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MULTISCALE PIECEWISE DETERMINISTIC MARKOV PROCESS
IN INFINITE DIMENSION: CENTRAL LIMIT THEOREM AND LANGEVIN
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Abstract. In [A. Genadot and M. Thieullen, Averaging for a fully coupled piecewise-deterministic
markov process in infinite dimensions. Adv. Appl. Probab. 44 (2012) 749-773], the authors addressed
the question of averaging for a slow-fast Piecewise Deterministic Markov Process (PDMP) in infinite
dimensions. In the present paper, we carry on and complete this work by the mathematical analysis of
the fluctuations of the slow-fast system around the averaged limit. A central limit theorem is derived
and the associated Langevin approximation is considered. The motivation for this work is the study
of stochastic conductance based neuron models which describe the propagation of an action potential
along a nerve fiber.
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1. INTRODUCTION

In [17], the authors addressed the question of averaging for a class of multiscale spatially extended stochastic
conductance based neuron models, also known as spatially extended stochastic generalized Hodgkin—Huxley
models. These models describe the evolution of an action potential or nerve impulse along the axon of a neuron
at the scale of ionic channels. More generally, in electro-physiology, these equations describe the evolution of
an action potential in excitable membranes. Mathematically, these spatially extended stochastic conductance
based models belong to the class of Hilbert-valued Piecewise Deterministic Markov Processes (PDMP) with
multiple time scales. In [17], we obtained averaging results for this class of models. The averaged models are
still Hilbert-valued PDMPs but of lower dimensions in the sense that the dynamic of the jump components of the
slow-fast PDMP is simplified. In the present paper, we study the fluctuations of the original slow-fast systems
around their averaged limit. A central limit theorem is derived and the associated Langevin approximation is
considered. A numerical example based on a spatially extended stochastic Morris—Lecar model is provided at
the end of the paper.
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The mathematical analysis of PDMPs, and more generally of hybrid systems, constitutes a very active area
of research since a few years. A hybrid system can be defined as a dynamical system describing the interactions
between a continuous macroscopic dynamic and a discrete microscopic one. For PDMPs, between the jumps,
the motion of the macroscopic component is given by a deterministic flow. This deterministic flow is in its turn
given by solutions of a partial differential equation (PDE) in the infinite dimensional case and an ordinary
differential equations (ODE) in the finite dimensional one. If the macroscopic component were held fixed, then
the microscopic component would follow the dynamic of a continuous time Markov chain. It is essentially these
two properties, a deterministic flow punctuated by markovian jumps, which give to PDMPs their most important
characteristic as hybrid systems: they enjoy the Markov property.

Markovian hybrid systems such as PDMPs are the object of a great attention because they offer an accurate
description of a large class of phenomena arising in various domains such as physics or biology. Moreover, their
Markovian structure allows to use the very well developed theory of Markov processes to their study. In mathe-
matical neurosciences, a domain the authors are more particularly interested in, PDMP models arise naturally
in the description of the propagation of a nerve impulse. Point models of generation (but not propagation) of
action potentials have been studied in [26,33] in the framework of finite dimensional PDMPs. Similarly, a wide
class of conductance based neuron models describing the generation and propagation of an action potential may
be described as infinite dimensional PDMPs, ¢f. [8]. In these models, the macroscopic components is continuous
and describes the evolutions of the action potential on the neuronal membrane. It follows a PDE with param-
eters which are randomly updated. These switches corresponds to jumps of the microscopic components: the
ionic channels, present all over the neuronal membrane, open and close stochastically. The stochastic neural field
equations have also been considered as limits of underlying hybrid mechanisms, c¢f. [30]. These mathematical
descriptions of neuron models are consistent with classical deterministic models such as the Hodgkin—Huxley
model and the compartment type models, see [1,30,31].

PDMPs have been introduced by Davis in [12,13] in the finite dimensional setting and generalized in [8] to the
infinite dimensional case and more particularly to Hilbert-valued PDMPs. Recently, the asymptotic behavior of
finite dimensional PDMPs has been investigated in [3,4,32] through the research of existence and uniqueness of
invariant measures for PDMPs. Let us mention that also for finite dimensional PDMPs, control problems have
been studied in [10, 18], numerical methods in [6,29], time reversal in [23] and to end up this list with no claim
of completeness, estimation of the jump rates for PDMPs in [2,14].

Limit theorems for infinite dimensional PDMPs have been derived in [1,31]: a Law of Large Numbers and
a Central Limit Theorem for sequences of Hilbert-valued PDMPs are obtained. In this way, the authors show
the consistency of spatially extended stochastic conductance based neuron models with deterministic models.
Indeed, in [1,31], the authors show that when the number of ionic channels increases, stochastic conductance
based neuron models converge to their corresponding deterministic version. In the present paper, as in [17],
we work with a fixed number of ionic channels but with neuron models exhibiting intrinsically two different
timescales: the microscopic jump component is accelerated and thus considered as fast with respect to the
macroscopic continuous one. With a number of ionic channels held fixed, we obtain limit theorems when the
speed of acceleration of the fast dynamic goes to infinity. The studied models correspond to the one studied
in [1,17] and considered as application in [8,31]. Averaging is of first importance for these models because it
allows to simplify the dynamic of the system. Moreover, the averaged limit preserves the qualitative behavior of
the original dynamical system such as the excitable properties of the model, see [27,36]. In the finite dimensional
case, these questions have been addressed in [16] and [26]. In particular, we extend the results of [26] to spatially
extended conductance based neuron models. A question remains, namely, how to treat simultaneously the
phenomena of acceleration of the speed of the fast component (¢ — 0) and increase of the number of ionic
channels (N — o0)? For example, do we obtain the same models in permuting the order of these two different
limits?

To prove that the renormalized difference between the non-averaged and averaged models converges in law,
we use a tightness argument based on the Prohorov procedure developed in the Hilbert space setting in [24].
For this purpose, we use technical estimates of the same kind as in [17], but more involved. To characterize
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the limit, we extend the arguments of [33] Chapter 6 to the infinite dimensional setting. Then, the Langevin
approximation is shown to be a good approximation of the averaged process by arguments coming from SPDE
theory. To the best of the authors’s knowledge, these methods have never been applied to study the fluctuations
of a two timescales infinite dimensional PDMP around its averaged limit.

We notice at this point that the study of slow-fast systems of Stochastic Partial Differential Equations
(SPDESs), a framework different from ours but very instructive, is an area of very active research. Averaging
results have been derived in [7,9,35] and fluctuations around the limit and large deviations have been studied
in [34]. The results of these papers are of the same flavor than the results obtained in the present paper: a
Hilbert-valued slow motion is averaged against the invariant measure of a fast dynamic.

The paper is organized as follows. In Section 2 and 3 we recall as briefly as possible the model and the
main results of [17] and in particular the different properties of the averaged process. Section 4 introduces the
main results of the present paper: the Central Limit Theorem and the attached Langevin approximation are
stated. The description of the general class of PDMP which can be included in our framework is described
in Section 2.3. In Section 5, we begin by proving the Central Limit Theorem in the so-called all-fast case of
Section 4.1. In the all fast case, we divide the proof in two parts: tightness in Section 5.1 and identification
of the limit in Section 5.2. Properties of the diffusion operator related to the fluctuations are investigated in
Section 5.3. In Section 5.4, the Langevin approximation associated to the averaged model and its fluctuations
is considered. In Section 6, as an example, we consider a spatially extended stochastic Morris—Lecar model and
provide numerical experiments.

2. THE MODELS

2.1. Stochastic Hodgkin—Huxley models

In this section, we introduce the stochastic generalized Hodgkin—-Huxley model also known in the literature
as stochastic conductance based neuron models. This model was first considered in [1], and later in (8,17, 31].
Although we are interested in multiscale stochastic conductance based neuron models, we start by describing the
model without different time scales, for the sake of clarity. We begin by stating all our mathematical definitions
and assumptions before providing the biological interpretation of our model.

Let T be a fixed finite time horizon, I = [0, 1] and E a finite set. We fix an integer N > 1 and consider the
subset N' = {z;,i =1,2,...,N} of I = (0,1). We write R for the finite set EV and H = H}(I) for the space
of functions in L?(I) with first distributional derivative also belonging to L?(I). We recall some basic facts on
the Hilbert spaces H and L?(I), the Laplacian operator A and the Dirac delta function on H in Appendix A.
Let us simply recall that H and L?(I) are both Hilbert spaces with respective scalar products denoted by (-, )
and (-, ')L2(1)~

For (u,r) € H x R we define the generalized function G, (u) (or reaction term) in H* by

N
1
Gr(u) = ~ > ooy (0riy — u(2:))0-,, (2.1)
=1

where H* = H~!(I) is the dual space of H. We denote by (-,-) the duality pairing between H and H*. For
& € E, ce and v are two real constants, the first being positive. We omit N in the notation of G, (u) because,
in contrary to [1,31], N is held fixed all along the paper. Notice that, in contrary to the model developed in
Section 2.2, G,.(u) does not belong to H, thus, the model of the present section does not enter in the general
framework of Section 2.3. However, we prefer to present in a first part the model given by (2.1) with the Dirac
delta functions because it corresponds exactly to the model studied in [1,17].

For two states £,( € E, we define by a¢ ¢ the jump intensity or transition rate function from the state &
to the state . The function ¢ ¢ is a real valued function of a real variable supposed to be, as its derivative,
Lipschitz-continuous. We assume moreover that 0 < ag ¢ < a™ for any £,¢ € E and either ag ¢ is constant
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equal to zero or is positive bounded below by a positive constant a._. That is, the non-zero rate functions are
bounded below and above by positive constants.

