys. 61,
353-430 (1998)

Chazottes, J.: Entropie relative, dynamique symbolique et turbulence. Ph.D. thesis, Université de
Provence-Aix Marseille I (1999)

Ledrappier, E.: Principe variationnel et systtmes dynamiques symboliques. Z. Wahrscheinlichkeits-
theor. Verw. Geb. 30(185), 185-202 (1974)

Coelho, Z., Quas, A.: Criteria for d-continuity. Trans. Am. Math. Soc. 350(8), 3257-3268 (1998)
Bressaud, X., Fernandez, R., Galves, A.: Decay of correlations for non Holderian dynamics. A cou-
pling approach. Electron. J. Probab. 4(3), 1-19 (1999)

Ferndndez, R., Maillard, G.: Chains with complete connections: general theory, uniqueness, loss of
memory and mixing properties. J. Stat. Phys. 118, 555-588 (2005)

Cessac, B., Palacios, A.: Spike Train Statistics from Empirical Facts to Theory: The Case of the
Retina. Current Mathematical Problems in Computational Biology and Biomedicine. Springer, Berlin
(2011)

Georgii, H.O.: Gibbs Measures and Phase Transitions. De Gruyter Studies in Mathematics, vol. 9.
de Gruyter, Berlin (1988)

Kirst, C., Timme, M.: How precise is the timing of action potentials? Front. Neurosci. 3, 2-3 (2009)
Cessac, B.: A discrete time neural network model with spiking neurons. Rigorous results on the spon-
taneous dynamics. J. Math. Biol. 56(3), 311-345 (2008)

Cronin, J.: Mathematical Aspects of Hodgkin-Huxley Theory. Cambridge University Press, Cam-
bridge (1987)

Sinai, Y.: Gibbs measures in ergodic theory. Russ. Math. Surv. 27(4), 21-69 (1972)

Bowen, R.: Equilibrium States and the Ergodic Theory of Anosov Diffeomorphisms. Lect. Notes in
Math., vol. 470. Springer-Verlag, New York (1975)

Ruelle, D.: Thermodynamic Formalism. Addison-Wesley, Reading, Massachusetts (1978)

Ruelle, D.: Smooth dynamics and new theoretical ideas in nonequilibrium statistical mechanics.
J. Stat. Phys. 95, 393-468 (1999)

Keller, G.: Equilibrium States in Ergodic Theory. Cambridge University Press, Cambridge (1998)

arise from synaptic adaptation mechanisms: a model based argumentation. J. Stat. Phys. 136(3), 565—
602 (2009). http://www.springerlink.com/content/3617162602160603

Naundorf, B., Wolf, F., Volgushev, M.: Unique features of action potential initiation in cortical neu-
rons. Nature 440, 10601063 (2006)

@ Springer


http://lanl.arxiv.org/abs/0901.2203
http://link.aps.org/doi/10.1103/PhysRevLett.102.068101
http://link.aps.org/doi/10.1103/PhysRevLett.102.068101
http://www.springerlink.com/content/3617162602160603

Page 42 of 42 Cessac

63. McCormick, D., Shu, Y., Yu, Y.: Neurophysiology: Hodgkin and Huxley model - still standing? Nature
445, E1-E2 (2007)

64. Naundorf, B., Wolf, F., Volgushev, M.: Neurophysiology: Hodgkin and Huxley model - still standing?
(Reply). Nature 445, E2-E3 (2007)

@ Springer



	Statistics of spike trains in conductance-based neural networks: Rigorous results
	Abstract
	Introduction
	Integrate and fire model
	The "integrate regime"
	LIF model
	Spikes
	Raster plots
	Spike times
	Reset
	The shape of membrane potential during the spike
	Mathematical representation of raster plots
	Representation of time-dependent functions
	Last reset time

	Generalized integrate and fire models
	Synaptic conductances
	Conductance update upon a spike occurrence
	Mathematical constraints on the synaptic responses
	Synaptic summation
	Noise
	Differential equation for the integrate regime of gIF
	The parameters space

	gIF model dynamics for a fixed raster
	Integrate regime
	Reset

	Useful bounds
	Bounds on the conductance
	Bounds on membrane potential
	Bounds on the noise variance
	The limit tauk(t,omega)->-infty

	Continuity with respect to a raster
	Definition
	Continuity of conductances
	Continuity of the membrane potentials
	Continuity of the variance of Vk(noise)(tauk(t,·),t,·)
	Remark

	Statistics of raster plots
	Conditional probability distribution of Vk(t)
	The transition probability
	Chains with complete connections
	Existence of a consistent probability measure µ
	The Gibbs distribution


	Consequences
	The probability that neuron k does not fire in the time interval [s,t]
	Back to spike trains analysis with the maximal entropy principle

	Discussion
	The spike time discretization
	The limit of time-bin tending to 0
	Synchronization for distinct neurons

	Refractory period
	Beyond IF models
	Synaptic plasticity

	Appendix
	Competing interests
	Acknowledgements
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


