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SPIKE DETECTION FOR CALCIUM ACTIVITY

HERMINE BIERME, CAMILLE CONSTANT, ANNE DUITTOZ, AND CHRISTINE GEORGELIN

ABSTRACT. We present in this paper a global methodology for the spike detection in a biological context of
fluorescence recording of GnRH-neurons calcium activity. For this purpose we first propose a simple stochastic
model that could mimic experimental time series by considering an autoregressive AR(1) process with a linear
trend and specific innovations involving spiking times. Estimators of parameters with asymptotic normality
are established and used to set up a statistical test on estimated innovations in order to detect spikes. We
compare several procedures and illustrate on biological data the performance of our procedure.

Keywords: Autoregressive process, time series, peaks detection, neuronal activity.
2010 Mathematics Subject Classification. Primary: 62M10, 62F12, 62F03, ; Secondary: 92B25

1. INTRODUCTION

The neurohormone gonadotropin-releasing hormone (GnRH) controls the reproductive function in males
and females mammals. GnRH controls the secretion of two pituitary hormones: luteinizing hormone (LH)
and follicle stimulating hormone (FSH) that control the secretion of sexual hormones by gonads (estrogens,
progesterone from ovary and androgens from testis) and gametogenesis (follicle development and spermatoge-
nesis). GnRH is synthesized and secreted by a small number of neuroendocrine neurons, the so-called GnRH
neurons. Studies on large animals such as sheep, allowed serial blood sampling from portal vessels in conscious
animals and revealed that GnRH secretion was pulsatile and that every LH pulse was preceded by a GnRH
pulse (Levine et al. 1982 [24], Clarke et al. 1982 [9], Caraty and al. in 1982 [8]).

Understanding the mechanisms underlying this pulsatility of secretion is one key-clue for the comprehension
of infertility linked to hypothalamic dysfunctions. GnRH-neurons are dispersed in the anterior hypothalamus
and in situ and simultaneous measurement of numerous neurons cannot be achieved. In vitro approaches have
allowed to decipher part of some electrophysiological mechanisms [27, 34], showing the existence of periodic
synchronization of electrical activity (see Moenter 2010 [27] for a review), intracellular calcium activity corre-
lated with secretion (Constantin et al. 2009 [10], see Wray 2010 [34] for a review). In the present paper, data
was obtained from in vitro primary cultures of GnRH neurons derived from mouse embryonic nasal placodes
(see Constantin et al. 2009 [10] for biological methodology). In a previous study, Georgelin et al ([16]) showed
the existence of a paracrine/ autocrine regulation by endogenous released GnRH on intracellular calcium ac-
tivity in the neuronal population. The application of a GnRH antagonist blocking the paracrine/autocrine
loop abolished high synchronization events between GnRH neurons which can be defined by a great percentage
of neurons simultaneously exhibiting a peak of intracellular calcium (calcium event at a time ¢). This peaks
have a duration of several seconds (3-8) and reflect a sustained increase in intracellular calcium. One crucial
step in analyzing data is to correctly detect calcium peaks.

Fluctuations on ([Ca?*];) are recorded as fluorescence signals captured at a given frequency (here 1 acqui-
sition per second). This fluorescence is directly proportional to the amount of intracellular calcium. However,
the intensity of fluorescence may present baseline variations due to methodological causes (fading) or environ-
mental causes (pH, temperature...) but also to high frequency and low amplitude variation in intracellular
calcium due synaptic input from neurons in the network. It is then important to be able to isolate the real
signal from the noise. Fluorescence was quantified at each unit of time as the mean fluorescence intensity
measured in each neuron (cell body) identified as a GnRH neuron. This leads to trajectories like the one
showed in Figure 1.

The aim of this paper is to improve the detection of so-called calcium events. A [Ca?T]; peak was detected
at time t if the fluorescence value at ¢ was greater or equal to the average value of the 5 previous points plus
¢y times the standard deviation of five previous point. This coeflicient cs is empirically fixed by the biologists
to separate "true calcium events” of so-called "noisy calcium events” regardless the observed neuron. Because
the decision of being a calcium event is strongly linked to this coefficient ¢y and will deeply influence the
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F1GURE 1. Neuronal trajectory from biological data: complete trajectory at left, first 100
values at right.

synchronization analysis, we want to have a robust method to decide whether a peak is an event or not and
that could take in account the variability in the fluorescence response. Therefore we proposed a model for the
calcium signal and two tests to determine the pics and we will compare them in Section 4.

Inspired by continuous Integrate-And-Fire models (see [7] or [17]), we propose a discrete stochastic model
for single recording trajectories. Such a discretization procedure allows us to identify the model with an
autoregressive process of order 1 (AR(1)) with a linear trend. Such a model can also be viewed as a linear
trend with autoregressive errors and we can use main results developed for time series [5] and especially AR(1)
processes. Spiking times are then described through the innovation process.

Several results were proposed to estimate the linear or autoregressive coefficients [30, 32]. We compare
here the two main strategies: the first one based on a global contrast function and the second one (called
two step estimation) based on a first estimation of the trend followed by the regression coefficient estimate
on the detrended series in the spirit of [31]. Then this allows us to get access to estimated innovations, cor-
responding to a Gaussian mixture with two components with identical standard deviation. Therefore we can
use classical mixture estimation [26] and devoted package (fitgmdist in Matlab and Mclust in R [14]) to
estimate parameters and the two classes of times: those that are spiking times and those that are not. Hence
we propose several tests for spiking times and compare their sensitivity /specificity on simulated trajectories
and show their relevance compared to the initial strategy.

The paper is organized as follows. In Section 2 we describe the parametric model and explain the role of
each parameters in link with our biological context. We set and study estimators in Section 3. We obtain
explicit asymptotic variances and compare two strategies on some numerical simulations. Section 4 is devoted
to our different test strategies, whose efficiency is compared using ROC curves on simulated data. We conclude
this paper by several examples from a biological experiment. Some numerical illustrations and technical proofs
are postponed to an Appendix section.

2. MODEL

2.1. Discrete model. In our biological context, the fluctuation of the calcium concentration is due on the
one hand to natural clearance and on the other hand to sudden supplies released from the Reticulum. But
ionic channels near the membrane of neurons can provide puffs of calcium and one has to consider also that
indirect measurement can provide experimental noise. Moreover, a lot of experiments exhibit a more or less
linear trend (see Section 5) probably due to the response fatigue of the fluorescence.

In a continuous setting, several models for spiking neurons like stochastic leaky integrate-and-fire models [7]
have been proposed. In their simplest form, they are solutions of the diffusion equation (see [20]):

1
(i;x:t = ;:([L(t) - ;X:t)(it %—,X(i]\g _+'C7(i‘4/i,

where p is a time inhomogeneous input, W a Brownian motion and N an homogeneous Poisson process
indepedent from W. We refer to [12] for a complete review on parameter estimation in the case A = 0. Note
that in general this equation is used to model the voltage potential for which one can extract electrophysiological
events and restrict the study between consecutive spikes. In our context of calcium signals we are precisely
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interested in detecting spiking activity (see [1]). Since our observed data are recorded in a discrete sampling
with a constant step time and in order to take every phenomenon into account, we consider a kind of discrete
version obtained from an infill scheme for this model (see Section 6.1 for more details). Hence we assume to
observe the n > 1 points of the following autoregressive process with linear trend:

(1) Vk € {0,...,71—].}7 Xn’k;Jrl :(;SXn,k—i-a—l—bk/n—i—)\UkH + 0€k41
where

e ¢ €0,1) is the coefficient of the autoregressive process, linked to the clearance of the calcium;

e a € R and b € R correspond to the coefficients of the linear drift.

* (Uk)pe {1,...,n} Tepresents the jump times (instants of release from the Reticulum) : it is a family of iid
random variables with common distribution B(v) for some v € [0, 1), the jump rate; the jump size is
given by A € (0, 400).

o (ek)pe {1,...n}y Yepresents the experimental noise or stochastic flux from the channels at the membrane
with ratio given by o € (0,+00): it is a family of iid random variables with common distribution
N(0,1).

Let us remark that we have simplified the Poisson process giving spiking times by a simple Bernoulli
sequence. This approximation may be justify when the lapse time of acquisition is very short. Actually,
considering an homogeneous Poisson point process of intensity p > 0, the interspiking duration is given by
iid exponential random variables of parameter p such that their entire upper part is given by iid geometrical
random variables of parameter v =1 — e™#.

We give an illustration of a typical realization of this sequence in Figure 2. In order to understand the
effect of the parameters in the the final trajectory we have also plotted the purely jumps one (case without
noise nor drift) and the drifted jumps ones (only noise is removed). The initial value X, has been chosen as
the experimental one observed in Figure 1. Let us emphasize that due to both regression coefficient and noise
contributions jumps are not necessarily local maxima of the sample paths.
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FIGURE 2. One simulation of a trajectory for v = 0.15, A = 10, ¢ = 0.5, n = 100. From left
to right: only the jumps innovations (0 = a = b = Xy = 0), the same jumps innovations with
a drift (e = 1200, b = —30, Xy = 520, 0 = 0) the same jumps innovations with a drift and
a gaussian noise (a = 1200, b = —30, Xy = 520, 0 = 5): the jumps times are marked with a
Cross.

In the sequel we will consider the centered innovations (Zj ) corresponding to
Iy = )\(Uk — I/) + o€k,

in such a way that (Zy)y is an iid sequence of centered random variables with common variance 0% = Av/(1 —
v) + o2. As a consequence, denoting m = a + Av we may simply rewrite (1) as

(2) Vk € {0,...,7’1,— 1}7 X k+1 :¢Xn’k+m+bk/n+Zk+1.

The introduction of a and b in the regression equation contributes to a linear trend of the sequence. It will
therefore be convenient to assume furthermore that

(3) Vk €{0,...,n}, Xpgr =Y +cn +dk/n
with (Y% ) a stationary centered solution of the AR(1) equation
(4) Yit1 = OV + Zky1,



4 HERMINE BIERME, CAMILLE CONSTANT, ANNE DUITTOZ, AND CHRISTINE GEORGELIN

It follows that the relation between a, b, ¢, and d is given by

b a+ v b
(1 — _ Cd(1—¢) =biff ¢ —c— ———— withe= -2
(5) cn(l=9¢)+d/n=a+ v, d1—¢)=0biff ¢, =c W= o) with ¢ - and d =
Actually, under (3) we have
k+1
Xopi1 = eatd + Vi

k+1
= Cp + dT + ¢Yk + ZkJrl by (4)
k 1
= ¢Xprp+(1—9)cn+ (1 — ¢)dﬁ + dﬁ + Zy4+1 by (3)

k
= ¢Xn,k + (a + )\V) + bﬁ =+ Zk;+17

by (5), so that we get (2). Let us remark that when (X, x)o<k<n is any solution of (2), one will have
(6) Xn,k - Xn,k + ¢k(Xn,O - Xn,O)a

that could be used to extend results in this more general setting using the fact that |¢| < 1.