Then, for v € H and (r,7) two different states of R, we define by ¢,7 the jump intensity or transition rate
function from the state r to the state 7. This is a real valued function defined on H by

0 if r and 7 differ from more than one component,

ri(U) = ()7 (i i) o N, 2.2
ari(v) M if r(i) # 7(i) and all the other components are equal. 22)
iy (u(z(4))

The quantity o) (u(2:)) = > ee g\ (r(i)y @r(e(u(2i)) represents the total rate of leaving the state r(i) € E.
The stochastic conductance based model for excitable cells we consider consists in the following evolution
problem on I

{ 8tut = Aut —|- Gn (Ut), (2 3)

P(resn = rlre =7) = qri(ug)h 4 o(h)

for t € [0,T] and zero Dirichlet boundary conditions. That is u:(0) = us(1) = 0 for all ¢t € [0,T]. We are
interested in the stochastic process (ut, 7¢)ie(0,17-

The spatially extended stochastic Hodgkin—Huxley model (2.3) describes the propagation of an action poten-
tial along an axon at the scale of ionic channels. The axon, or nerve fiber, is the component of a neuron which
allows the propagation of an incoming signal from the soma to another neuron on long distances. The length of
the axon is large relative to its radius, thus, for mathematical convenience, we consider the axon as a segment
1. All along the axon are the ion channels which allow and amplify the propagation of the incoming impulse.
We assume that there are N ion channels along the axon located in the subset N = {z;,i = 1,2,..., N} of
I= (0,1). In [1,17] for instance, N' = {%,z =1,...,N — 1} which means that the ion channels are regularly
spaced. Each ion channel can be in several states £ € F, for instance, in the Hodgkin—-Huxley model, a state can
be: “receptive to sodium ions and open”. When a ion channel is open, it allows some ionic species to enter or
leave the cell, generating in this way a current. For a greater insight into the underlying biological phenomena
governing the model, the authors refer to [21], Chapter 2.

The ion channels switch between states according to a continuous time Markov chain whose jump intensities
depend on the local potential of the axon membrane. For a given channel, the rate function describes the rate
at which it switches from one state to another.

A possible configuration of all the N ion channels is denoted by r = (r(7),7 € N), a point in the space of all
configurations R = EN: r(7) is the state of the channel located at z;, for ¢ € A. The channels, or stochastic
processes 7 (i), are supposed to evolve independently over infinitesimal time-scales. Denoting by u(z;) the local
potential at point z; at time ¢, we have

P(ripn(i) = Clre(i) = §) = ag¢ (ue (2:)) h + o(h). (2.4)

For any & € E, c¢ represents the maximal conductance and ve the steady state potentials, or driven potentials,
of a channel in state &.

The transmembrane potential u:(z), that is the difference of electrical potential between the outside and the
inside of the axon, evolves according to the following hybrid reaction-diffusion PDE

N

1
Ovue = Dy + 2 Cry (1) (Vry (i) — 1 (2:)) 0, (2.5)

The zero Dirichlet boundary conditions for this PDE corresponds to the case of a clamped axon [21].
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2.2. Stochastic Hodgkin—Huxley model with mollifiers

For technical reasons, in the present paper, we will work with a slightly different model where the Dirac
distributions ¢,, in (2.5) are replaced by approximations ¢., in the sense of distributions, in the same way as in
so called compartment models (see Sect. 4 for more details). In such a model the reaction term is given by

N
1
Gr(u) = N Z Cr (i) (Ur(i) — az)¢z7 (26)
i=1

for (r,u) € R x L*(I) where for any h € L*(I), h; = (h, ¢.,)r2(1)- For i € N, the function ¢, which belongs to
L?(I) approximates the Dirac distribution §,,. For i € {1,..., N} the functions ¢, are defined on I by

@&w:1M<x—%>

K K

with x small enough such that ¢, is compactly supported in I. The mollifier M is defined on R by
o
M(xz)=¢ 1-22 L1 (x).

Replacing 6., by ¢., corresponds to consider that when the channel located at z; is open and allows a current
to pass, not only the voltage at the point z; is affected, but also the voltage on a small area around z;, see [8],
Section 3.1. The family of functions ¢, is indexed by a parameter x related to the considered membrane area:
the smaller & is, the smaller is the area. When u is held fixed, the dynamic of the ion channel at location z; is
given by

P(resn(i) = Clro(i) = €) = agc (i) h + o(h) (2.7)

for ¢,¢ € E and t,h > 0. The present paper is thus concerned with the following evolution problem, for ¢ € [0, 7]

{ 8tut = Aut —|— Grt (ut),
P(ren (i) = Clre(i) = §) = aec(uei)h + o(h).

2.3. A general framework

(2.8)

The previous stochastic Hodgkin—Huxley model with mollifiers actually belong to a more general framework
that we now describe.

Let A be a self-adjoint linear operator on a separable Hilbert space H such that there exists a Hilbert basis
{er, k > 1} of H made up with eigenvectors of A

Aek: = _Zkrek (29)
for k > 1 and such that
supsup |ex(y)| < 0. (2.10)
k>1yel

The eigenvalues {l,k > 1} are assumed to form an increasing sequence of positive numbers enjoying the
following property

Zi < 0. (2.11)

Let R be a finite set. For any r € R, the reaction term G, : H — H is globally Lipschitz on H uniformly on
r € R. That is to say, there exists a constant Lg > 0 such that for any (r,u, %) € R x H x H we have

1Gr(u) = Gr(@)|[a < Lallu— al|m. (2.12)
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For fixed v € H let Q(u) := (¢r#(u)) (7 erxr be the generator of a continuous time Markov chain (r, ¢ > 0)
on R. We assume that for r # 7, the intensity rate functions ¢,+ : H — R are uniformly bounded and Lipschitz
continuous. There exist two constants By, L, such that for any (r,7,u,%) € R x R x H x H we have

sup  sup g7 (u) < By, |gri(u) — @i (@)] < Lgllu — | m. (2.13)
(r,F)ERXRuEH

Moreover, we assume that there exists a positive constant ¢_ such that

. - .
nf Mu) 2 ¢, (2.14)

where A(u) is the first non-zero eigenvalue of Q(u). We also assume that there exists a unique pseudo-invariant
measure p(u) associated to the generator Q(u) which is bounded and Lipschitz continuous with respect to w.
The present paper is concerned with the following evolution problem, for ¢ € [0, T]

8tut = Aut + Gn (Ut), (2 15)
P(ripn = 7|re = 1) = ¢ri(ug)h + o(h). '

Let us mention that in this framework, the model with mollifiers corresponds to H = L?(I) and R = EV.
With A = A, the Hilbert space basis {f,k > 1} of L?(I) defined in Appendix A and I, = (km)? for k > 1,
assumptions (2.9)—(2.14) are satisfied.

2.4. Basic properties of stochastic Hodgkin—Huxley models

The following result states that there exists a stochastic process satisfying system (2.8). Let ug be in D(A)
such that minge g ve < ug < maxeer ve, the initial potential of the axon. Let ¢o € R be the initial configuration
of the ion channels.

Proposition 2.1 ([8]). Fiz N > 1. There exists a probability space (£2,F,(Fi)o<i<T,P) on which a pair
(ug,r)o<t<T of cadlag adapted stochastic processes satisfies that each sample path of u is in C([0,T], L*(I)), r
is in R for all t € [0,T] and (ut, ¢ )o<t<r is solution of (2.8). Moreover (us,r)o<t<T 1S @ so called Piecewise
Deterministic Markov Process.

The existence of a stochastic process solution of (2.3) has been first proved in [1]. The proof in [1] is in two
parts. First, the Schaeffer fixed point theorem implies that when the jump process r jumps at rate 1, there
exists a solution to (2.3). Then the original dynamic of r is recovered using the Girsanov theorem for cadlag
processes with finite state space. Another approach has been developed in [8]. There, the process (u,r) is
constructed explicitly as a piecewise deterministic Markov process generalizing in this way the theory developed
by Davis [12,13] from the finite to the infinite dimensional setting. In [8], the authors prove that their process is
markovian and moreover characterize its generator. Still, another approach based on the marked point process
theory is also possible, see for instance [22], Chapter 7 and the extension to our framework in [28].

We proceed now by recalling the form of the generator of the process (u¢,7:)o<t<7 solution of (2.8). For
(ug,7) € L3(I) x R, we denote by (1,(t,up),t € [0,T]) the unique solution starting from ug of the PDE

N
1
Oy = Ay + > ooy (0ry — i), (2.16)

i=1
with zero Dirichlet boundary conditions.

Proposition 2.2. Let f be a locally bounded measurable function on L?(I) x R such that the map t
F(br(t,ug),r) is continuous for all (ug,r) € L*(I) x R. Then f is in the domain D(A) of the extended generator
of the process (u,r). The extended generator is given for almost all t by

Af (e 72) = S )0 + (), ) ), (217)
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where
N

B(ue) f(ur, ) (re) = Z Z[f(ut,rt(n( ) = Q) = flue, )|, (i) ¢ (U,s)-

i=1CEE

The element r¢(r4 (1) — C) of R is equal to r(j) if j # i and to ¢ if j = i. The notation %f(u., r¢)(t) means that
the function s — f(ul,r) is differentiated at s = t, where u' is the solution of the PDE (2.16) with the channel
state Ty held fixed equal to r. When f is continuously Fréchet differentiable with respect to its first argument
and such that the Riesz representation f, € H of the Fréchet derivative satisfies f(u,r) € H for uw € H and is
a locally bounded composition operator in L?((0,T), H) then

df

T == (u., ) (t) = (fulue, me), Aug + Gy, (wr)) -

See Appendix A for the definition and main properties of Fréchet differentiable functions.

