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Summary

In this thesis, we consider the fixed design regression model with repeated measurements, where
the errors form a process with general autocovariance function, i.e. a second order process
(stationary or nonstationary), with a non-differentiable covariance function along the diagonal.
We are interested, among other problems, in the nonparametric estimation of the regression
function of this model.

We first consider the well-known kernel regression estimator proposed by Gasser and Miiller.
We study its asymptotic performance when the number of experimental units and the number
of observations tend to infinity. For a regular sequence of designs, we improve the higher rates
of convergence of the variance and the bias. We also prove the asymptotic normality of this
estimator in the case of correlated errors.

Second, we propose a new kernel estimator of the regression function based on a projection
property. This estimator is constructed through the autocovariance function of the errors, and
a specific function belonging to the Reproducing Kernel Hilbert Space (RKHS) associated to
the autocovariance function. We study its asymptotic performance using the RKHS properties.
These properties allow to obtain the optimal convergence rate of the variance. We also prove its
asymptotic normality. We show that this new estimator has a smaller asymptotic variance then
the one of Gasser and Miiller. A simulation study is conducted to confirm this theoretical result.

Third, we propose a new kernel estimator for the regression function. This estimator is
constructed through the trapezoidal numerical approximation of the kernel regression estimator
based on continuous observations. We study its asymptotic performance, and we prove its
asymptotic normality. Moreover, this estimator allow to obtain the asymptotic optimal sampling
design for the estimation of the regression function. We run a simulation study to test the
performance of the proposed estimator in a finite sample set, where we see its good performance,
in terms of Integrated Mean Squared Error (IMSE). In addition, we show the reduction of the
IMSE using the optimal sampling design instead of the uniform design in a finite sample set.

Finally, we consider an application of the regression function estimation in pharmacokinet-
ics problems. We propose to use the nonparametric kernel methods, for the concentration-time
curve estimation, instead of the classical parametric ones. We prove its good performance via
simulation study and real data analysis. We also investigate the problem of estimating the Area
Under the concentration Curve (AUC), where we introduce a new kernel estimator, obtained by
the integration of the regression function estimator. We prove, using a simulation study, that the
proposed estimators outperform the classical one in terms of Mean Squared Error. The crucial
problem of finding the optimal sampling design for the AUC estimation is investigated using the
Generalized Simulating Annealing algorithm.

Keywords. Nonparametric regression, correlated observations, autocovariance function, repro-
ducing kernel Hilbert space, trapezoidal rule, asymptotic normality, pharmacokinetics.
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Résumé

Dans cette thése, nous considérons le modéle de régression avec plusieurs unités expérimentales,
ou les erreurs forment un processus d’autocovariance dans un cadre générale, c’est-a-dire, un
processus du second ordre (stationnaire ou non stationnaire) avec une autocovariance non dif-
férentiable le long de la diagonale. Nous sommes intéressés, entre autres, a ’estimation non
paramétrique de la fonction de régression de ce modéle.

Premiérement, nous considérons l'estimateur classique proposé par Gasser et Miiller. Nous
étudions ses performances asymptotiques quand le nombre d’unités expérimentales et le nombre
d’observations tendent vers I'infini. Pour un échantillonnage régulier, nous améliorons les vitesses
de convergence d’ordre supérieur de son biais et de sa variance. Nous montrons aussi sa normalité
asymptotique dans le cas des erreurs corrélées.

Deuxiémement, nous proposons un nouvel estimateur & noyau pour la fonction de régres-
sion, basé sur une propriété de projection. Cet estimateur est construit & travers la fonction
d’autocovariance des erreurs et une fonction particuliére appartenant & ’Espace de Hilbert &
Noyau Autoreproduisant (RKHS) associé & la fonction d’autocovariance. Nous étudions les per-
formances asymptotiques de I'estimateur en utilisant les propriétés de RKHS. Ces propriétés nous
permettent d’obtenir la vitesse optimale de convergence de la variance de cet estimateur. Nous
prouvons sa normalité asymptotique, et montrons que sa variance est asymptotiquement plus
petite que celle de 'estimateur de Gasser et Miiller. Nous conduisons une étude de simulation
pour confirmer nos résultats théoriques.

Troisiémement, nous proposons un nouvel estimateur & noyau pour la fonction de régres-
sion. Cet estimateur est construit en utilisant la régle numeérique des trapézes, pour approximer
Pestimateur basé sur des données continues. Nous étudions aussi sa performance asymptotique
et nous montrons sa normalité asymptotique. En outre, cet estimateur permet d’obtenir le plan
d’échantillonnage optimal pour 'estimation de la fonction de régression. Une étude de simulation
est conduite afin de tester le comportement de cet estimateur dans un plan d’échantillonnage de
taille finie, en terme d’erreur en moyenne quadratique intégrée (IMSE). De plus, nous montrons la
réduction dans PIMSE en utilisant le plan d’échantillonnage optimal au lieu de 1’échantillonnage
uniforme.

Finalement, nous considérons une application de la régression non paramétrique dans le
domaine pharmacocinétique. Nous proposons l'utilisation de ’estimateur non paramétrique a
noyau pour 'estimation de la fonction de concentration. Nous vérifions son bon comportement
par des simulations et une analyse de données réelles. Nous investiguons aussi le probléme de
Pestimation de 1’Aire Sous la Courbe de concentration (AUC), pour lequel nous proposons un
nouvel estimateur & noyau, obtenu par l'intégration de ’estimateur a noyau de la fonction de
régression. Nous montrons, par une étude de simulation, que le nouvel estimateur est meilleur
que l'estimateur classique en terme d’erreur en moyenne quadratique. Le probléme crucial de
Iobtention d’un plan d’échantillonnage optimale pour 'estimation de ’AUC est discuté en util-
isant l'algorithme de recuit simulé généralisé.

Mots clés. Régression non paramétrique, observations corrélées, fonction d’autocovariance,
espace de Hilbert & noyau autoreproduisant, régle des trapézes, normalité asymptotique, phar-
macocinétique.
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Introduction (frangais)

Présentation générale

Les fonctions de régression non paramétrique ont été largement utilisées dans ces derniéres dé-
cennies, pas seulement en Statistiques, mais dans plusieurs domaines tels que la médecine et le
traitement du signal. La fonction de régression non paramétrique, est une fonction générale qui
traduit la relation entre deux variables : une variable explicative X et une variable réponse Y,
sans aucune restriction paramétrique sur cette fonction. L’un des problémes rencontrés par les
statisticiens dans leurs études est 'estimation de la fonction de régression, en se basant sur des
observations partielles de cette fonction. En Statistiques, cela veut dire qu’on veut estimer la
fonction g(-) = E(Y|X = -) a partir des observations (X;,Y;)1<i<n, qui représentent n copies de
(X,Y). Ces observations sont souvent modélisées comme suit :

Y = 9(X;) + &,

ou les (gi)1<i<n sont des variables aléatoires centrées appelées erreurs.

Dans cette thése, nous considérons le cas ou les (X;)1<i<pn sont fixées dans un domaine et
ne sont pas aléatoires (échantillonnage déterministe). C’est le cas, par exemple, des données
longitudinales lorsque des unités expérimentales sont observées & des temps d’échantillonnage
préalablement choisis. Par exemple, dans les problémes de pharmacocinétique, les concentrations
d’un certain médicament administré dans I’organisme sont observées toutes les demi-heures pen-
dant 24 heures. De 13, nous considérons le modéle de régression non paramétrique défini comme
suit:

Y<tl,n) = g(tz,n) + g(ti,n) pour = 1> T, N,

avec 0 <ty <top <+ <tpp < 1.

Le modéle le plus rencontré dans la littérature a été celui avec des erreurs indépendantes. Nous
mentionnons, entre autres, les travaux de Priestly et Chao (1972), Benedetti (1977) et Gasser
et Miiller (1979). Ces auteurs ont proposé différents estimateurs & noyaux pour la fonction de
régression. Gasser et al. (1984) ont utilisé l'estimateur a noyau dans le cas d'une courbe de
croissance individuelle. Fan (1992) a considéré un estimateur linéaire local pondéré dans le cas
d’observations indépendantes. Cependant, I’hypothése que les observations sont indépendantes
n’est pas toujours réaliste. Par exemple, les tailles observées sur le méme enfant sont corrélées.
Les observations de température mesurées au cours de la journée sont également corrélées. Pour
cela, nous nous concentrons sur le probléme de la régression non paramétrique ot les observations
sont corrélées. Ces modéles ont été utilisés par plusieurs chercheurs, parmi lesquels nous citons,
entre autres, Hart et Wherly (1986) qui ont considéré des erreurs stationnaires (corrélées), Nunez-
Anton et al. et Ferreira et al. (1997) ont examiné une classe spécifique d’erreurs non stationnaires
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avec des fonctions d’autovariance paramétriques, introduites par Nunez-Antén et Woodworth
(1994) pour étudier efficacité des implants cochléaires. Pour plus de détails, voir Opsomer et al.
(2001) pour une synthése des résultats sur la régression non paramétrique en présence d’erreurs
corrélées stationnaires.

En considérant des observations corrélées, Hart et Wherly (1986) ont utilisé un estimateur a
noyau bien connu pour la fonction de régression, proposé par Gasser et Miiller (1979). IIs ont
montré que cet estimateur n’est pas consistant, dans le sens ol sa variance ne tend pas vers zéro
lorsque le nombre d’observations tend vers 'infini. Pour cela, il fallait considérer plusieurs unités
expérimentales, disons m, sur lesquelles n observations sont effectuées. Dans ce cas, 'estimateur
est consistant quand m tend vers I'infini. Pour des erreurs corrélées non stationnaires, Benhenni
et Rachdi (2007) ont aussi considéré I'estimateur de Gasser et Miiller.

Une autre conséquence de la présence de corrélation est 1’échec de plusieurs méthodes de
sélection de la fenétre basées sur les données, telle que la méthode classique de validation croisée.
Pour plus de détails sur cette question, voir par exemple, Altman (1990), Chiu (1989), Hart
(1991, 1994) et Opsomer et al. (2001).

Dans cette these, nous considérons le modéle de régression non paramétrique avec des mesures
répétées, définit par:

Yi(tin) = g(tin) +€j(tin), pouri=1,---,n etj=1,---,m, (1)

ou {ej,7 = 1,---,m} est une suite de processus d’erreur centrées indépendantes et identique-
ment distribuées (i.i.d). avec la méme distribution qu’un processus €. La non corrélation des
observations faites entre les unités expérimentales est une hypothése naturelle, car en général, les
derniéres sont choisies indépendamment. Ce type de données a été étudié par plusieurs auteurs
dans le cas paramétrique, nous mentionnons entre autres, Potthoff et Roy (1964) qui ont exam-
iné certaines mesures dentaires de 11 filles et 16 garcons a 4 ages différents, Rao (1965, 1966),
Grizzle et Allen (1969), Ghosh et al. (1973) ont considéré les méthodes non paramétriques dans
les études longitudinales.

Nous notons ici que le modéle peut étre écrit comme suit:

Y(tl,n) = g(tz,n) + g(ti,n)7 pour 1= 17 e, N,

ot Y (t;,) et £(t;n) sont respectivement les moyennes empiriques de {Y;(t;),j = 1,--- ,m} et
de {ej(tin),j =1,--- ,m}. Cela montre que le probléme de I’adaptation de la fonction de régres-
sion g & m courbes, pourrait étre amené & ajuster cette derniére & la moyenne de I’échantillon
Y (tin).

Un autre probléme intéressant, concernant ’estimation de la fonction de régression g, est la
dérivation d’un plan d’échantillonnage optimal {¢; ,,i = 1,--- ,n}. Ce probléme a été largement
étudié dans le cas de I'estimation par régression paramétrique, nous mentionnons les travaux de
Sacks et Ylvisaker (1966) et Belouni et Benhenni (2013). Ces auteurs ont considéré ce probléme
pour une classe particuliére de fonctions de régression, et ont obtenu le plan d’échantillonnage
optimal. Dette et al. (2017) ont construit une paire d’estimateurs linéaires sans biais avec
I’échantillonnage optimale correspondant, pour comparer deux courbes de régression estimées
a partir de deux échantillons finis des mesures dépendantes. Zhigljavsky et al. (2010) ont
proposé une nouvelle approche d’échantillonnage expérimentale pour le modéle de localisation



en présence de corrélation; ils ont montré la convergence faible de leur plan d’échantillonnage
vers celui proposé par Bickel et Herzberg (1979).

Dans le cas non paramétrique, le probléme de I’échantillonnage optimal a été moins développé
dans la littérature, en particulier lorsque les observations sont corrélées. Miiller (1984) a considéré
un estimateur a noyau et il a introduit les points de 1’échantillonnage optimal, lorsque les erreurs
sont asymptotiquement non corrélées. Ce qui n’est pas toujours une hypothése réaliste, pour
les données longitudinales par exemple. Il a utilisé une suite d’échantillonnage régulier générée
par une fonction de densité, et il a déduit la densité optimale qui minimise 'Erreur Moyenne
Quadratique Intégrée (IMSE) asymptotique. Faraway (1990) a utilisé l'estimateur de Priestly
et Chao, et Zhao et Yao (2012) ont utilisé un estimateur avec une fonction-poids générale. Ils
ont considéré un échantillonnage séquentiel, pour ’estimation non paramétrique de la fonction
de régression avec des observations corrélées. Efromovich (2008) a considéré le probléme de
I’échantillonnage optimal pour une hétéroscédasticité conditionnelle en utilisant ’approche par
des séries de Fourier. Biedermann et Dette (2001) ont proposé une approche minimax pour
obtenir I’échantillonnage optimal, par rapport & 'IMSE asymptotique, pour un bruit i.i.d.

Dans plusieurs problémes de pharmacocinétique (PK), ot nous étudions l'action des médica-
ments et leurs utilisations thérapeutiques, les scientifiques sont souvent amenés a calculer la
surface sous la courbe de concentration (AUC). Cette mesure représente l'exposition totale de
I’organisme au médicament administré. Elle est d’intérét lors du calcul de la biodisponibilité du
médicament, qui mesure le taux et ’étendue ou le médicament atteint le site d’action, mais cela
dépend aussi du mode d’administration du médicament. L’AUC est I'intégrale de la courbe de
concentration sur la durée d’observation.

Pour estimer 'AUC, deux approches différentes sont possibles. L’approche paramétrique,
ol nous estimons les parameétres de la courbe de concentration, 'AUC est alors 'intégrale de
I’estimation plug-in de la courbe de concentration. Cette approche a été utilisée par plusieurs au-
teurs, nous citons, le livre de Davidian et Giltinan (1995). La deuxiéme approche est ’approche
non paramétrique, ot 'intégrale AUC est estimée directement sans 'utilisation de la concentra-
tion. La méthode la plus utilisée pour 'estimation de AUC est 'approximation de I'intégrale
par des méthodes quadratures. La régle des trapézes est généralement utilisée, car elle donne
une bonne estimation de 'AUC lorsque la concentration décroit de fagon exponentielle. Pour
plus de détails sur les différentes procédures de quadrature numérique et une comparaison entre
elles, nous renvoyons le lecteur aux travaux de Bailer et Piegorsch (1990).

Les temps d’observations jouant un role crucial dans efficacité de I'estimation de ’AUC,
il est intéressant de trouver le plan d’échantillonnage optimal pour cette estimation. Plusieurs
approches pour obtenir les points d’échantillonnage optimaux ont été proposées par plusieurs au-
teurs. Nous mentionnons, parmi d’autres, Katz et D’argenio (1983) qui ont proposé un algorithme
pour minimiser 'erreur moyenne quadratique (MSE) par rapport aux points d’échantillonnage.
Duffull et al. (2002) ont introduit l’algorithme de recuit simulé (SA) pour obtenir I’échantillonnage
optimal et ’ont comparé & d’autres algorithmes d’optimisation. Les travaux antérieurs supposent
que les observations ne sont pas corrélées, ce qui n’est pas toujours une hypothése réaliste.
Pour une fonction de régression linéaire paramétrique g, Belouni et Benhenni (2015), ont in-
troduit le plan d’échantillonnage optimal pour I'estimation de PAUC lorsque les erreurs sont
corrélées. Ils ont utilisé I’algorithme SA pour générer I’échantillonnage optimale et 'ont comparé
a ’échantillonnage uniforme.
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Organization de la thése

Description courte: Dans cette thése, nous considérons le modéle de régression non paramétrique
donné par (1)), avec un processus d’autocovariance générale stationnaire ou non stationnaire.
Nous examinons dans un premier temps le probléme de I'estimation de la fonction de régression
g, ot nous analysons lestimateur a4 noyau proposé par Gasser et Miiller (1979). Nous pro-
posons également deux nouveaux estimateurs & noyau pour la fonction g, & savoir l'estimateur
des trapézes construit & partir de la régle numérique des trapézes, et I’estimateur de projection
construit a ’aide des espaces de Hilbert & noyau reproduisant. Nous étudions leurs comporte-
ments asymptotiques lorsque n et m tendent vers I'infini, en termes de vitesses de convergence
et de distributions asymptotiques. Nous menons également une étude de simulation pour tester
leurs performances pour un ensemble fini d’observations. Deuxiémement, nous examinons le
probléme de plan d’échantillonnage optimal pour estimer la fonction de régression g. Enfin, nous
considérons une application de I'estimation de la fonction de régression et de son AUC ainsi que
le plan d’échantillonnage optimal.

Dans la suite, nous décrivons le contenu de la thése chapitre par chapitre.

Chapitre 1. Dans ce chapitre, nous considérons le probléme de I’estimation de la fonction
de régression g dans le modéle donné par . Nous nous concentrons sur l'estimateur & noyau
proposé par Gasser et Miiller (1979) donné, pour x € [0, 1], par:

i@ = 3 V) [ K () a )

ou K est un noyau de support [—1, 1], h = h(n,m) est une fenétre et les points intermédiaires
mj n sont donnés par: mo, =0, My p =1et mi, = (tin + tivin)/2.

Dans cette theése, contrairement au processus d’erreur considéré dans Gasser et Miiller (1979)
et de Hart et Wherly (1986), nous adaptons le modeéle d’erreur considéré dans Benhenni et
Rachdi (2007). Ce processus d’erreur € est un processus du second ordre, avec une fonction
d’autocovariance non différentiable, tels que les processus de Wiener et d’Ornstein-Uhlenbeck.
Nous considérons la suite d’échantillonnage réguliers {(¢;,)1<i<n,n > 1}, générée par une fonc-
tion de densité f, définie par Sacks et Ylvisaker (1970) comme suit:

ti,n:F_:l(%) pour 2:17 y 1, (3)

ou F' est la fonction de distribution de la fonction de densité f. Nous montrons que nous pouvons
améliorer les taux de convergence de la variance et du biais de gg% en utilisant la suite au
lieu d’une suite d’échantillonnage engendré par une densité uniforme, comme ce fut le cas dans
Benhenni et Rachdi (2007). En effet, nous obtenons le taux nTlh au lieu de % pour le biais
(respectivement le taux W + # au lieu de % pour la variance), voir Proposition et
Proposition [1.3.2]

Nous obtenons également la fenétre optimale par rapport & 'IMSE asymptotique. De plus,
sous des hypothéses classiques, nous démontrons la normalité asymptotique de I’estimateur gg" ]}YI
lorsque n et m tendent vers 'infini. 7

L’amélioration des taux de convergence de la variance et du biais nous a été trés utile pour
une comparaison théorique de la performance ’estimateur f]ﬁ ]}y, a notre nouvel estimateur pro-

posé au Chapitre 2.



Chapitre 2. Dans ce chapitre, nous considérons le méme modeéle de régression que dans
le Chapitre 1. Nous construisons un nouvel estimateur de la fonction de régression g, que nous
appelons estimateur de projection. Cet estimateur, qui est aussi un estimateur linéaire a noyau,
est construit en utilisant 'inverse de la matrice d’autocovariance des observations, que nous
supposons connue et inversible. Il est basé sur une propriété de projection et il est donné comme
suit pour z € [0,1] (voir Définition [2.3.1)):

pro Z mm h ? z n) (4)

otl, en posant Ty, = (tin)i<i<n, les poids (my p(tin))1<i<n sont déterminés par:

_ . 1/t T — s
m/x,hn«n = f$7h|Tn,R|T1L’ ou fm,h(t) = h/O R(Sat)K< h > dS’

avec f%h‘Tn = (fortin)s s fon(tnn)) Ryp, = (R(tin,tjn))1<ij<n, R|_T711 Uinverse de Rz, et
My hyp = (mx,h(tl,n)> . 7mx,h(tn,n))/~
[T

Pour certains processus d’erreur classiques, lorsque 'inverse de la matrice d’autocovariance
R‘_T1 est analytiquement connue (e.g. processus de Wiener, processus généralisé de Wiener et
n
processus d’Ornstein-Uhlenbeck ), nous donnons une expression simplifiée de 1’estimateur pro-

posé (voir Proposition et Proposition [2.3.2)).

La construction de cet estimateur s’inspire des travaux de Sacks et Ylvisaker (1966, 1968,
1970), Cependant leur contexte est différent du notre. Ils ont considéré le modeéle linéaire
paramétrique g(t) = fw(t) o [ est un paramétre réel inconnu et w est une fonction connue
appartenant & I'espace de Hilbert & noyau autoreproduisant associé 4 la fonction d’autocovariance
du processus d’erreur €, noté RKHS (R). Ils ont également supposé que la matrice d’autocovariance
est connue et inversible. Dans notre cas, 'estimateur est construit & partir de la fonction f;
que nous avons pu démontrer qu’elle appartient a l’espace RKHS (R).

Un rappel détaillé est dédié aux nombreuses techniques du RKHS (R) que nous avons utilisées
pour obtenir nos résultats théoriques.

Nous étudions la performance asymptotique de l'estimateur proposé lorsque n et m ten-
dent vers 'infini. Les propriétés de RKHS (R) permettent non seulement d’obtenir Iexpression
asymptotique de la variance, mais également de trouver le taux de convergence optimal de la
variance résiduelle de cet estimateur, voir Proposition [2.4.5] Nous obtenons la fenétre optimale
h* au sens de 'IMSE asymptotique, c’est & dire,

— IMSE(h¥)
_ <
oo TVSE () = (5)

A o 3
pour une fenétre hy, , vérifiant : im hy,p, =0 et lim mhy, p, < +oo.
n,m—r00 n,m—r0o0

En outre, nous prouvons la normalité asymptotique de ’estimateur proposé, voir le Théoréme
2.4.3] Nous effectuons également une comparaison théorique entre le nouvel estimateur gh ° et
I’estimateur cla581que de Gasser et Miiller gGM Nous montrons que la variance de gh' ° est plus
petite que celle de g gn n > alors qu’ils sont tous les deux asymptotiquement non biaisés. Le fait que
I'estimateur de pI‘OJeCtIOD présente une variance asymptotique plus faible peut étre argumenté
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par deux points. Premiérement, ’estimateur de Gasser et Miiller @fﬁ/[ ne tient pas compte de
la corrélation des observations. Deuxiémement, 'estimateur gfjf,}f est une approximation d’une
intégrale et que la meilleure approximation linéaire d’une intég}ale est basée sur une propriété
de projection, voir par exemple Benhenni et Cambanis (1992).

Enfin, nous menons une étude de simulation afin d’étudier les performances de I'estimateur
proposé gn ° dans un ensemble fini d’échantillonnage, ot nous démontrons ses bonnes perfor-
mances pour les échantillons de petite taille. Ensuite, nous le comparons avec 'estimateur de
Gasser et Miiller gf% , pour différentes valeurs du nombre d’unités expérimentales m et différentes
valeurs de la taille de I’échantillonnage n. Cette simulation confirme nos résultats théoriques.

Chapitre 3. Dans ce chapitre, nous construisons un estimateur simple a noyau pour la fonction
de régression dans le modéle donné par ([1)). Pour motiver cette construction, nous considérons
Pestimateur & noyau de la fonction g basé sur des observations continues sur l'intervalle [0, 1] est
donné, pour tout z € [0, 1], par

U B m
g[071}(x)_2/0 K(E) V(@ de avee V(1) = - > v5(0) (6)
j=1

pour un noyau K de support [—1,1] et une fenétre h = h(n,m).

Nous renvoyons le lecteur aux travaux de Blanke et Bosq (2008) ou de Didi et Louani (2013)
pour plus de détails sur 'estimateur & noyau de la fonction de régression basé sur des observa-
tions continues. Dans les cas pratiques, oll nous n’avons accés qu’a des observations discrétes,
nous appliquons la régle numérique des trapézes pour approcher I'estimateur continu, afin de
construire un nouvel estimateur plus simple. L’estimateur des trapézes basé sur les observa-
tions (tin, Y (tin))1<i<n, Ot (tin)1<i<n est une suite de plan d’échantillonnage régulier {7}, },>1,
générée par une fonction de densité f, est donné pour x € [0, 1] par

Ny, —1

) = o 3 (B2 ) )+ (Z2Y ) e @)

k=1

ol ty1 < --+ <ty Ny, sont les points de T;, dans [z — h,z + h], @z u(t) = %K(””T_f), K est un
noyau de support [—1,1] et h = h(n,m) est une fenétre avec 0 < h < 1.

Nous étudions les propriétés asymptotiques de ’estimateur proposé gﬁfap, lorsque le nombre
d’unités expérimentales m et le nombre d’observations n tendent vers l'infini. De plus, nous
démontrons la normalité asymptotique de cet estimateur et nous déduisons la fenétre optimale
au sens de 'IMSE asymptotique, donnée par ({)).

Pour cet estimateur gﬁf % nous dérivons le plan d’échantillonnage asymptotiquement optimal,
généré par la fonction de densité f* qui minimise 'IMSE asymptotique. Pour obtenir cette
fonction f*, nous minimisons le terme, dans 'IMSE, qui dépend de la fonction de densité de
I’échantillonnage donnée par:

1 alx
/0 f2((l‘>)w(x) dx é \Il(a,w) (f)a

ol « est la fonction de saut de la dérivée du premier ordre de la fonction d’autocovariance R
sur la diagonale, et w est une fonction de densité. Nous devons alors résoudre le probléme
d’optimisation suivant:

fre ar%min W aw) (f)-
>0, fO f(z)dz=1



Ce probleme d’optimisation est résolu pour la densité optimale suivante:

PP OO R
Jola(s)w(s)}1/3 ds
De plus, nous démontrons que cette densité optimale f* satisfait le critére d’optimalité minimax

donné par Biedermann et Dette (2001) pour des observations indépendantes, au sens qu’elle est
robuste par rapport a la misspécification de la fonction d’autocovariance comme suit:

Lio,1y(t).

f*e argmin maXA\If(a,w) (f), @
F>0,f1 f(t)dt=1 (@€

| A= {(a,w) € (C[0,1])? \/Ola(ﬂdt <e, (/Olw<s)”2ds>2 < ez},

pour €1 > 0 et eg > 0 fixés.