The unknown parameters are therefore given by (a,b, ¢, \,v,0) or equivalently by (¢, d, ¢, \,v,0). Our
strategy will consist in first estimating the innovation process (Z); through the estimation of (m,b, ¢) for
m = a + Av and then working on the estimated innovations in order to complete the estimation of the whole
parameters and detect times of jumps simply defined as J,, = {k € {1,...,n}; Uy = 1}.

3. PARAMETER ESTIMATION

3.1. Preliminary useful results concerning AR(1) processes. In this section we first give some useful
theoretical results when considering (Y%); a stationary centered solution of the AR(1) equation (4) (see [5]
for instance). Assuming that (Zy)y is an iid sequence with E(Zy) = 0 and Var(Zy) = 0% < 4oc, one can
represent (Y)x as a causal MA(co) process:

“+ o0
(7) Y= ¢"Zk n,
n=0

where the convergence of the series holds in L?(£2). In particular, it follows that (Y3)x is a stationary centered
second order process with covariance function given by

¢\kl

py(k) = COV(Yk,YO) = m@’z.

In order to compute asymptotic variances for the proposed estimators we will need the following results, that

we give under general assumptions on innovations since it may be usefull for other settings.

Theorem 1. Let (Zy) be a sequence of iid centered random variables with E(Z§) < +oc and (Yy,) its associated
AR(1) process with autoregression coefficient ¢ € (—1,1) given by (7). Then we have the following asymptotic
normality

n—1 n—1 n—1 n—1
1 k
S PRTB SIS WTEIS SN JE TN
n k=0 k::()n k=0 k=0

with ()
1 E(Zo
! 2 ((Eores 0
2 1 1 ]E(ZS) 0
v, =z 2 3 2(1+0)0%
1-¢)? | E#)  EZ)  (EzH30h) 500 (467 2050
(+9)0%  20+)0%  (+6)%0% ' “CZ0=9)(1+9)° [1+9)
0 0 202 ¢ 21-¢

1192 921%¢
This result implies consistency of the corresponding empirical means but actually we have even stronger
convergence as stated in the following corollary.

Corollary 1. Let (Zy)r be a sequence of iid centered mv with E(Z;) < +oo and (Yy) its associated AR(1)
process with autoregression coefficient ¢ € (—1,1) given by (7). Then we have the following convergence almost
surely and in L?:
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n—1 n—1
) LYV —>0and LY Ly, —o0;
k=0 k=0
. 1n—1 2 1 2
i) - Z Y = py(0) = :=gz0%;
i) + Z YiZpi1 — 0 and * Z YY1 — py (1) = %(J%.

Moreover, denoting Y ,, = % Z Yy, one has
k=0

(Z[ Y.) = py(0 }”i Vi = Vo) (Yar1—Ya)) PY(U] nﬁm/\/(ovzp)a
= k=0

with

(n—3)+ 21“52 o(n— 3) + 124
Y, = 0)2 1—¢ ,
p = < P(n—3) + 1= ¢2 (n— 3)¢2+4 ¢¢2 +1+¢2

T (Y T2) (Yis =¥ )

where n = E( 0) Hence, for qﬁn = we have

n—1 —
S T)

¢E@n—@ L N (0,1-¢?).

n—-+o00

Proof. Tt is sufficient to remark that when (Ui)ren is a sequence of L? centered random variables with
|Cov(Uy, Up)| < r(lk —1]), for all [,k € N and r satisfying » , .\ 7(k) < 400 then

n—1 nl

1 1
— E U, — 0and — E Uk —» 0Oa.s. and in L2
k— n—-+o0o k— n——+00

_ n—1
Actually, with a slight abuse of notation, let U,, := % > %Uk and note that
k=0

Var (U,) = Zigw%m

k=0 1=0

3

<

)

=lQ

with C' = Y, ., 7(|k]). This proves that (U,), converges to 0 in L? since E(U, ) = 0 by assumption. Moreover,
by Markov’s inequality one has P(|U,,| > ¢) < fore >0 ensurmg that (U,2),, converges a.s. to 0 according

> ,,52

to Borel Cantelli lemma. Now, let n € N* and note that, for n? +1 <1 < (n + 1)?, we can write

It follows that
(n+1)2-1
V, = sup Uy < |Up2| + = |Uk|,
" n24+1<I<(n+1)2 n? k§2

and then satisfies ||V, |2 < %= Va4 V/r(0) 2L 4‘/6. Markov’s inequality and Borel Cantelli lemma allow

“n?
n—l
again to conclude that (V,,),, converges a.s. to 0 and therefore (U, ), also. The result for 1 = Uy can be even

more easily obtained following the same sketch of proof. Now it is enough to remark that assumptions are
fulfilled with Uy, = Y}, for i) and U, = Y;? — py (0) for ii) according to Lemma 1 Equation (5) (see Appendix).
For iii) we can use U, = Y, Zk41 with Lemma 1 Equation (3) and using the AR(1) equation (4) we can write

n—1 n—1 n—1
1 1 9 1 <2
gZ;)YkYkH = ¢%,;)Yk + EZYkaHnI)OOQSpy(O) = py(1) a.s. and in L*.
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The central limit theorem and ¢-estimator that follow are classical results (see [5] for instance) that we can
recover by Theorem 1. Actually, since Y,, = Op ( f) the asymptotic normality follows from the fact that

k=0 k=0
n—1 n

is just a linear transformation of (Z V2= py(0)], > Yka_H) with corresponding matrix given by A =
k=0 k=0

( ;5 (1) ) and we find X, = AZ3,4tA, where Y3 4 denotes the extracted matrix of ¥; corresponding to lines

and rows number 3 and 4, that corresponds to the asymptotic covariance matrix obtained in Proposition 7.3.4.
of [5]. Then using delta-method for g(z,y) = £ we may prove the asymptotic normahty of d)n with asymptotic

variance given by Dg(pY(O)7pY(l))Epth(pY(O)vpY( )) where Dg(py (0),py(1)) = ;- ( —¢ 1). O

Remark 1. Let us mention that these convergences may be strengthen using ergodic properties of (Yi)k.
Actually, according to [2], since the innovation Zy has a non trivial absolutely continuous component and
E(log(Zp)T) < 400, the AR(1) process (Yy)r is strong mizing and hence ergodic. Therefore, by the ergodic
theorem (see Corollary 9.1.8 of [13] for instance), for any measurable function g : R — R such that E(g(Yp)?) <

+00 we have
n 1

fZg Yi) = E(g(Yp)), almost surely and in L.
k=0
Let us also note that these results may be extended to non stationary solutions of the AR(1) equation whatever
the initial solution is in view of (6).

3.2. Estimation of the innovations (Zy)re(1,...,n}-

3.2.1. Estimation of m = a+ \v, b and ¢. In view of (2), we first derive an estimator for 6 := (m,b,¢) =
(a — A\, b, ¢) as a contrast based estimator. To this end let us consider the contrast function, defined for
0 = (m,b,¢) € R3 as

n—1 2
Mn(e) = Z (Xn,k-l-l - ¢Xn7k- —m — bn> .

k=0
The minimizer of this quadratic functional is given by
(8) 00 = (" An(X) An (X)) A (X)X = (@), B0, 611)
1 0 Xno
where A, (X) = is the random matrix of coefficients. Adapting classical proofs for

n—1
1 Xn,nfl

n
M-estimators (see [33] for instance), we prove the following results (see Appendix).

Theorem 2. Let us assume that (Xn k)o<k<n satisfies (2) for some 6 = (m,b, p), following from (3), with
(Zk) an iid sequence of centered random variables with E(Z}}) < 400. Then,
(9) B = (A, (X) A (X)) AL (X)X — 0 as.

n—-+00

Moreover,

\/a(agto) L N(0,%),

n—-+4oo

where, for 0% = Var(Zy), the matriz X is given by

m2 1+¢ + 4ch mbH'i — 60% —m(1+ ¢)
¥y = blfi —60% bﬂjﬁ +120% —b(14+¢) |,
—m(1+ ¢) —b(1+ ¢) 1— ¢?

or equivalently, writing ¢ = % and d = > 45’ by
c

P(1—¢%) +4oy cd(1—¢%) —6oy  —c(1-¢°)
Se=| ed(1-¢?) —60% d*(1-¢?)+120% —d(1—¢?)
—c(1-¢%) —d(1-¢?) 1— ¢?
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Remark 2. Let us note that for m and b be fized, asymptotic variances of (m&”)n and (IA)S)),L are increasing
as ¢ increases to 1, while it is the opposite for ¢ and d be fized since in this case m = ¢(1—¢) and b = d(1— ¢)
become smaller with ¢.

We check empirically this result for different values of ¢ in Figure 21, postponed to Section 6.4. As expected,
in view of the asymptotic variance, the performances are better for ¢ not too close from 1.

3.2.2. Estimation of the trend. Theorem 2 allows us to build an estimator of the parameters ¢ = % and

d= ﬁ linked with the observed linear trend driven by ¢, = ¢ — ﬁ and d by considering

- (1) ) ) i
o = s and ) =
1- n n(lf(z)n )2 1_¢n

Since ¢,, — ¢, as n — +00, we can deduce from Theorem 2 both strong consistency and asymptotic normality.

n

Proposition 1. Under the assumptions of Theorem 2

Vi ((@0,d0,60) = (e,d,0)) % N(0,%3),

n—-+oo
with
402 602
i
(10) Sl B = =
0 0 1— ¢?

Proof. We consider the function from R3 to R? defined V(z,y, 2) € R3 by:

€T Y
g(x7y7z): 172717272: )

Vi ((@0.d0.60) = (e.d @) = v (9(6) — 9(6)) = N (0, Dg(6):"Dg(0)).

n—-+oo

such that

by Theorem 2 and the delta-method ([33]), with

O

Remark 3. Note that the asymptotic covariance does not depend on c, d and that we get an asymptotic

independence between (6511),3511)) and QASS) i contrast with previous results.

We illustrate this result in Figure 22 (see Section 6.4) and compare for several values of ¢ and o in Figure
3 below.

< d b <t d ”
3 a 0.5 ] 2 2.5 0.z
st 0.4 1.5 0.15
- 1
oz 1.5
2t iyl E
oz A
5
1 o0l o5
@ @ =+ @ @ e &
s | 0] o5
4
E. -0.2 -1
2|
" -0.3 1.5
= -0.4 e -2
-3 -4 -0.5 . -2 2.5 0.2

Ficure 3. Comparison with 1000 simulations, v = 0.3, A = 1, ¢ = 15, d = —10, n = 100,
Xo = ¢n. On the left: with respect to ¢ € {0,0.1,...,0.9,0.95}, in red o = 0.1, in black
o = 0.3 and in blue ¢ = 0.5. On the right with respect to ¢ € {0,0.05,...,0.5}, in red
¢ = 0.1, in black ¢ = 0.5 and in blue ¢ = 0.9
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We can notice that, as expected, d?(l) does not depend on the noise o of the signal, but all the estimators
6511), c/irnl), &M depend of ¢.