3. MULTISCALE MODELS, SINGULAR PERTURBATION AND AVERAGING

In this section, we introduce a slow-fast dynamic in the stochastic Hodgkin—Huxley model described in Sec-
tion 2.2: some states of the ion channels communicate faster between each other than others. This is biologically
relevant as remarked for example in [21], Chapter 18. Mathematically, this leads to the introduction of an addi-
tional small parameter £ > 0 in our previously described model: the states which communicate at a faster rate
communicate at the previous rate ag ¢ divided by e. For an introduction on slow-fast systems, we refer to [27],
for a general theory of slow-fast continuous time Markov chain, see [36] and for the case of slow-fast systems
with diffusion, see [5].

In the context of Section 2.1, we make a partition of the state space E according to the different orders in
of the rate functions

E=FU---UE,

where [ € {1,2,---} is the number of classes. Inside a class E;, the states communicate faster at jump rates
of order % States in different classes communicate at the usual rate of order 1. For ¢ > 0 fixed, we denote by
(uf,7¢) the modification of the PDMP introduced in the previous section with now two time scales. Its generator
is, for f € D(A%)

A (ugs i) = % (u?,rg) (8) + B (ug) f (ug, ) (rg) - 3.1)

The term B¢ is the component of the generator related to the continuous time Markov chain 7¢. According
to (2.17) and our slow-fast description, we have the two time scales decomposition of this generator

B = éB + B, (3.2)

where the “fast” generator B is given by

B (ug) f (ug,ry) ZZlE ri (i Z [f (ug, g (r5() — Q) — f (ug,75)] Qre(i),¢ (ai,z)

i=1 j=1 CEE;

and the “slow” generator B is given by

B (u) f (uf,75) ZzlE ri (@) Y If (uf,rf (rf (6) = Q) = f (ufrf)] avg oy (a55) -

i=1 j5=1 (¢E;
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For y € R fixed and g : R x E — R, we denote by B;(y), j € {1,--- ,1} the following generator

Bi()g(€) =15, Y [91:0) — 9y, lacc(v).

CEE;

For any y € R fixed, and any j € {1,---,l}, we assume that the fast generator B;(y) is weakly irreducible
on Ej, i.e. has a unique quasi-stationary distribution denoted by f;(y). This quasi-stationary distribution is
supposed to be Lipschitz-continuous in y, as well as its derivative.

Following [36], the states in E; can be considered as equivalent. For any ¢ = 1,..., N we define a new
stochastic process (7§ );>0 by 75 (i) = j when 7§ (i) € E; and abbreviate E; by j. We then obtain an aggregate
process 7°(¢) with values in {1,--- ,1}. This process is also often called the coarse-grained process. It is not a

Markov process for € > 0 but a Markovian structure is recovered at the limit when € goes to 0. More precisely,
we have the following proposition.

Proposition 3.1 ([36], Chap. 7). For anyy € R, i =1,..., N, the process (i) converges weakly when e goes
to 0 to a Markov process 7(i) generated by

l
B(y)g(7(i)) = le(f(i)) Yo k) =9(G) Yo D ace®nw)(Q)

j=1 k=1,k#j §EE; CEE),
with g : {1,---,1} — R measurable and bounded.

We proved in [17] (in the context of the model with Dirac mass) that the limit of (u,7°) when e goes to zero
requires to average the reaction term G, (u) against the quasi-invariant distributions. That is we consider that
each cluster of states F/; has reached its stationary behavior. This leads to the averaged reaction term of the
following form: for any ¥ € R = {1,--- , [}V

N 1
Fow) = 5 S0 DL 60) 3 carni(@)(©) (v — a0, (33)

CEE;
Therefore, we call the following hybrid PDE
8tut = Aut + FFt (ut), (34)

the averaged equation. We take zero Dirichlet boundary conditions and initial conditions ug and gy where @y is
the aggregation of the initial channel configuration qy: gy = Z;zl J1E;(qo). In equation (3.4), each coordinate
of (7t)e[o,m) evolves independently over infinitesimal time intervals and according to the averaged jump rates
between the subsets E; of E. For j and k in {1,---,l}, the average jump rate from class E; to class Ej is
given by

ar(y) = Y D acemi®)Q). (3.5)

CEE; EEE)

We can now state the averaging result proved for the model with Dirac mass in [17] but easily adaptable to the
model with mollifiers.

Theorem 3.2. When e goes to 0 the stochastic process (u®,7°) solution of (3.1) converges in distribution in
the space C([0,T], L*(1)) x D([0,T],R) to (u,7), solution of (3.4)—(3.5).

Let us recall a result of first importance to prove Theorem 3.2 and in the present paper as well. We refer the
interested reader to [17] for the proof. This result establishes the uniform boundedness in € of the process u®.
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Proposition 3.3. For any T > 0, there is a deterministic positive constant C independent of ¢ €]0,1] such
that

sup ||utHL2(I) <C,
t€[0,1]

almost-surely.

For the sake of completeness, we recall a second result which states that the averaged model is well posed and
is still a PDMP.

Proposition 3.4. For any T > 0 there exists a probability space such that equations (3.4)—(3.5) define a PDMP
(ut, Tt )refo,r) in infinite dimension in the sense of [8]. Moreover, there is a constant C such that

sup |lutl| g2y < C
t€[0,T)

and u € C([0,T], L3(I)) almost-surely.

4. MAIN RESULTS

We present in this section the main results of the present paper. The averaging result of Theorem 3.2 above
may be seen as a Law of Large Numbers. The natural next step is then to study the fluctuations of the slow-fast
system around its averaged limit, in other words, to look for a Central Limit Theorem.

4.1. Fluctuations for the stochastic Hodgkin—Huxley models

For the sake of clarity in our presentation, we first present our result in the so called all-fast case that we proceed
to define.

When all states in E communicate at fast rates, there is a single class as described in Section 3, which is
equal to the whole set E. For each ¢ > 0, the generator of the process (u®,r¢) is given by

AT () = SE o) (04 TB W) T () 609), (11)

dt

where the slow part of the generator reduces to zero, B =0 in Section 3, and

B (uf utv’rf Z Z uf’Tt ) - f)) f (ui,rf)] ara(z) 13 (ui,z) .

i=1 (€E

When u € L?(I) is held fixed, the Markov process 7(i) has a unique stationary distribution pu(i;) for any

1=1,...,N. Then the process (r( ),i=1,...,N) has the following stationary distribution
N
() = (R (1)
i=1

The averaged reaction term reduces to
1 N
u) = / Gr(u)p(u)(dr) = + D> cen(@i)(€) (v — W), (4.2)
R -
(ERE i=1
The averaged limit u is solution of the PDE

8tut = Aut + F(uf)
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with initial condition uo and zero Dirichlet boundary conditions. Note that in this case, the limit PDE is no
longer hybrid in contrast with (3.4). For € > 0, we denote by z¢ the renormalized difference between u* and wu:
u® —u
€ _ . 4.3
z 7 (4.3)
Recall that we denote by {fi,k > 1} a Hilbert basis of L?(I). The main result of the present paper is the
following.

Theorem 4.1. When ¢ goes to 0 the process 2° converges in distribution in C([0,T], L*(I)) towards a process z.
For we L*(I), let C(u) : L>(I) — L3(I) be a diffusion operator characterized by

(C(u) f;, fi) = /R(Gr(u) = F(u), fi)r2(1)(@(r,w), fi) 2 (nyp(u)(dr).
@ is the unique solution of the equation

{ B(uw)®(r,u) = =(Gr(u) — F(u)),

Jr ®(r,u)p(u)(dr) = 0. (4.4)

Let us also define an operator G* by, for t € [0,T] and a measurable, bounded and twice Fréchet differentiable
function 1) : L?>(I) — R,

G (D)w(z) = i_f(z) [Az - i—i(ut)[z}] I {%(Z)C(ut)] '

The process z is uniquely determined as the solution of the following martingale problem. For any measurable,
bounded and twice Fréchet differentiable function v : L*(I) — R, the process

Ny(t) = (=) - /0 G (s)p(z4)ds (4.5)

fort € [0,T], is a martingale.

The evolution equation associated to the martingale problem (4.5) is the following SPDE (sce [11])
dF

with initial condition 0 and zero Dirichlet boundary conditions. The operator I'(u) is the square root of C(u):
C(u) = I'(u)I"(u)*, which is well defined by Proposition 5.9. W denotes the standard cylindrical Wiener process
on the Hilbert space L?(I). Formally, the cylindrical Wiener process W is defined as follows: let ((B(t))i>0,k >
1) be a family of independent Brownian motions, then

Wi =" Br(t) i,

E>1

where the definition of the Hilbert basis { fx, k > 1} of L?(I) is recalled in Appendix A. See [11], Sections 2.2.3
and 3.6 for more information about the construction of W. A complete description of the diffusion operator C
is provided is Section 5.3. For any u € C([0,7T], L*(I)) and ¢ > 0, the operator

t
Quiv [ A0 (A s
0



MULTISCALE PDMP: CENTRAL LIMIT THEOREM AND LANGEVIN APPROXIMATION 551

is of trace class in L?(I). Thus we can apply classical results from the theory of SPDE in Hilbert spaces to
deduce the existence and uniqueness of a mild solution to equation (4.6), see the classical reference [11] on this
topic.

Theorem 4.1 extends to the multi-scale case. In this case there are at least two classes £; as described in
Section 3.

Theorem 4.2. When ¢ goes to 0, the process 2° converges in distribution in C([0,T], L*(I)) towards a process z
uniquely defined as the solution of the following martingale problem: for any measurable, bounded and twice
Fréchet differentiable function v : L*(I) — R, the process

Nolt) = 0len) = [ 6w )i(zn)ds (47)
is a martingale for t € [0, T). The operator G' is given by
- d dFy d?
Gl (u, 7)p(z) = d—qﬁ(z) {Az + T (ut)[z]} + Tr [d—;f(z)C;(u)] . (4.8)

Note that the evolution of the limit process z is coupled with the evolution of (T, t € [0,T]) and (u¢,t € [0,T])
i contrary to Theorem 4.1 where no jumps remain.