Pour tester la performance de l’estimateur proposé pour des ensembles finis d’échantillons (pe-
tits m et m), nous avons mené une vaste étude de simulation. Nous montrons que la performance
de l'estimateur proposé s’améliore en augmentant m. Nous comparons également 1’estimateur
des trapézes f]qtfap avec l'estimateur de Gasser et Miiller g&™ pour différentes valeurs de n et m
et différents "degrés" de corrélation. Nous montrons que les deux estimateurs ont & peu prés la
méme performance, au sens de 'IMSE.

Enfin, nous menons une étude de simulation pour montrer la réduction de 'IMSE lors de
I'utilisation du plan d’échantillonnage optimal, au lieu du plan uniforme dans un ensemble
d’échantillons finis. Pour cela, nous avons choisi une grande classe de fonctions d’autocovariance
parameétriques, pour lesquelles la densité de 1’échantillonnage optimale dépend d’un parametre
inconnu. Nous utilisons ensuite I'algorithme de recuit simulé généralisé (GSG) pour estimer ce
parameétre et nous obtenons ainsi I’échantillonnage optimal estimé par la méthode plug-in. Les
simulations montrent que les plans d’échantillonnages optimaux théoriques et estimés réduisent
d’une maniére significative 'IMSE.

Chapitre 4. Dans ce chapitre, plusieurs problémes de pharmacocinétique sont étudiés pour des
données corrélées (simulées ou réelles). Nous examinons d’abord le probléme de l'estimation de
la fonction de concentration d’un certain médicament administré dans 'organisme, pour lequel
nous proposons d’utiliser ’estimateur non paramétrique a noyau au lieu d’utiliser des méthodes
paramétriques. Nous utilisons 'estimateur de Gasser et Miiller et nous prouvons ses bonnes per-
formances & travers une étude de simulation et une analyse de données réelles. Les données sont
les concentrations plasmatiques de digoxine aprés I’administration orale du traitement considéré
par Wagner et Yates (1973). Ensuite, nous étudions le probléme de I'estimation de ’AUC:

T
AUC(g) = /0 g(t)dt,

ou T est le derniére temps d’observation. Nous introduisons un nouvel estimateur a noyau qui
est l'intégrale de I'estimateur de la fonction de régression. Nous montrons, & ’aide d’une étude
de simulation, que I'estimateur proposé est plus performant que I'estimateur classique en terme
d’erreur moyenne quadratique. Enfin, le probléme crucial de trouver le plan d’échantillonnage
optimal pour I'estimation de ’AUC est étudié a ’aide de 'algorithme GSA.
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Chapitre 5. Dans ce chapitre, nous terminons ce manuscrit par des conclusions et nous
présentons quelques questions ouvertes et perspectives apparues au cours de la préparation de
cette thése.



Introduction

General presentation

Nonparametric regression functions have been extensively used in the past decades, not only in
statistics but, in several domain such as, medicine and signal processing. The nonparametric
regression function, is a general function that translates the relation between two variables: the
explanatory variable X and the response variable Y, without any form or parametric restrictions
on this function. One of the situations that statisticians encounter in their studies is the estima-
tion of the regression function, based on partial observations of this function. In statistical terms,
one wants to estimate the function ¢g(-) = E(Y|X = -) based on the observations (X;,Y:)i<i<n,
which are n copies of (X,Y). These observations are often modeled as follows:

Yi = g(Xi) + €,

where (g;)1<i<n are centered random variables, called errors.

In this thesis, we consider the case where (X;)i1<i<n are fixed within some domain and not
random (fixed design). This is the case, for instance, of the longitudinal data when experimental
units are observed through sampling time points, chosen prior to the experiment. As a life time
example, in pharmacokinetics problems, the concentrations of some drug administrated in the
organism are observed every half an hour during 24 hours. Hence, we consider the so-called fixed
design regression model defined as follows:

Y (tin) = g(tin) +e(tin) fori=1,--- n,

with 0 <1, <t2, < --- <t,n < 1. The most thoroughly discussed model has been the one
with independent errors. We mention, among others, the works of Priestly and Chao (1972) ,
Benedetti (1977) and Gasser and Miiller (1979). The previous authors proposed different kernel
regression estimators. Gasser et al. (1984) used the kernel estimator in the case of an individual
growth curve. Fan (1992) considered a weighted local linear regression in the case of independent
observations. However, considering that the observations are independent is not always a realistic
assumption. For instance, the heights observed on the same child are correlated. The temperature
observations measured along the day are also correlated. For this, we focus on the nonparametric
regression estimation problem where the observations are correlated. These models were used by
several authors, we mention among others, the work of Hart and Wherly (1986) who considered
stationary (correlated) errors, Nunez-Antén et al. and Ferreira et al. (1997) considered a specific
class of nonstationary errors with parametric autocovariance functions, introduced by Nunez-
Anton and Woodworth (1994) to study the efficacy of cochlear implants. For a review on the
nonparametric regression in the presence of stationary correlated errors, see Opsomer et al.
(2001).
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When considering correlated observations, Hart and Wherly (1986) used a well-known kernel
regression estimator proposed by Gasser and Miiller (1979). They showed that the kernel esti-
mator is not consistent, in the sense that, its variance does not tend to zero when the number of
observations n tends to infinity. For this, it was necessary to consider several experimental units,
say m, on which n observations are taken; then the estimator is consistent when m tends to in-
finity. For a nonstationary correlated errors, Benhenni and Rachdi (2007) considered the Gasser
and Miiller estimator. Another consequence of the presence of correlation, is the breakdown of
several data based bandwidth selection method, such as the classical cross-validation criterion.
For details on this issue, see for instance, Altman (1990), Chiu (1989), Hart (1991, 1994) and
Opsomer et al. (2001).

In this thesis, and for this type of data, we consider the so-called fixed design regression
model with repeated measurements, given as follows:

Yj(tin) = 9(tin) +€j(tin), fori=1,--- ,n and j=1,---,m, (1)

where {e,j =1,--- ,m} is asequence of i.i.d. centered error processes with the same distribution
as a process €. The non correlation of the observations made on different experimental units
is a natural assumption, since in general, the later are chosen independently. This type of
data was investigated by several authors in the parametric situation, we mention among others,
Potthoff and Roy (1964) who considered some dental measurements of 11 girls and 16 boys at 4
different ages, Rao (1965, 1966), Grizzle and Allen (1969), Ghosh et al. (1973) considered the
nonparametric methods in longitudinal studies.
It should be noted here, that Model can be written as follows:

Y (tin) =9g(tin) +E(tipn), for i=1,---n,

where Y (t;,) and £(t;,) are respectively the sample mean of {Y;(t;),7 = 1,---,m} and
{ej(tim), 7 = 1,--- ,m}. This shows that the problem of fitting the regression function g to

m curves, could be brought to fitting it to the sample means Y (¢; ).

Another interesting problem concerning the estimation of the regression function g, is the
derivation the optimal sampling design {¢; ,,i = 1,--- ,n}. This problem has been extensively
studied in the case of the parametric regression estimation problems, we mention the works
of Sacks and Ylvisaker (1966) and Belouni and Benhenni (2013). These authors considered
this problem for a particular class of regression functions, and obtained the optimal sampling
design. Dette et al. (2016,a) constructed a pair of linear unbiased estimators with corresponding
optimal designs to compare two regression curves estimated from two finite samples of dependent
measurements. Zhigljavsky et al. (2010) proposed a new approach of designing experiments for
the location model in the presence of correlation; they showed the weakly convergence of their
design to the one proposed by Bickel and Herzberg (1979).

In the nonparametric case, the problem of the optimal design was less developped in the
literature, especially when the observations are correlated. Miiller (1984) considered the kernel
regression estimator, and introduced the optimal design points when the errors are asymptotically
uncorrelated, which is not always a realistic assumption for the longitudinal data for instance.
He used a regular design sequence generated by a density function, and derived the optimal
density that minimizes the asymptotic Integrated Mean Squared Error (IMSE). Faraway (1990)
used the Priestly and Chao estimator, and Zhao and Yao (2012) used a general weight function
estimator. They considered a sequential design for the estimation of the regression function,
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when the observations are independent. Efromovich (2008) considered the problem of optimal
design for a conditional heteroscedasticity using the Fourier series approach. Biedermann and
Dette (2001) proposed a minimax approach to obtain the optimal design with respect to the
asymptotic IMSE, for i.i.d. noise.

In several problems of pharmakokinetics (PK), where we study the action of drugs and their
therapeutic use, scientists are often brought to calculate the Area Under the concentration Curve
(AUC). This measure represents the total exposure of the body to the administrated drug. It is
of interest when calculating the bioavailability of the drug, which measures the rate and extent
to which a drug reaches the site of action, but it also depends on the way of administration of
the drug. The AUC is the integral of the concentration curve over the observation time.

In order to estimate the AUC, two different approaches are possible. The parametric ap-
proach, where we estimate the parameters of the concentration curve, the AUC estimation is
than the integral of the plug-in estimation of the concentration curve. This approach was used
by several authors, we mention among others, the book of Davidian and Giltinan (1995). The
second approach is the nonparametric approach, where the AUC is estimated directly without
the use of the concentration. The most used method for the estimation of the AUC, is the approx-
imation of the integral by quadrature methods. The trapezoidal rule is commonly used, since it
gives good AUC estimation when the concentration decreases exponentially. For more details on
the different Newton-Cotes numerical quadrature procedures and a comparison between them,
we refer the reader to the work of Bailer and Piegorsch (1990).

Since the observation times play a crucual role in the efficiency of the AUC estimation, it
is interesting to find the optimal sampling times for this estimation. Several approaches to ob-
tain the optimal sampling points were proposed by several authors. We mention, among others,
Katz and D’argenio (1983), who proposed an algorithm to minimize the MSE with respect to
the sampling points. Duffull et al. (2002) introduced the Simulated Annealing algorithm (SA)
to obtain the optimal design, and compared it to several other optimization algorithms. The
previous works suppose that the observations are uncorrelated, which is not always a realistic
assumption. For a parametric linear regression function g, Belouni and Benhenni (2015), in-
troduced the optimal sampling design for the AUC estimation when the errors are correlated.
They used the SA algorithm to generate the optimal design and they compared it to the uniform
design.

Organization of the dissertation

Short description: In this thesis, we consider the nonparametric regression model given by
, with general correlation error process which maybe stationary or nonstationary. We consider
first, the problem of estimating the regression function g, where we analyse the well-known kernel
regression estimator proposed by Gasser and Miiller (1979). We also propose two new kernel
estimators for the function g, namely the trapezoidal estimator constructed from a numerical
rule, and the projection estimator constructed using the Reproducing Kernel Hilbert spaces. We
study their asymptotic behaviors when n and m tend to infinity, in terms of rates of convergence
and asymptotic distributions. We also conduct a simulation study to test their performances for a
finite set of observations. Second, we consider the problem of finding the optimal sampling design
for estimating the regression function g. Finally, we consider an application of the regression
function estimation and its AUC along with the optimal sampling design.
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In the sequel, we describe the content of the thesis chapter by chapter.

Chapter 1. In this chapter, we consider the problem of estimating the regression function g in
the model given by (). We consider the well-known kernel estimator proposed by Gasser and
Miiller (1979) given, for = € [0, 1], by:

il = oV [ () @)

mi—1,n

where K is a kernel of support [—1,1], h = h(n,m) is a bandwidth and the midpoints m; , are
given by: mo, =0, My, =1 and m;, = (Lip + tiv1n)/2.

Here, the error process is different from that in Gasser and Miiller (1979) and Hart and
Wherly (1986) , but it is as in Benhenni and Rachdi (2007), i.e. ¢ is a second order process, with
a non differentiable covariance function, such as the Wiener process and the Ornstein Uhlenbeck
process. We consider the regular sequence of designs {(t; »)1<i<n,n > 1}, generated by a density
function f, which was defined by Sacks and Ylvisaker (1970) as follows:

tin = F*1<i) for t=1,---,n, (3)
n
where F' is the distribution function of the density function f. We show that, we can improve
the rates of convergence of the variance and the bias of gng‘f when using (B3)), instead of other
sequence of designs, as it was the case in Benhenni and Rachdi (2007). In fact, we obtain the rate
ﬁ instead of % for the bias (respectively the rate m + # instead of % for the variance),
see Propositions (1.3.1) and (1.3.2).

We also derive the optimal bandwidth with respect to the asymptotic IMSE. In addition,
we prove the asymptotic normality of the estimator gg% when n and m tend to infinity, under
classical assumptions. 7

The improvement of the rates of convergence of the variance and the bias, were very useful
for deriving a theoretical comparison of the estimator gg 2/[ , to our new proposed estimator, given
in Chapter 2. 7

Chapter 2. In this chapter, we consider the same regression model as in Chapter 1. We
construct a new estimator of the regression function g. This estimator, which is also a linear
kernel estimator, is constructed using the inverse of the autocovariance matrix of the observations,
that we assume known and invertible. It is based on a projection property and is given, for

z € [0, 1], as follows (see Definition (2.3.1])):
(@) =Y mep(t)Y (tin), (4)
i=1

where the weights (mgp(tin))1<i<n are being determined, letting T, = (tin)1<i<n, by:

_ 1 ! xr— S
mév,hu«n = fxvh|Tn/R|Ti’ where fm,h(t) = h/O R(Svt)K< h > dS,

with fm,thn = (fx,h(tl,n)y RRE) fx,h(tn,n»/v R\Tn = (R(ti,nvtj,n»lgi,jﬁna Rﬁﬂi the inverse of R|Tn
and mthTn = (mw,h(tlm), cooy mx’h(tnm)),.
For some classical error processes, when the inverse of the autocovariance matrix is analyti-

cally known, we give a simplified expression of the proposed estimator, such as for the Wiener
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process, the generalized Wiener and the Ornstein-Uhlenbeck process (see Propositions
and (2.3.2))).

This estimator was inspired by the work of Sacks and Ylvisaker (1966, 1968, 1970) but there
context is different than ours. They considered the parametric linear model with g(t) = Sfw(t)
where 3 is an unknown real parameter and w is a known function belonging to the Reproducing
Kernel Hilbert Space associated to the autocovariance function of the error process €, denoted
by RKHS(R). They also assumed that the autocovariance matrix is known and invertible. In
our case the function, through which the estimator is constructed, f, is proven to belong to
RKHS(R).

A detailed recall is dedicated to the many techniques of the RKHS(R) that we used to obtain
our theoretical results.

We investigate the asymptotic performance of the proposed estimator, when n and m tend
to infinity. The properties of the RKHS(R) allow not only to obtain the asymptotic expression
of the variance, but also to find the optimal rate of convergence of the residual variance of this
estimator (see Proposition (2.4.5)). We derive the optimal bandwidth A* with respect to the
asymptotic IMSE, optimality in the sense that,

__ IMSE(h*)
Tm ) oy
w00 IMSE () — (5)

for any sequence of bandwidths A, ,, verifying: lim h,,, =0 and lim mh% m < +oo.
n,Mm—»00 n,m—00 ?

In addition, we prove the asymptotic normality of the proposed estimator, see Theorem
We also give a theoretical comparison between the new estimator gh, ~ and Gasser and Miiller’s
estimator gfj%, proving that gh ° has an asymptotically smaller variance than gg% , whereas
they are both asymptotically unbiased. The fact that the projection estimator has a smaller

asymptotic variance can be argued by, in the one hand, the Gasser and Miiller’s estimator gﬁ ]f‘f

does not take into account the correlation requirement. On the other hand, the estimator gg ]}fj
is an approximation of an integral, and the best linear approximation of an integral is based on
some projection property, see for instance Benhenni and Cambanis (1992).

Finally, we conduct a simulation study in order to investigate the performance of the proposed
estimator g5, ° in a finite sample set, where we prove its good performance for small sample sizes.
Next we compare it with the Gasser and Miiller’s estimator Qg ]hV[ for different values of the number
of experimental units m and different values of the sample size n. This simulation confirms our

theoretical results.

Chapter 3. In this chapter, we construct a simple kernel estimator for the regression function
in the model given by . To motivate this construction, we consider the kernel estimator of g
based on continuous observations on [0, 1], given for any z € [0, 1] by,

1 N o m
don) = 3 [ K(GH)T0 @ with V) = 3" v300 (6)

m =
for a kernel K of support [—1,1] and a bandwidth h = h(n,m). We refer the reader to the
works of Blanke and Bosq (2008) or Didi and Louani (2013) for more details on the kernel
estimation of the regression function based on continuous observations. In practical cases, where
we only have access to discrete observations, we apply the trapezoidal rule to approximate the
continuous estimator to construct a new simpler estimator. The trapezoidal estimator based on
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the observations (¢; ., Y (tin))1<i<n Where (t;,)1<i<n is a regular sequence of designs generated
by some density function f is given, for € [0, 1], by

) = o ng (2227 o+ (2227 )t )

where t, 1 < -+ <tz N, are the points of T, in [z — h,z + h], @, n(t) = %K(%_t), K is a kernel
of support [—1,1] and h = h(n,m) is a bandwidth with 0 < h < 1.

We investigate the asymptotic properties of the proposed estimator gﬁfap, when both the number
of experimental units m and the number of observations n tend to infinity. In addition, we prove
the asymptotic normality of this estimator and we derive the optimal bandwidth with respect to
the asymptotic IMSE, as glven by .

For this estimator, gn P we derive the asymptotic optimal sampling design, generated by
the density function f* that minimizes the asymptotic IMSE. To obtain this function f*, we
minimize the term of IMSE depending on the design density given by:

f2 dw = (a,w) (f)7

where « is the jump function of the first order derivative of the autocovariance R at the diagonal,

and w is any density function. We have then to solve the following optimization problem:

fre arigmin U () (f)-
>0, [y f(z)dz=1

This optimization problem is solved for the following optimal design density:

__ faC ) ()}7®
fo {a(s)w(s)}/3 ds
Moreover, we prove that this optimal density f* satisfies a minimax optimality criterion given

by Biedermann and Dette for the independent observations, in the sense that it is robust with
respect to the misspecification of the error’s autocovariance function as follows:

fH () =

Lio,1(#).

fre argmln max W (q ) (f), (8)
F>0,f) f(t)dt=1 (@w)EA

where, for fixed €; > 0 and €2 > 0,

A:{( w) € (C[0, 1)) // dt<61,</01w(3)1/2ds)2 <62}.

To test the performance of the proposed estimator in a finite sample sets (small n and m), we
conduct an extensive simulation study. We show that the performance of the proposed estimator
gets better as m increases. We also compare the trapezoidal estimator g%}"ap with the Gasser and
Miiller estimator g&™ for different values of n and m and different "degree" of correlation. We
show that, both of the estimators have approximately the same performance, with respect to the
IMSE.

Finally, we run a simulation study to show the reduction of the exact IMSE when using the
optimal sampling design, instead of the uniform design in a finite sample set. For this, we chose
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a large class of parametric autocovariance functions, where the optimal design density depends
on the autocovariance unknown parameter. We then use the Generalized Simulated Annealing
algorithm (GSA) to estimate the parameter and so we obtain the plugin estimated optimal de-
sign. The simulations show that both the theoretical and the estimated optimal design reduce
the IMSE significantly.

Chapter 4. In this chapter, several pharmacokinetics problems are investigated, for correlated
data (simulated or real). We first consider the problem of estimating the concentration func-
tion of some administrated drug, where we propose to use the nonparametric kernel estimator
instead of the parametric methods. We use the Gasser and Miiller estimator, and we prove its
good performance via simulation study and real data analysis. The data are digoxin plasma con-
centrations after an oral administration of a treatment, considered by Wagner and Yates (1973).
Second, we investigate the problem of estimating the AUC:

T
AUC(g) = /0 g(t)dt,

where T is the scientist’s last sampling time. We introduce a new kernel estimator, which is the
integration of the regression function estimator. We prove, using a simulation study, that the
proposed estimators outperform the classical one in terms of Mean Squared Error. Finally, the
crucial problem of finding the optimal sampling design for the AUC estimation is investigated
using the GSA algorithm.

Chapter 5. In this chapter, we give a conclusion of the thesis and we present some opened
questions and perspectives which appeared during the preparation of this thesis.
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Chapter 1

Kernel estimation of the regression
function in models with general
correlated errors

Abstract: In this chapter, we consider a well-known kernel regression estimator proposed by
Gasser and Miiller (1979). We investigate its asymptotic behavior, when the number of exper-
imental units and the number of observations tend to infinity. Our analysis of the asymptotic
behavior concerns the case where the sampling points form a regular sequence of designs, as
defined by Sacks and Ylvisaker (1970). Using this sequence of designs, we improve the rates of
convergence of the bias and the variance, already studied by Benhenni and Rachdi (2007). The
results of this chapter will be very useful to study the performance of a new kernel estimator,
introduced in Chapter 3.

Key words: Nonparametric regression, kernel estimator, correlated observations, repeated mea-
surements, asymptotic normality.

Résumé: Dans ce chapitre, nous considérons le célébre estimateur a noyau de la fonction de
régression proposé par Gasser et Miiller en (1979). Nous examinons son comportement asympto-
tique, quand le nombre d’unités expérimentales et le nombre d’observations tendent vers I'infini.
Notre analyse se porte sur le cas ou le plan d’échantillonnage est régulier, défini par Sacks et
Ylvisaker (1970). En utilisant ce plan, nous améliorons les vitesses de convergence du biais et de
la variance, déja étudiés par Benhenni et Rachdi (2016). Les résultats de ce chapitre seront trés
utiles pour étudier la performance d’un nouvel estimateur & noyau, introduit dans le chapitre 3.

Mots clés: Régression non-paramétrique, estimateur a noyau, observations corrélées, mesures
répétées, normalité asympitotique.
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1.1 Introduction, model and estimator

Suppose we have m experimental units, each of them is observed at n different design points (say
0<ty <ty<---<ty,<1). We consider the following so-called fixed design regression model,
forj=1,....mandi=1,... n,

Yj(t:) = g(ti) +¢&5(ts), (1.1)

where g is the unknown regression function on [0,1] and {e;(¢),t € [0, 1]}; is a sequence of error
processes. We assume that g € C?([0,1]) and that (g;); are i.i.d. processes with the same
distribution as a centered second order process €, of autocovariance function R.

The kernel estimator, which will underlie the discussion in this chapter, is proposed by Gasser
and Miiller (1979) and is given, for any = € [0, 1], by,

AGM ZY / ©.n(S) ds, (1.2)

where Y(t;) = L > Yi(ti); oan(t) = +K (%), K is a first order kernel of support [—1,1], h
is a bandwidth (0 < h < 1) and (m;)i1<i<n is a sequence of midpoints defined as follows,
ti +tit1

5 for i=1,...,n—1 and m, =1 (1.3)

mo =0, m; =

In this chapter, we investigate the asymptotic behavior of the estimator §&™ when n and m
tend to infinity. We derive higher order rates of convergence for the bias and the variance, in the
case of the so-called regular sequence of designs (¢; »,)n>1, defined by Sacks and Ylvisaker (1970)
(see Definition ; Than the ones obtained by Benhenni and Rachdi (2007), in the case of a
Uniform design and correlated observations.

Definition 1.1.1 Let F be a distribution function of some density f, with iFf ]f(t) > 0 and
t€(0,1

sup f(t) < oo. The so-called regular sequence of designs generated by a density f is defined by,

te[0,1]
T, = {ti,n = F1<:L>, i= 1,...,71} forn > 1.

1.2 Assumptions

In order to derive the asymptotic results, the following assumptions on the autocovariance func-
tion R and the kernel K are required.

(A) The autocovariance function R exists and is continuous on the square [0, 1]2.

(B) At the diagonal (i.e. when ¢ = s in the unit square), R has continuous left and right
first-order derivatives, that is:

_ . OR(t,s) . OR(t,s)
(0,1) - ’ O1) (4 4y = ’
RSP (t,t7) 1;%1 s and RSV (t,tT) I;ﬁl 95

The jump function along the diagonal a(t) 2 ROD (¢, t7) — ROV (¢ 1) is assumed to be
continuous and not identically equal to zero.
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(C) Off the diagonal (i.e. when ¢ # s in the unit square), R is assumed to have Lipshitz mixed
partial derivatives up to order two which satisfies:

Al 2 qyp |R(@9)(t,5)| < oo for all integers i, such that 0 <i+j < 2.
0<t#s<1

The previous assumptions are classical and were used in several works, see for instance, the works
of Sacks and Ylvisaker (1966, 1968, 1970) and Benhenni and Rachdi (2007).

(D) The Kernel K is of support [—1,1], at least in C?([—1,1]), even and the second derivative
K" is Lipschitz.

Example 1.2.1 Ezamples of processes with autocovariances satisfying Assumptions (A), (B)
and (C) are given as follows:

1. The Wiener process with autocovariance function R(s,t) = o®min(s,t), has a constant jump
function a(t) = 0% and R%)(s,t) =0 for all i,j such that i+ j =2 and s # t.

2. The Ornstein- Uhlenbeck process with a stationary autcovariance R(s,t) = o2e(=As=t) for
o >0 and X\ > 0. For this process a(t) = 202\ and RO (s, 1) = a2 X2 A=),

3. A generalization of the Ornstein-Uhlenbeck process to a process with a nonstationary auto-
covariance function of the form: R(s,t) = 02,0|5A*tk|/)‘ foro >0, A>0and 0<p< 1.

For this process, the jump function is not constant and given by a(t) = —202In(p)t*~ .

4. Sacks and Ylvisaker (1966) gave another general class of convez stationary autcovariance
functions of the form,

1/lt—s|
R(s,t) = /0 (1 ult - s)p(u) dp

where p is a probability density and p’, its derivative, are such that,

HU—>00

i i °p() < oo, and [ (s () + 39(0) )i < o

Jor some finite constant a. For this autocovariance function, a(t) =2 [ up(p) du for all
t.

Example 1.2.2 Ezample of kernels satisfying Assumption (D) are given as follows:
1. The Quadratic kernel defined by K(u) = %—g(l — u?)? Lju<ay-

2. The Triweight kernel defined by K(u) = g—g(l —u?)3 Tju<1y-

1.3 Asymptotic results

The following propositions give the asymptotic expressions of the bias and the variance of the
estimator g&M.
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Proposition 1.3.1 Suppose that the kernel K satisfies Assumption (D). Moreover, assume that
feC¥[-1,1]). If lim h =0 and lim nh = oo then for any x €]0, 1],
n—0o0 n—oo

E (G0V(2) — o(e) = S (@) + oi?) + O 7).
where B = [' 2K (t)dt.