Now, a classical way to deal with trend consists in first estimating it and then removing it. When doing
so, we have a 2-step estimation procedure by first getting estimators ég) and dAng) given by linear regression of
(Xn,k)o<k<n and then computing the autoregression coefficient &?) by considering the autocorrelation function
at lag 1 of the linear regression residuals given by

(11) Vo = Xpp — 2 —dPk/n =Y+ (cn — é?) + (d — dP)k/n.

2
More precisely, by (3) together with the fact that A>T (& = L and 45 >0 o (£ —1)" = 2, we
have for n > 1,

n

N 12n 1 k1 -
@ - 2 S E _
dn nt2  ntl k:O(n 5) (Xt = Xn)

12n 1 =k 1 — E o1
= M N D 7 N (i
n—|—2xn—|—1kz:%(n 2)( F nt (n 2))

_ 1 n Eva _ 1 n .
where X,, = -5 Yoo Xnkand Y, = e > ko Yr, while

@ = x,-Lie

It follows that

~ 1 n ~
where Y, = =5 > ko Yo k-
In order to compare with our first estimators we can check that they have the same asymptotic covariance
matrix.

Proposition 2. Let us assume that (X k)o<k<n satisfies (2) for some 8 = (m,b, ¢), following from (3) with

d= ﬁ, c= %, Cp=cC— (1 5 and (Zy)g an id sequence of centered random variables.

IfE(Z}) < +oo, then E (651 )) =c, and E (12 ) = d with
~ d
(6;2),@(12)@%2)) n—>_+> (c,d,d) a.s. and\f(( (2) d(2 ¢(2)) (Cvdvd))) nij(O’EB)’
with X3 given by (10) of Proposition 1.

Proof. We first remark that AP —d=4A,- Sn+1(Y), where

n—1

n—1
<ZY]€’Z kaz _pY ))VZYka+1> ’
k=0 k=0

have been introduced in Theorem 1 and A4,, = (76

(€1 — 2A45) - Spy1(Y), with e; = (1,0,0,0).
If E(Z}) < +00, from Corollary 1 we have S,,11(Y) — 0a.s. and in L? with E (S,41(Y)) = 0, proving the
n

—+00

o 12mH o, 0) 5 A= (-6,12,0,0). Similarly, &2 —¢, =

first statement. Moreover, by Theorem 1 we have 1/nS,+1(Y) % N(0,%1). Then, one can remark that
n—-+0o0
for h € {0,1} we have by (11)

o n—1
- Z [ nk+h — )(f/n,k ~Y,) - P(h)} = % Z Yitn Y — p(h) + Ry,
k=0

where the remaining term R, tends to 0 a.s. with /nR,, — 0 in probability using Slutsky Theorem and

asymptotic normality of S,4+1(Y). These lines ensure strong consistency of (5512), 8(2), AS?’). For asymptotic
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normality, since

(@) 5 1 O 1 O
vn (Cg)adg)a e ZYk?a —— ZYkHYk — (en, d, P(O)vl)(l))> = M,VnSp1(Y),
k=0 k=0

1+3:% —625 0 0 4 -6 0 0
—6-2 122 0 0 -6 12 0 0
— n+2 n+2 — — 1
for M, 5 ¢ N M 0 o0 1 0 and ¢, = ¢+ O(1/n), we obtain
0 0 6 1 0 0 ¢ 1
R 1 n—1 ) — ) _ 1 n—1 ) _
\/ﬁ ((61(’7,2)7 dg)a - Z(Yn,kJrl - Yn)(Ymk - Yn); - (Yn,k - Yn)2> - (Cv d7 p(0>7 p(1>)> i> N(Oa MZItM)a
n n n—+o0o
k=0 k=0
and the stated result follows by the delta-method. (|

We compare these two procedures in Figure 4. It seems that even for n = 100 both behave relatively
similarly. This is also the case for larger values of n as illustrated in Figure 25. We only remark that the global
estimation seems less biased for ¢ as ¢ is increasing than the 2-Step estimation but its standard deviation is
a little bit higher. Let us emphasize that we chose initial conditions in order to be close from the chosen line
and we saw that the global estimation was more robust with the choice of initial condition. Let us also remark
that while the standard deviation for the estimate of ¢ is decreasing according to (1 — (;52)1/ 2 as ¢ tends to 1,
absolute value of bias is increasing. Note also that the estimate of ¢ is naturally biased (asymptotically not
biased) but the estimate for d seems not too biased.
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FIGURE 4. Comparison with 1000 simulations, v = 0.3, A = 1, ¢ = 15, d = —10, n = 100,
Xo = ¢, with respect to ¢ € {0,0.1,...,0.9,0.95} on the left and to o € {0,0.05,...,0.5} on
the right. Straight line for the global estimation and dashed line for the 2-step estimation.
On the left in red 0 = 0.1, in black ¢ = 0.3 and in blue ¢ = 0.5. On the right, in red ¢ = 0.1,
in black ¢ = 0.5 and in blue ¢ = 0.9.

For comparison we plot the theoretical values of the standard deviation in Figure 5.



10 HERMINE BIERME, CAMILLE CONSTANT, ANNE DUITTOZ, AND CHRISTINE GEORGELIN

c d phi c d phi

1
0.10

0.08

3.0
1
4
1

2.0
-
3
1
010
1 |
1.0
1 'l

00 05 10 15 2.0 25

= 3 38 ; 3 ;
@ 7] a ] = @ @ i@ R
= u T w
= . = S
— - n =
i @ | _— __—— -
; — — =+
= | = 4 = = ] _ 2
= TTTT TT T 11 TTTT11 i I I T 11T & T T T 17171
00 08 00 086 00 086 00 02 04 00 02 04 00 02 04
phi phi phi sigma sigma sigma,

F1GURE 5. Theoretical asymptotic standard deviation for v = 0.3, A = 1, n = 100, with
respect to ¢ € {0,0.1,...,0.9,0.95} on the left and to o € {0,0.05,...,0.5} on the right. On
the left in red ¢ = 0.1, in black ¢ = 0.3 and in blue ¢ = 0.5. On the right, in red ¢ = 0.1, in
black ¢ = 0.5 and in blue ¢ = 0.9.

3.2.3. Estimation of the innovations. Theorem 2 and the 2-step estimation of Proposition 2 provide us two
ways for the estimations of innovations (Zk)ke{l,“.,n}‘ Namely, we can consider for all k € {1,...,n}:

~ -~ k-1
(12) 720 = Xy — oW X, g — D =B -
or
(13) 7P =V, — 6PV, 1 with ¥, given in (11).

Proposition 3. Under the assumptions of Theorem 1, we have fori=1,2 and a € (0,1/4),

VkZl,Zﬁi) — Zp a.s. andn® sup \Z\lgi)—Zﬂ £ 0.
n—-4oo 1<k<n n—+4oo

Proof. Let k > 1, according to (12), choosing n large enough such that |c,| < 2|c| and 1 < k < n,
2 =2 < o= 0| Xupoal + [m— D]+ [p - 50|

6 -6V

IA

(Yerl + 2] + ) + [m — 0] + b~ 30|

Note that by Theorem 1, this implies that 2,&1)—>Zk a.s. since (mﬁf)ﬂ}), AE«LI)) is a strongly consistent

estimator of (m, b, ¢). Moreover for « € (0,1/4), let us choose 8 € (1/4,1/2 — «). For € > 0 we write

P( sup |Yi|>en®) < P ({|Y0| >enf} U (ngl{|Yk| >en V| < 5n5}>)
0<k<n—1 k=1
n—1
< 2 (1%l > wnhu (011 > (1= ohen’. Vi < en'}))
< P(|Yol > en”) + (n = 1)P(|Zo| > (1~ |¢])en”)
E(Z5)  1-4p
< ——n
T (A —lehtet

Hence, -1 SUPg<p<n—1 |Yk| tends to 0 in probability and

~ ~ 1 ~
ne sup |Z,§”—zk|swﬂ\¢—¢;”\x[ﬁ sup |Yk|}+na [(2lel+1d]) [¢ = 310
1<k<n " 0<k<n—1

+|m—a®|+ b0,
that tends to 0 in probability in view of Theorem 2 as 0 < « < a+ 8 < 1/2.
Since Yy, — Yi = (cn — e + (d — dP)k/n we can also write for 1 <k <n
2122) — Zy = Yo — Vi) — 5&2) Yosko1 — Yia] + (¢ — 9/5512))Yk—17
in such a way that

122 = 2l < low — &2+ d = dP| (14 182]) + |6 — 3P [Vial.
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This ensures that 2122) —+> Zy a.s. and that n®sup;<p<, |2,£2) — Z| converges in probability for all a €
n—-+0o0 ==

(0,1/4) following the same lines as previously. a

Then, in the sequel, we will explicitly use our assumptions on the distribution of the innovations in order
to complete estimation of all the parameters. Actually, this may be justified as in [23], when the common
distribution of innovations has a density f(.,6) for some parameter # € ©, with © an open set of R, k& > 1.
Then, when considering an estimator 0 that maximizes the log-likelihood function

La(0) = 3" log(f(Z4,0)),
k=1
one can use an estimator 6 that maximizes the estimated log-likelihood function
n
Ln(0) == log(f(Z,0)),
k=1

with (Zk) the estimated innovations and obtain consistency and asymptotic normality under regularity as-
sumptions on f (see Corollary of Theorem 4.1 [23]).

3.3. Estimation of \, v and o2. Let us recall that we assume that Z, = A\(Uy, — v) + oey, for U ~ B(v) and
e ~ N(0,0?). This implies that Zj is a mixture between two Gaussian. More precisely, the density of Z is
given by
J2o(z0) = (1 = v)v_a,02(2) + VY0(1-1),02(2), for z € R

where v := (v, A, 0) and 7, ,2 denotes the density of a normal variable of mean m and of variance P2

Note that Maximum likelihood estimation even in this simple context of two Gaussian components suffers
from several computational drawbacks [11, 22] and Fisher matrix are not explicitly tractable [3]. Then, it is
classical to use the EM-algorithm to estimate the mixture parameters. We impose that the two components
share the same variance and we consider the estimated innovations for all k € {1,...,n}, 7 ,il), fori=1or 2. We
can use the R function Mclust on these estimated innovations [14] or the Matlab function fitgmdist, and we
impose it two components with the same variance: one for the peaks, the other one for the innovations without
peaks. This algorithm gives estimators of the model by iterations of two steps: expectation of the completed
log-likelihood of the estimated innovations and choice of parameters which maximize this expectation. At
each iteration, the log-likelihood of the estimated innovations increases, which enables us to have a better
estimation at a given iteration than at the previous one. We can refer to [29] for more details. The algorithm
stops when the log-likelihood increases by increments smaller than a tolerance. It gives us the parameters of
the clustering:

e the estimated mean of each gaussian ({1, f12): once sorted such that fi; < fio we should have fi; that
estimates —Av and iz that estimates A(1 — ) so we can use [is — fi; as an estimator of A;

e the estimated proportion of each gaussian (py,p2): we keep ps as an estimator of v;

e the common estimated variance ¥ which estimates o2.
Then we denote by &(f) = (ﬁ,(f)7 5\%), &,(Li)) the corresponding estimators obtained by using (Z,Ei)hgkgn. The
main problems of the EM-algorithms are that it not ensures to have the estimator of maximum likelihood
if there exist local maxima (importance of the initialization) and that the convergence can be slow. We can
refer to [26] to choose the initialization and to [21] to study different types of convergence. Here we use five
replicates for each estimation and apply this algorithm with the previous estimated innovation so that we
obtain two estimators 1&,(11) = (ﬁr(f), S\S ), 6,@) for ¢ = 1,2. We present bias as well as empirical 95% confidence
intervals in Figure 6, while a specific comparison between global estimation and 2-step estimation for bias and
standard deviation is presented in Figure 7.