The diffusion operator Cr(u) : L*(I) — L*(I) is characterized by the quantities (Cx(u)f;, fi)2(r) which are
given by

/R (G () — Fr(u), fi) (1) (B ), £5) 12y Oy ey (w)(dr),

Moreover @ : L*(I) x R — L*(I) is the unique solution of

{ Bu)®(u,r) = —(Gr(u) — Fr(u)), Y(u,7) € L*(I) x R (4.9)

fR @(uvr) ®ij\;1 M (u)(dr) =0, v(jla to 7jN) € {1’ e ’Z}Nﬂ
where B is the “fast” generator introduced in (3.2).

The evolution equation associated to the martingale problem (4.7) is no longer an SPDE but a hybrid SPDE
satisfying

dF;,
s = (B2 S ula]) o+ T ) (4.10)

with initial condition 0 and zero Dirichlet boundary conditions. For (u,7) held fixed, Iz (u) is the square root of
Cr(u): Cr(u) = I'v(u)I#(u)*. Hence, two noise sources are present in the multiscale case: the ionic channel noise
represented by the random jumps of the process 7 and the Gaussian noise due to the fluctuations induced by the
white noise W. In between each jump of the component 7, the process z follows a classical SPDE parametrized
by the current value of the process 7. The hybrid SPDE (4.10) is well defined if for each 7 = j € {1,--- ,1} held
fixed, the SPDE

dF;
dZt = (Azt + d—u](ut)[zto dt + Fj(ut)th
is well defined. For any (j,u) € {1,---,1} x C([0,T], L3(I)) and t > 0, the operator
t
Ql »—>/ A0 () et epds
0
is of trace class in L?(I). This allows us to apply classical results from the theory of SPDE in Hilbert spaces

to deduce existence and uniqueness of a mild solution to equation (4.10). See also [37] for an introduction to
switching diffusions.
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Theorem 4.1 (all-fast case) is proved in full details in Section 5. The proof of Theorem 4.2 (multi-scale
case) follows the same structure with an additional complication in the notations and the following necessary
adaptations. Regarding the proof of tightness, the argument in Section 5.1 below relies on the Poisson equation.
We refer the reader to [17] Section 3.2, which explains how the Poisson equation may be extended to the
multiscale setting. Regarding the identification of the limit, we adapt the method of [33], Chapter 5, Section 4.3,
where the multiscale case is considered in the finite dimensional setting. The key point is to be able to write
down the generator of the process (2°,u<, 7). For another instructive example dealing with slow-fast continuous
Markov chain, see [36], Chapter 7.

4.2. The Langevin approximation

A natural step after having obtained a Central Limit Theorem corresponding to an averaged model is to look
for the associated Langevin approximation. Formally, the Langevin approximation corresponds to the averaged
model plus fluctuations. In our case, this results in the study of the process u° defined in the all-fast case for
€ >0 by

da® = [AT° + Fr(a®)]|dt + Vel w(a%)dW; (4.11)

with initial condition ug and zero Dirichlet boundary conditions. We would like to compare the averaged equation
with the above Langevin approximation.

Proposition 4.3. The following estimate holds, where the trace is taken in the L?(I)-sense

t t
o / eI Cr(uy)e Vs < Y / (alluslFary + Blluslliz + 7)o"= ds
0 k=170

for any t € [0,T), any functions u € C([0,T], L*(I)) and averaged state ¥ € {1, -- 1} with «, 3,7 three constants.

In particular, the operators Qi are of trace class in L?(I) and the Langevin approximation of u is then well
defined.

Proposition 4.4. Let € > 0. The hybrid SPDE:
da® = [AT° + Fr(a®)]|dt + el w(a%)dW; (4.12)

with initial condition ug and zero Dirichlet boundary condition, has a unique solution with sample paths in
C([0,T), L3(I)). Moreover
sup E([|a5 72 py) < +oc. (4.13)
t€[0,T]
We can now compare the Langevin approximation to the averaged model u.

Theorem 4.5. Let T > 0 held fized. There exists a deterministic constant ¢ depending only on T but otherwise
not on € such that

E ( sup |jus — ﬂ§|%2(1)> < ce. (4.14)
t€[0,T]

Therefore, the Langevin approximation is indeed an approximation of .

Remark 4.6. The arguments developed for the averaging in [17] as well as those leading to the Central Limit
Theorem (Thm. 4.1) and to the Langevin approximation (Thm. 4.5) described in the previous sections are also
valid in the general setting present in Section 2.3. As mentioned in the introduction, we provide detailed proofs
for the stochastic generalized Hodgkin—Huxley model with mollifiers only (2.2).
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5. PROOFS

In Theorem 4.1, we want to prove the convergence in distribution of the process z* when € goes to zero. As
usual in this context such a proof can be divided in two parts: the proof of tightness of the family {z¢, ¢ €]0, 1]}
which implies that there exists a convergent subsequence and the identification of the limit which allows us
to characterize the limit of any converging subsequence and prove its uniqueness. We write in full details the
proof in the all fast case corresponding to Section 4.1, that is when all the states in F communicate at fast
rates of order % In this case there is a unique class of fast communications which is the whole state space E
(that is [ = 1 w.r.t. the notation of Sect. 3). As already noticed, the multiscale case (when ! > 1) considered
in Theorem 4.2 may be deduced from the all fast case and amounts mainly in additional complication in the
notations.

5.1. Tightness

To show that the family {z°,¢ €]0, 1]} is tight in D([0, 7], L*(I)), we use Aldous criterion (cf. [24]) which can
be splitted in two parts as follows.

Criterion 5.1 (general criterion for tightness [24]). Let us assume that the family {z°,e €]0,1]} satisfies
Aldous’s condition: for any 6, M > 0, there exist n,e9 > 0 such that for all stopping times T with T +n < T,

sup sup Bl 40 — 2l > M) < 5 (5.1)
€€]0,e0] 0€]0,m]

and moreover, for each t € [0,T], the family {z5,e €]0,1]} is tight in L*(I). Then {z°,¢ €)0,1]} is tight in
D([0, 7], L*(I)).

Criterion 5.2 (tightness in a Hilbert space [24]). Recall that L*(I) is a separable Hilbert space endowed with
its basis {fr,k > 1} and for k > 1 define

Ly, = span{f;,1 <i < k}.

Then, for t held fived, (2,e €]0,1]) is tight in L?(I) if, and only if, for any §,n > 0 there exist p,eq > 0 and
L5, C {Lg, k> 1} such that

sup P(||2¢ |2y > p) <0, (5.2)
€€]0,e0]

sup P(d(f, L) > 1) < 6, (5.3)
€€]0,e0]

where d(z;, Ls ) = infuer;,

z; —v||L2(r) is the distance of 2° to the subspace Ls.,.

We begin by showing that for a fixed ¢ € [0, 7], the family {z{,e €]0,1]} is uniformly bounded in L?(£2, L3(I)).
We recall the definition of the Hilbert basis {fx, k > 1} of L*(I)

fe(z) = V2sin(knz), z €l

Proposition 5.3. There exists a constant C' depending only on T but otherwise neither on t € [0,T] nor on
e €]0,1] such that

E (J121%:0)) < ©

In particular, for any fived t € [0,T], condition (5.2) is satisfied by the family {z;,e €]0,1]}.
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Proof. Let t € [0,T] and € €]0,1] be fixed. Using the evolution equations on u* and u and plugging F given
by (4.2) in the calculation, we have:

2
Q& [Juf — ut||L2(1) =20 (ug — ue) , ug — uy)
= 2(A (uf —ue) uf —up) +2(Grs (uf) — F(ug), uf —ue)
2
=-2 HD (Uf - ut)”]ﬂ([) +2 (GT,E (Uf) - F (Uf) 7u§ - ut)L2(1)
+ 2 (F (up) — F(ue), ug — u)pa(p)
almost surely. We treat each of the above terms separately. Regarding the third term, we notice that the
application u +— (F(u),u)r2(y) is locally Lipschitz on L3(I) and that the quantities u$ and u; are uniformly

bounded w.r.t. ¢ € [0,7] and ¢ €]0,1] thanks to Propositions 3.2 and 3.3. Thus there exists a constant C,
depending only on 7" but otherwise not on ¢ € [0,7] and ¢ €]0, 1], such that

2 (F (uf) — F(ue),uf —ue) oy < Clluf —uell 3y -

Integrating over [0, ] and taking expectation yields the following inequality
2 2 ‘ 2
B (s = wlen) < B (g~ wlfan) +20 [ B (I = wlfeqr) ds

t
+E (/ 2(Gr§ (uS) — F (uf) ,us —us)LQ(I) ds) .
0

Let us consider the latter of these terms. Using the same approach as the one developed for the identification
of the limit in the proof of the averaging result in [17], we deduce the existence of a constant C'(T") depending
only on T such that

’IE (/Ot 2 (Gos (u5) = F (u5) ,us = s) o ds) ‘ < O(T)e.