Proposition 1.3.2 Suppose that Assumptions (A)-(D) are satisfied and that f € C?([—1,1]).
If lim h =0 and lim nh = oo then, for any x €0, 1],

n—o0 n—o0

Var §GM (z) = i(R(x,x) _ %a(x)CKh) + o<ﬁ) n O(L + i)

m m mn3h?  mn?
where Cg = f_ll f_ll lu — v| K (u) K (v)dudv.

A comparison of the previous propositions to Theorem 2 of Benhenni and Rachdi (2007)
yields that: the rate of convergence of the bias (respectively the variance) of the Gasser and
Miiller estimator to its limit, can be improved when using a regular sequence of designs. That
1s we obtain the rate Qh instead of % for the bias (respectively the rate m + # instead of
— for the variance).

Propositions 1] and [1.3.2] - allow to derive the asymptotic expression of the mean squared
error (MSE) of the estimator . The integrated mean squared error (IMSE) is then obtained
by integrating the MSE with respect to a weight function w. The results are announced without
proof in the following theorem, since it is a trivial consequence of the two propositions.

Theorem 1.3.1 If all the assumptions of Propositions|1.5.1| and[1.3.2 are satisfied then for any
z €]0,1],

MSE(g;" (x)) = %(R(wjx) - %a(x)CKh) + iff‘(g”(a:))?B2 +o(n+ %)

+O<£+ Lol 1)
nth?2  mn3h?2  mn2/’

Cgh (!
IMSE(g R (z,2)w(z) de — —— | a(z)w(z) dz
m 2m  Jo

. h4/0 ¢ (2)]w(z) dx+o(h4+ﬁ)

+O<£+ Lo 1 1)
n2  nih?  mn3h?  mn2/’

where w is a continuous density function, B and Ck are defined in the two propositions above.

The asymptotic optimal bandwidth is obtained by minimizing the asymptotic IMSE and is given
by the following proposition.

Proposition 1.3.3 (Optimal bandwidth) Suppose that the assumptions of Theorem are
satisfied. Moreover assume that ™' = O(1) as n,m — oo. Denote by IMSE(h) the IMSE of the
Gasser and Miller estimator when the bandwidth h is used. Then the bandwidth,

e (G o ol)ulo) dr 1/3771*1/5“' (1.4)
2B? ;9" (@)Pw(x) do ’
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18 optimal in the sense that,
—  IMSE(h*)
lim ————— <1,

for any sequence of bandwidths hy, ., verifying:

. - 3
lim hpm=0 and lim mh,, <-+oo,
n,M—00 7,M—00

where B and Ck are given in Propositions[1.3.1] and [1.53.9,

Finally, the following theorem gives the asymptotic normality of the Gasser and Miiller estimator
(1.2) for correlated errors.

Theorem 1.3.2 (Asymptotic normality) Suppose that the assumptions of Theorem are
satisfied. If lim /mh? =0 and > = O(1) as n,m — oo then for any = €]0,1],
m—0o0

\/%(QSM(LC) - g(af)) Z, Z, with Z ~ N (0, R(z,x)),

where 9 denotes the convergence in distribution and N is the normal distribution.

1.4 Proofs

Proof of Proposition [1.3.1

Let T}, = {tin,1 < i < n} (for the sake of clarity, we shall omit the n in t;,, when there is no

ambiguity). Since E(Y (¢;)) = g(t;) for i = 1,...,n then for any = €]0, 1] we have,
BT @) = Doo(t) [ puas) ds.

i=1 mi—1

Let Np, = Card I, = Card{i = 1,--- ,n/[m;—1,m;]N|z — h,x + h[# 0}. The definition of
(my;)1<i<n yields that Np, > 1. Let t,; be the points of T}, for which i € I,}. For h small
enough and without loss of generality, we take the following notation:

O<mgo<z—h<mg < ---<zx+h<mgn, <l (1.5)

Thus, since ¢z p(s) = 0 for s €]z — h,x + h] then,

NT" My i
EGSM (@) = S gltes) / on(s) ds.
i=1 My ,i—1
Let,
z+h mx,NTn NT" Mg
() 2 / pen(s)als) ds = / an(s)g(s) ds =3 / oen(3)g(s) ds,
Tr— Mg.0 i=1 Myi—1
and write,
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We first control A, ;. We have,

D=3 [ (altes) ~ 9(s))eun(s) ds. (L.7)

Recall that g and ¢, are in C?, then Taylor expansions of ¢ and ©gn for s in Jmg i1, mgl
around ¢, ; yield,

1
g(s) = g(tx,i) +(s— tw,i)gl(tw,i) + 5(3 - tw,i)Qgﬁ(Qm,i)7

and,
1
en(8) = Qon(tei) + (5 — tei)py p(tei) + Sl tai) Pl p(S2.)s

for some 6, ; and s;; between ¢, ; and s. Injecting these expansions in (L.7)) gives,

Nr,, M i 1 Nr, My i
Aon=) gl(tw,i)%h(%)/ (tai =) ds— 5 > %,h(tm)/ (s = t2,0)%9" (0.) ds

i=1 M ,i—1 i=1 My i—1
Nr, My i 1 N, My i

- Z (P;c,h(tz,i)g/(tx,i)/ (s —tg)? ds — 3 Z (p;:,h(tz,i)/ (s = t1)°9" (0,i) ds.
i=1 Me,i—1 i=1 Mg, i—1
1 NTn Mz i 1 NTn Mz, i

S5t [ ) ds = 3 3 [ s e 0 sn) ds. (1)

i=1 Ma,i—1 i=1 Y Ma,i—1

To control these terms, we shall use the following lemma announced without proof (the proof is
similar to that of Lemma 1 in Benelmadani et al. (2019a)).

Lemma 1.4.1 Let T), = {tip,i = 1,--- ,n} for n > 1 be a reqular sequence of designs (see

Definition and let M,, = {m;,0 <i < n} (m; are the midpoints defined by (1.3)). Suppose
that My, N [x —h,x + h] # 0. If nh > 1 then,

Sup (tj10— 1) = O() and Nr, = O(nh). (1.9)

0<j<n n

Recall that ¢’ and g” are both bounded and that for some appropriate constants ¢; for j = 0,1, 2,

up | ()| < —=-
Os<t£)1| w0l < hit1

(1.10)
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On the one hand, we get using (1.9) and (1.10)),

Nr,

My 4 1
3 gox,h(tm-)/ (5 — t2.)2g" (02) ds = 0(7). (1.11)
i=1 My i—1 n
NTn My 4 1
S Gnltaddg (i) [ (s ti)? ds =07, (112
’ n%h
i=1 My i—1
Ny, My g
/ ot 3 1
S dnlted) [ (5= 10 (020 ds =O( 3. (1.13)
i=1 Mg,i—1
Nr, e
/ o 3 n 1
St [ (5=t linsa) ds =055 ). (1.14)
i=1 Mg,i—1 n
NT” My i 1
Z/ (5 = twi)'g" (0u,0) Py p(52,0) ds = O(Thg)- (1.15)
i=1 Y Max,i-1 n
On the other hand, the definition of the midpoints (m;)o<i<p yields,
A 1 .
(mm,l — t:):,i) = 5(753371',1 — tx,i) = *§d17i,1 fOI‘ 1= 1, e ,NTn. (116)
Using Equations (1.11)-(1.16) and the fact that nh_)ngonh = oo we obtain,
R |
Do =520 (e Ponlted) (@21 = d2) + O( ). (1.17)
i=1

To control the first term of the right side of (1.17)), we shall use the following lemma (its proof
is given below).

Lemma 1.4.2 Let {T,,,n > 1} be a regular sequence of designs generated by a density function

f (see Definition If f € C?([0,1]) then fori=2,--- ,n—1,

o pw (0 | 1
dict =i = (e (f%;‘) " f2(t2‘1)> +0(55). (1.18)

for some t! €]t;, tip1], recall that d; = t; 41 —t;.

Using the previous lemma we have,

Nr,
1 - [ (ts) 1 1
A = 5 /ta:i o h(lei : d:,”; del
= Tz 2 9 i) eralled) g5 (7o *+ o ) (o + )
1 1
+O<$+n2h>'

Recall that ¢/, f and % are all bounded. We obtain using Lemma inequality (1.10),

N,

1612 Z 9 (tei)Pan(ta,i)
)

f’(tm) 1 1
Fltas) (f2<t;;,i> P

)(dx,i—l +dg;) = O( ! )

n2
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Since lim nh = oo then,
n—oo

Agp = O(nTlh)' (1.19)

The control of I;,(z) is classical and it can be seen from Gasser and Miiller (1984) that,
1 1
In(z) = g(x) + 2hzg”($)/ 2K (t) dt + o(h?). (1.20)
-1

Finally, collecting (1.6]), (1.19) and (1.20]) we obtain,
1 1
Bias(3™ (x)) = 5h%9"(x)B + o(h?) + O ).

where B = f}l t? K (t) dt. This concludes the proof of Proposition O

Proof of Lemma [1.4.2

On the one hand, we have from the definition of the regular sequence of designs, for k =1,--- ,n—
1,
tet1 1
F(tps1) — F(tg) = / f@t) dt = —.
t n
The mean value theorem yields that for k=1,--- ,n —1,
dy =t t ! (1.21)
k= Uk+1 — Uk = 5\ .
" nf(tk)
for some t}, €|ty, tp1[. On the other hand, note that for k =2,...,n — 1 we have,
[Trwa- [frma=t]
f(t) dt — f@@)dt=———=0.
123 l—1 n n
Since f € C2([0,1]) then Taylor expansion of f around t;, yields,
/ b 1 [t 2 o
f(te)di + f (tk)/ (t—tn)dt+5 / (t —tx)" f"(ex) dt
tr tr

tr 1 [tk
— flte)de—1 — f'(tx) / (t —ty) dt — 5 / (t — tr)*f" () = O,
trp—1 tk—1
for some €y, €|ty, tir1[ and some ng €|tg_1,tx[. Thus,
1 / 2 2 1 bt 2 el 1 b 2 el
FOh — i)+ 3 PO+ )+ 5 [ = n ) de- g [ =00 ) =0

tk te—1

Finally, using Equation (1.21)), Lemma and the fact that f” is bounded we obtain,

) (1 | 1
T = et = o (ay) (f?(t;) * f2(t2_1)> +0(55).

This concludes the proof of Lemma [1.4.2] [0
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Proof of Proposition [1.3.2]

For¢,7 =1,--- ,n we have,
- . 1 m m 1 m
Cov (Y(t:),Y (t;)) = TZ;cov (en(ts),ei(t;)) = W};Cov (ex(ti),e

We obtain using this last equality,

() = Rt 1),

m;j

Var §SM(z ZZ (ti,t; / ©z.n(t) dt/ ©az.h(8) ds.
m; mj_1

11]1 i—1

Since @, p is of support [x — h,z + h] we get, by taking the notation (1.5} as in the proof of

Proposition

NTn Nr, My My, j
Var (@) = =SS Bltaitag) [ wanit [ pras) ds
i=1 j=1 My i—1 My,j—1
Let,
A z+h Ma,Nq,. [™Ma,Np,
:/ / e R parids dt= [ [ R (s di
r— Mz,0 mgz,0
NT” NTn My.,i My, 5
S / / ()L, )0 n(t)ds dt,
i=1 j=1 Mygi—1 Y Mg j—1
and write,
Var g™ (z) = Var giM(x )_iUQh‘i‘lo'QhéAmh‘i‘iojh' (1.22)
m x, m x, ) m Z,

We first control A, ;. We have,

1 NTn NTn My M,
Dgp=— Z Z / / Spm,h(t)(;ox,h(s) (R(tac,ia tw,j) - R(tv 3)) ds dt.

My 4 My, j
I, = / / o (Dpon(s)(Rltois toy) — R(t,s)) ds dt. (1.23)

Mygi—1 Y Mg,j—1

Since R is a symmetric function then A, ; can be written as follows.

N, Nr,, N,
Agp=— {ZI“+2ZZ J} (1.24)

=1 j=i+1

We first control the diagonal terms I;; for ¢ = 1,--- , N7,,. Since R is a symmetric function, it
suffices to consider the integral over the lower half (triangular) of the square [mg ;—1, my 1]2. This

triangular is further split into three triangulars as follows,
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S
Dz‘,l = {(t7 3) LMy i—1 <s<t< tx’i}. — ta| 2 i,3 .
Do = {(t7 s) - My i1 <8 <tpy <t< mx,i}. R t
Di73:{(t78) : tz,i<5§t<mx7i}. +Di iDl?
The term I;; is then written,
A > k
Tii = 22// Can()wn(s) (R(twistog) — R(t,s)) ds dt 223 11,
k=1
We consider first the term Ii(?. We have,
o_ [ [
I = / / P, h (1) 02,n(8) (R(teis tri) — R(t, s)) ds dt. (1.25)

My i—1 Y My i—1

Because of Assumptions (B) and (C), we can expand R in a Taylor series around (t,t;;) for
(t,s) in D;; as follows,

(t—t )R(2’0)( (1) )

1"[7

R(t,s) = R(ty.i,s) + (t =tz i) RO (1,4, 8) +

N =

1
+ 5(8 - tz,i)QR(O’Q)( ty uﬂg(glz))

(5 — twi) ROV (b0,

R( .05 te,i ) + (5 - tz.i)R(Ovl)(tw,iat_‘

z,i

NN

)R(l 0)( 137«7tm1) + (t_tll

(t —t20) 2RO (1), 5),

1}1’

+
+

l\')\»—t’\

(1) (1) ()

for some €, ; in Jt, ¢, ;[ and some 7, ;,7,”; in ]s,t;;[. We obtain by inserting the above equation

v (2,

Ii(li) = R(O’l)(tm,t;i)/

tz,i

t
/ Spﬁyh(t)ﬁpx,h(s)(tz,i - 8) ds dt
My i—1

My i—1
tei t
+ RO (1,41, / / P, (1) Pz ,n(5) (e — t) ds di
My i—1 Y Mg i—1
bass ! 2 (0,2 (1)
5[ [ 00 (65— teaPROD i)
My i—1 Y Mg i—1
200 = i) (5 — o) RO (i 1) + (¢ = 1) REO(L), 5)) ds
= I+ fi(,li’2) + Ii(,?g)' (1.26)

Since ¢ p, is in C? then Taylor expansion of @z around t,; for t and s in D;; gives,

1 2
Con(t) = Ponlted) + (t = toi)¢ypn(ted) + 5t — o) Pl (0,
and,

1
Pan(8) = Panlte) + (5 = tei) Pl (te) + 5(5 = ta) "Gl (5,
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in |s,t;[. Inserting these expansions in Iﬁ’l)

®3)

.0

(2)

for some €, ; in |, ¢, ;[ and some n above yields,

tei t
1) = ROt )200) [ [ (i s)dsdr

My i—1 Y Mg i—1

tei t
- R(OJ)(tw,h tx,i)@;,h(tx,i)sox,h(tw,i)/ / (tx:i o 5)2 ds dt

Mg,i—1 Y Mg i—1
tei t
+ R© 1)( i :”)ng h( mz)@xh @i / / (t— tw,i)(t%i —s)ds dt
Mg i—1 Y My i—1
1
+2M“MmWn%hxz/ [ s~y asa
Mg i—1 Y Mgy i—1

— R© 1)( layiyt , z)%c h (2% 1 7i)(tx,i - 5)2 ds dt

/ t—1z

Mg i—1 Y Mg i1

H“me”%hmzf / AnENE = o)t — ) ds i
Mg i—1 Y Mg i1

1
2
Loy 2
+§R (acza x,i (th acz Soxh )(t_t$7i) (tl’7i_8) ds dt
My i—1 Y Mg i—1
1 x,1
5R<0 Y (taisty )P (e / / ol (e )(t —tpi)(tes — 8)? ds dt
Mygi—1 Y Mg i—1
1 2 2
1RO tz) [ [ DD i s o) s ar
Mg,i—1 Y Mg i—1

We obtain using Assumption (C), Lemma Inequality (1.10)) and the fact that lim nh = oo,
n—oo

7LD _ po) bast )
’LZ =R (tl“la acz)(pa:h t.’E’L / xz_ det—l—O
Mmg,i—1 ( 4h3

Mg,i—1

It is easy to verify that for [,1' € {0,1,2} we have,

tm,l , / 1 1
t—tp0) (s —tei)! dsdt = (mgi_q —ty) T2 B .
/m1 /mw,“( 8ol ds (e i1 = bei) ((l+1)(l'+1) (l+z/+2)(1/+1))

From Equation (1.16]) we get,

tai t , —dg 1\ 2 1 1
_ RY _ Y _ z,i—1 B
/Llﬁwl“t“”St“)““ (=) (oo - arrroeen):
(1.27)

We obtain using Equation (1.27)),

)y _ 1 o0 !
Iiﬂ' = 24R (%z:tmz)@xh(twl)daﬂ 1+O< 4h3>

Equation (1.21) then yields, for some ¢} ; 4 in |tz ;—1,tz:],

ay 1 3 n(ta)
u 24n2 fg(:nz 1)

ROV (ty ity )daio +O( 41h3>
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We obtain using Lemma|1.4.1

N,

711 oH n(
Z b 24n2z zm

=1

0 ©.1) (tx,ia t;ﬂ')daz i—1t O( 3h2>
1)
Using a classical approximation of a sum by an integral (see for instance, Benelmadani et al.

(2019a) c.f. Lemma 2 there) we obtain,

Nry, z+h 2 (¢

(1,1 _ 1 (0,1) _ ‘P:}c,h( ) 1

IV =—= RYY (¢, dt O —== - 1.28

In a similar way, we verify that,

Nr, z+h 2 t

(12 _ 1 (1.0) (51— P (t) 1

107 = At t dt 1.2
; 2,2 48”2 /:zh R ( Y ) fg(t) + O( 3h2) ( 9)

Assumption (C), Lemma and Inequality (1.10) yield,

ZI (1,3) (n%) (1.30)

We obtain collecting ((1.28)), (1.28)), (1.29)) and (1.30),

ZI“' = 24n2/ . (R (e )+§R Ut t )) fé(t) dt + O<n3h2)' (1.31)
=1 r—

Similarly we obtain,

NT” x+h 2 t
@ _ 1 (0,1) (4 +—\ _ p(1,0) Wx,h() 1
> Li = 1o /r_h (ROD( ) — ROO, 1)) F O(=55): (1.32)
=1
and,
N, z+h 2
78 — 1 * 1 o01),+ (1,0) 4+ ‘Px,h()
IR [, GROVE B0 0) e+ o) (0
=1
Finally, summing (1.31), (1.32) and (1.33) and using Assumption (B) we obtain,
Nr, Nr, 3 o+h A2
Sozp,h (t) (0,1) — (1,0 —
21“—2;; 24n2/ 10 (5R (t,t7) — 2RO (¢, ¢7)
— ROD(*,0) = 2ROt 1)) de + Of 3h2>
1 [t 2 (1) 1
_ x, (1,0) (41— 4 _ p(1,0) 4+
G Joon 0 (R0 = RO ) a4 0(ps )
1 @+h pr h( )
62 ) 2 a(t) dt+O( 33)- (1.34)
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We now control the off diagonal terms I; ; given by (1.23)) for 1 <14 < j < Nr,,. Using Assumption
(C), Taylor-expansion of R at (t5;,t, ;) for (t,s) € [mgi—1, Mg ] X [Mg j—1, My ;] gives,

R(t,8) = R(tgite ;) + (t = te i) RYO (tyite i) + (5 — te ) ROV (tpiy b0 )

1
5(3 - tx,j)2R(0’2) (tl‘,i7 nac,j)

(= tei)(s — ta ) RYY (er.4,m04),

1
+ 5(’5 —t4,)?R®0 (4,0 ) +

for some €;; between t and t,; and some 7, ; between s and ¢, ;. Set,

Ly=10 + 12 + 1 + 1Y + 1), (1.35)
where,
O T N TR ds dt 1.36
i w05 La,j i Cah (L) Pa,n(s) ds di. (1.36)
My i—1 v Mg j—1
My, My, j
(J) ROD(t, i t, ) / (tz,j — 8)Pan(t) e n(s) ds dt.
Myi—1 v Mg j—1
(3) _ _} et [T e 2RO (e g
L7 = G h(U) @z n(8)(t — 1) RV (€r,4,t25) ds dt.
Myg,i—1 Y Mg, j—1
My i My, 5
I} =-3 P ()P n(5)(5 = ta ) RO (ty5,m,.5) ds dt.
My,i—1 mCL‘] 1
Y Pa,h () Pa,n(5)( 2,i)(8 = ta5) (€2,is N ) ds di.
My i—1 < Mg j—1
We first control the term I( ) for i ,j=1,---,Np,. Since @, is in C?, Taylor expansions of
g n avound t,; for t €]mg ;— 1, Mg ;| yields,
1
Con(t) = unlte) + (0 = toi)dlyp(te) + 50— 12i) Pl (el), (1.37)
for some eéll) between t,; and t. Similarly, for s €Jm, j_1,m, ;[ we obtain,
1 1
Pun(s) = Panltag) + (s = tog)Punlteg) + 5(s = teg)*Phnls)), (1.38)

for some 77( ) between tzj and s. Using (1.36]), (1.37) and (1.38) we obtain,
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My i My, 5
19 = ROt 1ty )0 (bei) 9an(tey) / / (toi — 1) ds dt

My i—1 Y Mg j—1
Mg i mg,j

+R(1 O)(tw z,tz,j)([)x h(tx z)@xh tm,] tmz - ( _tw,j) ds dt

Mygi—1 Y Mg,j—1

My 4 My, 5
R(l O)(t:):utx,])(qpx h( xz)@zh t:p,] / t_txl dS dt

Mg,i—1 Y Mg,j—1
(L0) (4 Y A (1)
R (xza z,J @wh xz - (5 )Cpxh( )det
My i—1 Y My j—1
My g My, 5
= ROt (e ) [ / 225~ tag) ds di
My i—1 7Y Mg j—1
LRt N ) [ [ = )25 — )2 (0 Y ds at
_2 2,0 La,j (th mz xz z,j) Pz,h\" S

My,i—1 mLJl

1 (1,0) Mt g 3 no (1)
- QR (tmwt:v,J)SOmh tz,j t_t:m P, h( ) ds di

My i—1 Y Mg j—1
My My, 5

1
_2R(10)(x27 x,j ‘Pazh 7] t_tm ( x])@xh(())det

Myi—1 v Mg j—1

My i My, 5
10 tei, ,]/ / t_ta:z (S_txJ)QQOZh(())‘ch(ng(uj))det

Mygi—1 Y Mg j—1

We obtain using Assumption (C), Lemma and Inequality (1.10)),

My 4 My, j

Iz(;) = R(LO)( m’nt ,j)@m h(tz 1)(103011 ,] txz - dS dt
Myg,i—1 v Mg, j—1
(10) My i My j
RO it onn(tedonltey) [ (s o) ds di
My i—1 Y Mg j—1
1,0 My i My 5
— R )(a:u ,J)‘th(a:z)%ch z.5) S - det+O<n5h4)
A £(1,1) (1,2) (1,3)
SN SO SR i +O( 5h4) (1.39)

We first control the term IZ(;’l). Basic integration together with Equation (1.16|) yield,

1
Using the definition of the midpoints (m;;); and Lemma we obtain, for some #; ; in
]tat,ia tz,i-l—l [7

di dx i—1 — (dZ,l + dz,ifl)(dz,i - dz,ifl)
= 2(my,;i — mgi—1)(dz;i — dgi—1)

= —(Mai — Mgi1) J;/JSEZ?) <f2(1§§,¢) G iz 1)) +O(%>. (1.40)
= O(%) (1.41)
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Using Equation (1.41)), Inequality (1.10), Assumption (C'), Lemma and the fact that f, f/
and % are all bounded,

Ly =0 <n41h2>'

Lemma then yields,
Nr, Nr,

>oS = ( ) (1.42)

=1 j=141

We control now the term I 2(2’2). Basic integration together with Equation (1.16]) yield,

1
17 = = Rty ) (i) Pl () (= 025 0)(d2 5 = 2 ).

Using Equations (1.40) and (1.41), Inequality (1.10)), Assumption (C), Lemma and the
boundedness of f, f' and % we get,

1
07 = =g RO i )P (i) P () (M = M) (M = 1)
f’(ta:,i) 1 1 f/(ta:,j) 1 1 , i
" f(tx’i) <f ( )+f2(xz 1)>f(tx,j) (f ( )+f2(zj 1))+ <n7h3>
1
=0 (7))
Thus,
Nr,, Nr, .
(1,2) _

1235;1 ™= O<%>' (1.43)

We control now the term Ii(;’g). Using Equation (1.16]) yields,

1,3 1
15 = = S RO b, 00t P (b g) (g — g )+ 2. (144)

We obtain using the definition of the midpoints together with Equation (1.21)),
d3 +da:z 1= (dwz+dwz 1)(d dmzd:m 1+dxz 1)

2 1 1 1
_M(mx’i_m”’i_l)(ﬁ(t;i)_f(t;i)f(* )

le

for some ¢} ; in ltz,i,tzit1[. Thus,

NTn T NTn NTn
1,3
I sz( bt Vo) s — 1)
i=1 j=i+1 i=1 j=1
i<j

1 1 1
< nes = mei) (a3~ ) 1>>>'
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Using (twice) the classical approximation of a sum by an integral (see for instance Lemma 1 in
Benelmadani et al. (2019a) we obtain,

NTn NTn /

x+h
S>> I,“”) 121712/ / RO (¢, s )%h(s)(p; }E()) dt ds +O< 31h2) (1.45)

=1 j=i+1

We obtain collecting (1.39), (1.42), (1.43]) and (1.45),

Nr, N,

+h s
) Z = 12”2/ /hR(l’O)(t,s)%,h( )SOJ?Q’E()) dt ds +O< 31h2 41 ) (1.46)

=1 j=i+1

We shall prove that,

/-x+h /s R(lvo)(t 3) (8)90;’]1(15) dt ds—_l/erhR(l,O)(s S) 2 (3)# ds
1202 ), 5 S A0 o122, )

(1.47)
For this, we use partial integral to get for s €]z — h,z + h|,
/8 R(l’o)(t )%h()dt:R(lo)( )%h() ’
- 72(0) 2O |,
’ 1 2/'(t)
— (2,0) _ (1,0)
/x B som,h(t)( PR - i RO s)) dt.