Surprisingly, we notice that the estimators of v, A and ¢ seem not to depend on ¢, whatever the estimation
of the innovations (global or 2-step) and both of them performs rather similarly. We can also remark that here
is a stronger bias for the A estimation and as expected standard deviations increase with respect to o.

Let us finally remark that we are therefore able to estimate the whole set of parameters since one can then

set A
a =mD - \BpD,
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FIGURE 6. Comparison with 1000 simulations, v = 0.3, A =1, ¢ = 15, d = —10, n = 100,
Xo = ¢, for EM estimators using estimated innovations from Theorem 2. On the left: with
repect to ¢ € {0,0.1,...,0.9,0.95}, in red o = 0.1, in black ¢ = 0.3 and in blue ¢ = 0.5. On
the right with repect to o € {0,0.05,...,0.5}, in red ¢ = 0.1, in black ¢ = 0.5 and in blue
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FiGURE 7. Comparison with 1000 simulations, v = 0.3, A =1, ¢ = 15, d = —10, n = 100,
Xo = ¢, with respect to ¢ € {0,0.1,...,0.9,0.95}. Straight line for the global estimation and
dashed line for the 2-Step estimation. On the left in red ¢ = 0.1, in black ¢ = 0.3 and in blue
o = 0.5. On the right ¢ = 0.1, in black ¢ = 0.5 and in blue ¢ = 0.9.

4. SPIKE DETECTION

4.1. Tests on estimated innovations. Let us recall that the innovations of the process X are given by

-1
Vk e {1,...,n}, Zk:/\(Uk—V)—I—oek:Xk—¢Xk_1—a—)\V—bkn ,

which can be estimated through 2,?) where ¢ =1 or 2.
We have already remarked that Zj is a mixture between two gaussians (see Section 3.3). As we want to
detect the spikes, we have to find the k € {1,...,n} such that Uy41 = 1. Therefore we can define two tests.

e T we consider for a threshold s € R the probabilities:

PF :—PF(S,V,A,O')_]P)(Z]C>S|Uk+1_0)_1—@<

s—)\(l—u)),

g

s+ \v
ag
Pr = Pr(s.00) =B (Ze > slUies =1) = 1-

where @ is the cumulative distribution function of a standard normal variable. We consider also for a tolerance
a € (0,1):
S =min{s € R|Pr < a} =0q1—a — AV,
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where g1_,, denotes the quantile of order 1 — « of a standard Gaussian random variable. The test T' consists
in considering the instant k as a peak if Zy > s,. Then Pp is the false detection probability at each time k
and Pr is the true detection probability at each time k.

e T.: EM algorithm can provide us the a posteriori probabilities 7, = P (U;c =1| (Zk)1<k<n> which are the

probabilities, given (Zx)i<g<n, that the instant k is a peak. Then T, consists in considering the instant k as
a peak if

1= =P (Uk = 0] (Z) 1 gp) < 0

for a tolerance . Let us note that the clustering by default is usually given by choosing o = 2

5
Then, for i € {1,2} we denote T() and TV the tests T and T,., used respectively with the estimations

(Z)1<h<n-

In order to enlight performances of both tests we consider a trajectory of size n + 1 with n = 100. We
recall that (Ug)i<g<n is the sequence of {0,1}-valued variables with true spiking times given by 1 and, for

a tolerance « on false detection, (T,gz)(a))lgkgn, respectively (Tc(flz(a))lgkgn, the sequence of {0,1}-valued
variables with detected spiking times given by 1 using estimated innovations Z,EZ) and 1/}7(11) = (ﬁy(f), ;\,(f ), &,(f)),
described in the previous section. Then we can compute the true and false positive rates as

$a) = #{1<k<nUp =1,T(a) = 1}/#{1 < k < n; Uy, = 1},
Tl(f)(a) = #H1<k<n;U;= O,T,Ei)(a) =1}/#{1 <k < n; Uy, = 0},

and similarly we write T(i%(a) and Tc(fl)?(a) when T is replaced by T.".

C7

We estimate the true and false detection probabilities by considering N = 1000 independent simulations of
sample paths and computing the empirical mean of the sample

5(1) L= (i @ 5(1) Lo (i @
(14) PR =3 (@) and PP0(a) = =D (@)
=1 =1
as well as
N N
o 1 ; 0 . 1 : 0]
(15) Plie) =52 (7@)  and Bj@) = =3 (<@)
=1 =1

We first present numerical results when ¢ is varying in Figure 8 with also 95% confidence intervals for o = 0.01
as previously. Surprisingly, despite the values of ¢ near 1 affect the quality of the first estimated values, it
seems to have no consequence on the results of the different tests since their performances do not vary too
much with ¢, as it was also the case for the second estimates using EM-algorithms. However the performances
are highly depending on the level of noise o as we can see in Figure 9 where we have plotted results according
to o varying between 0 and 0.5. As remarked previously, tests are performing similarly choosing the first or
the second method of innovations. However as o is increasing the level of T is higher than « but not exceeding
0.1. In contrast T, seems to have a lower false detection rate but it has also a lower true detection rate.

A usual way to compare tests is to use ROC curves (for Receiver Operating Characteristic) that enable to
measure a binary test’s sensitivity. We can refer to [25] for more details. Since our tests depend on a level
a € (0,1) we can compute empirical ROC curves defined as the location of the pairs (Péf)(a), Pj(f)(a)) given
by (14) for T® or (P(Ell)?(a), PC(%(CV)) given by (15) for T when « is varying between 0 and 1. Let us quote
that we can also compute the theoretical ROC curve associated to T' and in this case the pairs (Pr, Pr) are
related through the fact that the measure d’ defined in [18] by

d =&Y (Pr)— & ' (Pp),

where @ is the cumulative distribution function of a standard normal variable, is constant. With the expressions
of Pr and Pp and the symmetry of ® we obtain d’ = %, so each theoretical curve can be associated to a value
of the ratio % (and each point of a curve is related to a tolerance o and a threshold s, ). Note that d’ increases
when Pr increases and when Pp decreases, that is to say when the test is more sensitive and in our case it
corresponds to a decrease of o when A is constant. This is confirmed by Figure 10 where the area under curve

is decreasing with respect to o increasing in {0.1,0.3,0.5}. The first ROC curve confirms that there is no
significant difference between T 1) and T@ for this kind of simulations. We omit a similar result for Tc(l) and
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F1GURE 8. Comparison with 1000 simulations, v = 0.3, A = 1, ¢ = 15, d = —10, n = 100,
Xo = ¢ with respect to ¢ € {0,0.1,...,0.9,0.95}. Threshold given by a = 0.01. In red
o = 0.1, in black ¢ = 0.3 and in blue o = 0.5. First line: True positive rate according to the
different Tests. Second line: false positive rate

Mean of TPR Mean of FPR Std of TPR Std of FPR

F1GURE 9. Comparison with 1000 simulations, v = 0.3, A = 1, ¢ = 15, d = —10, n = 100,
Xo = ¢ with respect to o € {0,0.05,...,0.5}. Threshold given by a = 0.01. In red ¢ = 0.1,
in black ¢ = 0.5 and in blue ¢ = 0.9. Straigth line with dot for 7!), dashed line with plus
for T(Q), dashed line with dot for Tc(l), dotted line with cross for TC(Z).

TC(Q). The second ROC curve shows that T(!) seems to be better than Tc(l) and especially as ¢ is increasing
for a fixed ¢ = 0.5. It reveals that for a rate of false positive detection that we can tolerate, we can find a
threshold which provides a bigger rate of true positive detection with 7() than with TV, This is also true
for different values of ¢ since ROC curves completely coincide with ¢ for both tests as shown in the two last
figures.

4.2. Multiple test correction on false rate detection. In order to correct our tests according to a level
B € (0,1) of false detection we propose to use the following corrections. For the first test, we use the correction
proposed by Benjamini-H6chberg [4]. By this way we improve the power of a simple Bonferroni correction
that would consist in choosing § = a/n meanwhile controling the false rate detection at the level 5. More
precisely, for all 1 < k& < n, let us recall that

Zx = MUk — v) + oeg,

such that under the assumption that {Uy = 0} we have Z:22 ~ A(0,1). Hence we consider @, where

Zi, \, 0,0 are estimators of Zi, A\, v,0 and compute its associated p-value as

ZAk+5\13
—1_| T
Pk ( & )7

where @ is the cumulative distribution function of the standard Gaussian distribution. We sort (pg)r such
that p) < p2) < ... < p), and set p;, = p,. Then we compute iteratively for k ranging from n — 1 to
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FIGURE 10. ROC curves obtained with 1000 simulations, v = 0.3, A =1, ¢ = 15, d = —10,
n =100, Xg = ¢,. In red ¢ = 0.1, in black ¢ = 0.3 and in blue ¢ = 0.5. First: ¢ = 0.5, solid
line with cross for TW, dashed hne with dot for 7). Second: ¢ = 0.5, solid line with cross
for T, dashed line w1th dot for T'". Third and Fourth: 7() (left) and T (right) with
several values of ¢, solid line with cross for ¢ = 0.1, dotted line for ¢ = 0.9, dashed with plus
for ¢ = 0.5.

1 the quantity py = min(p;,, #px). Then, using our two way of estimation, we can define for i = 1,2 and
1<k <n,

(16) Tlgz)(ﬂ) =1if pk( ) < B and T(Z) (8) = 0 otherwize.