For the sake of completeness, we review now briefly this approach and refer to [17] for more details. The key
point is to show that there exists a measurable and bounded function f : L?*(I) x R x [0,7] — R such that
S f(u,r, t)p(u)(dr) = 0 and for all (u,r,t) € L*(I) x R x [0,T]

B(u)f(u, - t)(r) = (Gr(u) = F(u),u = u) 21y (5.4)

Equation (5.4) is called the Poisson equation related to B. Then using the regularity of the mappings (u,r,t) €
L*(I) x R x [0,T] — (Gr(u) — F(u),u — u¢)r2(r) and the operator B(u) for u € L*(I), we deduce that the
application (u,r,t) € L>(I) x R x [0, T] + f(u,r,t) is bounded, Fréchet differentiable in u with bounded Fréchet
derivative and differentiable in ¢ with bounded derivative. Using the general theory of Markov processes, we
deduce that there exists a martingale M€ such that

fug,ri,t) = f (ug,rg,0 /AE (us,rs,s)ds + My

= f (ug, 5,0 /B fus,rs,s) + d—f(u s S)(s)+%(u§,r§,.)(s)ds—l—Mf

= f(ug,75,0) + g/o (Grg (us) — F (uf) ,ul — uS)LQ(I) ds

/ f (uf,75,s) (s)—l—%(ui,ri,-)(s)ds—l—MtE.
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Therefore

t
(G 0 = F (05) 05 = ) o gy s = e (05, 17.0) = =7 (45, 75.0)
0

t d d
—e [ Lo - Fuiat sy

Taking the expectation, using the fact that M€ is a martingale and that f is regular, we obtain the desired
estimate.
Assembling all the above estimates we obtain

t
€ 2 e 2 e 2
B (1 = wln) < B (g~ wlfa) + O +2C [ B (Jut = wlagy) ds.

Since uj = uop a standard application of Gronwall’s lemma leads to the desired result. We end this proof by
showing that for any fixed ¢ € [0,T1], the family {zf,e €]0,1]} fulfills the requirement (5.2). Indeed, let 6 > 0
and denote by C' the constant independent of € and ¢ € [0, T] such that

E (12532 ) < C.

By the Markov inequality we have, for p > 0,

E(|z)2:5)  C
sup P(||2f ]2y > p) < sup —— D% <
€€]0,1] c€]0.1] P

EN|

and for p large enough, we obtain that sup.cjo 1 P(||2f[[z2(1) > p) < 0. O

We now prove the tightness of the family {25, €]0,1]} in L?(I) for any fixed ¢ € [0, 7. This is the object of
the following propositions.

Proposition 5.4. Let t €]0,T] and for p > 1 let us define the following truncation

p

2P =3 (35 i) fie

k=1
Then
lim E (]|25 - 277 1321)) = 0,

p
uniformly in € €]0,1].
Proof. For a fixed k > 1 we have

e =205 i) L (25 )

dt dt
2 (2, fr) ( 2 (25, ) + %<Grf (U§)—F(ut),fk>>
) (25, fi)* + \/—(Zt’fk)( (uf) = F(us), fr) 2y

~ a(kr
} (2 ) (Gos ()~ F (05) . fe) oy,
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almost surely. A direct computation using the arguments developed in the proof of Proposition 5.3 leads to the
existence of a constant C(T") independent of € €]0, 1] such that

t
(55, ) < O(D) — 20k [ (5,507 ds,
0
almost surely. Using Gronwall’s lemma we deduce that

(25, ) < C(T)e 207

2(km)?t

The result follows since the series > e~ is convergent for ¢ > 0. O

We now check that the family {z°, ¢ €]0, 1]} satisfies the first part of Criterion 5.1.

Proposition 5.5. Let 7 > 0 be a stopping time and 0 > 0 such that 7+ 0 < T. There exists a constant C
depending only on T such that

E (Jl240 — 2[72) < CO.

Proof. We notice that for K > 1, ¢ > 0 and 6 > 0 such that ¢t + 6 < T we have

1
Oy (Zere -z, fk)Lz(I) = _(k‘ﬂ-)2 (ZtEJrGa fk)Lz(I) + E (Grt€+0 (uire) (ut+9) fk)

L1y’
Thus, almost surely

d
d9 (Zt+9 Zfa fk)i’z(j) = _Q(kﬂ-)Q (Zf+97 fk)[,2([) (Zt6+9 - va fk)Lz([)

2
+ 75 <Grf+9 (U§+9) F(utt0), fk> (Zf+o -z, fk)Lz([) .

The first term satisfies
2k (2500 Fi) oy (Fv0 — 260 Fe) gy = —200m)2 (250 — 25, £)” 4 206m)2 (25, F) 2
— 2(km)? (ZtEJrGafk)LQ([) (Ztsvfk)L2(I)
< —2(km)* (2540 — 2. f1)
+3(km)? (12513 ) + (bm)? (|26l 1)

where \|zf||2LQ(I) and ||zf+9||2LQ(I) are bounded in expectation by a constant independent of ¢, 6 and £ by Propo-
sition 5.3. For the second term, the arguments developed in the proof of Proposition 5.3 lead to the existence
of a constant C' depending only on 7" such that

]E( /0 ' (Gur,. (i) — F (u1) fk) s> < Cée.

Therefore, still denoting by C' a constant depending only of T'

0
€ 1> 2 1> g 2
E ((zt+9 -z, fk)L2(1)> < —2(k;7r)2/0 E ((sz — 25, fr) ) ds +C (1 + (km)?) 6.
By application of the Gronwall’s lemma and summation over k we obtain

e ((||Zt€+o - Zf”iam) <o Z (14 (km)?) o 2(km)%t

k>1

which yields the result for any ¢ > 0 since the series >, (1 + (kw)2)6_2(’”)2t is convergent for ¢t > 0. The same
arguments apply when replacing ¢ by the stopping time 7. O
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According to Criteria 5.1 and 5.2, Propositions 5.3, 5.4 and 5.5, the family {z°,¢ €]0,1]} is tight in
D([0,T], L3(I)). The continuity of each element of the family implies that {2¢, e €]0, 1]} is tight in C([0, T, L*(I)).

5.2. Identification of the limit

In this section we want to prove that (z°,e €]0,1]) has a unique accumulation point that we identify as the
unique solution of a martingale problem. For this purpose, we study the process (2%, r¢) for € €]0, 1].
Let us outline the strategy of the proof.

Step 1. Use the general theory on PDMP developed in [8] to write down the generator G¢ of the process (2, 7).
The associated martingale problem gives rise o martingales Mg for appropriate functions ¢.

Step 2. For a nice choice of ¢, identify the terms of order one in e of the martingale M pe Since the difference
between u and € is renormalized by /, choose ¢ of the form ¢ + /7y (perturbed test function).

Step 3. Identify the generator G of the limit process z. Prove that z is solution of the martingale problem
associated to G.

Step 1. Notice first that the process z¢ satisfies the following equation

e __ € 1 €
8tzt = Azt + ﬁ(Grf (Ut) — F(Ut)) (55)

= Az + %(G,«f (ur +Vezp) — Fur)),
by definition of z¢. The initial condition for z¢ is 0 and the boundary conditions are still zero Dirichlet boundary
conditions.

Let ¢ : L?(I) x R x Ry be a real valued, measurable and bounded function of class C?> on L?(I) and C*
on R;. We write down the generator of the process (2%, 7°) against ¢. Recall that in the all-fast case, the limit u
of u¢ is deterministic so that (z%,7°) is a classical PDMP with evolution equation given by (5.5) and dynamic
of jumps given by (2.7). According to Theorem 4 of [8], for (z,7,t) € L*(I) x R x Ry, the generator G of (2%, 7°)
is given by

G(t)o(z,r.t) =@(z, r,t) {Az + — (Gr (ue + vez) — Fuy)) (5.6)

1
dz ﬁ

+ éB(ut +Ve2)p(z, 1 t) + O p(2, 1, t).
Following the usual theory of Markov processes (see [15], Chap. 4), the process (Mj(t),t € [0,77]) defined for
t >0 by .
M50 = 0 iortt) = [ G510 (2512.5) s
is a martingale for the natural filtration associated to the process (z¢,r°).

Step 2. We want to identify the terms of different orders in ¢ of M - For this purpose, we choose a function ¢
with the following decomposition

¢z, t) = ¥(z,7) + Very(z,n i),

where the functions ¢ and « have the same regularity as ¢. We write the Taylor expansion in ¢ of the two
following terms

Gr (up + Vez) = Gr(uy) + \/&_?dir (ue)[2] + Vel 2l L2y 01 (Vez)

B (w + VE=) = Blu) + VG (el + Va2l (V&)
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where 1 and &, are two L?(I)-valued continuous functions such that d1(0p2(p)) = 62(012(7)) = 012(s). Plugging
this expansion in the expression of the generator (5.6) we want the terms of order = to vanish. For (z,7,t) €
L?(I) x R x R, this leads to

B(ut)i(z,r) = 0. (5.7)
That is to say, the application ¥ does not depend on r € R and is of the form
Y(z,m) =P(2),

where 1 : L2(I) — R is of class C2. The generator is then of the following form, where we gather the terms of
the same order in €

G()6.7.0) = = (i_j@)[ar(ui) — F(u)] + Blug)y(z 1) + %ut)w(z))
+ ) [Az + O <ut>[zﬂ + G016, ) ~ Flu] + o () (e

+ Ve <c‘m(z,r, t) + %(z,r, t) [Az + i—%(uﬁ[z]]) + o0 (Ve).

We now want the terms of order % to vanish, that is to say, or (z,7,t) € L?(I) x R x Ry
dy

()1 ) — F(u)] + Bluer(zm, 1) + S (u)hi(z) = 0.