Recall that ¢, p(x —h) = 0. We obtain using Inequality (1.10]), Assumptions (C) and the fact
that f’ and % are both bounded,

: Lo 2() 1. .
| eon®) (o RO ) = S E RO (18)) de = O(),

f3()
Thus,
/S RO (¢, S)M dt = RMO) (5™, )*0“( s) +0(1). (1.48)
v—h f2() f2(s)
Finally, using and we obtain,
Nt N, z+h 2
;];1 = 12”2/ . R(lv())(s—,s)w;;zi‘;) ds+0(n31h2 + %) (1.49)

Similarly we prove that,

N, Nr,

z+h
3= : 11
;jiﬂji’j N 12n2/ / (6 3)pen (65 )f2( 4 dHO( " )
z+h ( ) 1 1
- 00) (g ) P
12n2/H ROV 1) dt+ 0=+ ). (1.50)
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We verify using Assumption (C’), Lemma, and Inequality (1.10) that,

Nr,, N, Nr,, N1,

(3) 1 (5)
>3 0 -o(L) Y -o(h) w XY —o(L).  am
=1 j=1i+1 =1 j=1 =1 j5=1
1<j 1<j
Using (1.35), (1.49), (L.50)) and (1.51) yields,
N, Nt, +h 2
’ _ a0 1
2 I; ROt 4) — ROVt ) 2L ar + O = ). 1.52
;J;l i,j = 6n2 _h ( ( ’ ) (7 )) f2(t> + (7’L2> ( )
Since RO (17, t) = ligw = 11%1 % = RO (¢, t—) then,
Nr, Nr, oth
soxh() 1 1
alt dt — 4+ —= . 1.
Finally, we obtain by (1.24), (1.34) and (1.53),
1 1
Men=0( 5+ ) (154)

For the control of %aih, we use its asymptotic expression given by Benhenni and Rachdi (2007)
by,

o2, = R(z,x) - %a(m)CKh + o(h). (1.55)

Finally, the proof of Proposition is concluded by collecting (1.22)), (1.54) and (1.55). O

Proof of Proposition 1.3.3

Let I} = fo (x) dx and put,
Cgh (! 1 !
St [ atauta) do+ 318 [l @) ta) de
We have from Theorem [1.3.1]
I L h hooo1 1 1
IMSE(R) = 2 m P(hm) + O(h * E) * O(ﬁ e T e mnz)'

Let h* be as defined in . It is clear that h* = argmin W(h, m) so that ¥(h,m) > WU(h*,m)
0<h<1
for every 0 < h < 1. Let hy, 4, be as defined in Corollary [1.3.3 We have,

IMSE(h*)
IMSE (hyy )

frlz + \I/(h ) O<h*4 m) + O<n2 + n4h ez mn3h s T mn2>

% + \P(hn,m, m) + O(hfrll,m + b m) + O(hn -+ n4h12 + mn3}7,2 + L)

U(h,m) = —

mn?2

n

I +mY(h*,m) + O(mh*4 + h*> + O(mg* + T% + ﬁ + #)

IN

I + mY(hp m, m) + 0<mhfl’m + hmm) + O(Whn m o n4£ . + n3h1% — + L)

n2
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Note that m¥(hy, m,m) = O(hym). Using the definition of h*, the facts that: mhim = 0(1),

lim  hym = 0 and the assumption 7t = O(1) as n,m — oo, we obtain,

n,m—00

o IMSE(h*) <1
n,m—00 IMSE (hym) —

This concludes the proof of Proposition [1.3.3] [

Proof of Theorem [1.3.2l
Let x €]0, 1] be fixed. We have,
Vin (353 @) - g(@)) = vim(35H (@) — E(32 (@) ) + vim Bias (353 (2)). (1.56)
Since hm Vmh? =0 and ™ = O(1) as n,m — oo then Proposition [1.3.1|implies that,
: . GM _
nrlyllrgoo\/% Bias (gnm( )) =0. (1.57)

Consider now the first term of the right side of ({1.56]). We take the same notation as in the proof
of Proposition and recall that ¢, 5 is of support [« —h,z + h]. Since Y (t5;) — E(?(tm)) =
€(ts,:), we have, as done by Fraiman and Pérez Iribarren (1991),

m N, m
V(a9 @)~ BaZ@)) = =303 [ enn(s) ds i(ta)

\/rn j=1 i=1 VM=,i-1
1 m NTn My i 1 NTn My, i
= — 0z n(8) ds (ej(tsi) —gj(x)) + —= / wzn(s) ds € (1.58)
m j; i=1 /mlll ( ! ’ \/m ; My,i—1 Z ]

We start by controlling the second term of the right side of (3.67). On the one hand, we obtain
using a classical approximation of a sum by an integral (see for instance, Benelmadani et al.
(2019a) c.f. Lemma 2 there),

N, Mg, 1
Z/  pen(s)ds — [ K(t)dt=1.
i=1 Y Mz i—1 n—oo J_q
On the other hand, the Central Limit Theorem for i.i.d. variables yields,
1 «— 2
ﬁZq(a:) — Z where Z ~ N(0,R(z,x)).

m—r0o0

We shall prove now that the first term of the right side of (3.67)) tends to 0 in probability as n,m
tends to infinity. Let,

Nt
m Mg,

Amnx \/1%22/ (:Oach )d‘s (Ej(tl“,i)_gj(x éfZT’j

j=1 i=1 Mmg,i—1

From Chebyshev’s Inequality, it suffices to prove that 1113 IEI(A2 o()) = 0. We have for j # [,
E(ej(z)ei(y)) = 0 so E(T, j(x)T(x)) = 0. Hence,

m

B(A2,0 (1) = = 3 S BT (@) Tu(e)) = - SO B(TE, ().

j=11=1 j=1
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We have,
N, N1, )
2 Mz, My k
B2, @) =33 [ een®dt [ oun(s) ds B((e4ltns)  50) (5 (t0) — 25(0)))
i=1 k=1""M=zi-1 Mg k1
N, N,

n7‘7
Nr, Nz, p Mok
/ P / ean(s) ds(R(tsitep) = Rltas @) = R(, b, ) + R(z,2))
i=1 k=1 "M i-1 Ma,k—1
£ Bu1(2) — Bua(@) — Bus(@) + Bua(). (1.59)

We obtain using a classical approximation of a sum by an integral,

Z:/MTZ P (t (/g;x_—;h‘:%,h(t)R( tais )dt+0<nh))

Mz i—1

Nz,

:/ ponlt >(Z/mz’i pan(®) di Ritei )t +0( )

=1 My i—1
x+h 1 1
- ) = 2 -
-/ / o an®OR(s.1) ds di+0(-) = 02, + 0.
Using Equation ([1.55]) we obtain,
Boi(2) = Rz, ) — sa(2)Cich +o(h) + O =)
i ’ 2 K nh/’

where Ck :fil fil |u — v|K (u) K (v)dudv. Since hmh 0 and h_>m nh = oo. Thus,

li_}m By 1(x) = R(z, z). (1.60)

Consider now the term By, o(z), we obtain using a classical approximation of a sum by an integral
(see for instance, Benelmadani et al. (2019a) c.f. Lemma 2 there) twice,

/;c—f—h /:i';h (px,h(s)spx,h(t)R(s’g;) ds dt + O(%)
z+h

1
= [ Kpe— sha) as £ 0( )
— /_01 K(s)R(z — sh,z) ds +/0 K(s)R(z — sh,z) ds + O(%)

For any s €] — 1, 0], Taylor expansion of R(-,x) around x yields,
R(z — sh,z) = R(x,z) — shRYO (xF, z) + o(h).



36

Similarly, for s €]0, 1] we obtain,
R(z — sh,z) = R(z, ) — shRO (27, ) + o(h).

Using Assumption (C') we get,

0
Bya(x) = R(z,z) — hRYO (a7 1) /

-1

Hence,
lim By, 2(x) = R(z, z).
n—oo
Similarly,
lim B, 3(x) = R(x,x).
n—oo
It is easy to see that,
Nty Ntw o Mg,k
lim By, 4(x) = lim R(z,z) / ©a.n(t) dt/ Yz.n(s) ds
n—o00 n—o00 4 )

Using (T59), (T.60), (L.61), (T.62) and (L.63) we obtain,

lim E(A42,,(z)) = 0.

n,Mm—00

This concludes the proof of Theorem (]

s K(s) ds — hRYO) (27 x) /01 s K(s) ds+ o(h) + O(—)

Chapter 1

1
nh

(1.61)

(1.62)

(1.63)



Chapter 2

Reproducing kernel Hilbert Space
approach in nonparametric regression
problems with correlated observations

Abstract: In this chapter we investigate the problem of estimating the regression function in
models with correlated observations. The data is obtained from several experimental units, each
of them forms a time series. Using the properties of the Reproducing Kernel Hilbert spaces, we
construct a new estimator based on the inverse of the autocovariance matrix of the observations.
We give the asymptotic expressions of its bias and its variance. In addition, we give a theoretical
comparison between this new estimator and the popular one proposed by Gasser and Miiller, we
show that the proposed estimator has an asymptotically smaller variance then the classical one.
Finally, we conduct a simulation study to investigate the performance of the proposed estimator
and to compare it to the Gasser and Miiller’s estimator in a finite sample set.

Keywords. Nonparametric regression, correlated observations, growth curve, reproducing kernel
Hilbert space, projection estimator, asymptotic normality .

Résumé: Dans ce chapitre, nous considérons le probléme d’estimation de la fonction de ré-
gression dans un modeéle avec des erreurs corrélées. Les données sont obtenues a partir de
plusieurs unités expérimentales, chacune représente une série temporelle. En utilisant les pro-
priétés de 'espace de Hilbert & noyau autoreproduisant, nous construisons un nouvel estimateur
basé sur linverse de la matrice d’autocovariance des observations. Nous donnons les expres-
sions asymptotiques de son biais et de sa variance. En plus, nous faisons une comparaison
théorique avec l'estimateur classique, proposé par Gasser et Miiller. Nous montrons que la
variance de 'estimateur proposé est asymptotiquement plus petite que celle de ’estimateur clas-
sique. Finalement, nous effectuons une étude de simulation, afin d’étudier la performance de
Iestimateur proposé, et de le comparer avec l'estimateur de Gasser et Miiller pour différentes
tailles d’échantillons.

Mots clés: Régression non paramétrique, observations corrélées, courbe de croissance, espace
de Hilbert a noyau autoreproduisant, estimateur de projection, normalité asymptotique.
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2.1 Introduction

One of the situations that statisticians encounter in their studies is the estimation of a whole
function based on partial observations of this function. For instance, in pharmacokinetics one
wishes to estimate the concentration-time of some injected medicine in the organism, based
on the observations of the concentration from blood tests over a period of time. In statistical
terms, one wants to estimate a function, say g, relating two random variables: the explanatory
variable X and the response variable Y, without any parametric restrictions on the function
g. The statistical model often used is the following: Y; = ¢(X;) + ¢; where (X;,Yi)1<i<, are
n independent replicates of (X,Y) and {g;,7 = 1,--- ,n} are centered random variables (called
errors).

The most intensively treated model has been the one in which (&;)1<i<, are independent
errors and (X;)i1<i<n are fixed within some domain. We mention the works of Priestly and Chao
(1972), Benedetti (1977) and Gasser and Miiller (1979) among others. However, the independence
of the observations is not always a realistic assumption. For instance, the growth curve models
are usually used in the case of longitudinal data, where the same experimental unit is being
observed on multiple points of time. As a real life example, the heights observed on the same
child are correlated. The temperature observations measured along the day are also correlated.
For this, we focus, in this chapter, on the nonparametric kernel estimation problem where the
observations are correlated.

In the current chapter, we consider a situation where the data is generated from m experi-
mental units each of them having n measurements of the response. For this data, we consider
the so-called fixed design regression model with repeated measurements given by,

Yj(ti) = g(t;) +€(t;) fori=1,--- ,nandj=1,---,m, (2.1)
where {¢j,j =1, -+ ,m} is asequence of i.i.d. centered error processes with the same distribution
as a process €. The non correlation of the errors {€;,j = 1,--- ,m} is a natural assumption since

it is equivalent to assuming that the experimental units (in general individuals) are independent.

This model is usually used in the growth curve analysis and dose response problems, see for
instance, the work of Azzalini (1984). It has also been considered by Miiller (1984) with m = 1,
where he supposed that the observations are asymptotically uncorrelated when the number of
observations tends to infinity, i.e., Cov(e(s),e(t)) = O(1/n) for s # t, which is not a realistic
assumption, for instance, in the growth curve analysis and temperature.

The correlated observations case was considered by Hart and Wherly (1986), who investigated
the estimation of g in Model where € is a stationary error process. Using the kernel estimator
proposed by Gasser and Miiller, see Gasser and Miiller (1979), they proved the consistency in
L2 space of this estimator, when the number of experimental units m tends to infinity, but not
when n tends to infinity as in the case of independent observations.

The assumption of stationarity made on the observations is however restrictive. In the previ-
ous pharmacokinetics example for instance, it is clear that the concentration of the medicine will
be high at the beginning then decreases with time. For this, we shall investigate the estimation
of g in Model where ¢ is not necessarily a stationary error process. This case was partially
investigated by Benhenni and Rachdi (2016) and Ferreira et al. (1997), where the Gasser and
Miiller’s estimator was used.

In this chapter, we propose a new estimator for the regression function g in Model . This
estimator, which is also a linear kernel estimator, is based on the inverse of the autocovariance
matrix of the observations, that we assume known and invertible.
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The proposed estimator was inspired by the work of Sacks and Ylvisaker (1966, 19868, 1970)
but in a different context than ours. They considered the parametric model: Y (¢) = 8f(¢) +(t)
where [ is an unknown real parameter and f is a known function belonging to the Reproducing
Kernel Hilbert Space associated to the autocovariance function of the error process ¢, denoted
by RKHS(R). They also assumed that the autocovariance matrix is known and invertible. It is
worth noting that the Reproducing Kernel Hilbert Spaces have been used in several domains, for
instance, in Statistics by Sacks and Ylvisaker (1966) and more recently by Dette et al. (2016),
in Mathematical Analysis in Schwartz (1964) and in Signal Processing in Ramsay and Silverman
(2005).

We also give the asymptotic statistical performance of the proposed estimator and we compare
it to the classical Gasser and Miiller’s estimator (GM estimator), proving, in particular, that the
proposed estimator outperforms the GM estimator, in the sense that it has an asymptotically
smaller variance, wheras they both are asymptotically unbiased. This can be argued by the fact
that, in statistics in general, the best linear estimator (or optimal predictor) is based on the
inverse of the autocovariance matrix, see for instance, Benhenni and Cambanis (1992), whereas
the GM estimator does not take into account this correlation requirement. In addition, the
GM estimator is an approximation of an integral and, as known in statistics, the best linear
approximation of an integral is based on some projection property.

This chapter is organized as follows. Section is dedicated to a recall on the RKHS, which
will be usefull for the construction of the new estimator, in addition to some technical details.
In section we construct our proposed estimator for the function g in Model where e
is a centered, second order error process with a continuous autocovariance function R. It is
constructed through the following function defined, for x € [0, 1], by,

1
Jzn(t) :/ R(s,t)qn(t) ds where @gp(t) = %K(x - t) for t € [0,1], (2.2)
0
where K is a Kernel and h = h(n) is a bandwidth.

We shall see that this function belongs to the RKHS(R). This allows us to use the properties
of this space to control the variance of the proposed estimator. These properties were introduced
by Parzen (1959) to solve various problems in statistical inference on time series. We also give, in
this section, the analytical expressions of this estimator for the generalised Wiener process and the
Ornstein-Uhlenbeck process, since the analytical expression of the inverse of the autocovariance
maftrix can be derived for this class of processes.

In Section we derive the asymptotic performances of this estimator. We give an asymp-
totic expression of the weights of this linear estimator, which is used to derive the asymptotic
expression of its bias. The properties of the RKHS(R) not only allow us to obtain the asymptotic
expression of the variance, but also to find the optimal rate of convergence of the residual vari-
ance. After obtaining the asymptotic expression of the Integrated Mean Squared Error (IMSE),
we derive the asymptotic optimal bandwidth with respect to the IMSE criterion. Moreover, we
prove the asymptotic normality of the proposed estimator.

In Section[2.5] we give a theoretical comparison between the new estimator and the Gasser and
Miiller’s estimator. We prove that the proposed estimator has, asymptotically, a smaller variance
than that of Gasser and Miiller. Moreover, the proposed estimator has an asymptotically smaller
IMSE, for instance, in the case of a Wiener process €.

In Section 2.6] we conduct a simulation study in order to investigate the performance of
the proposed estimator in a finite sample set, then we compare it with the Gasser and Miiller’s
estimator for different values of the number of experimental units and different values of the
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sample size. Since the classical cross-validation criterion is shown to be inefficient in the presence
of correlation (see for instance, Altman (1990), Chiu (1989) and Hart (1991, 1994), we use the
optimal bandwidth that minimizes the exact IMSE, obtained using the Conjugated Gradient
Algorithm. The results of this simulation study confirm our theoretical statements given in
Section 3 and Section 4.

Finally, the supplementary materials section is dedicated to the proofs of the theoretical
results.

In the following section, we introduce the Reproducing Kernel Hilbert Spaces, a quick recall
about them which will be useful through out this chapter.

2.2 Reproducing Kernel Hilbert Spaces

Let € = (£(f))sefo,1) be a centered and a second order process of autocovariance R, such that
R is invertible when restricted to any finite set on [0, 1]. Let L(e(t),t € [0,1]) be the set of all
random variables which maybe be written as a linear combinations of e(t) for t € [0, 1], i.e., the
set of random variables of the form Z,li:l a;e(t;) for some positive integer | and some constants
aj, t; € 10,1 fori=1,--- 1. Let also La(g) be the Hilbert space of all square integrable random
variables in the linear manifold L(e(t),t € [0, 1]), together with all random variables U that are
limits in I.? of a sequence of random variables U, in L(e(t),t € [0,1]), i.e, U is such that,

I (Un)nso € L(e(t),t €[0,1]) :  lim E((U, — U)?) = 0.

n—oo

Denote by F(e) the family of functions g on [0, 1] defined by,
F(e) ={g:[0,1] - R with g(-) = E(Ue(-)) where U € La(e)},

We note here that for every g € F(e), the associated U is unique. It is easy to verify that F(e)
is a Hilbert space equipped with the norm || || defined for g € F(e) by,

lgl1* = E(U?).
In fact, let g € F(e), i.e, g(-) = E(Ue(+)) for some U € Ly(e). We have,
e llgll = VEU?) = 0.

e |lgl|=VE{U?)=0=U=0as. =g=0.
e For g € F(e), i.e, f(-) =E(Ve(:)) some V € La(e). We have,

g+ fIP =E((U + V)?) = E(U?) + E(V?) + 2E(UV)

< EB(U?) +E(V?) + 2B VET?) = (VEDD) + VE(TD)

Thus, [|g + fI| < VE(U?) + VE(V?) = [|g]| + [I7]]

We now prove the completeness of F(¢). For this let g,(-) = E(U,e(+)) be a Cauchy sequence in
F(e), ie.,

lim ||g, — gmH2 =0.
7,M—00
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From the definition of the norm || || we obtain,

lim E((Un —Un)?) = lim_|lga = gul* = 0.

n,Mm—00 n,m

This yields that (Uy,)n,>1 is a Cauchy sequence in Lo(e), which is a Hilbert space as proven by
Parzen (1959) (see page 8 there). Thus it exists U € La(e) such that,

lim BE((U, — U)?) = 0.

n—00
Taking g(-) = E(Ue(+)), which is clearly an element of F(e) gives,

i [|gn — gl|* = lim (U, — U)?) =0.
This concludes the proof of completness of F(e).

The Hilbert space F(e) can easily be identified as the Reproducing Kernel Hilbert Space
associated to a reproducing kernel R (with R(s,t) = E(e(s)e(t))), which is defined as follows.

Definition 2.2.1 Parzen (1959) A Hilbert space H is said to be a Reproducing Kernel Hilbert
Space associated to a reproducing kernel (or function) R (RKHS(R)), if its members are functions
on some set T, and if there is a kernel R on T x T having the following two properties:

{R(~,t) cH forall t€T, 23)

(9, R(-,t)) =g(t) forall teT and g€ H,
where (-,-) is the inner (or scalar) product in H.
To prove this, we need to verify the properties given in . For ¢t € [0, 1] we have,
R(s,t) =E(e(s)e(t)) forall se[0,1].
Since €(s) € La(e) then R(-,t) € F(e) for any fixed ¢ € [0, 1]. Now let g € F(e), i.e.,
g(-) =E(Ue(-)) for some U € Ly(e).

Then,

(9 RC,0)) = 3 (lgll>+ IRCHIP ~ llg — RE0I?) = 5 (B2 + B(e(t)”) ~E(U ~=())?))
= SEQUE() = 9(1).

These properties together with the following theorem yield that F(e) is the RKHS(R).

Theorem 2.2.1 (E. H. Moor) Aronszajn (1944) A symmetric non-negative Kernel R gener-
ates a unique Hilbert space.

In the sequel, we take R to be continuous on [0, 1]? and we shall consider the function of
interest given by (2.2). More generally, we consider the function f, defined for a continuous
function ¢ and ¢ € [0, 1], by

1
F(t) = /0 Ris,t)p(s) ds. (2.4)
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Lemma 2.2.1 We have f € F(e), i.e., there exists X € Lo(e) with,

f() =EXe()). (2.5)
In addition,

1,1
IfI? = E(X?) = /0 /0 R(s,t)p(s)e(t) dt ds.

Now let T, = (t1,t2, -+ ,ty) with 0 < ¢ <t < --- < t, < 1 and let Vi, be the subspace of
F(e) spanned by the functions R(-,t) for t € T),, i.e.,

Vr, ={g:[0,1] = R with g(-) =E(Ue(-)) where U € L(e(t),t € Tp,)}.

Our task is to prove that if R7, = (R(t;,t;)1<ij<n) i a non-singular matrix then Vr, is a closed
subspace of F(e). For this let, (gm)m>1 be a sequence in Vi, converging to g € F(g). We shall
prove that g € V. Note that,

gm(t) = E(Une(t)) with Up = aime(t;), where (aim)m>1 € R.
i=1

Since g, converges in F(e) then it is a Cauchy sequence, i.e.,

lim l|Gmy — gm2H2 =0.
mi,m2—0o0

By the definition of the norm on F(g) we have,

n

9ms = g = E((Unmy = Umy)?) = E(( 3 (@1m — aima)e(t:))*)

i=1
n n
/
= § E (ai7m1 - ai,mz)(aj}ml - aj»mz)R(ti’tj) = Aml,mleTnAml,mzv
i=1 j=1
/ /
where A7, .. = (a1my — Qlmgs 5 Gnymy — Gnymy)'. Thus,

. / o
mgnélz_}ooAm1,m2R|TnAm1,m2 =0.

Since Rz, is a symmetric positive matrix, we obtain,

. / _ . ! /
lim — Ap, = Hm (a1my = Glmgs 5 Gnmy — Gnumy) = (0,...,0)7,
mi,m2—00 mi,m2—00

which yields that (a;m)m is a Cauchy sequence on R for all i = 1,--- ,n. Taking a; = li_r>n Qim
m oo

we obtain by the uniqueness of the limit,

g9() =E(Ue(-)) with U= ae(t:),
=1

which yields that g € V7,,. Hence V7, is closed. [
Since V7, is a closed subspace in the Hilbert space F(¢), one can define the orthogonal projection

operator from F(e) to Vz, which we note by Py, , i.e., for every f € F(e),

Py, f = argmin [|f — g]|.
g €Vr,
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Par definition of Pz, , we have for any g € Vrp,

(P, f— f.9)=0.

Now, for t; € Ty, R(-,t;) € V. Hence, for every i = 1,...,n.

(P, f = f,R(t:)) = 0 or equivalently (P, f, R(-,t:)) = (f, R(- 1))

The last equality, together with (2.3), gives that,

P, f(-) = f(-) on T,. O (2.6)

2.3 Construction of the estimator using the RKHS approach

We consider Model where g is the unknown regression function on [0, 1] and {g;(¢),t €
[0,1]}; is a sequence of error processes. We assume that g € C2%([0,1]) and that (g;); are i.i.d.
processes with the same distribution as a centered second order process e. We denote by R
its autocovariance function, assumed to be known, continuous and forms a non singular matrix
when restricted to T x T for any finite set T' C [0, 1].

2.3.1 Projection estimator

In this section, we shall give the definition of the new proposed estimator for the regression
function g in Model (2.1). This estimator (see Definition below) is constructed using the
function f, 5, given by for z € [0,1], h €]0,1] and K is a first order kerne][] of support [—1,1]
belonging to C'. This function is well known in time series analysis and has been used by several
authors. We mention, among others, the work of Sacks and Ylvisaker (1966) and of Belouni
and Benhenni (2015) for linear regression models with correlated errors. It is mainly used due
to its belonging to the (RKHS(R)) (see Section for more details). This space is spanned by
the functions {R(-,t;)1<i<n} forming a closed subspace on which an orthogonal projection of the
function f, j is feasible. We shall call the estimator obtained by this approach, the projection
estimator.

The proposed estimator, which is a kernel estimator, is linear in the observations Y (¢;) and is
given by the following definition.

Definition 2.3.1 The projection estimator of the regression function g in Model (2.1)) based on

the observations (t;,Y;(t:))1<i<n is given for any x € [0,1] by,

1<5<m

Gro(@) =Y men(t)Y (t:), (2.7)
i=1

where Y (t;) = L > i1 Yj(ti) and the weights (mq n(ti))1<i<n are being determined, letting T,, =
(ti)1<i<n, by,

—1
m;c,h‘Tn = fm7h|Tn/R|Tn7 (2.8)
with f%h‘Tn = (fon(t), - fon(tn)), Ryp, = (R(ti,tj))1<ij<n, R‘_Ti the inverse of Ry, and
Mg b, = (mgn(t1),....,mgp(tn)), where v' denotes the transpose of a vector v.

The kernel K satisfies: [* K (t)dt =1, [' tK(t)dt = 0 and [*, *K(t)dt < +oo.
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Remark 2.3.1 In order to motivate the proposed estimator, consider the regression model using
m continuous experimental units, i.e.,

Yj(t) = g(t) +¢;(t) fort €[0,1] and j=1,---,m. (2.9)

A continuous kernel estimator of g in Model (2.9) is given for any x € [0,1] by,
. ! - - 1
dpo)(z) = i Cen(OY(t) dt  with Y(t)=—> Y;(t), (2.10)

where o p(t) = %K(%‘If) for a kernel K and a bandwidth h. We refer the reader to the works of

Blanke and Bosq (2008) and Didi and Louani (2013) for more details on the Kernel estimation
of the regression function based on continuous observations.