For the second test, we know from Theorem 1 of [28] that the optimal decision for false discovery rate is given
by
VI<k<n, i >t
for some cutoff t* = 1CT = ﬁ In order to control the number of false positive detection at a level 8 we
first remark that the number of false positive, corresponding to the number of false discovery, is given by
n
Z(l — Uk) Lo >t+,
k=1
such that the posterior expected false positive number is given by
n
. —t* 11—t 5 1—t* |
Z(l — D)1, >¢- < Zt 1> < TZ < a0

k=1 k=1

n
since > 7, = nd by EM algorithm, which is the estimated expected number of jumps. Hence we propose to
k=1
bound the false detection rate b T = e *(8) =
using our two way of estimation, we can define for i=1,2and 1 <k <

1 v
B1-0
n,

1% 1

in order that L
c* 1—v

= (i 1 = (i .
(17) Tp(,z(ﬂ) =1ito ( ) > ﬁ and Tp(lz(ﬁ) = 0 otherwize.

=3

As for previous ones, on simulations, these new tests perform similarly for each method of estimation
meaning that there is not significant difference between i = 1 and i = 2, and are not affected by the values
of ¢. We therefore focus on the comparison for the first estimation ¢ = 1 and ¢ = 0.5. We present these
results in Figure 11 that emphasizes that these corrections achieve the required false detection rate in contrast
with previous tests. The powers seem also comparable and are better than Tc(l) but lower than 7). This
is confirmed with ROC curves of Figure 12 where the corresponding values for a = 8 = 0.01 are plotted in
green. However in term of AUC comparison it seems that T is better than 7" (first plot) that behaves as T}
(second plot). The two last plots are concerned with 7. First let us mention that we make evolves a € (0,1)
and 8 € (0,1) for the corrected tests. Doing this we can check that the cutoff for Tcl is always larger than o
that is around to v = 0.3 in our experiments. Hence letting 5 € (0,1) does not allow to reach a rate 1 for
false positive and we restrict the axis of curves between 0 and 0.3 consequently. Interestingly the third ROC
curve shows a similar behavior between T and Tcl and consequently we have improved the power of T still
controlling the rate of false positive. The last plot proves that the Bayesian correction of Tcl could do better
than the frequentist one of 7.

In Figure 23 several realizations are obtained considering fixed ¢, d also with the same jumps. Hence the
linear slope is now identical for each realizations and the different values of ¢ only change a little the initial



16 HERMINE BIERME, CAMILLE CONSTANT, ANNE DUITTOZ, AND CHRISTINE GEORGELIN

e 001} — o
S | e T e T 20

0 01 02 03 04 05 o o1 02 03 04 05 o o1 02 03 04 05 o 01 02 03 04 05

Mean of TPR Mean of FPR Std of TPR Std of FPR

FiGure 11. Comparison with 1000 simulations, v = 0.3, A =1, ¢ = 15, d = —10, n = 100,
Xo = cand ¢ = 0.5, with respect to o € {0,0.05,...,0.5}. Threshold given by o = 5 = 0.01.
In black red straigth line for 7™ and black dashed line for Tc(l), in blue dotted line with plus
for 7MW (B) and in red with cross for TS (B).
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FiGure 12. ROC curves obtained with 1000 simulations, v = 0.3, A =1, ¢ = 15, d = —10,
n = 100, Xy = ¢, and ¢ = 0.5. In red ¢ = 0.1, in black ¢ = 0.3, in blue o = 0.5, in green
values obtained for ot = 0.01 or § = 0.01. Dotted line with dot and a green star for T(!) (first
and third), T,(") (second), T (last); dashed line with dot and a green square for () (first
and second), for T (third and last)

value. Let us emphasize that we chose as initial conditions ¢,, in order to have a point on the line. This choice
corresponds to an ideal case for the 2-step estimations and it performs very similarly than the first global way
of estimation. However we have remarked that the global estimation is more robust to changes with respect
to initial conditions. We present in Figure 24 several realizations obtained considering fixed a,b and with the
same jumps. The different values of ¢ contribute to changes in the linear trend and sample paths are very
different. We give corresponding computed true positive rate in Table 2 and Table 4 and false positive rate
in Table 3 and Table 5 for a fixed level chosen as @ = 8 = 0.01 for initial and corrected tests, using the two
estimation procedures. Whatever the chosen test is, the performances are getting worser as ¢ is increasing.
However, tests T' and T, are not performing similarly for a fixed level. The true and false positive rate for T'
are higher than for 7T,. Despite we have chosen o = 0.01 we can obtain up to 0.1 for false positive rate of T,
in the worst case ¢ = 0.5, while false positive rate of T, are of the accurate order. This is corrected with T
and T.. In the worst case the false positive rate is 0.04 for T' (3 false detected jumps) and 0.01 for T, (1 false
detected jump). We also improve the true positive rate compared to T, but it remains quite far from the one
of T.

5. DATA ANALYSIS

We have considered a biological experiment of Anne Duittoz’s team, composed with 14 trajectories of
neurons observed during 600 seconds. More precisely, the observed values correspond to Calcium Green-1
mean fluorescence intensity of 14 selected regions corresponding to neurons in a Calcium imaging recording
(see Figure 13). Inferring individual spikes from fluorescence signals is a high challenging problem but calcium
imaging should allow to characterize neuronal events in vivo [1].
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FIGURE 13. Image recording of 14 different Neurons. On the left: a typical image of the
movie of 600 seconds (one frame per second). On the right: the locations of the 14 selected
neurons with recorded paths under statistical analysis.

In order to apply our spike detection methodology we restrict the time domain to {301,...,421} of length
n+1 with n = 120, where goodness of fit for the model seems reasonable. In this time period our two methods
of estimation give similar results and we only present results obtained for the first one for sake of conciseness.
Before presenting results on recorded neurons we present in Figure 14 results obtained on the movie where
estimation is performed pixel by pixel with a size of image given by 247 x 325 coded with 8 Bytes meaning

that the values are in {0,...,255}. Note that, as expected, 653) captures the global image with a slope Asll)

)

around 0 except near neurons where we can also observe values of ¢3§}> greater than 0.5. Despite 5\511 and

&7(11) seem coherent, 195” is very noisy and we will see that this estimation can perform badly, especially when

outliers are present.

110
100
%0
£
70
60
50
40
30
20
10

Be qw
NS PO 5
FIGURE 14. Estimation results on the recorded movie during the time lapse {301,...,421}.

Each pixel is analyzed as a realization of (3) with n = 120, whose parameters are estimated
according to Section 3. Values of each pixels are given through the corresponding colorbar on
the right of each image.

Then we restrict on the recorded neurons sample paths. In order to compare them, we normalized them
in such a way that the time period corresponds to {0,...,n} with initial value taken at 100 (see Figure 15),
meaning that we multiply the signals by 100 divided by initial value.
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Neurons Normalization

FiGURE 15. Recorded Neurons. On the left: the 14 selected trajectories (X]Z)golgkg421 for
J =1,...,14. On the right: the 14 normalized trajectories for which the time is set to be
{0,...,120} and the initial value is 100, corresponding to (Xj, 50, x (100/X3;))o<k<120 for
j=1,...,14.

In the whole experiment, we notice a high variability of the estimated parameters between the different
neurons, especially for ¢ and A, as it can be seen in Table 1. The last column correspond to the p-value
obtained by performing a Kolmogorov-Smirnov goodness of fit test on the estimated innovation compared
with the estimated Gaussian mixture. The Kolmogorov-Smirnov test is accepted for all neurons with a level
given by the smallest p-value obtained for Neuron R4. This neuron is the only to exhibit an increasing
trajectory.

Neuron E%l) c&l) AS) XS) 37(11) 651” Xo KSp — value
R1 101.2366 | —6.9581 | 0.6732 | 2.5227 | 0.3718 | 0.9237 | 651.8600 || 0.6390
R2 99.1601 | —6.2252 | 0.6929 | 1.4693 | 0.9916 | 0.2338 | 830.3800 || 0.8835
R3 99.2140 | —7.6091 | 0.5887 | 2.5859 | 0.1469 | 0.6058 | 711.8500 || 0.2548
R4 97.6087 | 2.8797 0.6736 | 6.8259 | 0.1398 | 1.5634 | 885.1000 || 0.0165
R5 100.5374 | —11.3993 | 0.4375 | 1.2457 | 0.2279 | 0.6656 | 617.1600 || 0.9908
R6 98.9209 | —5.4705 | 0.7755 | 0.9122 | 0.0953 | 0.3720 | 732.3100 || 0.6739
R7 99.1936 | —6.0570 | 0.8222 | 0.6450 | 0.9754 | 0.2547 | 722.6300 || 0.6982
R8 98.8731 | —7.1818 | 0.8776 | 0.3688 | 0.6338 | 0.1376 | 783.6500 || 0.9776
R9 99.0390 | —6.0332 | 0.8480 | 0.6253 | 0.0528 | 0.3078 | 647.0400 || 0.6350
R10 98.8467 | —6.7943 | 0.7899 | 0.2901 | 0.9277 | 0.1967 | 660.1700 || 0.9049
R11 99.2561 —4.7800 | 0.7338 | 0.7595 | 0.3311 | 0.2590 | 732.3500 || 0.9390
R12 98.7342 | —6.7195 | 0.7011 | 0.5676 | 0.7958 | 0.5834 | 858.1600 || 0.9022
R13 98.0884 | —7.9994 | 0.8304 | 0.5031 | 0.1080 | 0.2048 | 668.5300 || 0.8813
R14 98.7415 | —3.9130 | 0.7226 | 0.4726 | 0.3493 | 0.2322 | 620.6200 || 0.9853

TABLE 1. Estimated parameters for recorder Neurons. Estimation results on the normalized
trajectories (see Figure 15) according to Section 3. In bold for R4 the only positive value
estimated for d, corresponding to an increasing path for which the Kolmogorov Smirnov test
between estimated innovation and estimated Gaussian mixture gives the smallest p-value (see
column KS). In bold for R2, R7, R10, EM-estimations of v are close from 1: these trajectories
can not be analyzed directly by this model.

Note that Neurons R2, R7 and R10 exhibit a too high level for 7. This can be explained by some few
outliers in sample paths as explained in Figure 16. We restrict our attention on Neuron R2 and plot at
left its sample path and the estimated trend (first) and the estimated innovations (second). Then we plot
histogram and cumulant distribution function of innovations compared with the estimated Gaussian mixture.
The red star corresponds to the minimal value of innovation that is an outlier for our Gaussian mixture model,
corresponding to a big negative jump as we can see with the previous recorded value in blue star on R2.

However EM algorithm isolates this value as a single Gaussian component that explains the high value of 197(11)
(see Table 1).
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W R0 M0 B0 B0 40 40 40

R2 Innovations Histogram CDF

FIGURE 16. Outliers for Neuron R2. First figure: normalized trajectory of neuron R2 with
a big negative jump in red star just after the blue star. The estimated trend is plotted in
dashed red line. Second figure: plot of estimated innovations of R2 with a negative outlier in

red star, corresponding to the negative jump of R2. Third figure: normalized histogram of

estimated innovations of R2 and estimated Gaussian mixture density in dashed red line. Last
figure: empirical cumulant distribution function of estimated innovations of R2 in blue and

estimated Gaussian mixture cumulant distribution function in dashed red line.