Notice that B(u;)1 = 0 implies that for all (z,t) € L*(I) x Ry

dB

) [El0() = 0

and we are left with the equation

dy

Blun)y(2:7,t) = = ) (G (ue) — Flun)l, (53)

We look for v of the form:

v(z,rt) = i—qﬁ (2)[D(r, ue)],

where @ : R x L?(I) — L*(I) has to be identified. Inserting the above expression of 7 in (5.8) we obtain

dip o
3, AIB(u)P(r ue)] = == (2)[Gr(ue) — F(u)].
Therefore, it is enough that for any (u,r) € L?(I) x R
B(uw)®(r,u) = —(Gr(u) — F(u)). (5.9)

To ensure uniqueness of the solution for equation (5.9) we impose moreover the condition

/ (r, w)u(w)(dr) = 0.
R

Then, from the definition of F' we have [, (Gy(u) — F(u)) pu(u)(dr) = 0. Moreover, equation (5.9) has a unique
solution @ thanks to the Fredholm alternative.
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Step 3. We have identified the terms of order 1 in e of the generator of the process (z¢,r¢). It remains
to show that the terms of order 1 in e correspond, after averaging, to the generator of the process z. For
(z,7,t) € L*(I) x R x R we define

2
G100 = o) | 42+ S wlel| + TEEI0. 00, G Flu)
dB o
+ B Y ). (5.10)

Let us define also the following process

Ny (t) = ¥(25) / Gl z5)ds.

By construction we see that E(|Mg(t) — Ny (?)| 2) = O(e). When € goes to 0, by the averaging result of
Theorem 3.2, we see that the term fot G'(s,7)1(25)ds should converge to

/ot /R G (5, 7)1t (2 ) s ) (dr)ds.

Therefore, we want to prove that, whenever z is an accumulation point of the family (2%, €]0, 1]), the process

Ny(t) = (=) — /0 G (s)0(20)ds,

is a martingale w.r.t. the natural filtration associated to the process (z¢,t > 0) where

2
G (1)(2) = ()[4 + G (wlell + T ) [ 19000, Gow) = Flulptun)ar). (.11

This is not straightforward since we have no information on the asymptotic behavior of the process (z%,7¢)
when € goes to 0.

Proposition 5.6. The process (Ny(t),t > 0) is a martingale w.r.t. the natural filtration associated to the
process (z¢,t > 0).

Proof. Let 0 < t; <ty <...<tp <s<tbek-+2reals, with k> 1 an integer. For i € {1,---,k}, we take a
measurable and bounded function g;. In order to show that the process (Ny(t),t > 0) is a martingale for the
natural filtration associated to the process (z¢,¢ > 0) we will prove that

E((Ny(t) = Ny())g1(21,) - - gr(21,)) = 0.

In order to not overload the proof with too many computations, we write Z; for the random variable
91(2t,) - gr(2t,) and Zf for g1(27,) ... gx(2f, ). Using elementary substitution and the fact that 2° converges in
law toward z when ¢ goes to 0 we have

(Vo) — Mo 2) = E (462 — 01 - [ wwe wla)at) 2.

— B((9(21) — 9(2))Z) — E((/ G (i) 2. )

— lim B (5 () — ¥ () Z5) — E (( / tgl(l)w(zl)dl) zk)

e—0

-E ((/t gl(l)w(zl)dl> Zk> .

= lim E (N3 (t) = Nj(s)) Z;) + lim B <</:91 (@) ¢ (2) dl) ZZ)
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On one hand, from the definition of Ny, and the previous study of the different orders in ¢ of the martingale M7
we see that

lim E (N5 (t) = Nj(s)) Z5) = im E ((N5(1) = Nj(s)) Z5) — E (M) = M (s)) Z§) -

From the previous study of the different orders in g, the right hand side is O(1/¢) and therefore converges to 0
when ¢ goes to 0. On the other hand, for ¢! > 0 which will be chosen later

e (( t g'rieienar) zz) <6 (( t G ()s(a)at) 2. ) (5.12)
=tz (( [ mena) z) e (( [ ¢ uena) %) (.13

+ime ([ G wena) z) -2 (( [ ¢ wea) z) (5.19

e (([ @it wen)z)-&(( [ dovaa)z). (5.15

We know that the quantity corresponding to (5.15) can be made arbitrarily small by conditioning appropriately
(as in the proof of Prop. 5.3 for example) for small enough e!. Then, since 2° converges in law towards z when
€ goes to 0, the quantity (5.14) converges to 0 when € goes to 0. This shows finally that (5.12) converges to 0
when € goes to 0 and therefore

E((Ny () = Ny (s)g1(ze,) - - gr(21,,)) = 0,
as announced. O

We can now conclude that the limit process z is solution of the following martingale problem: for any measurable,
bounded and twice Fréchet differentiable function ¢, the process defined by

Ny(t) = (=) — /0 G (s)8(2)ds,

for t € [0, 7] is a martingale, where G! is given by (5.11). B

In other word, the limit process z is solution to the martingale problem associated with the operator G'.
Then z is a solution of the SPDE (4.6) where the diffusion operator C(u) for u € L?(I) is identified thanks to
the relation

d?ey d2ey
2 @) | [8(r,u), Gr(u) = F(u)lu(u)(dr) = Tr 5 (2)C(u) (5.16)
z R z
for (u,z) € L?(I)x L?(I). The uniqueness of z follows from the properties of the Laplacian operator, the reaction

term % and the operator C(u). For more insight in the properties of the diffusion operator, see the following

section.

5.3. The diffusion operator C

In this section, we give more details about the diffusion operator C. In particular, we make explicit the
dependence of @ in (5.16) w.r.t. the data of our problem.

Proposition 5.7 (first representation of the diffusion operator). For u € L*(I) and r € R we have:
B(r,u) = — (" (w)p(u) + B (u)B(w)) ™" B*(u)(G.(u) — F(u))(r).

That is, the function ®(-,u) is explicitly given as a function of the “fast jumping part” operator B(u) and the
associated invariant measure pi(u).
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Proof. The application @ is defined by the two conditions

{ B(w)@(r,u) = —(Gr(u) = F(u))
Jr ®(rw)p(u)(dr) =0

for (u,r) € L*(I) x R. Let u € L%(I) be held fixed. Defining D(u) = (uu(u), B(u))T reduces (5.17) to

(5.17)

Then

It remains to prove that the operator D*(u)D(u) is invertible which is the key point to conclude. Indeed

D*(u)D(u) = () ) + B (w)B(w)
and the kernel of the two operators p(u)*ju(u) and B*(u)B(u) are in direct sum and span the whole space RI®I.
Let € KerD*(u)D(u), then x can be written uniquely as z +y with z € Kerp(u)*pu(u) and y € KerB*(u)B(u).
We have

() )y + B* (u)B(w)2 = 0.
Since B(u)1 = 0 (where 1 € RI®l) and p(u)1 = 1, multiplying the above equation to the left by 17 we have
(u)y = 0.
Since y € KerB*(u)B(u) = KerB(u) = spanl here, we have y = y1 with y € R and
p(uw)y = p(u)yl =y

and thus y = 0 and y = 0. Therefore © = z € Kerp(u)*p(u) and B*(u)B(u)z = 0. Thus z € Kerp(u)*pu(u) N
KerB*(u)B(u) = {0} and = z = 0. The operator D*(u)D(u) is then invertible. O

Proposition 5.8 (second representation of the diffusion operator). For any (u,r) € L*>(I) x R

Bu,r) = / E, (Gro () — F(u))ds,
0
where for a given u, r* denotes a Markov chain on R with transition rates g7 (cf. (2.2)).
Proof. The process
t
M = &(u,ry) — DP(u, 1) — / B(uw)P(u,r)ds,
0
is a martingale w.r.t. the natural filtration generated by the process r*. Let us take expectation and remember
that
{ Bu)®(r,u) = —(Gr(u) — F(u))

Jr ®(r,u)p(u)(dr) = 0, (5.18)

Then, ,
E, (?(u,ry)) = &(u,r) — /0 Er (Gru(u) — F(u)) ds.

The desired result follows since:

lim B, (&(u, ")) = /R &(r, u)p(u) (dr) = 0. 0

t—o0
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Proposition 5.9. The diffusion operator C(u), for u € L?(I), is positive in the sense that
Tr C(u) >0

Therefore the operator I'(u) such that C(u) = I'*(u)I'(u) is well defined.

Proof. For u € L*(I) we have:
15 Cu) = Y [ (Golu) = (). fo)ia (@00, fo)a ) @)

== 3 [ (B0, )0 @0 0), ) 2l

We conclude that Tr C(u) > 0 because all the eigenvalues of the operator B(u) are non positive. O

5.4. Langevin approximation

We are interested in this section by the Langevin approximation of the averaged model. We start with the
proof of Propositions 4.3 and 4.4. As for the Central Limit Theorem we detail the proof only in the all-fast case.

Proposition 5.10. The following estimate holds,

t
T [ 1005 < 3 [ (@llulag + Sl + e 00 0as
0

k>1

for all t € [0,T] and all functions u € C([0,T], L*(I)). The trace is taken in the L*(I)-sense and «, 3,7 are
three constants.