Since in practice we only have access to discrete observations, then a linear approzimation of the
continuous kernel estimator should be of the form:

dn(x) =Y Wen(t)Y ().
i=1

Now let,
Fow(t) =D Wan(ti)R(tit) for t€[0,1].
i=1

Then the Mean Squared Error (MSE) of approrimation can be written as:

. . 2
E(Q[O,l] (1:) - gn(:E)) = fo,h - fn,:r”27
where fy 5 is given by (2.2) and || - || is the norm of the RKHS(R)(see Section for more
details). Then the best linear predictor §h'°(x) of gjo1)(x) satisfies:

inf E(30.1(«) — 9u(2))* = |fo — P, funl?

I’h‘Tn

)

where P, fzn 1s the orthogonal projection of frp on the subspace of RKHS spanned by the

function {R(-,t;),i =1,--- ,n}. The optimal coefficients (W} (ti))1<i<n can then be derived by

using the fact that Pr, fon(ti) = fon(ti) fori=1,---,n (see Equation (2.6)) and this yields
-1

;Jlml/ = fx’h|Tn,R\Tn'

For some classical error processes, such as the Wiener and the Ornstein-Uhlenbeck processes, the

estimator (2.7)) has a simplified expression as shown in the following proposition.

Proposition 2.3.1 Consider the regression model (2.1) where € is of autocovariance function
R(s,t) = fomm(s’t) uP du for a positive constant 3. Let tg = 0, tn41 = 1. Set Y(tg) = 0 and

Y (tns1) = Y (tn). For any x € [0,1], the projection estimator ([2.7) can be written as follows:

=1 ti—1
S V(i) =Y () [ a1 s
+Y —m (8" =t )pan(s)ds ). (2.11)
im0 lit1 — t; ti
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Remark 2.3.2 Taking 5 = 0 in the previous proposition gives the expression of the projection
estimator (2.7)) in the case where € is the classical standard Wiener error process.

Proposition 2.3.2 If the error process € in Model (2.1)) is the Ornstein-Uhlenbeck process with
R(s,t) = e~ =5l then for any = € [0,1],

n-1 tit1 L ta
o) = 3 (t) / st oy 1 (s) ds + V(1) / et 0, 1(5) ds
=2 tiz1 0

1 — e 2(ti1—ti) .
i=1 i

. 1 n-1 L1y (¢, — etiY (¢, tit1
+ Y(tn)/ et"_scpxyh(s) ds — g € (fig1) — eV (i) / e Spzn(s) ds
tn—1

n—1

—ti+17 t: _ _ti? t: tit1
e
t;

1 — e—2(tit1—t:)
=1

where @, 1, is defined in the previous proposition.

Remark 2.3.3 As the previous propositions show, the expression ofmz,h‘T 1s known analytically
for error processes of practical interest. For more complicated error processes, numerical methods
can be used. For more general error processes, we will give an asymptotic simplified expression

of the weights of the projection estimator (see Lemma below).

2.3.2 Assumptions and comments

In order to derive our asymptotic results, the following assumptions on the autocovariance func-
tion R and the Kernel K are required.

(A) R is continuous on the entire unit square and has left and right derivatives up to order two
at the diagonal (i.e. when s =t), i.e.,

_ . OR(t,s) . OR(t,s)
(0,1) - 2 O1) (¢ 1) = 2
RV (t,t7) lslgl s and R™V(t,tT) lslgl P

exist and are continuous. In a similar way we define R(?)(¢,¢7) and R (¢, ).
Off the diagonal (i.e. when s # ¢ in the unit square), R has continuous derivatives up to
order two.

For ¢t €]0,1[, let a(t) = ROD(t,t7) — ROD (¢, ¢t+). Assumption (A) gives the following lemma
concerning the jump function «.

Lemma 2.3.1 If Assumption (A) is satisfied then the jump function o is a positive function.

To obtain our asymptotic results, we shall give next a stronger assumption on the jump function
a.

(B) We assume that « is Lipschitz on ]0,1[, inf a(t) = ap > 0 and sup a(t) = a1 < .
0<t<1 o<t<1
Assumptions (A) and (B) are classical regularity conditions and were used in several works, see
for instance, Sacks and Ylvisaker (1966), Su and Cambanis (1993) and most recently Belouni
and Benhenni (2015).
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(C) For each t € [0,1], R (., ¢t*) is in the Reproducing Kernel Hilbert space associated to R,
denoted by RKHS(R), equipped with the norm ||-||. In addition, sup ||[R®2)(.,t1)|| < oo
0<t<1
(see Section [2.2] for more details).

Assumption (C), which is more restrictive than (B) as indicated by Sacks and Ylvisaker (1966),
is necessary to evaluate the weights of the projection estimator (see Lemma below).

(D) K is an even function and K’ is a Lipschitz function on [—1, 1].

Examples of autocovariance functions which satisfy Assumptions (A), (B) and (C) are given
below.

Example 2.3.1

1. The autocovariance function R(s,t) = o?min(s,t) of the Wiener process, has a constant
)

jump function o(t) = o2 and R%9)(s,t) = 0 for all integers i,j such that i+ j = 2 and
s #t.

2. The autocovariance function R(s,t) = o2e= M5t of the stationary Ornstein- Uhnelbeck pro-
cess with o > 0 and A > 0. For this process the jump function is a(t) = 2%\ and
RO2) (s 1) = o2 2e=Als—tl,

3. Another general class of autocovariance functions was given by Sacks and Ylvisaker (1966)
and has the form,

1/[t—s]
R(s,1) = /0 (1 — plt = sDp(p) dp,

where p s a probability density and p' its derivative are such that,

i i °p() < oo, and [ (s () + 39(0) )i < o

HU—>00

Jor some a. We have o(t) = 2 [~ up(u) du.

2.4 Local asymptotic results
Let T, = (tin)1<i<n for n > 1, be a fixed sequence of designs with T}, € D,,, where,
Dy ={(51,82,.-.,8n) : 0<81 <s2<-+-<s, <1}
Set ton = 0,tnt1n =1, djn = tjr1n — tjn and let for x € [0,1], h = h(n),
Lp={i=1,,n : [ticin tiz1n)N]x — h,z + h[# 0}.

Denote by Np, = Card(I, ). Recall that [ — h,z + h] is the support of the function ¢, ;. To
obtain the asymptotic results, we require that the sequence (T},),>1 satisfies the next assumption.

(E) lim sup d;, =0, lim (% sup dNL) =0, lim (N;pnh—l2 sup d§n> =0 and

limsup<N% hi sup d? ) < 00 .
n X J,n
n—o00 0<5j<n
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A simple sequence of designs that verifies Assumption (E) was presented by Sacks and Ylvisaker
(1970) as follows.

Definition 2.4.1 Let F' be a distribution function of some density function f such that sup f(t) <
0<t<1
oo and Oirgf 1f(t) > 0. The so-called reqular sequence of designs generated by f is defined by,
<t<

T, = {ti,n:F*(Z),i:L...,n}.
n

In the sequel, the density f is assumed to be at least in C2([0,1]). This sequence of designs
verifies the following Lemma (see for instance Benelmadani et al. (2019a) for its proof).

Lemma 2.4.1 Let (T),)n>1 be a reqular sequence of designs generated by some density function.
For z €]0,1[ and h > 0, suppose that T,, N [x — h,x + h] # () and that nh > 1. Then,

1
sup djn = O(f) and Nr, = O(nh), (2.12)
0<j<n n

where N1, and dj, are defined as above. In addition, if lim nh = oo then the regular sequence
n—oo

of designs verifies Assumption (E).

2.4.1 Evaluation of the bias

In order to derive the asymptotic expression of the bias term of the projection estimator, we shall
first give the asymptotic approximation of the weights M b, (defined by (2.8))) in the following
lemma.

Lemma 2.4.2 Suppose that Assumptions (A), (B) and (C) are satisfied. Then for any x €]0,1],

mx,h(ti,n) -

20on(tin) tivin — ticin) + O(anp + Ban)  if i¢{l,n} and
[tizim, tit1n) N [x —h,z 4+ h] # 0,

O(NTnan,h + nﬁn,h) if 1€ {1, n},
O(Bn,h) otherwise,
where,
1 2
p= s sup dig [a(8)gen(s) = allpan(®) = O sup &),
0<i<n t; n<s,t<tiy1,n 0<j<n

Bnp = SUp —— sup d2 (— sup d2>

" o<t<1 a(t) H ( Ol \f 0<j<n Vh 0<j<n

and C is a positive constant defined in Proposition [2.4.3 below.

Remark 2.4.1 This Lemma shows that the weights of the projection estimator are asymptoticly

equivalent to those of some well known linear estimators of the regression function g. For in-
stance,
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o Priestly and Chao (1972) used the following weights:
Wan(ti) = (titin — tin)@en(ti) fori=1,--- n.
o Gasser and Miller (1979) used the following weights:
W n(ti) = /sm Qen(s)ds fori=1,---n,

Si—1,n
where, so =0, sp, =1 and s;,, = (tiz1ipn +tin)/2 fori=1,--- ,n—1.
o Cheng and Lin (1981) replaced s;y by t;p, in the weights of the Gasser and Miiller esti-
mator.
Using the asymptotic approximation of the weights given in Lemma we can obtain the
asymptotic expression of the bias of the projection estimator as shows the following proposition.

Proposition 2.4.1 Suppose that Assumptions (A) — (D) are satisfied. If T,N|x — h,x + h[# 0
and nh > 1, then for any x €]0,1],

ADTo 1 N n
E(g7° (%)) — g(x) = §h2g”(x)B + 0(h2) + O( h:g Os<q}<)1 d?m + N1, 0n p + nﬂn,h),
<<

where oy, , and By are given in Lemmam and B = f_ll 2K (t) dt.

Remark 2.4.2 Under the assumption of Lemma we have,
. 1 1
E (387°(x)) — g(x) = 512" () B + o(h?) + O( ).
In the case of a Wiener error process, a direct computation of the bias term of the projection
estimator (2.11)), with 5 = 0, shows that the order term O(ﬁ) can be improved. The result is
given by the following proposition.

Proposition 2.4.2 Consider Model with a Wiener error process of autocovariance function
R(s,t) = min(s,t). Let (T),)n>1 be a regular sequence of designs generated by a density function
f (¢f. Definition[2.4.1) and let K be a kernel satisfying Assumption (D). If TNz —h,z+ h[# 0
and nh > 1 then,

E (#7°()) — glw) = 50" (2)B +o(h?) + 05 ),

where B is given in Proposition above.

2.4.2 Evaluation of the variance

It is shown in Lemma of Section that f, 5 defined by (2.2]) belongs to the RKHS(R)
equipped with its norm || || and,

1 1
A
2= / / on(5)R(s, D)pun(t)ds dt 2 o2, (2.13)
0 0

In addition if P, fz, 5 is the projection of f, 5 on the subspace of F spanned by {R(.,t),t € T),}
then it is shown by (F2) in the supplementary facts of the Appendix that,

1P, fopl? = mVar g7°(x). (2.14)

||fx,h

2
The following proposition controls the residual variance “% — Var gh"’(z).
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Proposition 2.4.3 Suppose that Assumptions (A) and (B) are satisfied. Moreover, assume that

% sup d; <1 and let,
1<i<n

K= sup |[K(t)], Ri= sup |[RYV(s—,t+)] and Ry = sup |R"?(s,t+)].
te[—1,1] t,s€[0,1] t,s€[0,1]

Then we have, for any x €)0,1],

2, C

o
0< — Var gb™°(z) < sup d2
m mh 0<j<n
where C = KgO(%al + Ry + %RQ) if (x—h) and (x+h) € T,,
Kgo(gal + %Rl + %R2) otherwise.

If moreover {T,,,n > 1} satisfies Assumption (F) then Proposition gives,

lim (Var gbro(x) — Jg’h) =0.

n,m—00 m
The next proposition gives the rate of convergence of this residual variance.

Proposition 2.4.4 Suppose that Assumptions (A), (B) and (C) are satisfied. Moreover, assume
that (T),)n>1 15 a sequence of designs verifying Assumption (E). Then for any x €]0,1[ and for
any positive integer m,

lim m];]%” (U; — Var g/ (x )) > 1@(36){ /_11 Kz/g(t)dt}3, (2.15)

n—oo

where o2, is given by ([2.13).

Using Propositions and we can obtain the optimal convergence rate 1/(mn?h) of the
residual variance. The result is given by the following proposition.

Proposition 2.4.5 Suppose that all the assumptions of Lemma Propositions and
are satisfied. Then there exist some positive constants C' and C'" such that for any x €)0, 1]
and for any positive integer m,

2

T mn®h( 72— Var(@ro(@))) < €, (2.16)
n—o0 m
and,
lim mn2h(02 — Var gb"(x )) > (. (2.17)
n—00 m

Under the stronger assumption (D) on the kernel K and using a regular sequence of designs (see
Definition , we obtain the asymptotic expression of the variance as shown by the following
proposition.



50 Chapter 2

Proposition 2.4.6 Suppose that Assumptions (A) — (D) are satisfied. Moreover assume that
(Th)n>1 ts a reqular sequence of designs generated by a density function f (see Definition .
If lim h =0 and lim nh = oo then for any x €]0, 1],

n—00 n—oo

02 x—i—ha
Var(@re@) = 22— o [ el <>dt+0<m§3m>’ (2.18)

m  12mn2 b f2()

where o2, is given by ([2.13).

The following lemma (proved in Benhenni and Rachdi (2007) gives the expression of the main
term of the asymptotic variance ag p/m in terms of h.

Lemma 2.4.3 Suppose that Assumptions (A), (B) and (D) are satisfied. If lim h = 0 then, for
n—oo
any x €]0,1[, 02, (as given by (2.13)) has the following asymptotic expression

Jih = (R(z,z) — %a(x)CKh) + o(h), (2.19)
where Cg = fil fil lu — v| K (u) K (v)dudv.

2.4.3 IMSE and optimal bandwidth

Proposition and Remark allow to derive the asymptotic expression of the Mean
Squared Error (MSE) and the Integrated Mean Squared Error (IMSE) of the projection esti-
mator (2.7)) given, without proof, in the next theorem.

Theorem 2.4.1 If all the assumptions of Propositions and[2.4.6 are satisfied and if (T, )n>1
is a reqular sequence of designs generated by some density function (see Definition then

for any x €]0,1],

MSE(°(x)) = 1 (Riz. ) — ja(@)Cich) + 06" @) + o(h' + )

1 h 1
+ O(anh n n2h2>’
. 1 1 Crh 1
IMSE(gh™) = m/ R(z,z)w(z) dr — S a(z)w(x) dx
0

32 P L 1 h 1
4h/0[ (@)Pw(z) d +o(h* + )+0( = +W)’

where w is a positive density function, B is given in Proposition[2.4.1 and Ck is given in Lemma
2-4-3
z+h at)

Remark 2.4.3 We note here that the term 12mn2 f “h P20 gox ,(t)dt appearing in the asymptotic

variance, does not appear in the asymptotic MSE and IMSE, because it is negligible comparing
to the squared bias, precisely due to the term O(n—lh)
However in the case of a Wiener error process, we have proven (see Proposz'tion that the
5 | when using ezact weights of the projection estimator
(and not their asymptotic expression). Therefor, when € is a Wiener process, the asymptotic
expressions of the MSE and IMSE of the projection estimator (with 8 = 0) are given by
the following theorem.

previous term can be replaced by O( 3 )
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Theorem 2.4.2 Consider Model (2.1) with a Wiener error process and suppose that the kernel
K wverifies Assumption (D). Moreover, assume that (T,)n>1 is a regular sequence of designs

generated by a function f (see Definition . If lim h = 0 and lim nh = co then for any

z €]0,1],
R 1 1 1 alx) [P,
MSE(37°(z)) = — - S K
SE(E () = - (R(e.2) = j(@)Cxch) - — S8 [ k20 @
Loar w202 ho oy h 1 1 1
+ 4h 9" (@)]"B +O<m +h ) +O<n2 LT R n4h2>
and,
1 [t Ckh
IMSE(gP"™°) = — a8
SE(§7™) m/o Ria,ajula) do — ¢ [ ' a()w(z) do

€T 2 1 Y h
12mn2h fz((x) x) dx + h4/0 [¢" (2)]?w(x) dz + 0(% + h4)

+O<h+ Loy L] )
n2  mn3h?  mn?2  nth2/)’

where A = f K2(t) dt, w, B and Ck are given in Theorem

The asymptotic optimal bandwidth is obtained by minimizing the asymptotic IMSE and is given
in the following corollary.

Corollary 2.4.1 (Optimal bandwidth) Suppose that the assumptions of Theorem are
satisfied. Moreover assume that .- = O(1) as n,m — co. Denote by IMSE(h) the IMSE of the
projection estimator when the bandwidth h is used. Then the bandwidth,

h* = ( CKIO (x) dz > /3m—1/37 (2.20)
2B fo ( ) dx

1s optimal in the sense that,

T IMSE(h*) <1
n,m—00 IMSE (R m) —

for any sequence of bandwidths h, ., verifying:

lim hpm=0 and lim mh3 < +o00.
n, m—00 n, m—00

2.4.4 Asymptotic normality

The next theorem presents the asymptotic normality of the projection estimator (2.7)) for any
error process €.

Theorem 2.4.3 Suppose that the assumptions of Theorem [2.4.1] are satisfied. Moreover assume
that % = O(1) as n,m — oo, that lim nh® = oo and that lim /mh*® = 0. Then for any

7,M—00 ,1M—00
z €]0,1],

\ﬁ(gﬁm( ) — g(x)) s 7 with Z ~ N0, R(z,x)) as n,m — oo,

where 9 denotes the convergence in distribution and N is the normal distribution.
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2.5 Comparison with the Gasser and Miiller’s estimator

In this section, we shall perform a theoretical comparison between the projection estimator given
n (2.7) and the classical estimator proposed by Gasser and Miiller (1979) that we recall in the
definition below.

Definition 2.5.1 The Gasser and Miller’s estimator of the regression function g based on the
observations (t;,Y;(t;))1<i<n 15 given for any x € [0,1] by,

1<5<m

AGM ZY / Y n(s) ds, (2.21)

where Y, @zn and h are giwven in Definition . The midpoints (s;)1<i<n are such that: sop =
O,sp=1and fori=1,....,.n—1, s = (t; + ti+1)/2.

In order to compare this estimator to the projection estimator with respect to the IMSE, we
recall in the next theorem the asymptotic expression of the IMSE of the Gasser and Miiller’s
estimator (given in Chapter 1).

Theorem 2.5.1 Suppose that Assumptions (A), (B) and (D) are satisfied. Moreover assume
that ( To)n>1 15 a reqular sequence of designs generated by a density function f (see Definition

CIf hm h =0 and lim nh = co then for any x €]0,1],

MSE(§SM () = %(R(w7x) - %a(w)CKh) + ihll(g//(x))QBQ + 0<h4 4 %)

+O(h+ Loy 1)
n2  nih?2  mnd3h?  mn2/’

and,

IMSE(g / (z,z)w(zx) dr — Cih a(ac)w(x) dx + B—2h4 /1[ "(2)Pw(z) d
m 2m 0 4 0 g
h h 1 1 1
4, 7 -
+o(h +m)+0(n2+ + +—),

nth?2  mn3h?  mn?

where B and Ck are given in Propositions[2.4.1 and[2.4.0l and w is a continuous positive density.

The following theorem gives an asymptotic comparison in term of the variance of the projection

estimator (2.7) and the Gasser and Miiller’s estimator (2.21)).

Theorem 2.5.2 Suppose that Assumptions (A),(B) and (D) are satisfied. Moreover assume
that (Ty,)n>1 is a regular sequence of designs generated by a density function f (see Definition
. If lim h =0 and lim nh = oo then for any x €]0, 1],

n—oo n—oo

1 a(x)

— >

12 f3(x)

For a comparison of the bias of these estimators, we mention that the Gasser and Miiller’s
estimator converges to zero slightly faster than the bias of the projection estimator, i.e., the
term O(-%-) in the bias of the projection estimator (see Remar is replaced by O(n2 h) in
the bias of the Gasser and Miiller’s estimator (see Proposition [1.3.1). However, for the Wiener
error process both estimators have the same bias convergence rates, thus we can compare the
asymptotic IMSE of both estimators in the following theorem.

lim  mn2h (Var AGM( ) — Var gt (z )) =

n,1M—00
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Theorem 2.5.3 Consider Model (2.1)) where € is a Wiener error process. Suppose that the
assumptions of Theorem |2.4.1 are satisfied. Moreover, assume that lim nh? = 0 and that =

n—oo
O(1) then,

2 1
: 2 ~GMY aproyy _ 9 w(z)
Jim - mn®h (IMSE (97) — IMSE (317°)) = 12/0 7202) dz > 0.

Remark 2.5.1 Theorems |2.5.4 and |2.5.5 show that, the projection estimator has an asymp-
totically smaller variance than the Gasser and Miiller’s estimator for any error process, it also
has an asymptotically smaller IMSE when ¢ is a Wiener error process. However the Gasser
and Miiller’s estimator doesn’t require the knowledge of the autocovariance function whereas the
projection estimator does.

2.6 Simulation study

In this section, we investigate the performance of the proposed estimator (2.7)) using finite values
of experimental units m and sampling points n. The following growth curves are considered:

(M1) g(x) =102 — 152% +62° for 0 <z < 1.
M2 2) =2 405 009 for 0 << 1.
(M2) 9(x)

This growth curves were used by Hart and Wherly (1986) and Benhenni and Rachdi (2007) due
to its similarity in shape to that of the logistic function, which is frequently found in growth
curve analysis as noted by Hart and Wherly (1986). The sampling points are taken to be:

ti=(—05)/n fori=1,--- n. (2.22)

The error process ¢ is taken to be the Wiener error process with autocovariance function R(s,t) =
o2 min(s,t). The Kernel used here is the quartic kernel given by K (u) = %—2(1 —u?)2I_y 4y(u)
and the bandwidth is the optimal one with respect to the exact IMSE, obtained using the
Conjugated Gradient Algorithm (CGA). We consider the mean of all estimators obtained from
100 simulations. We take o2 = 0.5, simulations for other values of o2 gave similar results. The
results are given in Figures[2.1]and [2.2]for Models (M1) and (M2) respectively, for a fixed number

of observations n = 100 and three different values of experimental units m = 5, 20, 50.
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m=5 m=20 m=50

Figure 2.1: The regression function of model (M1) is in plain line and the projection estimator
is in dashed line.

We can see for Model (M1), from Figure that the projection estimator gets closer to the
regression function when m gets bigger, which proves its good performance and consistency when
m increases. These results are confirmed for the growth curve Model (M2) given in Figure .

08
|

04

0o
|

00 02 04 06 08 10

m=5 m=20 m=50

Figure 2.2: The regression function of model (M2) is in plain line and the projection estimator
is in dashed line.

In this simulation study, we consider the comparison of the proposed estimator to the
Gasser and Miiller (2.21)) (referred by GM estimator) with respect to the exact IMSE in a finite
sample set. For this, we consider the cubic growth curve of model (M1). We consider also the
uniform design given by and the quartic kernel K (u) = %—2(1 - u2)2I[_1,1] (u). For the error
process, we shall consider both the Wiener of autocovariance function R(s,t) = min(s,t), and
the Ornstein-Uhlenbeck process with autocovariance R(s,t) = e~ |57,

The weight w, chosen here, is the uniform density on [0, 1], i.e., w = 1 on [0, 1], we consider the
optimal bandwidth with respect to the exact IMSE of the two estimators, i.e., o<i%f<1 IMSE(h).

The bandwidth h is chosen through the algorithm CGA. The results are given in Tables and
for n = 10 and for different values of m. These tables present the integrated bias squared
denoted by Ibias?, integrated variance denoted by Ivar and the IMSE together with the optimal
bandwidth associated to each estimator.
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First, we can see from these two tables that, the optimal bandwidth decreases when m
increases, as shown in Corollary In addition, the optimal bandwidth of the projection
estimator is slightly smaller than that of the GM estimator.

It is also seen that both the Ivar and the Ibias?, of the two estimators decrease when m
increases. In addition, the projection estimator has a smaller Ibias? and Ivar than that of the
GM estimator, which leads to a smaller IMSE.

Another way to look at these results is as follows: for a fixed number of experimental units
m = 10 and when the error process is a Wiener process (similar results for the Ornstein-Uhlenbeck
error process), the projection estimator would only need n = 10 observations on each experi-
mental unit to obtain the performance IMSE = 4.53 x 102 (see Table , whereas the GM
estimator would need to have n = 18 observations to obtain the same performance, and thus
requires 80% more samples in order to achieve the same performance.

The results of this simulation study show that, even for small number of observations, the
projection estimator outperforms the GM estimator with respect to IMSE.

It should be noted here that, in order to solve the problem at the edges [0,h] N [1 — h, 1], it
was necessary to adjust the kernel as suggested by Hart and Wherly (1986).

Table 2.1: The integrated squared bias, integrated variance, IMSE and the optimal bandwidth for
n = 10 and different values of m under the Wiener error process, for the GM and the projection
estimators.

n=10| m Ibias? Tvar IMSE hopt
GM 0 1.508 x 1073 | 4.507 x 1072 | 4.658 x 1072 | 0.335
Pro 1.304 x 1073 | 4.399 x 1072 | 4.530 x 1072 | 0.321
GM % 2.662 x 107% | 9.494 x 1073 | 9.760 x 1073 | 0.198
Pro 1.981 x 1074 | 9.228 x 1073 | 9.426 x 1073 | 0.187
GM 100 1.505 x 107 | 4.826 x 1073 | 4.977 x 1073 | 0.154
Pro 0.897 x 107* | 4.689 x 1073 | 4.778 x 1073 | 0.142
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Table 2.2: The integrated squared bias, integrated variance, IMSE and the optimal bandwidth
for n = 10 and different values of m under the Ornstein-Uhlenbeck error process, for the GM

and the projection estimators.

n=10| m Ibias? Tvar IMSE hopt
GM n 2.596 x 1073 | 8.821 x 1072 | 9.080 x 1072 | 0.387
Pro 2.494 x 1073 | 8.703 x 1072 | 8.952 x 1072 | 0.386
GM % 4.481 x 107* | 1.848 x 1072 | 1.893 x 1072 | 0.236
Pro 4.097 x 107* | 1.822 x 1072 | 1.863 x 1072 | 0.237
GM 100 2.299 x 1074 | 9.390 x 1073 | 9.620 x 1073 | 0.186
Pro 1.885 x 1074 | 9.265 x 1073 | 9.453 x 1073 | 0.187
2.7 Proofs

In this section, we shall omit the index n in ¢;, when there is no ambiguity.