Then we proceed to our two different corrected tests T and T}, for level 8 € (0.001,0.05) (see (16) and (17)).

In Figure 17 we represent the rate of detected spikes by Neurons for the whole experiments. As expected

we recover high detection rate for Neurons R2 and R7 but not for Neuron R10 (in dashed orange lines).

Restricting to the other Neurons shows that Neuron R8 (in green dashed line) also exhibits a strange behavior

with respect to detection. The comparison between the two tests again shows a better power for T.

Spike detection rate
Spike detection rate
Spike detection rate

FIGURE 17. Rate of spike detection according to test T of (16) and test T, of (17) with
respect to the level 8 of false positive detection. On the right: the whole experiment with
the 14 recorded Neurons. On the right: Neurons R2, R7 and R10 are removed in view of v

estimates given by Table 1.

005

This is confirm in Figure 18 where we restrict the study to the eleven remaining neurons. Interestingly

Tc(ﬁ) seems to detect synchronisation event involving more neurons at level § = 0.01.
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FIGURE 18. Test T(8) of (16) and Test T,(8) of (17) for 11 Neurons (Neurons R2, R7 and
R10 are removed), in red for 8 = 0.01, in blue for 5 = 0.02 and in black for 5 = 0.03. On
the right: frequency of neurons detecting a spike per times. On the right: frequency of spike
times per neurons.

The time 306 is detected by more than 30% of the neurons and this percentage is not influenced by the
level 5. It is therefore probably a synchronisation event of the experiment. It involves Neurons R1, R5, R8
and R14 for T, while T, detects also Neuron R6. At time 328 both Neurons R1, R3, R4, R5, R8 are detected
to have a spike by T and T, at level 8 = 0.01. It also involves Neuron R11 at level 8 = 0.02. Finally, time
405 is detected for Neurons R1, R3, R4, R8 both for 7" and 7, at level £ = 0.01 and involves Neuron R5 for
T at level 8 = 0.03 and T, at level 8 = 0.02. The sample paths with estimated spikes are presented in Figure
19. Note that Neuron RS is involved in all these particular times. It is actually the Neuron having the higher
rate of spiking times but it also has the greater value of ¢ that makes difficult to visually distinguish spiking
times (see Figure 20).

90 , 90 83
4“0 300 20 M0 WO B0 40 40 40 300 20 M0 %0 B0 40 40 40 30 20 M0 WO B0 40 40 40

3 % o
0 2 M WO WO N0 40 w0 0 W0 M WO B 0 40 MO W0 W M WO WO M0 40 MO W0 R M W0 WO M0 40 MO

R6 R11 R13 R14

FIGURE 19. Several neurons with normalized paths and detecting spike times with cross for
T(B) of (16) and circle for T,(8) of (17) with 8 = 0.01. The estimated trend is plotted in red
dashed line.
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R8 Innovations Histogram

F1GURE 20. Innovations for Neuron R8. First figure: normalized trajectory of neuron R8. The
estimated trend is plotted in dashed red line. Second figure: plot of estimated innovations
of R8. Third figure: normalized histogram of estimated innovations of R8 and estimated
Gaussian mixture density in dashed red line. Last figure: empirical cumulant distribution
function of estimated innovations of R8 in blue and estimated Gaussian mixture cumulant
distribution function in dashed red line.

In this biological problematic, there are still several issues to work on. In particular, we had to restrict arbi-
trarily time interval under study to avoid misleading estimates due to heterogeneous parts of the trajectories.
This comes from the fact that our simple model does not fit a whole trajectory but can fit some parts with
different parameters. It should therefore be necessary to adapt the procedure or the model with a piecewise
one in order to mimic data trajectories. Then estimation and detection methods would have to be adapted
to this more complex setting, using change-point analysis or sliding window for instance. The algorithm EM
is also very sensitive with the presence of outliers. This could be manually corrected in practice but this
procedure will be very time consuming.

Acknowledgments:  We would like to sincerely thank the reviewers for their valuable comments and
challenging remarks that helped us to improve substantially this paper.

6. APPENDIX
6.1. From continuous time to discrete time. We assume to observe a process X over a time interval
[0,T], T € RT, satisfying

1

for a linear trend pu(t) = ¢+ %t, ceRT, deR, 7,0,\ € (0,+00), and W a Brownian motion independent
from N a Poisson process of parameter v € (0,1]. It follows, writing v = 1/7 that

d
(18) d (thXt) = et <c + Tt) dt + ot dW, + Ae7tdN;.
Now, we assume to have (n + 1) observations uniformly distributed on [0,T]: Xo, Xz, ..., X;z, ..., Xp. For
k € {0,...,n}, we will note X, for X, . Moreover, we introduce ¢, := e 7%. By integrating (18) over

kL, (k+1)L], we have:

SO X o — 6 X = <¢:L(k+1) B ¢;k) n % ((k+ 1)gr (D) _ k¢;k) B 7% <¢);(k+1) _ ¢;k)

(k+1)Z (k+1)Z
+ 0'/ e"’tth + )\/ e”tht.
k kZ

n
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Or equivalently:

k d d
n n<n 1- n d—(1— n ———(1- n
k1 = OnXnp +e(1—¢n) +do(1—0n) + 7T( Pn)
N T
(k1) T i1 %
+0o e'Y(t—(k-‘rl)%)th 4 A Z e’y(Sj—(k-‘rl)%)
kL A ’
" Jj=N,z

where (s;); are the points of the Poisson process N. Assuming n is large enough:

d d

E*V*T(lféf)n):

(k7+1 1
—(k+1) L
/I Eaw, = (W = Wiz ) + <n> ,

with W, pyr — Wyr ~ N (0,L) and Ngynyz — Ny ~ P (vL). Then

T 1 T 1
P(N(k—‘,-l)%_Nk% :1) :Vn+0(n> andP(N(k_H)%—Nk% :0) :1—l/n+0(n),

so we can consider the following approximation

n k+1 — an n,k +c (1 - (bn) (1 - d)n) + O€k+1 + )\Uk:+17

k;

n

where for all k& € {0,....,n}, e ~ N (O7 %), U, ~ B (V%) are independant variables. In this paper we first
consider this approximation for a fix time interlaps L — =1

6.2. Proof of Theorem 1. By Cramer-Wold device, it is sufficient to prove that for all u, v, w and z in R:

=, .
NG kZ:OAn,k WS N(0,1),
where we denote A, = (u + v% 4+ wY, + a:Z;H_l) Y —wpy (0) for all n > 1 and k € {0,...n} and
l:(u voow x)Elt(u VoW x)
As usual for proving asymptotic normality in time series we consider and (m,,)-dependent approximation of (Y})
defined through Yk(m”) = Z;ﬁ:ﬂo ¢jZk_j and denote Agﬁ”') = (u + v% + ka(m") + ka+1) Yk(m”)prymn) (0),

where py-(mn) (0) = Var(Yk(m")). Let us remark that we may write

m k m
A= AU + (u +o o+ :czkﬂ) R+ WRY, o+ 20V Ry, 4w (py i (0) = py (0)

where R, 1 = + —m, 1 ®’ ' Z—j = ¢™ Yy, —1. We will show that we can find ¢ > 0 such that
1 n—1 (
(19) == > (A = AV 2 < clgf™.
Vs

Then, since |¢| < 1 as soon as m,, — +00, by Slutsky theorem, it is sufficient to prove that
(mn) d
ZAM N0,

For that, since now (A( ”)) is a sequence of m,,-dependent random variables, it is enough to check the three
points of Theorem 2 from [19] concerning central limit theorem for m,, dependent centered random variables.

(mn)
Namely, in our setting, considering U, ;, = :‘/5 it follows from
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n—1 n
i) Var <Z Un7k> = % Var (ZAE&“) — I
k=0 k=0

n—-+oo

n—1
i) there exists C' > 0 such that Y E(U? ) < C, for all n > 1;
k=0

n—1
i11) for all e > 0, L, (g) = mflkX_jOJE(U;kl‘UMlZm;Q) — 0.

n—-+oo

In order to prove that and to compute explicitly the covariance matrix we need the following result.

Lemma 1. Let (Zy)r be a sequence of iid centered rv with E(Z3) < +oo and (Y}) its associated AR(1) process
with autoregression coefficient ¢ € (—1,1). Then, for alln > 1 and k,l € {0,...,n — 1} we have

3
(1) Cov (Y, Y?) = mﬁ(lwglkl’
(2) Cov (Yk, YlZlJrl) =0,
2
o2
(3)  Cov(YiZit1,YiZ141) = 1_72(#@1[*3 (Z3) Lir=iy.

4
o
(4) Cov (Y137Y1Z1+1) = 21_72@¢2(k71)711{k21+1}7
oy (TMEZ) —307) 2027
1—¢2 oy (1+¢?) 1—¢2 )"
It follows that one can find a constant ¢ > 0 such that
| Cov(An e, Ap )| < |1

Proof. We first consider k and [ such that 0 < k<[l <n—1:

(5) Cov(Y2,Y?) = Cov (Y2, Y}?) =

+oo
(1) Cov(Yi,Y?)= > ¢"""PE(Zt-mZi-nZi—p)-
m,n,p=0
Since the centered variables Zj, are i.i.d., the terms of this sum are equal to zero except if the indices k — m,
I —n and [ — p are equal then if p =n =1 — k 4+ m. So we have:

+oo
Cov (Yk,le) _ Z ¥ 2A-bE (Z]§71>

m=0
_ E (Zg) $2(=k)
1— ¢3 '
(2) Since Z;41 is independant of Y;Y;, we get Cov(Yy, Y Z41) = 0.
(3) Since Z;41 is independant of Y;Y;Zy 1 if k < I, we have

Cov (YiZi+1,Y1Z141) = E (Ve Zk11Y1Z141) L=y
=E (YkQleﬂ) L=y
=E (Y) E (Zi41) L=y

4
0z
= Wl{k:l}
(4) Since Z;41 is independant of Y,le, we obtain Cov (Ykz, YlZl+1) =0.
(5) We have
+oo
Cov (Y2, Y72) = > ¢™ " PHE(Zy_ZinZipZi_q) — py(0)°.
m,n,p,q=0

The terms of this sum are equal to zero except if the indices kK —m, k —n, | — p, | — q are all equal or equal in
twos, then we deduce that

4 2(1—k) 4\ _ 9 4 2(1—k)
o 1.37) = 1 2, (B 30260

1— ¢? oL(1+ ¢?) 1— ¢
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Now if we have 0 <[ < k < n — 1, we can check the equalities (3) and (5) using symetric property. For the
other ones:

(1)
“+o0
Cov (Y, Y?) = Y """ PE (ZhmZi—nZi—yp)
m,n,p=0
The terms of this sum are equal to zero except if the indices K —m, [ —n and [ — p are equal then if p = n and
m=n-+k-—1I