Proof. This is a direct consequence of Proposition 5.8. Indeed, Proposition 5.8 implies that

N
(@, 7). i) 22r le (=00 i) 2] (14 llusllz2y)

for a constant ¢; and {fx,k > 1} a Hilbert basis of L?(I). Since each ¢., is in L?(I) we obtain

|(®(u,r), fr)r2n| < cr (1+ [Jus|z2r)

for another constant c¢;. Let us write, in the same way as in the proof of Proposition 5.9,

Tr /0 A= O )eA)ds < 37 (b7 (=9 /R (G () — F(u), f)(B(r, ), fi)pa(ar) (dr). (5.19)

E>1

Using the explicit expression of G,.(u) — F'(u), it is not difficult to show that there exists a constant ¢ such that

[(Gr(u) = Fu), fi)| < ez (1+ [Juslrzcn) -

Plugging the latter inequality in (5.19) leads to the result. An explicit computation of Tr C' is presented in
Section 6. ]
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In particular, the operator @); defined by

t
Qi ) e— / eA(t_s)C(us)eA(t_s)wds
0

with (j,u) € {1,---,1} xC([0,T], L*(I)) is of trace class in L?(I). The Langevin approximation of u is then well
defined as stated in the following proposition. We recall that in the all-fast case

N
Flu) = 5 30 3 ecn(@)(€)(ve — ),
i=1¢€E
for u € L*(I).
Proposition 5.11. Let € > 0. The SPDE
da® = [AG + F(a°)]dt + el (a®)dW, (5.20)

with initial condition ug and zero Dirichlet boundary condition has a unique solution with sample paths in
C([0,T], L3(I)). Moreover the quantity

sup IE(||11§H%2(I)) < 0. (5.21)
te[0,T]

Proof. Thanks to the properties of the laplacian operator, the local Lipschitz continuity of F' and Proposition 4.3,
we can apply classical results on SPDE, see for example ([11], Chap. 7, Thm. 7.4) to prove existence and
uniqueness of solution to (5.20) in C([0, 7], L*(I)). The bound (5.21) is obtained using similar arguments to
those used in the proof of the following theorem. O

We proceed to the Proof of Theorem 4.5.

Proof of Theorem 4.5. Since there is no ambiguity in the proof, we write simply ||+|| for the L?(I) -norm ||- lL2(1)-
First we notice that we have

t t
G5 — = / eAU=5) (P(5) — F(uy))ds + /2 / eA=5) P(59)dTW,.
0 0

Remember that, for any u € L?(I),

1 N 1Y
Flu) =+ DD ceplm)(©)(ve — Wwi)pe, = N Zf(ﬂi)fiﬁz“

¢eE i=1

and if moreover 4 € L?(I) we have

) = £(0)] < maece (1-+agloe] + el ) 12 = wlzo (522

By the Parseval identity we have

2

N ot
= Z % ZA (f (ﬁs,i) - f(ﬂs,i)) ei(kﬂ)Q(tis)ds(gbzrmfk)LQ(I)fk

k>17 =1

/ot A (F(a5) — F(uy))ds
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Then, using the fact (f,k > 1) is an orthonormal basis, sup,¢(o 77 [|ut||2(s) is finite a.s. and (5.22) we obtain

¢ 2 N t 2
C
A(t—s ~ 1 2 -
\ [ e (@) - Fwn) ds SO ([ e (1ot ) 1o
o & ¢ 2
2 2 ~
= WZZ(@wﬁc)L?(z) (/0 |“§—Us||d3> ;
i=1k>1

where C; and Cy are two deterministic constants depending only on T. Since each ¢., is in L?(I), there exists
a constant C5 depending only on 7" such that

We prove now that there exists a constant Cy such that

E| sup
t€[0,T)

Using Proposition 1.3 of [19], (analogous to the Burkholder-Davis—Gundy inequality but for stochastic convolu-
tions rather than martingales) to control the supremum on [0, 7] by the value at T, we obtain that there exists

a constant ¢4 independent of £ such that
2 T
E| sup < E | Tr / e C(us_)e?*ds |.
te[0,T 0

According to Proposition 4.3 and Proposition 4.4, the latter term is upper bounded by a constant Cy depending
only on 7. From the above inequalities we obtain that
2)

E( sup Iﬂi—utlz> =E< sup
t€[0,T] te[0,T]
t
/ A3 P(ag)dw,
0

<2E | sup
t€[0,7]

t t
A=) (F(af) — F(us))ds|| < Oy us — ugl|ds.
0 ° o

t
/ A=) P(as)dW,
0

> < Cy. (5.23)

t
/ A=) P(as)dw,
0

t t
/ A=) (F(1f) — F(us))ds + /e / A=) P(ag)dw,
0 0

2
+2¢E | sup
t€[0,7]

2
T
<2E (C’g/ sup |jay — ut|ds> +2eCy
0

te(0,s]

/ot AT (F () — F(uy))ds

)

T
< 2032T/ E | sup ||a; —u? | ds+ 2eCy.
0 tel0,s]
A standard application of Gronwall’s lemma leads to the result stated in Theorem 4.5. O

6. EXAMPLE

We consider in this section a spatially extended stochastic Morris—Lecar model. Since the seminal work [25],
the deterministic Morris—Lecar model is considered as one of the classical mathematical models for investigating
neuronal behavior. At first, this model was designed to describe the voltage dynamic of the barnacle giant muscle
fiber (see [25] for a complete description of the deterministic Morris-Lecar model). To take into account the
intrinsic variability of the ion channels dynamic, a stochastic interpretation of this class of models has been
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introduced (see [8] and [33], Chap. 5, Sect. 3) in which ion channels are modeled by jump Markov processes.
The model then falls into the class of stochastic generalized Hodgkin—-Huxley models considered in the present
paper. Let us proceed to the mathematical description of the spatially extended stochastic Morris—Lecar model.
In this model, the total current G, x ,.ca(u) is given by

L Ngk 1 (’I“K( ))c (v ;) @ —|— ! NECal rC2 (i ))c (v ;) Gsy + 1
= | ~ 1 K (VK — U4 Zi N 1 Ca \UCa — Uqg Zi
¢ | Mk i=1

and the evolution equation for the transmembrane potential

8tut = ﬁAut + Grfl,(f"tca (Ut),
on [0,T] x [0,1] and with zero Dirichlet boundary condition. The total current is the sum of the potassium K
current, the calcium Ca current and the impulse I. The positive constants a, R, C are relative to the bio-physical
properties of the membrane. When the voltage is held fixed, for any 1 < ¢ < Ny where ¢ is equal to K or Ca,
r%(7) is a continuous time Markov chain with only two states 0 for closed and 1 for open. The jump rate from 1
to 0 is given by (B4(@;) and from 0 to 1 by oy (@;). All the jump rates are bounded below and above by positive
constants. We will assume that the potassium ion channels communicate at fast rates of order é for a small
€ > 0. The calcium rates are of order 1. The invariant measure associated to each channel 1 < i < Nk is given by

K () — P (:) o (i) ~
ti (s) <04K(Uz‘) + Bk (i) ax(u(z)) + ﬁK(W‘))

Therefore the averaged applied current is

- R ak (11;) N
0= 3 [ Wi 2 i)+ ) ()
Nca

Z 14 Cl CCa (UCa - az) ¢z1 +1|.

NCa

In this case the application @ of Theorem 4.2 should read as follows for a model with Dirac mass. For (u,r) €
L3(I) x Rk, ®(u,r) is given by

C’NK ZCK VK — Uy ¢z1/ E, (11(r§<7u(i)) - %) ds,

where, for u held fixed, r:%(7) is a Markov chain on {0,1} with jump rate from 1 to 0 is given by Bk (%;) and
from 0 to 1 by ax(i;). Of course, in this case, the law of (r’:%(i),s > 0) can be fully explicited. After some
algebra one obtains that @(u,r) is given by

11 O UK — U ax (t;)
K — U . K (U
— S S T S SO
C Nk ECK ax (@) + P (u;) < 1(r() ax (1;) -I-ﬁK(Ui)) P
Then the diffusion operator (C*(u)¢, ¥) 2y is given for u € L*(I) by

. & (vg — @;)? ak (u3)bx (W) - -+
N}z{ ; K( K Z) (OtK(ai) +ﬁK(ﬂZ))3 Giti
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for (¢,1) € L?(I) x L?(I). From the above expression, we see that for any u € L?(I), C¥ is of trace class in
L2(I). Let us consider, for t € [0, T

t
Qi:¢eL*(I)— / A=) R (4)e2 ) gdss,
0

where (ug,s € [0,7]) is the averaged limit. From the expression of C¥ we see that in the L?(I)-sense, Tr Q; is
finite for any ¢ > 0.

We present in Figure 1 numerical simulations of the slow fast Morris—Lecar model with no Calcium current for
various € > 0. The averaged model (denoted by ¢ = 0) and the trace of the diffusion operator are also plotted.
We set the calcium current equals to zero in our simulations to emphasize the convergence of the slow-fast
spatially extended Morris-Lecar model towards the associated averaged model. See [25] Figure 2 for simulations
of the deterministic finite dimensional Morris—Lecar system with no calcium current. We observe in Figure 1
that averaging affects the model in several ways. As € goes to zero, the averaged number of spikes on a fixed
time duration increases until finally form a front wave in the averaged model (¢ = 0). In the same time the
intensity of the spikes decreases. Let us also mention the fact that the trace of the diffusion operator is higher
in the neighborhood of a spike in accordance to [33], Chapter 5, Section 3, where the same phenomenon has
been observed for the finite dimensional stochastic Morris—Lecar model.

Acknowledgements. Acknowledgments: the authors are grateful to the anonymous referees for their suggestions and
comments. Their advices lead to a significant improvement in the presentation of the text.

APPENDIX A. BASIC FACTS ON THE SPACES L?(l), Hi(I) AND FRECHET DERIVATIVES

Let I = [0, 1]. L*(I) is the space of measurable and squared integrable functions. It is a Hilbert space endowed
with the usual scalar product

(F.9) () = / f(@)g(x)da

and norm || - H%Q(U = (~,)r2(r)- H = H(I) denotes the completion of the set of C> functions with compact
support on I with respect to the norm || - ||z defined by

1flle = \//I(f(ff))2 +(f'(z))*da.

H is also a Hilbert space and we denote its scalar product simply by (,-). A Hilbert basis of H (resp. L(I)) is
given by the following functions on

V2
NENE

for k > 1. The dual space of H which is H~! is denoted by H*. (-,-) is the duality pairing between H and
H*. The triple of Banach spaces H C L?(I) C H* is an evolution triple or Gelfand triple. The embeddings in
between these three spaces are continuous and dense. For any h € L?(I) and any u € H: (h,u) = (h,u)r2(p
and forany x € I, k> 1

ex(r) = sin(kr-), (resp. fx(-) = V2sin(km-)).