Proof of Lemma [2.2.1]

Define, for a suitable partition (2;y)i=1,... n of [0,1],

1

n

Xp =

N
Il
—

such that for any ¢ € [0, 1],

n—1

(Tit1n — Tin)e(Tin)e(Tin) € La(e),

Ft) = lm Y (@it10 — Tin)@(@in) R(@in, t) = lim E(X,e(t)).

n—o0 4
i=1

n—o0

We shall prove that (X,,), converges to a certain element of 2, i.e.,

IXel? :

lim E((X,, — X)?) =0, (2.23)

n—oo

and by the definition of Ly(e) the limit in (2.23]) proves that X is an element of Lo(¢). Now the
proof (2.23) is immediate, in fact it is easy to check that (X,,) id a Cauchy sequence in 2. By

the completeness of L2, we deduce

is due to the following inequality,

2.23

. In addition we have, li_>m E(Xne(t)) = E(Xe(t)), this

[B(Xe(t) - E(Xe(®))| < B|(Xa - X)e(t)] < VE(Xn — X)?)VEED?),
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and the fact that li_)m E((X, — X)?) = 0 and E(e(t)?) < oo. The proof of (2.5) is concluded.
n [e.9]
Finally,

E(X?) = lim E(X}) = lim ZZ (@it1n = Zin) (@j410 = Tjn)P(Tin)P(20) R(Zin, Tjn)

n—00 n—00
=1 j=1

1 1
:/ / o(t)p(t)R(s,t) ds dt.
0 JO

This concludes the proof of Lemma [2.2.1] O

Proof of Proposition [2.3.1]

It is known that (see, for instance Su and Cambanis (1993) page 88) if R(s,t) = fmm(s Db du
then for any functions v and v and for any sampling design T;,, we have,

n—1
1 _u(t)v(ty) (u(tpgr) — u(ty))(v(trs1) — U(tk:))
“'Tn,RITn”\Tn T A + Z B _ t/3+1

1 k=1 k+1

Replacing u = f,, and v =Y we have,

n—1 N

x, 2 : z,h\li x, 7 Y(t

gfLTO(x) f h 7;14_1 tl + f h +1 fﬁ_ﬁf _))t(ﬁ+$ +l) ( ))
=1 H—l

Recall that R(s,t) = ﬁ# min(s, t)?*! and,

1

1 t 1
Jon(ti) :/0 R(s,t;)pen(s) ds = ,8—1—1(/0 s7T o, n(s) ds +t?+1 /t ©un(8) dS)-

i

Thus,

1 tit1 1
foaltion) = foat) = 5 ([P punto) ds 25 [ unls) ds
B+1\Jy ¢
b g1 [1 g1 [ g1 [
—/0 s opn(s) ds — 1 / Pa,n(s) ds + 17 / Pa,n(s) ds — 1] / Pa,h(S) d8>
t; t; ti

1 tit1 1
— ([ s ds @ - [l ds),
t.

B+1 4
Thus,
—1 1
i Fon(t)Y( g -
g = S (D (tis) = V() | punls) ds
t 5+1 =1 ti
S 1Y i+1) i ﬂ 1 B+l
+ ti / ot Oz h(s ds)
; £ - tﬂ“ . i+1)6e(s)
—1 . 1
fon)V(h) | 1 i
- &= + 7 (V) [ eenls) ds= Y1) | punls) ds
¢t f+1 ; it oo
n—1 <

1 i t;

_ Y t Y t i+1

+ Y(tn)/ ©z.n(s) ds+ E iﬁlj_rll) tﬁ+(1 i) / (P tfj-llxox’h(g) ds>.
tn—1 i=1 Yyl T Li
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Letting to = Y (t9) = 0 we have,

fen@)Y (1) 1 ( Y(ty )/

1
g =gy () o) ds £ V) [ prats) a)

t1

1 Y(il) — Y(to) / B+1 t/3+1 d
- 3 3 ( )@r h(s) S
1 1 k)
B +1 ( tl — tO 0

+Y(t1) /Otl 0z n(s) ds+Y(t1) /1 ©a.h(5) ds).

t1

Finally,

n—1

e B+1<Z_:Y

KV [ pals) ds = V(tn) [ prnls) ds

/ Gan(s) ds — V(1) /l%,hcs) ds + ¥ (t) / pan(s) ds

ti—1 t1 tn—1

th—1 tn—1
n—1 = 53 )
V(tiyr) =Y (t;) [f+ +1
+ 3 T [ i e (s) ds
P ti

v _ - t1 o 1
+w /0 (" =7 N pun(s) ds + Y (1) /0 Pan(s) ds+Y (1) / #anls) ds)

1 0 t1
1 n+17 t; ’L+1 ’L) tir1 1 511

- 1 (Z Y(ti) / Pz, h ds + Z B+1 B+1 / ( o tz+1 )‘Pm,h(s) dS);
+ =1 ti-a =0 tz—‘rl o t ti

where t,,,1 = 1 and Y (t,11) = Y (t,,). This concludes the proof of Proposition O

Proof of Proposition [2.3.2]

It is known (see Anderson (1960) page 210) that for every functions u and v and for every design
T, we have,

n—1 i i
e ult)u(t)  ult)o(tn) u(ts)o(ts)(1 — e 2t ton)
u|TnR|Tnv\Tn 1 — e—2(t2a—t1) + 1 — e 2(tn—tn-1) * Zz; (1 — e72lm=t) (1 — em2timti-))
n—1

u z—l—l (ti-l-l) (tl> e—(ti+1—ti)
—2 7.+1 t) .

=1

Taking u = f,, and v = Y we get,

5 n—1 .
Y n n " z 1 _ e 2(tiv1—ti—1)
ggro(x) — f.Z‘,h(tE) Etl) fl‘ h t — _I_ f 7h t ( 6 — —— )
1—e 2(t2 tl) —e 2(tn tn 1 ZQ 1—e¢ 2(t1+1 —t; ))(1 —e Q(tl t; 1))

B 2_: Jen (@)Y (tix1) + fon(tin)Y (tz) ~(ii1—t)

1 — e—2(tit1—t:)

>

fz,h (tl)?(tl) + fx,h (tn)?(tn)

1— 6—2(t2—t1) 1— e—Z(tn—tn_l)

+ A (2.24)
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Note that,

1— e_z(tiJrl_ti—l) _ (1 _ 6_2(ti+1_ti)) + (1 _ e_z(ti_tifl))

Thus,

Jen(t)Y (t wh
Z h72t7t11 Z f 2 z+1 t wah
— €
Z f;th _2(tl_t1 5 —(ti—ti—1) Z fach z+1 )

—(tiv1—t:)
_2 tH—l tz)

n—1

M

(it wh(tn-1)Y (tn) _
1— 721‘,77&1 ") (f:ch( ) fw,h(tifl)e (i tl_l)) — fﬁ( 1) ( )6 (tn—tn—1)

1 — e*Q(tnftn—l)

1=

2
n—1 =3
Y(ti) —(tia1—t; fm,h(tQ)Y(tl) —(ta—t
- Z_; T o2riot) <fz,h(tz‘) — fon(tipr)e Ui )> T o20ta-t) (et
n—1 o
= > fen(t)Y (t:) (2.25)
i=2

Simple calculations yield,
Fant) — Fan(ti )t =

ti—1

t; t; 1
[ s ds = [ ) st et - e M) [T (6) ds. (220
ti—1

ti—1

In the same way we have,
f:c,h(tz) - fx’h(ti+1)6_(ti+1_ti) —

tit1 tit1 tit1
el / e g n(s) ds — et / e’z n(s) ds+ e_t"(l - 6_2(ti+1_ti))/ e*pz.n(s) ds.
t t; 0

(2.27)

It is easy to verify that,

n—1

t; - 1
; ; Y(ti)eti/ e’ppn(s) ds+ ZY(ti)eti/ e Sppn(s) ds. (2.28)
i=2 i=2 0 ti

=2

_ (1 _ e—?(ti—ti—l))(l _ e—z(tiﬂ—ti))'

29
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We obtain using Equations (2.25)), (2.26)), (2.27) and (2.28)),

n—1 1 ¢,
A:ZY(ti)eti/ e opn(s ds—I—Z _Qt_t 1)/ ¢ un(s) ds

=2 ti—1 b ti—1

n—1 - ) )

Y(t')etl ti i+1

D R dHZY e [ pnts) s

=2 i

1

n— v ) . n—1 54 ) .
Y (¢ eli tit _ Y (¢ e ti tit1
+ _ Ylta)er ) / e *pzn(s) ds — Z —(7 ) . / e*pz n(s) ds
= ti = t;

1 — e2@it1—t; 1 — e—2(tiy1—t;

1=2
. fx,h(t2)y(tl) —(ta—t1) _ fx,h(tn—l)?(tn) 6_(tn_tn—1)
1— e—2(t2—t1) 1— e—Q(tn—tn—l)

n—1 t nfli 1
— Z?(ti)eft" / e’ n(s) ds — ZY(ti)eti/ e *prn(s) ds.
1=2 0 =2 t;

Replacing this expression of A in (2.24) gives,

_ —tit1 _ ?(t,)e_ti tit1
Apro t; s| l+1 A s
E / y s) ds + E T /t e’z n(s) ds

2

n

i=
?( l+1)e i+l — Y(ti)eti Y(tg)eftZ t2

S
e—2(t2—t1) " e ()Dx,h(s) ds

™

tit1
/ e *pzn(s) ds+
ti

1 — e—2(tit1—t:) 1—
1=2
Y(tnfl)e_t”_l tn s ?(tg)etQ t2 s
] e2tn—tn—1) /tn1 ¢"an(s) ds = 1 — e—2(ta—t1) /t1 € pun(s) ds

Y (tp_1)etnt [ fer()Y () fen(t2)Y (1) (i)
1 — e 2(tn—tn-1) /tn 1 ¢ " on(s) ds ¥ 1— e 20—t 1_ 2t o

fx,h(tn)?(tn) fm h( n— I)Y(t )e—(tn—tn 1)

1 —_ efz(tnftnfl) 1 — eiQ(tn tn 1) (229)
Note that Equation (2.27) yields,
Y(t1) e Y (t)eh t2
T sty Usalin) = fan(t2)e700) = 2 e (o) d
? t e_tl t2 o _ to
- (_1;(15_,5)/ e*rn(s) ds+Y(t1)e tl/ e*pu.n(s) ds. (2.30)
1—e=2t27t1) [ t
Similarly, Equation (2.26)) yields,
Y(t —(t — Y (t,)e i tn
1-— e—2((tz)—tn1) (fen(tn) = fun(tn-1)e (tn t"_l)) 1 6(_;()tn—tnl) /t €"Pun(s) ds
n—1
Y (tp)eln b _ T
gy | e dsa Ve [ pan(s) ds (231)
n—1 n—1



2.7. PROOFS 61

We obtain using (2.30) and (2.31) in (2.29)),

t +1 —tit1 —?(tl)efti tit1
grr( Z Y (¢ / elti=sly ) ds + Z . =TT t e*pr h(s) ds

tz 1 i
n—2 ) =4 ) .
Y(ti-i-l)@t""l — Y(ti)etl /t”l s Y(t2)e—t2 /t2
N € ds + ————— e’ s) ds
; 1 — e—2(tit1—t) ¢, Pz, h( ) 1 — e—2(ta—t1) " ‘Pz,h( )
?(tn_l)eitnfl tn s ?(tz)etz t2 s
T 1 — e2(tn—tn-1) /tn1 € Pe,n(s) ds — 1= e2tat) /t1 e *prn(s) ds

?(tnfl)etn_l tn —s ?(tl)etl t2 s
* 1 — e2(tn—tn—1) /tn1 € "z n(s) ds + 1= e 2t /tl e *pzn(s) ds

? tl e_tl t2 s o B to .
a 1—i—g(t241)/t prn(s) ds+Y(t1)e tl/ e* oz n(s) ds
1

t1

Y (tp)e tn tn Y (t,)eln L
+ 1 —_ efg(tnftnfl) / es¢x7h(s) ds - 1 _ 672?tn7tn71) / € S(’Dx7h(8) ds

tn—1 tn—1

1
+ Y(tn)et"/ e *prn(s) ds

tn—1

n-l i+1 o t2 o 1
=) Yt / els=tilp, 1 (s) ds + Y (1) /0 e Mo, n(s) ds + Y (L) / e 50, n(s) ds
1= l 1 t",1

n—1 t

_Z HlY(t +1)_61Y( )/Hl 6_5(,05,;7h(8) ds

; 1 — e2(ti+1—t:) .
=1 i

n—1

e Y (i) — e MY (L) [T
+ Z; T /t e’pq n(s) ds.
1= i

This concludes the proof of Proposition [2.3.2] [

Proof of Lemma

Let (u,v) € [-1,1]2. We first consider the triangle {—1 < u < v < 1} which is further split into
smaller triangles:

Di={0<u<v<l}, Do={-1<u<0<wv<1} and D3 ={-1<u<wv <0}
Let b €]0,1[. For (u,v) € Dy, using Assumption (A), Taylor expansion of R around (z,z) gives,
Rl + bu,x + bv) = R(z, 2 + bv) + buRM (2, 2 + bu) + %bQuQR(“) (eny + bv)
= R(x,z) + buROY (2, 1,) + buRY (2, 2 + bv) + %qufR(Q’O) (ex,x + bv),
where z < e, <x+bu <x+bvand x <1, <z + bv. Thus,

R(z + bu, z 4+ bv) = R(x, z) + boROV (2, 27) + buR®Y (2, 27) + o(b).
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Now, for (u,v) € Do we obtain in the same way,
R(z + bu, 4+ bv) = R(x, z + bv) + buRMO (2, 2 + bv) + %bQuZR(Q’O) (€z,x + bv)
= R(z,z) + bvROY (z,1,) + buRM) (2, 2 + bv) + %bQUQR@’O) (€2, + bv),
where z +bu < e, <x <x+bv and r <1, <z + bv. Thus,
R(z + bu, z 4+ bv) = R(x, z) + boR®Y (2, 27) + buR"Y (2, 27) + o(b).
Finally, for (u,v) € D3 we get,
R(z + bu, z + bv) = R(x + bu, z) + boROY (z + bu, z) + %bQUQR(O’Q) (x + bu,ng)
= R(z,z) + ubRYO (e, x) + buROY (2 + bu, n,) + %bQUZR(OQ) (x + bu,n,),
where z + hu < x4+ bv <1, < x and x + bu < g, < x. Thus,
R(z + bu, z 4+ bv) = R(x, z) + boROV (2, 27) + buROY (2, 27) + o(b).

Hence for v > u we have,

R(z + bu,x + bv) = R(x,x) + g(R(O’l)(:E, at) + RO (z, z7))(u+v)

+ g(R(O’l)(x, 2) — ROD(z,27)) (v — u) + o(b).

Similarly, we obtain for the triangular {1 > u > v > —1},

B
R(z + bu,x + bv) = R(x,x) + 5 (R(O’l)(l‘, zt) + RO (g, 7)) (u+v)
+ g(R(O’l)(x, 2ty — ROV (g, 7)) (u—v).
Thus, for (u,v) € [~1,1]% we have,

R(z + bu,x + bv) = R(x,x) + g(R(O’l)(x, 2t) + ROV (g, 7)) (u+v)

B
+5 (ROY (2, 2™) — ROD(z,27))u — v|. (2.32)
Consider now a function g, bounded and integrable on [—1,1]. The Dominated Convergence
Theorem yields that R(.,t) x g is an integrable function for every t € [—1,1]. Using (2.32)) and

putting,
1 _
v(@) = 5 (RO (@, 2™) + ROD(a,27)),

we obtain,

1

g(u)du) :

-1

//[171}2 R(x + bu,x + j)v)g(u)g(v)dudv = R(z,x) (/ 2.33)

1
+ 2’y(x)b/ g(u)du/_1 vg(v)dv — ga(l‘) //[_1 . g(u)g(v)|u — v|dudv + o(b).

-1
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The left side of (2.33) is non-negative since the autocovariance function R is a non-negative
definite function. Taking g(u) = ul{_y jj(u) we obtain,

1
/ g(u)du =0 and// wvlu — v|dudv = —i.
-1 [—1,1]2 15

%a(z‘) +o(b) > 0.

Taking b small enough concludes the proof of Lemma[2.3.1] [

Thus,

Proof of Lemma 2.4.2]
The great lines of this proof are based on the work of Sacks and Ylvisaker (1966) (c.f. Lemma
3.2 there). Let x,h €0, 1] and put g, = Pr,, fzn, it is shown by (2.102)) in the Appendix that,

n
gn(ti) = me’h(tj)R(tj,ti) fOI“ all 7 = 1, e, N.
7j=1

On the one hand, Assumption (A) yields that g, is twice differentiable on [0, 1] except on T),,
but it has left and right derivatives. Thus, for every ¢ = 1,...,n we have,

gn(t;) =D man(t) ROV (t5,17) and gl (7)) =D man(t;)) ROV (85,4,
j=1 j=1

Since for j # 4, ROV (t;,t7) = ROV (t;,¢]) then Assumption (B) yields,

gn(t;) = gn(t]") = alti)map (t:). (2.34)
On the other hand, Assumption (A) yields that f; 5 (as defined by (2.2))) is twice differentiable
on |0,1[, thus for ¢ = 1,...,n — 1, Taylor expansion of f;; — g, around t; gives,

Sep(tiv1) = gn(tiv1) = (fon(ts) — gn(ts) + di(frn(t:) — gn (7)) + %d?(f;',h(ffi) — gn(04)),

where d; = t;y1 —t; and o; €]t;,ti11]. Recall that, for all i = 1,...,n, fon(ti) = gn(t;) (see
Equation (2.6))). Thus,

1
Fon(ts) = gu(t) = =5 di(fip(0:) — gu(02)), (2.35)
Similarly, for i = 2,...,n, we have,
_ 1
Fan(ts) = 9u(t7) = di-1(fz(0:) = 9(0:), (2.36)

for some 6; €]t;_1,t;[. We obtain subtracting ([2.36|) from (2.36)) and using (2.34]) for i = 2,...,n—
1,

a(ti)men(ti) = =5 di(fr 1 (01) — gp(0i)) — %di—l(f:g,h(ei) — gn(6:)). (2.37)
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We shall now control the last expression. On the one hand we have,

t 1
f;’h(t) :/0 R(O’l)(s,ﬁ)gax,h(s) ds—l—/t R(O’l)(s,t*)gpmﬁ(s) ds, (2.38)

and,

1
fon(t) = (RO, ¢7) —R(O’l)(tvt))%,h(t)ﬂL/ RO (s,t%)p,n(s) ds
0

1
— at)pun(t) + /O RO (5,41, 1(s) ds. (2.39)

On the other hand we know, using (F3) in the Appendix, that every function in the RKHS(R),
noted by F(e), is continuous, hence Assumption (C) implies that R(2)(- ) is a continuous
function on [0, 1] for every fixed ¢ € [0, 1]. Thus,

ROD(t,1) = lim ROV (s5,47) = lim RO (5,¢7) = ROD(¢,17),

slt slt
from which we get that R(0:2) (t,t) exists. Hence for i = 1,...,n we have,
gn(t;) Z ma u(t;) RO (8, 1) (2.40)

In addition, it is shown by (F4) in the Appendix that for every ¢ € [0, 1],
Fin(t) = gn(t) = —a(®)an(t) + (ROP(,8), fon — gn), (2.41)
where (-, ) is the inner product on F(e). Injecting in we obtain,
a{time () = 5ie(0)pun(07) + 5z 10(8:)00n(0:) — A (RO, 00), fun — on)
— A RO, 00), o — gu).

Using Assumption (B) we obtain for i =2,...,n—1,

1 1
Man(ti) = §<dz +dim1)pan(ti) + Za(t‘)di (O‘(Ui)‘Prfc,h(Ui) - a@i)@x,h(tz‘))
1 1
+ 2a(ti)dz—1(a(ez)9@x,h(eﬁ) Oé(tz)(Pm,h(tz)) 2a(ti)dZ<R ( ,o'l)’ fx,h gn>
1
b h02) g B
2a(ti)d"1<R (0:), fan = gn)
& Wi+ di)punlti) + ALY + AP — AP - a®, (2.42)

Using the Cauchy-Schwartz inequality, Assumption (C) and Equation (2.55) (in the proof of
Proposition below) we obtain,

VC A
AP+ 401 o RO sup &2 o 24
i<n
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where C' is a positive constant defined in Proposition below.
Recall that ¢, j, is of support [x — h,z + h], thus for ¢; such that [t;_1,t;i41]N]z — b,z + h[= 0,

©zn(t) =0 so that Al(.l) =0 and Az@) = 0. For ¢; such that [t;—1,t;+1]N])z — h,z + h[# 0, let,
Gp= sup  SUp o dia(s)pan(s) — a(B)pan(t)] (2.44)
0<i<n t;<st<tii1 204( )

We obtain using (2.43) and (2.44) together with (2.42) fori =2,...,n —1,

( ) — %‘pz,h(ti)(ti—kl - ti—l) + O(Ozmh +Bn,h) Zf [ i1, H—l]ﬁ]x _ h,.%' + hbé@
o O(ﬂn h) otherwise.

After having obtained my 5 (¢ ) for i = 2,. — 1, we are now able to obtain mg,(t1) and
My p(tn). We have for i =1,...,n,

R(t1, t:)mgp(t1) + R(tn, t:)map(tn) = fon(t Z Mg p (L) R(Ej, 1:). (2.45)

Recall that N7, = Card I, ), = Card {i=1,--- ,n : [ti_17ti+1]ﬂ]x — h,z+ h[# 0} and that t,;
are the points of T}, for which ¢ € I, ;. We have,

n— NTn n—1
mejh(tj) t],tz meh txj trj, Zl{]¢[ h}mx h(tJ)R(tj,ti).
4_ =2

On the one hand, we have using - (where A, ; stands for A; with t; replaced by t, ;),

n—1 Nr,
1 N
> man(ty) Rty ) = 3 > (daj + dej—1)en(te ) R(ta j, i)
j=2 j=1
NT,,L n—1
+ D (AL + AL = AD = AL R(tets) — Y Ljgr (A + ADR(;, 1)
Jj=1 Jj=2
1 NT?L NTn n
=3 D (o + duj 1) n(te ) Rltej, t Z A2 DRt g, ti) = > (A + ADR(t;, ;). (2.46)
Jj=1 j=1
On the other hand,
1 z+h 1 N, te,j+1
foat) = [ Bsten(s) ds = [ Ristennts ds =5 S [T R t)enats) ds
0 z—h jil tz,j—l
NTn 1 NT” te,j+1
3 Z (da + daj1) Rlta g, t:)mn(t;) + 5 > / (R(5. t:)¢an(s) = Rt ;s ) @un(te.s)) ds.
j:1 x,j—1
(2.47)
Inserting (2.46) and (2.47)) in (2.45) we obtain for i =1,...,n
Nr, 4
1 x,j+1
R(ty, ti)man(t1) + R(tn, ti)ma p(tn) = 5 Z/ (R(s,ti)zn(s) = R(ta,j, ti)pan(ta;)) ds
j:1 t:c,j—l

Nr,,

Z A2 DRt t) + Y (A2 + ADR(t;, 1)
7j=1

1>

(I)x,h(ti)'
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We then obtain the following linear system,

R(t1,t1)mg p(t1) + R(tn, t1)mg p(t1) = @yn(th).
(2.48)

R(tla tn)mx,h(tl) + R(tna tn)mr,h(tn) = (I):r,h<tn)'
Solving (2.48) for my 5 (t1) and my 4 (t,) we obtain,

R(ty, tn) Py n(ti) — R(t1,tn) Py n(tn)
R(t1,t1)R(tn, tn) — R(t1,t5)?
R(t1,t1)®y 1 (tn) — R(t1,tn) Py n(t1)
R(t1,t1)R(tn, tn) — R(t1,tn)?

mm,h(tl) =

My h (tn) =

Finally, simple calculations yield,
mm,h(tl) = O(NTnan,h + nﬂn,h) and mm,h(tn) = O(NTnan,h + nﬁn,h)~

This completes the proof of Lemma [2.4.2] [

Proof of Proposition [2.4.1

Recall that Ny, = Card I, 5, = Card {i =1,--- ,n : [ti—1,tit1]N]z — h,z + h[# 0} and denote
by t.; the points of T}, for which i € I, 5, that is T,z — h,z + h[= {tz2, -+ ,tz N, 1} Since
E(Y (t;)) = g(t;) then,

E(g7°(x) = Y man(t))a(t;)
j=1

NTn n—1
= man(te)g(tes) + > Liigr, iy Man(t)g(t;) + man(t)g(tr) + mop(tn)g(tn).
i—1 =2

Using the asymptotic approximation of M b, given in Lemma we obtain,

Nr,

E(gﬁm(x)) = = Z(tx,i+1 - tz,ifl)SOx,h(t:p,i)g(t:c,i) + O(NTnan,h + nﬁn,h)v (249)
=1

For x € [0, 1] let,

x+h Tno pty it
) = [ et di=5> [ et dr

o 25 )i
and write,
E(gn°(x)) = E(g5°(2)) = In(2) + In(z) = Ay + In(x) + O(Nr, 0t p + 1), (2.50)
where,

1 N, te i+l
Aa:,h = 5 Z/ (@x,h(tx,i)g(tm,i) - Soa:,h(t)g(t)) dt.
i=1 Ytz,i-1
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We first control A, ;. We have,

1 Ny, to,it1 1 Ny, teit1
ANop =75 Y Panltes) / (9(tai) — (1)) dt + 5 Z/ 9O (P (tei) = Pan(t)) dt.
2 i=1 toi-1 2 i=1 Ylzi—1
Since g p, is in C' and g is in C? then Taylor expansions of ©zn and g give,
1
9(t) = gltas) + (t = tai)g (tni) + 5 (8 = tas) 9" (02s),
and,

en(t) = Qo n(tei) + (t = tei) Oy n(ei),
for some 6, ; and 7, ; between ¢ and t, ;. Thus,

Nr,

1 to,it1 ta,it1
Aa:,h = _5 Z Som,h(tx,i)g/(tar,i) /t (t - tx,i) dt — 1 Z ‘pm,h(txm‘) /t g//(ga:,i)(t - tz,i)2 dt
i=1 x,i—1 i=1 x,i—1
1 Nr, te i+l , 1 Nr, , teit1 . )
5> o) [ -t de = 5 S ) [ i)t tn)? e
i=1 tr,i—1 i=1 tei—1
NTn to. .
1 x,i+1
i3 [ i) ) .
i=1 Y ta,i-1
Recall that ¢’ and ¢” are both bounded and that,
c , d
sup |@gn(t)] < and  sup g, (t)] < -3, (2.51)
0<t<1 h o<t<1 h
for appropriate positive constants ¢ and ¢’. Using this we obtain,
NTn t.
1 x,i+1 NTn
1 eantted) [ Ot at = 0N s )
i=1 tei—1 0<5<1
Nr, )
1 n , /’tz,z+l , 9 <NT 3 )
- tes )t —tp:)° dt =0 “ sup dS
2 ;g ( rﬂ) tos 1 (pz,h<n$ﬂ>( Iﬂ) h2 Ogjzl 3,
1 Tn tz,z+1 " NT
- 0:4)p, Dt —ty)? dt = O =32 . ).
12 A A e,
Thus,
NTn te,it1 1 NT’” te,it1
Dop =5 eonltai)g (tzi) / (b= tei)dt = 5 Y g(ta) @l p(tas) / (t = tog) di
i=1 te,i—1 i=1 te,i—1

e it1 , , Nr, 5
=5 2 9(t) / (t—t:c,z')(%,h(m,i) —%,h(tx,i)) dt+0< - sup d n>

2 SU
i=1 tayio1 h? o<j<i
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Since ], j, is Lipschitz then,

Nr,

bait1 / / N, 3
Z g T Z (t - tiEﬂ) <(P:r,h(77$,i) - (px,h(t%i)) dt =0 e sup dj n

ta:z 1 0<]<1

Thus,
NTn te,it1 1 NT” te,it1
D= =5 D penltadld 6 [ 0=ttt =33 olteda(te) [ 0 e
T, i— i= T, i—
+0( =L sup & >
( B ozier "
Basic integration gives,
NTn ] Nz,
mh - 7 Z@xh xz )(d2 d:pz )~ Zzg(tﬂc,i)wlz,h(tl‘,i)(d d:vz 1)
i=1
+0 " sup d7, ).
( B ozjer 0"

We shall show that,

Nz, N

A Tn
A= Z @m,h(tas,i)g/(tz,i)(di i di,ifl) = O( 12 sup d37 >
i— 0<j<1
NTn

N,
B = Z xl Sozh )(d dgcz 1) O< B3 Oiljl'gl d?,n)

Starting with the term A. Recall that, since ¢ is of support [z — h,z + h] and tz1,te Ny, —1 ¢
]z — h,z + h, then @, p(te Ny, ) = un(te1) = 0 thus,

N, —1 N, —2

Z ‘Pz,h(t:v,i) x z Z ‘Pm h x H—l ( T Z+1)d§7i

=2

N, —2

= > (tenltes)g (tei) = Pan(teirr)y (teivr))da,; + <80x,h(tx,NTn—1)9'(tx,NTn—1)d§,NTn_1

=2

~ pralte)d ()

A
= A + As.