+oo E (ZS,)

ntk—1 k=1
(2)
“+oo
Cov (Y, YiZiz1) = Y. ¢"""E(Zk-mZinZit1)
m,n=0
= 0

since the centered variables Zj_,,, Z;_, and Z;41 cannot be all equal.
(4)  We can prove by induction that

4
o -
Cov (Y2, YiZ111) zgﬁqﬁm H-1

Actually, for k=141
Cov (Y41, YiZi1) = Cov ((6Yi+ Zis)’  YiZisn)

= ¢*Cov (Y2, YiZi41) + Cov(ZE, 1, YiZis1) + 2¢Var (YiZ141)
0+ 0+ 2¢Var(Y;)Var(Z;41)
¢ 4

= gz

which proves the property for k =1+ 1. Now assuming that the result holds for k > [ we get

Cov (V1. YiZist) = Cov ((0Yi+ Zin) YiZin)
= ¢*Cov (Y2,YiZi41) + Cov(Zi, 1, YiZis1) + 2¢Cov (Y Zyi1, YiZi41) -

As k > [, the two last terms are equal to zero and
Cov (Y21, YiZi11) = ¢*Cov (Y, YiZi41)

4
9 9z p20+1-0-1
1- 42
which proves using induction that (4) holds for any k > [ + 1.
Hence, since |¢| < 1, one can find a constant ¢ > 0 such that

b

|Cov (A, Ana)| < |1

Since Ykm” =Y, — gbm"“Yk,mn,l, we can check that there exists ¢ > 0 such that

[Cov (Buk = AT Any = A7)

n,k’

n,k’

< c|g2™|¢|* ! and ‘Cov (Am” A?l)‘ < c|g|IFHI,

Hence

1 - - clg[> ™"
Var ( ~ kZ:O (An,k — Ank)> < =g’

S
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n—1
that proves (19) and ) will follow from the fact that & Var ( > Amk> 2 [. Hence, we compute
—0 n—+oo

n—1
ar (Z An,k)
k=0

n—1
k
Var (Z (u +v— +wY, + kaH) Yk>
n
k=0

n—1 k l

> Cov <(u o= g+ ka+1) Y, <u +o— twy + le+1) Yl>
k,1=0

n—1

1
= Z (u n4uv(k + 1) 4+ v* ) Cov(Yz, Y1) + (uwn + vwk) Cov (Y, Y}?) + (uwn + vwl)Cov (Y2, V)

"ei=o
n—1
+ = Z uxn + vkx)Cov (Yi, Vi Z111) + (uxn + vlx)Cov (Yy Zyy1, Y1) + na*Cov (YiZis1, YiZis1)
"ei=o
n—1
+ - Z zwnCov (Yk , YlZl_H) + zwnCov (Yka_H, Y, ) + nw?Cov (Y,\c Y] )
" i=o

Now in order to get an explicit asymptotic variance we need the following computations.

Lemma 2. For |¢| < 1, we have the following behaviors when n tends to +0o:

D) ns o)

1= 0] 0
@) 33 ihi = I ey,
= 0] 0 (b
3) S Y iidi = T ),
1= 0] 0 31 ¢
1 2
(4) ZZ¢2(1 D+315-1l = T?;f +o(n);
=0 j=0
53 D # —n ot
= O] 7,+1 _(b
2
(6) ZZz¢2(J D)+3i—il _ %;sz;b —|—0(n2).
=0 j=0

n—1
Then we obtain that %Var ( > Amk) — [, where
k:O n—r 00

N A k. oz 1+¢ o, op 1+49¢ E(Z3) 1+¢+¢?

I @Tre T @16 U131 -9) -9 1-

E(Z3) 14 ¢ + ¢? , 0y 14+¢* [E(Z3) —30% 2

L iy e s e Ry R
4 ¢ 4

+ 4w 1iZ¢21_¢2+x21iZ¢2
_ 9 > E(Z3) v E(Z)
= TEE (u +uv+2uw0%(l+¢)+§+U%(1+¢)vw

o3 2 (E(Z(A)l)*g"#z) U%(1+¢2) oy 9 2 1—¢
Toaep (“’( Z0+or < Cu-ai+er) Marer 1T 714

= (u vow x)th(u vow o:);éO
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For 47) note that for k < n

1
Amnl < L
‘\f e \/ﬁ
where Vi, = |u| + [o|W, + [w|(W? + py (0)) + |2]| Zg41 |[Wi with W, = ;;08 |9|7| Zk—;]. Since E(Z3) < +o0,
we have for all « € (0, 4]

|Un k| = Vi,

1

Willpe < || Zo||pe ———-
Wil 1 Zol| =19

Hence, by Cauchy-Schwarz inequality,
IVillzz < ful + [oll[Willzz + [w] (IWklZs + py (0) + [2][| Zrsa || L4 Wil 2o < C,

where
ful 4+ ol Zoll a e + | |(|Z [P <o>)+| 1ol —

= |u| + |v 2Ty T ——+p T T

onr —|¢| Lt ez Y UL T gl

and i) holds since Y} E(U2

)
For 4ii) we remark that since E(V

< L3S0 IVRllZ. < C2
) < +00 one has
E(

Viily, spus) = E(Vily, s p/s) M 0,

and we can choose m,, = min (E(V021V0>n1/s)’1/4,nl/s) —+> +00, in such a way that for € > 0,
n—-+0o0

Ln(e) = mi E(Uz,klmﬁ\Un,kbE)

1
7E (Vk m2 v >
el 7= Vi|>e

< m E(V()Z]-V0>en1/4)

A
3
S
g

1/4

where we have used the fact that \/ﬂ < n~ Y% in the last inequality. Since en'/* > n!/%, for n sufficiently

large, we obtain

Ln(e) <my,?,
such that #i¢) holds.
6.3. Proof of Theorem 2. Let us write
n—1 n—1
k=0 k=0
: — & n—1 N2 n—lk
Hp(X) ="A,(X)A,(X) = ZH > (E) ZEX’C
Sy
Z L IDIP ¢>
k=0 k=0

In view of (3), if (X, ) satisfies (2) for some 6 = (m,b,¢) € R?x] — 1,1[, we can write X, = ¢, + d% + Y}
with Y a stationary centered solution of the AR(1) equation (4), namely

Yig1 = oY + Ziy1,

and ¢, d are given by (5) ie ¢,, = ¢ — n(%@z, d= ﬁ and ¢ = 1T¢.
Hence, according to Corollary 1 and Lemma 1 above, the following convergences hold a.s and in L?:
n—1 n—1 n—1

1 1 ko1
D R R
n—1 n— 1 2 n—1

1 k 1 1 k

- Ty - - bl

2 Xk ne +d— Z ( ) =Y oY — c/2+d/3,
k=0 k=0 " k=0
1 n—1 1 1 n—1 1 n—1 1 n—1 k
-y X2 = 2nd d2 TN VA4 20— Y Viet+2d— ) Y

— c +d2/3+cd+py( ),

n—+oo
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with py (0) = 0% /(1 — ¢?) as the stationary solution of the AR(1) equation. Therefore
. 1 1/2 c+d/2
“H,(X) — H:=1| 1/2 1/3 c/2+d/3 a.s. and in L.
n e c+d/2 c/2+4d/3 +d?/3+ cd+ py(0)

Note that for all (u,v,w) € R3,

(v v w)H' (u v w) = (u—|—cw)2+é(v—&—dw)Q+w2py(0)—|—(u+cw)(v—|—dw)

((u + cw) + %(v + dw)) + %(v + dw)? + w?py (0),

and therefore the matrix H is positive definite.
Now let us consider for § = (1, b, ¢) € R3, the contrast function

n— 2
M”(é) = t(X" - An(X)é)(Xn - An(X)é) = Z (Xn,k-‘rl - Q;Xn,k —m — Bz) s

1
k=0

where X, := (Xp p+1)o<k<n—1. Let us write 8 = (m, b, ¢) the true parameter such that

k
Xngt1 — Xpp —m — bﬁ = Zk+1,

for J, = VM,. But J,(0) = =2t A, (X)(X,, — An(X)6) and J,,(0) = J,(0) — J,(0,) = —2H,,(X)(0 — 6,,). O
the other hand, since X,, — A,,(X)0 = Z, we get

meaning that X, — A,(X)0 = Z for Z := (Zx+1)o<k<n—1. Then 0, = argminéean(é) satisfies Jn(én) =0
n

n—1

> Zi
k:i?
Jn(g) =2 kZ:O%Zk+1

n—1

> Xk Zi+1
E=0

We will prove that 5+J,(#) — 0 a.s. and in L? with Jn(0) < N(0,%), with ¥ = 0% H. Since

=1
n—-+o0o 2vn n——+o0o
(X k) satisfies (3) for 6 the true parameter, we can write

1n—l 1n—1 1n—1k 1n—1
;’;)kazkﬂ =cp X Ekz—oZkJrl +dx Ekz_ogzkﬂ + EkZ_OYka+1~

Each empirical mean will tend to 0 a.s. and in L? according to Corollary 1 (choosing ¢ = 0 for i)). This
allows to conclude for the first point using the fact that (c,) is a bounded sequence. Using the fact that

0 —06,) = (%Hn)fl 51J,(0) we can conclude for the a.s. convergence. Now to prove the convergence in
distribution, we use again the Cramer-Wold device (see Proposition 6.3.1 of [5] for instance) and consider for
(u,v,w) € R® {0},

n—1

n—1
1 k 1 k
ﬁ kE:O <U + IUE + ’U_)Xan) Zk+1 = ﬁ k:E . <(u + cnw) + (U + d’LU)E + U)Yk) Zk+1.