(6z,ex) = (1 + (km)Her(x).
The embedding H C C(I,R) also holds and we denote by Cp the constant such that, for all w € H

sup [u| < Cpul|#.
I

We refer the reader to [20], Chapter 1, Section 1.3 for more details.
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F1GURE 1. Simulations of the spatially extended Morris—Lecar model with no Calcium current
for € equals successively to a) e = 1, b) ¢ = 0.1, ¢) € = 0.01, d) € = 0.001, e¢) ¢ = 0, that is
for the averaged model. The plotted curve f) is related to the simulation of the Morris Lecar
model on its left side a): it is the plot of the function ¢ — Tr Q. A stimulus is exciting the
membrane during all the time duration of the simulation on the portion [0,0.1] of the fiber.

(=

d)

In L?(I), the Laplacian with zero Dirichlet boundary conditions has the following spectral decomposition

Au= = (km)*(u, fi) fi

E>1
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for u in the domain D(A) = {u € L*(I); Dokt k*(u, fk)%z(l) < oo}. It generates the semi-group of operators
{e4t t > 0} defined for u € L(I) by

2
ey = Zef(’m) “(u, o) L2(1) fr-

E>1

We say that a function f : L?(I) — R has a Fréchet derivative in u € L?(I) if there exists a bounded linear
operator T, : L?(I) — R such that

o L0 D) = () = Tu(h)

=0.
h—0 IAllL2(r)
We then write %(u) for the operator T),. For example, the square of the || - || 12(;)-norm is Fréchet differentiable
on L2(I). For all u € L*(I)
a2

m (w)h] = 2(u, h)r2(r)

for all h € L%(I). In the same way, we can define the Fréchet derivative of order 2. The second Fréchet derivative

of a twice Fréchet differentiable function f : L?(I) — R is denoted by %(u). It can be considered as a bilinear
form on L?(I) x L*(I). For instance

{117

du2 (w)[h, k] = 2(h, k)2 (1),

for all (h,k) € L3(I) x L*(I). Fréchet differentiation is stable by summation and multiplication.

APPENDIX B. NUMERICAL DATA FOR THE SIMULATIONS

Here are the numerical data used for the simulations of the Morris Lecar model

C=1, ex =32, vg = —T0,
a = ]-a CCa = Oa vea = 0,
R =0.5, Nk =50, Nc,=0.

The length of the fiber is [ = 0.5 and the time duration is 7' = 2.4. The impulse I is of the form

I(.T, t) = Al[O,O.l] (.T)

with A = 300. The data for the internal resistance R and the capacitance C are arbitraly chosen for the purpose
of the simulations. The values for the other parameters correspond to [25].

REFERENCES

[1] T. Austin, The emergence of the deterministic hodgkin-huxley equations as a limit from the underlying stochastic ion-channel
mechanism. Ann. Appl. Probab. 18 (2008) 1279-1325.

[2] R. Azals, A recursive nonparametric estimator for the transition kernel of a piecewise-deterministic Markov process, preprint
arXiv:1211.5579 (2012).

[3] M. Benaim, S. Le Borgne, F. Malrieu and P.-A. Zitt, Qualitative properties of certain piecewise deterministic markov processes,
preprint arXiv:1204.4143 (2012).

[4] M. Benaim, S. Le Borgne, F. Malrieu and P.-A. Zitt, Quantitative ergodicity for some switched dynamical systems. Electron.
Commaun. Probab. 17 (2012) 1-14.

[5] N. Berglund and B. Gentz, Noise-induced phenomena in slow-fast dynamical systems: a sample-paths approach, vol. 246.
Springer Berlin (2006).



[6]

(10]

(11]
(12]

(13]
(14]

(15]
(16]

(17]
(18]
(19]
20]
(21]
(22]
(23]
(24]

23]
[26]

27]
(28]

(29]
(30]
(31]
(32]

(33]
(34]

(35]

(36]
(37]

MULTISCALE PDMP: CENTRAL LIMIT THEOREM AND LANGEVIN APPROXIMATION 569

A. Brandejsky, B. De Saporta and F. Dufour, Numerical methods for the exit time of a piecewise-deterministic markov process.
Adv. Appl. Probab. 44 (2012) 196-225.

] C.-E. Bréhier, Strong and weak order in averaging for spdes. Stochastic Processes Appl. (2012).

E. Buckwar and M.G. Riedler, An exact stochastic hybrid model of excitable membranes including spatio-temporal evolution.
J. Math. Biol. 63 (2001) 1051-1093.

S. Cerrai and M. Freidlin, Averaging principle for a class of stochastic reaction—diffusion equations. Probab. Theory Relat.
Fields 144 (2009) 137-177.

O. Costa and F. Dufour, Singular perturbation for the discounted continuous control of piecewise deterministic markov
processes. Appl. Math. Optim. 63 (2011) 357-384.

G. Da Prato and J. Zabczyk, Stochastic equations in infinite dimensions. Cambridge University Press (2008).

M.H. Davis. Piecewise-deterministic markov processes: A general class of non-diffusion stochastic models. J. Roy. Statist. Soc.
Ser. B (Methodological) (1984) 353-388.

M.H. Davis, Markov Models & Optimization, vol. 49. Chapman & Hall/CRC (1993).

M. Doumic, M. Hoffmann, N. Krell and L. Robert, Statistical estimation of a growth-fragmentation model observed on a
genealogical tree, preprint arXiv:1210.3240 (2012).

S. Ethier and T. Kurtz, Markov processes. characterization and convergence, vol. 9. John Willey and Sons, New York (1986).
A. Faggionato, D. Gabrielli and M.R. Crivellari, Averaging and large deviation principles for fully-coupled piecewise deter-
ministic markov processes and applications to molecular motors, preprint arXiv:0808.1910 (2008).

A. Genadot and M. Thieullen, Averaging for a fully coupled piecewise-deterministic markov process in infinite dimensions.
Adv. Appl. Probab. 44 (2012) 749-773.

D. Goreac, Viability, invariance and reachability for controlled piecewise deterministic markov processes associated to gene
networks, preprint arXiv:1002.2242 (2010).

E. Hausenblas and J. Seidler, Stochastic convolutions driven by martingales: Maximal inequalities and exponential integrability.
Stochastic Anal. Appl. 26 (2007) 98-119.

D. Henry, Geometric theory of semilinear parabolic equations, vol. 840. Springer-Verlag Berlin (1981).

B. Hille, Ionic channels of excitable membranes. Sinauer associates Sunderland, MA (2001).

M. Jacobsen, Point process theory and applications: marked point and piecewise deterministic processes. Birkhauser Boston
(2006).

A. Lopker and Z. Palmowski, On time reversal of piecewise deterministic markov processes. Electron. J. Probab. 18 (2013)
1-29.

M. Métivier, Convergence faible et principe d’invariance pour des martingales a valeurs dans des espaces de sobolev. In Ann.
Inst. Henri Poincaré, Probab. Stat., vol. 20. Elsevier (1984) 329-348.

C. Morris and H. Lecar, Voltage oscillations in the barnacle giant muscle fiber. Biophys. J. 35 (1981) 193-213.

K. Pakdaman, M. Thieullen and G. Wainrib, Asymptotic expansion and central limit theorem for multiscale piecewise-
deterministic markov processes. Stochastic Proc. Appl. (2012).

G.A. Pavliotis and A.M. Stuart, Multiscale methods: averaging and homogenization, vol. 53. Springer Science (2008).

M.G. Riedler, Spatio-temporal stochastic hybrid models of biological excitable membranes. Ph.D. thesis, Heriot-Watt University
(2011).

M.G. Riedler, Almost sure convergence of numerical approximations for piecewise deterministic markov processes. J. Comput.
Appl. Math. (2012).

M.G. Riedler and E. Buckwar, Laws of large numbers and langevin approximations for stochastic neural field equations. J.
Math. Neurosci. (JMN) 3 (2013) 1-54.

M.G. Riedler, M. Thieullen and G. Wainrib, Limit theorems for infinite-dimensional piecewise deterministic markov processes.
applications to stochastic excitable membrane models, preprint arXiv:1112.4069 (2011).

M. Tyran-Kaminska, Substochastic semigroups and densities of piecewise deterministic markov processes. J. Math. Anal.
Appl. 357 (2009) 385-402.

G. Wainrib, Randomness in neurons: a multiscale probabilistic analysis. Ph.D. thesis, Ecole Polytechnique (2010).

W. Wang, A. Roberts and J. Duan, Large deviations for slow-fast stochastic partial differential equations, preprint
arXiv:1001.4826 (2010).

W. Wang and A.J. Roberts, Average and deviation for slow—fast stochastic partial differential equations. J. Differ. Equ.
(2012).

G. G. Yin and Q. Zhang, Continuous-time Markov chains and applications, vol. 37. Springer (2013).

G.G. Yin and C. Zhu, Hybrid switching diffusions: properties and applications, vol. 63. Springer (2010).



	Introduction
	The models
	Stochastic Hodgkin--Huxley models
	Stochastic Hodgkin--Huxley model with mollifiers
	A general framework
	Basic properties of stochastic Hodgkin--Huxley models

	Multiscale models, singular perturbation and averaging
	Main results
	Fluctuations for the stochastic Hodgkin--Huxley models
	The Langevin approximation

	Proofs
	Tightness
	Identification of the limit
	The diffusion operator C
	Langevin approximation

	Example
	Basic facts on the spaces L2(I), H10(I) and Fréchet derivatives
	Numerical data for the simulations
	References