On the one hand, Taylor expansions of ¢, ;, around t; n;, and ¢, yield,

Sow,h(tx,NTnfl) = (tx,NTnfl - t:L‘,NTn)QD;:,h(fY:C,NTn)v
Pan(te2) = (te2 — to1) P n(Va1),
for some vz N €lte Ny, —1,tz Ny, [ and some v, 1 €]tz 1, 2[. Using (2.51) and the fact that ¢’

is bounded we obtain,
1
Ay = O< sup d >
h?o<j<1 7"



2.7. PROOFS 69

On the other hand we have,

N, —2
A=) (penlted)d (tes) = Canlteirn)g (teir1))ds
=2
N, —2 Nr, —2

Z Px,h tm K t:p z) - (t:p z+1 dz i + Z tm H—l (Px,h(tm,i) - (Px,h(tm,i+1))d;2c7z‘-

Since ¢, 1, is in C! and g is in C? then using (2.51]), we obtain,
SD )

N
A1:O< T sup d3n>.
h? o<j<1

In a similar way and from Assumption (D), we obtain,

B = O(NT" sup d3-7n>.

h 0<5<1
Hence,
Nr,
Agp = O( " 43 )
o B ozyer "
Thus using ([2.50)),

E(g5"°(x)) = In(z) + O(Nr, anh+nﬁnh)+o(

h3 0<;<1 Jn)
The control of Ip(x) is classical and it can bee seen from Gasser and Miiller (1984) that,
1 1
Iy(z) = g(x) + §h2g”(x) / t2K (t) dt + o(h?). (2.52)
-1

Finally,

A 1 !
B (@) ~ g(a) = 51" (@) [ PKQ) di+ o)+ O(TE sup d+ Nr,an + nfun).
- SIS

This concludes the proof of Proposition [2.4.1] O

Proof of Proposition [2.4.2
Let tg =0, t,41 = 1 and set Y (to) = 0 and Y (t,41) = Y (¢,). Recall that,

- ?’L+17 ti Z+1 7({/.2) tiy1
o) = V) [ el ds+2 L [ = bl
i=1 ie i

Since E (Y (¢;)) = g(t;) then,

n+1

143 i t tit1
pro Zg / P, h dS + Z 'gmf() / (S - ti+1)g0x7h(8)d8.
t

ti1 i—0 tit1 i
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Recall that Np, = Card Iy, = {i=1,---,n : [ticin,titin]N]z —h,x + h[# 0} and denote by
t.,; the points of T}, for which ¢ € I, ;. Using the support of ¢, j we obtain,

Ny,

pro bai I g(ta:,iJrl) - g(tz,i) bayi+1
E :9 z,i) Pa,n(s)ds + (8 = tai+1)Pa,n(s)ds.
z,i—1 i=1 t

teir1 — tay

T,

Let dy; =tz i+1 —tgz;. Since g is in C? and Pz p 18 1N C' then Taylor expansions of g around 2%
and of ¢, 5 around t, ;41 yield,

9(teiv1) = g(tei) + dei g (tei) + Qdi i 9" (0x),
P n(8) = Pan(teiv1) + (5 = teiv1) @y p(si)-

for some 0, ; €|ty tzi+1] and some s; €]s, ¢ ;41[. Recall that, using the support of ¢, ¢z, (tz.1) =
@z,h(te, Ny, ) = 0 thus,

Nz, y Nz, —

teitl
pro Zg T, / (th dS + Z xz (th mz+1)/ (S_t;v,i-l—l)ds
tz,i

ta:z 1

NTn NTn

z,i+1 1 te,itl
+ E g (tai / (S*tx,i+1)290;,h(8i)d8+§§ P h(te,it1)g" (02,i)du,i / (s = ta,it1)ds
tei i1 t

x,1

teit1
+ = E ” 0z z dy ) / (3 - tm,i—«—l)z()@;,h(sz’)ds'
t

T,

Recall that ¢’ and ¢” are bounded, Lemma yields N7, = O(nh) and d,; = O(1) and using
(2.51)) we obtain,

, te,it+1 5 1
St [t Pas =0 ).
; ’ n*h

i=1 to,i

NTn tz,i+1 1
B Z un(leit1)g (H:v,i)d:c,z‘/ (s — taiv1)ds = O <n2)

tz,i
NTn

*Z ( / T ot n(s)ds = O
xz xz - ,i+1 x,h\°% n3h )’

It follows that by simple integration,

Nr, 1 N, —2 1
pTO Zg i / gpx’h(s)ds—g Z g( $Z)¢$h( Z‘Z+1)dxl+0< h>
tzz 1 =1
NTn NTn

1 n , 1
) Z g(tx,i)%,h(tx,iﬂ)d +O<n2h>

i=1
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On the one hand, we have,

Nr,

Z /:1 Pan(s)g(s) ds = /:Jrh ©2.n(8)g(s) ds.

—h

On the other hand, Taylor expansion of g and ¢, j arround t,; yield,

g(tx,z’) = g(S) + (tz,i - S)g,(tx z) - %(tmz - 3)29”(82)7
‘Pm,h(s) = ‘Pz,h(tﬂc,i) +(s—tg 1)9% h(s //)

/ I/
for some s; and s/ in |s, t; ;[. Thus,

z+h Nr, -1 te,i
E (gg’ro(;p)) = / Pu, h ds + Z tm i gpx h tm Z)/ (tgm‘ — 8) ds
z—h to,i—1
N, e, 1 N, oy
Y e [ i ) ds = 5> penltad) [ g6t 5 ds
. to i 2 toy i
i=1 x,i—1 i=1 z,i—1
LNt | N1 2
t5 9" ()l (87 (twi — 5)° ds — 3 > g (tei)pen(teiri)ds,
i=1 Ytzi-1 i=1

Using the boundedness of ¢’ and ¢” in addition to Lemma and Equation (2.51)), we obtain,

N, / . 1
> ot /(t— etalsl) ds=0( ).
1 3 e 1

3 penltnd) /g () (b — 5 ds_o<nz>_

1 t:c,i 3 1
33 [ - 9 s =0 ).

i=1 Ylei-1

Thus,
oth | Va2
pTO .
E (7°(z)) = / on(3)9(s) ds 2 3" o (tei)Pan(tes)d
v=h 2 =

N Ty —

1
T 9 Z Lo Sth xz+1)dxz+0<n2h>

z+h 1 NTn_2 1
= / Pun(s)g(s) ds + B Z (9l(tx,i+1) - g/(t;t,i))‘sz,h(tx,iJrl)d it O( h)
xT

—h i=1

Since ¢’ is Lipschitz, then we have,

B )= [ et o) s+ 0 ) (259
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Finally, from (2.52) we obtain,

1
B (37°(a)) - 9(o) = 59" (0) |

-1
This concludes the proof of Proposition [2.4.2] [

2K (t)dt + o(h?) + O (%) .

Proof of Proposition [2.4.3]

The great lines of this proof are based on Sacks and Ylvisaker (1966). From the definition of the
orthogonal projection (see Section and using the Pythagore theorem we obtain,

2
O2.h
m (=5 Vargtro(@)) = Wl = 1P, Sl B = o = B fenl®, (25)

where P, f; 5 is the orthogonal projection of f, 5, on the subspace of F(¢) spanned by { R(-,t;),t; €
T,}, denoted here by V. We shall then prove that,

Vo~ Pt fenl? < 5 sup a2, (255)
0<j<n
Recall that Ny, = Card I, = Card I, = {i = 1,--- ,n : [ti—in, tig1,0]N]@ — b,z + h[# 0}
and denote by t¢,; the points of T}, for which i € I, 5. Let gn := gnz = D oy Va,iR(+, tz:) with
Ye,i = 0 for every i ¢ I, 5. It is clear that g, € V7, and thus from the definition of the orthogonal
projection we have,
Hf;r,h - f)\Tnf:v,h ‘2 < fo,h - gnHQ'

Now using (F1) in the Appendix and the support of ¢, we obtain,

n

1
fo,h - gnH2 = /O (fx,h(t) - gn(t)>90x,h(t) dt — Z(fz,h(ti) - gn(ti))’)/ac,i

=1
x+h Nr,
= /—h (f;r,h(t) - gn(t))sox,h(t) dt — Z(fm,h(tx,i) - gn(tx,i))’)/z,i (256)

In what follows, we distinguish between three cases according to the location of ¢, 1 and Nr,,
in the interval [x — h,z + h].
First case. Suppose first that ¢, 1 =z — h and te Ny, =2+ h and take,

te it
VYei = / g n(t)dt for i =1,...,Np, — 1. (2.57)

tm,i
we have in this case,

N,

o = gnll? =) / o ((fa:,h(t) = gn(t)) = (fo,n(tas) — gn(tx,i))> Pa,n(t) dt. (2.58)
i=1 7 tai

Assumption (A) yields that f,j is twice differentiable on [0, 1], while g, is twice differentiable
everywhere except on Tj,, but it has left and right derivatives. Taylor expansion of f,n — gn

around t,; for i =1,--- N, — 1 and t €]ty i, t5i+1] gives,
fen(t) = gn(t) = (fen(tei) — gn(tzi)) + (t — tx,i)<falc,h<tx,i) - g;L(t;—,Z))
1
+ 5t = tea)*(fr n(O0) — 9 (654)), (2.59)

2
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for some 6, ¢+ €]t; i, t[. On the one hand, we have,

Np, —1

gn(t+) Z R(O’l)( J?t;:rz)ryu’tyj‘
7j=1

On the other hand, using (2.38]) we obtain,

o el e 0,1
fonlte) = [ ROVt (s ds = D [T RO, (o) ds
r—h - to i
J=1 7w
Mot e 0,1) boit1 01) (. 4+
-3 / ROV(s,tE Jgan(e) ds + [ ROV (st )prn(s) ds
J#z

When j # i we have,

73

(2.60)

(2.61)

to,j+1 te,j+1
/ R(Owl)(sat;i)@x,h(s) ds = R(O’l)(tw,ja t;c,i)Vx,j + / (5 - tw,j)R(Ll)((Ss,jatm,i)@x,h(s) ds,
t t

z,j z,j

(2.62)
for some 0, ; €]ts j, s, while for j =i we have,
te,it1 0.1 te,it+1 01
[ RO (s ds = [T ROV )gan(s) ds
tei te,i
0,1 b it 1,1
= ROV (ty .ty Ve + / (s — tai) REV (6T 1, )pan(s) ds. (2.63)
tac,i
Collecting (2.60)), (2.61]), (2.62) and (2.63]) we obtain,
Nz, —1 Ng, — z]+1
Frnltai) = Z ROV (b ta i) + Z / (s =t ) R (B i) pun(s) ds
J?ﬁl ]751
teit1 Nr, —1
+ R(OJ) (t%i’ tm_,i)FY%i + /t R(l Y (62_1’ t:r z)@x,h(s) ds — Z R(OJ) (t%]’ T z)’YCCJ
T, _]=1
Ny —1 te,j+1 1
= a(tei)Vai + Y / (5 = tag) ROV (L, 1 ) pan(s) ds.
j=1 “tx;
It is easy to see that,
Nt = 2 J+1
) = Gh(65)] < oy + S, > / ~ 1) ds
te
Ko K, ot
< Taldm + 57 —*R, Z (2.64)
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We deduce from (2.39)) that for all 6, ¢ €]t, i, t2i41[ we have,
K K K
|fg,;/,h(9x,t)| < Tooal + TOORQ X 2h = Tooal + 2K Rs.
In addition, for 6, ; €]ty i, tzi+1] we have,

Ng, —1

6105 = ] S ROD (1, 08 )1
j=1

Koo
ST Z :—R2><2h—2K R,

Thus,
K
| fi 1 (Oae) — g (0] < T@oal + 4K oo Ra. (2.65)

Equations (2.59)), (2.64) and (2.65) yield that for i =1,--- , Ny, — 1,

/t T D) = 900) ~ et = 90t @en(t) dt

te,it1
< [Tt faltns) — e a0 de
t

x,i

2

x,1

1 te,it1
41 / (t— ta 1S 0 (o) — 907 ) ()] dt
t .

Nr,, —1

Koo Koo ) to,it+1
< <h041d:m + ﬁRl ; dm,j) /tr (t = ta,i)|pzn(t)] dt

3

AN

1 Koo te i+l )
+ 5 (hOél -+ 4KOOR2> / (t — tmﬂ') |<Pm,h(t)‘ dt
te,i

Np —1
K K - K 1/ K
<ff°aldx»i+22°Rl Z &) e 5 (G v aacems) e,

IN

< 4h°§R1d2 Z 2 ( n R2>d3 (2.66)

Injecting this inequality in (2.58) yields,

NTn 2 2K NTn_l
fen = P feall < S > du) e (rem) X,
Nr, 2 NT -1
KQ n 2K2 n
— R d dm R d d:m
< et s & (Z ) + G ) s a2 2

Since Zf\ff’l dg.; = 2h then,

4
[ fon — P, fonll® < (3hozl + Ry + Rz) KZ, sup dy,
1<i<n

Finally, since h < 1 then,

4
||fcc,h - P|Tnfz,h”2 S < aq + Rl + Rg) — sup d
3 “hi<i<n
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Proposition is then proved for the first case.

Second case. Consider now the case where ¢, 1 < x—h and te, Ny, > x+h. Fori=2,..., Ny, -2
set,

to it tz,2 z+h
Ya,i = / Som,h(t) dt, Ye,1 = / @m,h(t) dta Yz,Nr,, -1 = / sz,h(t) dt and Yx,Nr, = 0.
t z—h

x,i tz,NTnfl

Using this we obtain,

||fx,h - gn||2 = /_z: ((fx,h(t) - gn(t)) - (fx,h(tx,l) - gn(tac,l)))@x,h(t) dt

Nr,

+ Z/t w.,z'+1 ((fx,h(t) —gn(t)) = (fon(tzs) — gn(tz,i))>@x7h(t) dt
Cerh
—l—/t ((fm,h(t) —gn(t)) = (fen(teNg, ) — Qn(tx,NTn))>cpm,h(t) dt. (2.67)

We first control the first term of (2.67)). Let,

A = [ (e @) = 90(0) = (on(ta) = 9nlt)) (1) .

—h
For t €]z — h, t; 2] we have,

Fon(t) = gn(t) = (fon(ta,n) = gnlten)) + (t = ta1) (Fon(ten) — gn(ti1))

1
+5(t - te1)*(fon(02,1) = 90 (671)), (2.68)
for some 6,1 €]z — h,t[. Equation (2.38) yields,
o el plean 0,1)
attan) = [ ROV pene)do= / ROV (s, 1 )gan(s) ds

N
In— x,j+1

/ 01) s,txl)gomh ) ds + Z / RO.1) S,t;l)%’h(s) ds

tz,?
= ROVt e + [ (5= o) R (o) s
_1 NT"_l le,j41
+ ROV (tyjter) 1y + Y /t (5 — ta) RED (0s g, t ) un(s) ds.  (2.69)
Jj=2 Jj=2 i
Recall that,
Ng, —1
g;(t; ) = R 1)( te,1, 1, 1 Va1 + Z Ol) (tzj) t21) Ve, j- (2.70)

Equations (2.69)) and ( - give,

fg/s,h(taf,l) - g;(t;—, ) = alts1)Vz1 + Z / (s = tay) R( 1)(587j7t;1)¢x,h(5) ds
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Note that t;2 — (x — h) < sup d;,. We obtain,

1<i<n
" Nz, —1
Ln(te1) —gh(t, )] < —= din+—-R dz R a2,
Fralten) = (65 € S swp dit 2, & Lo df
K Ko
< =2y sup dip+ KeoRy sup diy+ Ry sup d;,
h i<i<n 1<i<n 2h  i<i<n
3
< Ky (ﬂ + 7R1> sup dip (2.71)
h 2 " Ji<i<n
By (2.65) we have,
_ K
|fa/:/,h(9$,t) - gg(ezv,t” < Tooal + 4K Ry. (2-72)

Equations (2.68)), (2.71) and (2.72) yield,

tz,2
AN < [f alten) — gt / (= tanlenn(d)] e

1 tz,2
T 9 /h (t— tx71)2‘f;/,h(9a:,l) - 9Z(9;§1)H‘Pm,h(t)| dt

3 K K K
< Koo<$ + le) sup dipn i sup d (—Ooal +4KOOR2)—°° sup d?,n
h 2 " /i<i<n 2h 1<i<n h 6h 1<i<n

2 2 K?
<|(=-aj+ Rl + Rg —22 sup d (2.73)
3 h? 1<i<n

Similarly we obtain,

z+h
(2) A
A :/
t

( (Fonl®) = ga(0) — (Fonltong,) gn<tz,NTn>>>%,h<t> dt

x, NTn
2 K2
|A§C2 | < <3a1 +-—Ri + R2> h—goliug df’n (2.74)
Thus,
4 3 4 K2
A(l) A( ) = 2 x 0o 3
[App + Al < 301 + 2R1 + 3R2 5 élllgn i

Fori=2,...,Np, — 2, similar calculations as those leading to (2.66) give,
x,i+1
| / (o0 = 90(0) = (rnltas) = 9nltai)))22al0) do

N 2K2

R1d2 d2 i+ 52 (- + Ro)ds .
=1

3h(h

Thus,
Nr, —

> / (o) = 90(0) = (Frnltas) = 9nltai)) ) ) )

4 4 K2
<|za1+ Ry + =Ry )—= sup d (2.75)
3 3 h 1<i<n
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Then, Equations (2.73), (2.74) and (2.75) yield,

4 4 K2 4 4 K2
| fon — Pr, fonll* < ( a1+ =Ry + R2>°° sup dm+< oy + Ry + R2>2 sup d?,
3 h 1<i<n 3 h* 1<i<n

,n

3
2
5
2

8 K?
—Ri + RQ)OO sup d
3 h 1<i<n

S +
= |-«
7

Third case. Suppose now that t,; = z — h and t; n, > =+ h (respectively t,1 < z —h
and t; N, = v+ h). Let T,y = T,, — {x — h} (respectively T,y = T,, — {x + h}). Since
Pr,_ fen € V1, we obtain,

| fer — Prfenll® < fen — Pr,_, fonll,

we can then apply the result of the second case to the right side of the previous inequality. The
proof of Proposition is complete. O
Proof of Proposition [2.4.4]

The great lines of this proof are based on the work of Sacks and Ylvisaker (1966). Keeping
Equation (2.54) in mind we deduce that Equation (2.15)) is equivalent to,

2 1 3
tim 11, — Py, fol > 1a<x>{ / 1K2/3<t>dt} . (2.76)

n—soo 12

We shall take the same notation as in the previous proof. Let g, = P, fzn, 1t is shown by
Equation (2.102)) in the Appendix that:

gn(ti) = fan(ts ZRtj,t Ymgp(t;), fori=1,--- n.
We have from (F1) in the Appendix that,
1
Ve =gl = [ (Fen(®) = gl ernlt dt—meh ) (Fen(t) = guti)

z+h
N /—h (fx’h(t) - gn(t))SOz,h(t)dt.

Suppose first that ¢, 1 =z — h and t; n;, = = + h, then the last equalities give,

N, —

n

s =il = 2 / T o) — gn()pn(t)dt. (2.77)

Under Assumptions (A) and (B), the function f, 5, is twice differentiable at every ¢ € [0, 1] and
gn is twice differentiable at every t € [0, 1] except on T},, however, it has left and right derivatives.
We expand (fgn — gn) in a Taylor series around ¢, ; for t €]t, ;, ¢z :+1[ up to order 2 we obtain,

Fon®) = gn(t) = (Fonltes) = gultai)) + (¢ = ta) (o (ta) = gh(E5,))
b5l 1 (o) — d(000),
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for some 0, €]ty 4, t[. Since gn(tsi) = fon(te,) then,

1
Fan(®) = gn(t) = (t = tws) (fon(tas) = gu(ty,)) + 5t = toi)*(fon(ows) = gn(od,)),  (2.78)
On the one hand, we have fori € 1,..., Np, — 1,

fon(teirr) = gn(tais1) = doi(fon(tes) — gn(t5,) + 2d§ i(fEn(020) = 9n(07,))-

for some 04 ; €]ty i, teiv1[- Thus,

1
fon(tei) = gn(ts;) = —58ei(fan(0wi) - 9n(02))- (2.79)
On the other hand, it is shown by (F4) in the Appendix that,
FIR) = gn(t) = —a(t)pun(t) + (ROP (17), fon — gn)- (2.80)

Injecting (2.79) and ( - in - gives,
1 1
Fan(t) = gn(t) = =5 (t = tui)dai(f7 1 (0ws) = 90(07)) + 5 (8 = ta)* (Fin(00) = g0 (07),)
1 2
S(t—t24) a(aw,t)SDx,h(Ux,t)

(
2
it~ 1 HROD (08, fon— 9a) + (0~ 1) (ROD (05, Fo — gn).

2

1
= idm(t — i) (02,i) P (0,i) —

Thus,

/t z’iﬂ(fx’h(t) — gn(t))pzn(t) dt =

x,1

1 tr,itl 1 lait1
Qd:v,ioé(%,i)%,h(az,i)/ (t —te,i)Pan(t) dt — 2/ (t — t2i)2(00.0)Pun (0wt prn(t) dt
t t

.0 .1

1 0 2) tx,i+1
- sl ROD L) fon = a) [ = tei)pra(t) de
t:c,i
1 [leis 2/ p(0,2)
t5 ) ot BTG 1) foh = Gn)@an(t) di
Zdz 'La(o-w,i)(p?:,h(o-wyi) - de za(%,i)%@g,h(%,i)
1 tz ,i+1
+ idcv,ia(axi)wa:,h(am,i) /t (t = tai)[Pa,n(t) — Pan(0a,)] di
1 ty i+1 9
~ 500 )enn(ad) [ (¢~ e ean®) — anloni)) di
lai
1 [twit1 5
5 [ e (n) - alori)eraonlpantt) e
tz,z
1 toit1
- §dm,z’ <R(0’2)('7 U;@')a fx,h - gn> / (t - tm,z’)‘px,h(t) dt
tx,'i
1 [le 2/ p(0,2)
+3 (t = toi) (ROD(07), foh — gn)pan(t) dt
tac,z
1
= — 2 ;0(000) P2 p(00) + AL) — AD) — AT — Al 1+ A0, (2.81)



2.7. PROOFS 79

1 ty i+1
where, Ay} = 5 dai0(00)@an(0,) / (t = ta)lprn(t) = Prnlowa)] dt

x,1

) 1 teitl )
Ay = 5(02,0)Pun(02,) t (t = t2,1)"[Pzn(t) — Pup(0z,)] dt.