The convergence will follow from a Lindeberg condition for triangular array of martingales [6]. Actually, let us
write Ay, 41 = ((u + cpw) + (v + dw)% + ka) Zyy1and S, = 22:0 A, k+1. We may consider the filtration
Foy=0(Zy, k <1)=F. It follows that

k
E(An,k+1|]:n,k) = ]E(An,k+1|]:k) = ((U + an) + (’U + dw)ﬁ + ’ka> E(Zk+1) =0 a.s.
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since Zy41 is centered and independent from Fj, and (S,,) is a martingale triangular array. Then let us write

f—" = % where s2 = Var(S,, ,—1). Hence according to Theorem 2 of [6] or [15] if
1 n—1
2 P

(20) =) ; E(An ) 2 1

n—1 P
(21) 2 kz AL i lia, l>es, Fi) - 2 0, foralle >0,
we have 5= 4, N(0,1).

n n—+oo

So let us first compute the asymptotic variance. We write (S), = S 71—, E(A? ;. 411Fk) and note that s; =

E((S),). In our setting, it is clear that
i 2
E(Ai,k+1|fk) = U% ((U +cpw) + (v+ dw)ﬁ + ka> .

n—1 n—1 n—1
By Corollary 1 we have £ 3> ¥;, — 0, £ 3" £y} — 0 and 2 }" V2 — py(0) a.s. and therefore,
k=0 k=0 k=0

n—1

1 1
LY B alF), 5 im0 (ke 4 (0 du)? 4 utpr(0) + u+ cu)(o 4 dw)) s
k=0
Note that we may deduce from these lines that the asymptotic covariance matrix is given by
1 z c+4
Y= 0’% % % 5 —|— 3 = O'%H .
c+% £+4% 2+ % +py( ) +cd

Moreover, since (u,v,w) # 0 and H is positive definite we check that s? > 0. Then,
2
n

s 1n—1
R =) E(AZ, L |F — &
n (nkzo ( n,k-‘rl‘ k)) n—>+oos’

and (20) follows by writing

52 E k+1|]:k = X *ZE k+1|-7:k
n =0
Now it remains to prove the Lindenberg condition (21). So let us fix N € N* large enough such that for

all n > 2N we have s, > s2v/N, choose C' > 0 such that |Ap k41| < C(1+ |Y%|)|Zk+1] and remark that for
n > 2N, we have

n—1 n 1

1

EZE(A%»kﬂl\An,kﬂlmn|]:k) = *ZE (A% ki1 1ja, g sesvm 1 FH)
k=0 k: 0

C2 n—1

IN

E((1+ YD ZEs1 L1001 4 1ve ) 2o ya [>esv/ N 1FR)-
k=0

Hence, by stationarity, we get

n—1
1
. (nZE(Ai,kﬂlAn,k+1|>esn|fk)> = C°E((1+ Yol)* 201 14 oy sesvmye) v 57, O
k=0

since E((1 + [Y5])2Z2) < +oo, and allows to get (21). We have therefore = _%3 N(0,1) and consequently,
non oo
’ — Sn_ Sn d — _ )
by Slutsky’s theorem, W%Jn(é) = ﬁ% e N(0,52). But ﬁJn(Q) =1H,(X)y/n(0 —0,), and we can
write
R 1 -t
i -,) = (

n

L ;0.

mx) e



SPIKE DETECTION FOR CALCIUM ACTIVITY

Again, by Slutsky’s theorem, we may deduce that

V(0 —6,) i+> H'N(0,%) =N (0, H'STHY) = N (0,02H ).

n—

Note that det(H) = 229 5o

2
2 +4py(0) cd—6py(0) —c

Sp=03H ' =(1—-¢") | cd—06py(0) d*+12py(0) —d |,
—c —d 1

with ¢ = {5, d = ﬁ and py (0) = ﬁa%.

29



30 HERMINE BIERME, CAMILLE CONSTANT, ANNE DUITTOZ, AND CHRISTINE GEORGELIN

6.4. Numerical results. We first present some histograms obtained with 1000 simulations, » = 0.3, A = 1,
o0 = 0.2, and n = 1000. The red lines correspond to the theoretical gaussian distribution with variance
computed according to Theorem 2.

004 0.06
0.02 0.04
0.010 0.020

0.02

0.00
0.00
0.000

20 -30 20 -10 0 10 20 30 -50 0 50 100

* o
N
g § T T T 1
-100 -50 ] 50
<+ e e
s <
: 3
g 3 :
S = S
g g g T T T T T T 1
3 -2 1 0 1 2 3 3 -2 1 0 1 2 -2.0 15 1.0 0.5 0.0 05 1.0
6 =01 =05 é=0.9
. . (1 1
FIGURE 21. Histograms for a = 5, b = —5. First row: (m%) —m). Second row: (bg) —b).

Third row: (&5511) — 9).

0.4
03 04

0.2

00 0.1

0.4
04

0.3

0.2
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FIGURE 22. Histograms for ¢ = 5, d = —5, n = 1000. First row: (6511) — ¢). Second row:
dY — d).
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Now we present typical realizations of trajectories for several choices of parameters but with the same jumps
(in red star) in order to illustrate the parameters effect on shapes and tests. We set v = 0.3, A =1, n = 100
and consider tests: in blue cross detected jumps with 70 for level o = 0.01, in green cross detected jumps
with the multiple test correction T for level B = 0.01, in black plus detected jumps with the multiple test

(

correction Tcl) for level § = 0.01 and magenta plus indicate the detected jumps for Tc(l) for level o = 0.01.
We add circle for the corresponding detected jumps using 7 in blue, T in green, TC(Z) in black and TC(Q)
in magenta. The blue line, respectively green line, is the estimated line with the first, respectively the second,
estimators. The dot red line corresponds to the straight line with parameters (¢, d) induced by our choices of
values. The corresponding true and false positive rates are given in tables. We first present results for ¢ = 15,

d = —10 in Figure 23 and Tables 2 and 3.

>
Ao
TR

¢ =0.1 ¢ =05
FIGURE 23. Test over one simulation for ¢ = 15, d = —10, b = d(1 — ¢), a = ¢(1 — ¢) — I,

Xo = ¢p, with ¢, = ¢ —d/(n(1 — ¢)). First line: o = 0.1, second line: ¢ = 0.3, third line:
o =0.5.
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oc=0.1 oc=20.3 oc=0.5

6 [[01 05 0901 0.5 0.9 0.1 0.5 0.9

TO 1 1 1 [09032 0.9677 0.8387 || 0.8710 0.5484 0.3226
T 1 1 1 | 09032 0.9677 0.8387 || 0.8710 0.5484 0.2903
TO 1 1 1 0.7419 0.9355 0.8065 || 0.6452 0.2258 0.0645
T 1 1 1 0.7097 0.9355 0.8065 || 0.6452 0.2258 0.0645
2901 1 1 | 06219 08065 0.7419 || 0.6129 0.2258 0.1613
2201 1 1 | 06219 07742 0.7419 | 0.6129 0.2903 0.0645
T.D (1 1 1 | 05484 0.7419 0.6774 || 0.6129 0.1613 0.0645
.21 1 1 ||05484 0.7419 0.6774 | 0.6129 0.1613 0.0645

TABLE 2. TPR for tests over one simulation for v = 0.3, A\=1,¢c=15,d = —10, b =d(1—¢),
a=c(l—9¢)— v, Xog=cp, with ¢, =c—d/(n(1 — ¢)) and n = 100, as shown in Figure 23
with tolerance a = 8 = 0.01. The number of jumps is 31.

o=0.1 oc=20.3 oc=05

0.1 0.5 0.9 0.1 0.5 0.9 0.1 0.5 0.9
TM [0.0145 0.0145 0 || 0.0145 0.0290 0.0290 || 0.1159 0.0145 0
7@ | 0.0145 0 0 || 0.0145 0.0290 0.0290 || 0.1159 0.0145 0
M |l o 0 0 |/0.0145 0 0.0145 || 0.0435 0 0
7@ | o 0 0 | 0.0145 0 0.0145 || 0.0435 0 0
7. o 0 0 |[0.0145 0 0.0145 0 0
7. | o 0 0 | 00145 0 0 0.0145 0 0
7. | o 0 0 |lo 0 0 0.0145 0 0
7.2 | 0 0 0 |lo 0 0 0.0145 0 0

TABLE 3. FPR for tests over one simulation for v =0.3, A\=1,¢=15,d = —10, b = d(1—¢),
a=c(l—0¢)— v, Xog=cp, with ¢, =c—d/(n(1 — ¢)) and n = 100, as shown in Figure 23
with tolerance a = 8 = 0.01. The number of jumps is 31.

o=0.1 oc=0.3 oc=0.5
6 [[01 05 09 0.1 0.5 0.9 0.1 0.5 0.9
7O T1 1 1 0.9 0.9 0.7333 [ 0.5 0.6 0.3
7@ 11 1 1 0.9 0.9 0.7333 || 0.5333 0.6 0.2667
7O {1 1 1 0.7333 0.8 0.6333 || 0.2 0.4667 0
T 1 1 1 0.7333 0.8 0.6333 || 0.2 0.4667 0
T}(” 1 1 0.9667 | 0.6667 0.6333 0.6333 | 0.2333 0.4 0
T}(Q) 1 1 0.9667 | 0.6667 0.6667 0.6333 || 0.2333 0.4333 0
T.D 11 1 09667 | 0.5333 0.6333 0.5667 || 0.2 0.2333 0
.21 1 09667 | 0.5333 0.6333 0.5667 || 0.2 0.6667 0

TABLE 4. TPR for tests over one simulation for v = 0.3, A=1,a=5,b= —5,b=d(1 — ¢),
a=c(l—9¢)— v, Xog=cp, with ¢, =c—d/(n(1 — ¢)) and n = 100, as shown in Figure 24
with tolerance @ = § = 0.01. The number of jumps is 30.
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70

)

A

40065
&6

60

50 \\

40 |

20

fesee

30

20

"o 0.2 04 0.6 0.8 1 0 0.2 04 0.6 0.8 1 0 0.2 0.4 0.6 0.8 1

¢=0.1 ¢ =05 ¢ =09

FIGURE 24. Test over one simulation for a = 5, b= =5, d =b/(1 — ¢), ¢, = (a + A\v)/(1 —
®) —b/(n(1 — ¢)?), Xo = ¢,. First line: ¢ = 0.1, second line: o = 0.3, third line: o = 0.5.

c=0.1 c=0.3 oc=0.5
o |[0.1 05 0901 05 0.9 0.1 0.5 0.9
7O o 0.0286 0 [[0 0 0.0286 [ 0.0143 0.0571 0
T o 00286 0 |0 0 0.028 | 00143 0.0571 0
T 1o 00143 0 |0 0 001430 0.0143 0
T® [0 00143 0 [0 0 0.0143 |0 0.0143 0
7900 o o o o 001430 0.0143 0
7210 o 0 |[o o 001430 0.0143 0
.Y o o 0 |lo 0 001430 0 0
.2 o o 0o o 0o o 0.0143 0 0

TaBLE 5. FPR for tests over one simulation for v =03, A=1,a=5,b= —5,b=d(1 — ¢),
a=c(l—¢)— I, Xg=cp, with ¢, =c—d/(n(1 —¢)) and n = 100, as shown in Figure 24
with tolerance a = # = 0.01. The number of jumps is 30.
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0 1000 2000 3000 4000 5000 0 1000 2000 3000 4000 5000

0 1000 2000 3000 4000 5000 0 1000 2000 3000 4000 5000

50— - = 4 . ERTR

0 1000 2000 3000 4000 5000 0 1000 2000 3000 000 5000

FIGURE 25. Means and standard deviation of the estimators of ¢, ¢, and d, according Theo-
rem 2 (first column) or linear regression (second colum), over 100 simulations of (X, x)o<k<n,
for n € {100, 200, ...,5000} with ¢ = 0.9, v = 0.3, A =1, ¢ = 15, d = =10, Xy = ¢, with
¢n =c—d/(n(l—9))
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