2
(3) 1 tz i+1 9
Ax,i ) \ (t = t2,i)"[(00,)02,n(0nt) — A(02,i)Pw,n(0a,)] Pz (t) dt.

tz,z+1
Ai%ﬁzfdmm@% o), fo — gn) / (t = toi)pun(t) dt.
tz,i

t .
5 1 x,i+1
A =5 [ - ROV 0L, fan — gudan(t) .
tz 1
We shall now control these quantities. Let,
1 2
BY = sup  |gen(t) —gen(s) and B = sup  Ja(t)grn(t) — a(s)pan(s)]:
by, i <St<tmit1 ty,i <S,t<tzit1

Since o and ¢, are Lipschitz then,

1 1
sup B;li) = O<2 sup dj,n) and sup Bfi) = O( sup d; ) (2.82)
0<i<n h#o<j<n 0<i<n h2o<j<n
Elementary calculations show that,
AN < B, AR < PBUG, and [AD) < P2BRE, (283)

for appropriate constants a1, as and asz. We obtain from the Cauchy—Schwartz inequality, As-
sumption (C') and Proposition that,

0<j<n

C
AD) + 149 < B3 1 fu — gll < £, \/; sup djn, (284)
N——

ap

for an appropriate constant a4 (C is defined in Proposition [2.4.3]). Thus,

/t z.,i+1(f(l?,h(t) — gn(t)pun(t) dt

S0 (0n ) (0i) + AL — A% — A% — A 4 A0

2 CEZ s
= 12 zza(o- ,)‘px,h(o- ,) :c,z( h + h + h Ozljlgn 7 ) ( 85)
Let,
a
Ph,Ny, = Sup ( IB( )—|— B( )+ — sup djn).
0<i<Np, N h h o<j<n

Equation (2.82) implies that for an appropriate constant ¢ and ¢ we have,

/

C
|Ph Nz, | < <*3 sup djn + -5 sup d',n)-
" h? o<j<n h3/2 0<j<n
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Using (2.85) and (2.77) together with Equation (2.85) in (2.77) we obtain,

Np, —1
- 1
fon=gal P = Y (5000002 0(020) = provs, )2
i=1
1 Nl Y% N
> — a(o o d3 — = sup d4 T sup d?, . 2.86
12 ; ( rz)‘Pz 1(02,i) W gejon " 13/2 0jom " ( )
Then the Holder’s inequality gives,
Nr, -1 3
1 - 1 cN: C/N
z,h — n2>7 a(O0g,i 2 Ox.i ‘3de} _i su d4 - T su d4
||f Y H N 12(NTn - 1)2{ ; [ ( })ww’h( ’ )] ) h? OSjIS)n s h3/2 0<]I<)n e

We shall now control the first term of the right side of this inequality. We have,

NTnfl 1

{ Z (a(aw,ngoz,h(ax,i))3dx,i}3
_ { /;Jrh (a(t)g@i N dt — N%: / o t)pl 5 (t )5 — (Oz(am,z’)@i,h(%;z))%) }3

—h

-{/ - (a(t)goi,h(t)); } {
= :h CCERON } {
w3 [T (a2,0) }{N

- / T (el a0t - (a@z,i)@g,h(om,z-))%)}Q
2] Zh (atre2a)’ dt}3 B,

We obtain using (2.51)) and the fact that « is Lipschitz,

Nr, ~ @,it+1 1 1
Z / (O2(0)F = (02,62 (02))) }3

NTn

() (0(00:)2% 1(00:))7 )
/t }

N, 2 \? Nr, 2 2/3 N, 2\ 2,13
B = O<(h5/3 oiljllg)ndj’n> ) + O((h5/3 Oggndj’n) h +0 <h5/3 oiljllg)ndj’”> h .

Assumption (F) implies that for an appropriate constant ¢ we have,
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Using the Riemann integrability of o and ¢, j, we get,
) 1 z+h ) % 3 /" )
- > t t) dty — ds
Vo=l > g —ge{ [, (000200) @t} =5 s 2,
— ~ sup d;, — " sup d;
e T
1 z+h % 3 C// CNT C/NT
> — (at 2 t)kdt — sup d?, — " sup df — " sup d}
~ 12NZ { /x_h (£)2 ) } NT b ozjen 7 I3 g2jen 0" IR g2jen "
1 z+h < T —t % }3 J’
= — a(t)K? ) dt y — sup d?
12h2N%n{/x_h (K h ) Nr, h ogjgn e
CNT 4 C/NT A4
— ~ sup d.;,, — = sup d;
B ogjen " R 02 "
h 1 ) % 3 1" )
= —— alx —th)K t) dt} — sup d:
12N%n{/1( ( JEE(?) N, h ocjen o
CNT 4 C/NT A
— ~ sup d.;, — " sup d,
R o2jen T IR o0,
Assumption (F) implies that,
lim — N @2, =0, lim— 44N —0 and lim - d* Np, =0
i s 0 =0 Ji e s 0, =0 wnd i s o N, =0

Finally the continuity of « yields,

N2 1 1 3
lim ﬂ\|th—gn||22a<m>{/ K(t)idt} .
poe 12 .

n—0o0

Inequality (2.76)) is then proved for a sequence of designs containing  — h and x + h. Consider
now any sequence of designs {T,,,n > 1} satisfying Assumption (E) we can adjoin the points
{z — h,z + h} to T, (if they aren’t present). Hence we form a sequence {S,,n > 1} with

Sy € Dpyo and satistying (2.76)). We have,

[ fon — Pis, fanll> < | fon — P, funl -

Then,
Néanx,h - P|Snf:c,h‘|2 < Ngnufx,h - P|Tnfz,h ‘2-

(2.87)

We know that Ng, € {Ng, + 1, N, + 2}, replacing Ng, in the right term of (2.87) by (Nz, +2)

(or (N7, +1) ) gives,

NG 4+ 2Ny N3
S o~ B fanll? — g P ol <

Assumption (F) and Equation (2.55)) yield,
4+ 2N
lim (4+2Ng,)

n—00 h

Hfac,h - P\Tnfz,th =0.

Hence, for any sequence {7T},,,n > 1} we have,

N’12" 1 1 3
lim Tnllfx,h - P|Tnf$,hy|2 > a(x){/ K2/3(t)dt} )
—1

n—00 - 12

This completes the proof of Proposition 2.4.4] [J

fo,h - P\Tnfac,hHQ-
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Proof of Proposition [2.4.5]

On the one hand, Proposition yields that there exists a constant ¢ > 0 such that,

2

UI 70 2
0< Vargp()<— sup d;,,
m 0<5<n

J,n

Lemma implies that there exists a constant ¢’ > 0 such that,

/

2 c
sup d5, < —.
Thus, for n > 1 we have,
02 dc
0< — Var §7"°(z) < ——.
< S CO B —" s

Finally, taking C' = cc¢’ we obtain,
02

— Var ¢b"(z )) <C.

Lim mn?h (
n—o0 m

Inequality (2.16)) is then proved. On the other hand, Proposition m yields,

N2 0.2
thn( — Var gpro( ) > Ea {/ K2/3 dt}
m

Lemma implies that there exists a constant ¢’ > 0 such that,

Nr, < d'nh,

which implies that,
02 1 1 ) 3
"mn*h <W — Var g™ (z ) > 12@(1‘){ /_1 Kz/‘;(t)dt} .

3
Finally, taking C’" = ,,a 1 OK23(H)dtY we obtain,
g 1

2 ‘72
lim mn h<
n—00 m

This concludes the proof of Proposition [2.4.5] [J

— Var g™ (x )> >

Proof of Proposition 2.4.6
The first part of this proof is the same as that of Proposition (2.4.4). Recall that,

2
O'
m (=2t = Var g27(2)) = el = 1P, fol® = o = Pir, Fol

Using (2.77) and (2.81)) we obtain,

2

o: 1
Var g2(x) — —2% = — || fon — Py, fonl?
m m
1 N
=Y (piatonditalon) + AN - A% - A0 - AW 44D, sy
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for some 04 ; €]ty i, tri+1] and some o, €|t, 4, t[, where,
(1) 1 ty i+1
AL = Jniaoadpantons) [ (= ta)lpra(®) = eralond] dt.
tz,i

A(2) 1 tz,7,+1 _ . 9 B . d
i (02,i)Pz,n(02,:) (t = ta;i)[P2,n(t) — pan(0w,)] dt.
t

2 x,1
(3) 1 1 yit1 2
Ax’ 5 (t - tm,i) [a(am,t)@x,h(aw,t) - O‘(Uﬂ%i)(vah(Jm7i)](‘0x’h(t) dt.
1 tr,itl
A = Sd, <R<° D(08 ) fon = gn) / (t = tai)pun(t) dt.
ta:,i
1 te i+l
Ag(j) 2 / (t —ta z) <R(0 2 (o ) Jan — gn>90:r:,h(t) dt.
t

T, [3

From the definition of the regular sequence of designs (see Definition 2.4.1)) and the mean value
theorem we have for¢ =1,--- ,Np,

1 i 1
o =t = tog = F (=) = F 7' (5] =
Z,1 x,l“l‘l T, n n nf(t;,l)7

where #;, ; €ltg,is tzi+1]. Using this together with (2.88]) we obtain,

o, 1 1
Var gb"(z) — o Z dx,ima(o’x,i)sﬁi,h(%,z’)
i=1 x,1
1
- (A0 - A - A - A 4 D).
m b b b b b

=1

Lemma yields that Nz, = O(nh). Using (2.83)), (2.84]) and (2.82) we obtain,

A =0 (). A= 0(5). A= 0(im) mma A+ AL =0T

ndh3 T, ndh3 z ndh3/2
Finally,
2 N,
o 1 1
~DPTO o x,h _
Var g (z) m 12mn2 Z: “ t* G“)(px wlowi) + O<mn3h2 + mn3\/ﬁ>'

Using a classical approximation of a sum by an integral (see for instance, Lemma 2 in Benel-
madani ef al. (2019a) and the fact that 0 < h < 1 we obtain,

Vargpm()—aihz— 1 /:Jc+ha(t) ()dt+O<1>.

12mn? J,_;, f2(¢ ) mn3h?

This concludes the proof of Proposition [2.4.6] O
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Proof of Theorem 2.4.1

First, note that since o and f are Lipschitz functions then the asymptotic expression of the

integral in (2.18)) is:

[, Pyt = [ a0 @
= A [ e [ (0 e )
:mrleth / K2 (8) dt + O n2>

This last equality together with Proposition and Proposition [2.4.2) concludes the proof of
Theorem 2.4.11 O

Proof of Corollary [2.4.1].

Let [} = fo (x) dz and put,

_ Ckh

V(h,m) = 2m

1
a(x)w(:c) dx + ih4B2/0 lg" (z)]*w(z) dz.

We have from Theorem [2.4.1]

IMSE(h) = % +0(h,m) + o + :L) + O(anh 40 n21h2),

Let h* be as defined by (2.20). It is clear that h* = argmin WU(h, m) so that ¥(h,m) > U(h*,m)
0<h<1
for every 0 < h < 1. Let hy, 4, be as defined in Corollary [2.4.1, We have,

IMSE(h*) B % —+ \I/(h*7m) =+ 0(h*4 + E) + O(anh* 4 h* + n2h*2>
IMSE(hmm) % + \I/(hmm,m) + O(h;ll,m hn, m) + O<mn2%nﬁm + hyzm + n2h1%1m)

I1+m\IJ(hn7m,m)+0<mh*4+h*>—|—O( Lo 4mie n?}ﬁz)

n2h*

I + m\II(hmm, m) + o(mh%m + hn,m) + O(Tﬂh" - + mh;;,m + nQ}’rlg >

n,m

<

We have, using the definition of h*, mh3 . = O(1), lir_r)1 hnm = 0 and using the assumption
? 7,MM—>00
m

™ =0(1) as n,m — oo we know that mW¥(hym, m) = O(hy,m). Thus,

- IMSE(r)
n,m—=00 IMSE (hyym) —

This concludes the proof of Corollary O
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Proof of Theorem
Let x €]0, 1] be fixed. We have the following decomposition,

Vi (g (@) = 9(@)) = Vin (g6 (2) — B3 (@) ) + vim (B @) - 9(@)). (2:89)
Since liIB Vvmh =0, > = O(1) as n,m — oo and lirg nh? = oo then Remark [2.4.2|implies

that,

lim v/m (E(gh0(2)) - 9(2)) = 0.

,M—00

Consider now the first term of the right side of (2.89)). Since Y (t;;) — E(Y (tz;)) = &(tz.), we
have, as done by Fraiman and Iribarren (1991),

Vi (a875() ~ B @) = 7= 30 S man(t)e (1)

=1 i=1
1 n Lo
v ]Z:; ; map(ti) (g () — €;(x)) + (; mx,h(ti)> <\/m ; gj(x)> , (2.90)

We start by controlling the second term of this last equation. Using Lemma together with
Lemma we obtain,

Mg.h (ti,n) =

5@ n(tin)(tivin — ti1n) + O(ﬁ + HQ{/E> if i¢{1,n}and
ti—1ins tiv1n] N[z —hyz + k] # 0,

O ﬁjLn;ﬁ) if ie{l,n},
0] n21\/71) otherwise.

Recall that Ny, = Card I, 5, = Card {i = 1,--- ,n : [ti—1,tit1]N]z — h,z + h[# 0} and denote
by tz,i the points of T,, for which i € I, }, Lemma yields that Ny = O(nh). Thus,

Ny, —1

- 1 1
zh(ti) = = a,h (Lai) (Lzi — by 0(7)
;m,h() 5 ; o h(tei) (toist = toi-1) + O —

Since lim nh = +o00, then using the Riemann integrability of K, we obtain,

n—0o0
n ) N, —1 .
n Egmzmx’h(ti) - in 717?—1;100 Z (vah(tfvi)(tx,i—i-l - til?,i—l) = / K(t) dt =1.
’ i=1 ’ =2 -1

The Central Limit Theorem for i.i.d. variables yields,
! i (x) 2 Z where Z~\(0,R
ﬁ : 8](‘/1:) m:;o wnere ~ \( ) (.’E,I‘))
7j=1

We shall prove now that the first term of Equation (2.90) tends to 0 in probability as n, m tends
to infinity. Let,

Am,n($) = \}m Z Z mx,h(ti) (5j(ti) - 8j(1’)) é i Z Tn,j(ZE).
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From the Chebyshev inequality, it suffices to prove that lim E(A2, ,(z)) = 0. We have for

n,m—0o0

Jj# 1, E(gj(x)ei(y)) = 0 then E(T}, ;(x)T},(x)) = 0. Hence,
B(A2,(0) = 3 S B (T () Tae)) = - SO BT (@)
j=11=1 J=1
We have,

=3 ) man (E( (25(8) = 5(2)) (55(t) — 2()))

=1 k=1

=33 (b t) (Rt t) - Bltio) - Rlaote) + Bla.a).

=1 k=1

Note that E(ng(x)) does not depend on j hence,

<A2 szxh mmh tk)(R(ti,tk) - R(ti,.%) - R(l’,tk) +R(.%',:C)>
i=1 k=1
2 Bui(2) = Bpa(®) — Bua(x) + Baa(2). (2.91)

Using Lemma and the approximation of a sum by an integral (see, for instance, Lemma 2
in Benelmadani et al. (2019a) we obtain,

/I /M Can(8)enOR(s,t) ds dt+O(—-) = o2, +O(-—).
Using Equation (2.19) we obtain,
Bua(w) = R(z,2) — 5a(e)Cich + () + O( =),
n,1 Xr) = T, T 20& X K 0] nh
where Ck = fil fil |u — v|K (u)K (v)dudv. Since lim h =0 and lim nh = oo then,

n—o0 n—oo

lim B, 1(x) = R(x,x). (2.92)

n—oo

Consider now the term By, o(x). We obtain using Lemma and the approximation of a sum

by an integral,
z+h prx+h 1
= ch(t)R(s,x) ds dt + O —
D= [ [ eaneennORs.a) ds de+0(o)

i Oen(s)R(s,x) ds + O(%)

:/ac+h
_ /2 K(s)R(x — hs,x) ds + O(nh>
:/OK

R(z — hs,x) ds+/0 K(s)R(z — hs,z) d8+0(nh>
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For s €] — 1,0[, Taylor expansion of R(-,x) around x yields,
R(s,x) = R(zx — sh,z) — shRMO (z+ z) + o(h).
Similarly for s €]0, 1] we obtain,

R(z — sh,z) = R(x,z) — shRMO (27, z) + o(h).

Thus,
0 1 1
By 2(z) = R(x,z) — hR(l’O)(:L‘J“,:c)/ s k(s) ds — hR1Y) (x_,x)/ s k(s) ds+o(h) + O(%)
—1 0
Hence,
lim By, 2(x) = R(z, z). (2.93)
n—oo
Similarly,
le B, 3(z) = R(z, x). (2.94)
It is easy to verify that,
li_>m Bpa(x) = R(z, z). (2.95)

Inserting (2.92)), (2.93), (2.94) and (2.95) in (2.91) yields,
lim E(A42,,(z)) =0.

n,Mm—00

This concludes the proof of Theorem ([

Proof of Theorem [2.5.2
Let 2 €]0,1[. On the one hand, we have from Proposition and Remark 2.4.3]

2
JUS Ok A a(z) 1 1
Var g (@) = m 12mn2h f2(z) * O(mn3h2 * an)’ (2.96)

where A = f_ll K?2(t) dt. On the other hand, it can be seen from the proof of Proposition m
that,

GM ) 1 1
Var g5 () = 51 O(—5+—5). (2.97)

mn?2  mn3h?
Equations (2.96)) and (2.97) then yield,

A
mn?h (Var gSM — Var gf;"") = — o(z)

- 570 +0(h+i).

nh
Recall that a(z) > 0 and that ﬁ > (. Since h — 0 and nh — 0o as n,m — 0o we obtain,

A a(x)
T RPE

tim _ mn*h (Var g7 () — Var g8 ()

n,Mm—00

This concludes the proof of Theorem O
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Proof of Theorem
We have from the proof of Proposition [2.4.2] (Equation (2.53)) for any z €]0, 1],
E(3475(x)) — g(x) = Iu(z) - o() + O( 5 ). (2.95)

where,

x+h
)= [ pen(slals) ds.

Hence, using (2.96) and (2.98)) we get for a positive density measure w,

1 1 1 )
Aproy _— 2 _
IMSE(gt"™) m/o oy p w(z) dr — 12mn2h/ f2 )d:v—l—/o (In(z) — g(2))” w(z) dx
1 h 1 1
+O0(—gm 5+ s —mnz). (2.99)

It can be seen from Proposition that,
~GM 1
B (@) = g(x) = In() = g(x) + O( =7 ). (2:100)
Using (2.97) and (2.100) yield,
1 1 1 9
IMSE(§SM) = m/ Uih w(x) dx +/ (In(z) — g(2))” w(z) dz
0 0

1 h 1 1
+ O(n4h2 + n2 * mn? mn3h2)' (2.101)
Then, Equations (2.99)) and (2.101)) yield,
mn2h (IMSE (66M) — IMSE (g#") ) dz + o(i mh2 4 h+ i)
12 f2 2 h

Since 2 = O(1) and mh* — 0 as n,m — oo we obtain,

lim  mn2h (IMSE( M) _ IMSE (§77°)

n,Mm—00

12 f2 ) dz > 0.

This concludes the proof of Theorem 2.5.3] O

2.8 Appendix

Supplementary facts

(F1) Let f be defined by (2.4). We shall prove that if g € Vg, i.e., if g(-) = Z?Zl a;jR(t;,-) for
some a; € R, then

1
17 =9l = [ o159 ds—zaz ) — g(t).
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(F2)

In fact,

1f=9lP=(~9.f—9)=(fF—9)—(9.f—9)
On the one hand, note that f — ¢ € F(e) and by using (2.3) we obtain,

n n

(9. f —9)=>_ai(R(ti,"), f —g) =Y _ ai(f(t:) — g(t:)).
=1

=1

On the another hand, Lemma and its proof yield that f(-) = E(Xe(-)) where X €
Ls(e) and that,

-1
limE(X; — X)2 =0 where X;= Z(xj"‘l’l — 2 1)@z n(x)e(xir),
=00 =

where (x;;);=1,... ; is a suitable partition of [0,1]. Let F(-) = E(X;e(-)) which is an element
of F(e). Clearly,
We have,

(f=FLf =gl <IIf = Bl If —gll < VE(Xi = X)?)I|f = gl|-

Thus lim (f — F}, f — g) = 0. In addition,
l—o0

-1

(Fi,f—9) = <Z(ﬂfj+1,z —xj)e(@i) Rz, ), f — 9>
j=1
-1 -1
= (@10 — 2) o) (R(zin, ), f = g) =D (w10 — 250) (50 (F(50) — g(0)-
j=1 J=1
Hence,
1
lim (R s =g) = [ o000 - g(t) ar.
Finally,

1
(d=a)= [ e - gl a0
For z € [0, 1], let f, , be defined by (2.2). We shall prove that,

mVar(g'*(«)) = || P, faul*.

In fact, by the definition of the projection operator Py, , we have P, f.n € Vr, and for
t e 0,1],

n
P|Tnfx n(t Z a;R(t;, t) = E(Z a;e(t;)e(t)) for some a; € Rfori=1,---,n,
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(F3)

Chapter 2

and then,

n

n 2 n n
|1 Pz, fonll? =E <Z aﬁ(h)) => @iy a;R(ti,t;) = > aiPr, fon(t).
i—1 =1 i=1

i=1

Recall that mx:hiTn = f:v,h\/TanTn and using (2.6)) we obtain,

P)|Tnfa:,h( fa:h meh tzat ) (2102)

We have then, using (2.102)),

n

||P|Tnfx,h||2 :Zaizmm,h(tj) (tist5) meh Z a;R(t;,t5)

i=1 =1 i=1

=3 " man(t) Y man(ti)Riti, tj) = mVar(g7(z)). O
j=1 i=1

We shall now prove prove that every function in F(e) is continuous on [0,1]. In fact let
g € F(e), ie
g(-) =E(Ue(+)) for some U € La(e).

For s,t € [0, 1], (2.3) and Cauchy-Swartz inequality yields,

l9(t) = g(s)| = [(R(, 1), 9) — (R(:, 8), 9)| = [(R(:, 1) — R(-, ), 9)]
<IR(,t) = R, o)l lgll = [IR( ) = R 9)[| VE(U?).

Since ¢ is of second order process then E(U?) < oo and since R is continuous on [0, 1]? we
obtain,

lim ||R(¢t) - R() 5)||2 = lim (R(t7t) + R(Sv 5) - 2R(8,t)> =0,

s—t s—t

which yields that linr]l: lg(t) — g(s)| = 0. Hence g is continuous. [
S—

Suppose that R verifies Assumptions (A), (B) and (C). Let f be defined by (2.4). We shall
prove that if g € Vr,,, i.e., g(-) = 3_7_; a;R(t;,-) with (a;); € R then,

7)) = g"(th) = —a(t)p(t) + (ROD (1), f — g).

In fact, we have, as in Equation ({2.39)),
1
£1() = —alt)plt) + [ RO (s, )pls) ds.
0

In addition, we have clearly

n

g”(t+) — Z ajR(O,2) (tj, t+).

J=1
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Thus,

f') = g"(t") = —a(t)e(t) + /1 RO (s,t%)p(s) ds — En: a; RO (1;,17).

0 =

We have,
(ROD( 7). f = g) = (ROD (%), f) = (RO (1), 9)
On the one hand, since by Assumption (C), R (-, t1) is in F(e) then yields,
(ROD(,t%),9) = >~ ay (RO (L 17), R 1)) = > a;RO2 (15, 4). (2:103)
j=1 Jj=1

On the other hand, from Lemma we have f(-) = E(Xe(-)) where X € La(e) and,

-1

. 9 .

llggoE(Xz - X)*=0 with X;= E 1(9C]'+1,l —xj0)0(z50)e(2)1),
]:

where (xj;);=1,..1 is a suitable partition of [0,1]. Let Fj(-) = E(Xe(-)) € F(e), we have,
<R(072)('a t+)a f> = <R(0’2)('a t+)a f - -Fl> + <R(0’2)('7 t+)’ -Fl>7 (2104)

and,

(ROD (%), f = Fy) < |[ROD (N IS = Bl = IROD (L en)VE(X - X)?).

The last bound together with Assumption (C') gives llim (RO (., tt), f — F)| = 0, in
—00
addition,

-1
(ROD (%), B) = (w410 — 250 9(x0) (ROD (- 4F), e (50)

= Z(%’H,z — zj)p(a; ) RO (2, th).
j=1

Thus,
1

lim (RO (., +), F)) = / o(5) RO (5 1+) ds. (2.105)
0

[—00

Finally, using (2.103), ([@.104) and (2.105) vield,

1 n
(ROD( ), f —g) = / ()R (s,8%) ds = 3 a;ROD(t5,17). O
j=1






Chapter 3

Trapezoidal rule and sampling designs
for the nonparametric estimation of the
regression function in models with
correlated errors

Abstract: The problem of estimating the regression function in a fixed design models with
correlated observations is considered. Such observations are obtained from several experimental
units, each of them forms a time series. Based on the trapezoidal rule, we propose a simple
kernel estimator and we derive the asymptotic expression of its integrated mean squared error
IMSE and its asymptotic normality. The problems of the optimal bandwidth and the optimal
design with respect to the asymptotic IMSE are also investigated. Finally, a simulation study is
conducted to study the performance of the new estimator and to compare it with the classical
estimator of Gasser and Miiller in a finite sample set. In addition, we study the robustness of
the optimal design with respect to the misspecification of the autocovariance function.

Key words: Nonparametric regression, optimal design, autocovariance function, trapezoidal
rule, asymptotic normality.

Résumé: Le probléme d’estimation de la fonction de régression est considéré, dans un modéle
avec des erreurs corrélées. Les observations sont obtenues & partir de plusieurs unités expéri-
mentales, chacune forme une série temporelle. Nous proposons un nouvel estimateur & noyau,
en se basant sur la régle des trapézes. Nous étudions son comportement asymptotique et nous
montrons sa normalité asymptotique. Le probléme de la fenétre optimal et 1’échantillonnage
optimal sont investigués dans un contexte asymptotique. Finalement, nous affections une étude
de simulation afin de tester la performance de l'estimateur proposé, pour des petites tailles
d’échantillonnage. En outre, nous étudions la robustesse de I’échantillonnage optimale par rap-
port & la mauvaise spécification de la fonction d’autocovariance.

Mot clés: Régression non parametrique, plans d’échantillonnage optimale, fonction d’autocovariance,
regle des trapézes, normalité asymptotique.

93



94 Chapter 3

3.1 Introduction

A classical problem in Statistics is the nonparametric estimation of the regression function of a
response variable Y given an explanatory variable X, i.e, estimating the function g defined by
g(t) = E(Y|X =t), based on the observations of (X;,Y;)1<i<, which are copies of (X,Y). These
observations are often modeled as follows: Y; = g¢(¢;) + €; where g is the unknown regression
function to be estimated, the {t;,4 = 1,---,n} is the sampling design and {e;,i = 1,--- ,n}
are centered errors. Typically when (g;); are i.i.d. the estimation of g has been extensively
investigated by several authors. We mention, among others, the work of Priestly and Chao (1972),
Benedetti (1977) and Gasser and Miiller (1979, 1984). However, considering that the observations
are independent is not always a realistic assumption. In pharmacokinetics for instance, one
wishes to estimate the concentration-time of some injected medicine in the organism, based on
the observation of blood tests over a period of time. It is clear that the observations provided
from the same individual are correlated. For this reason, we shall investigate in this chapter the
nonparametric regression estimation problem where the observations are correlated.

We consider the so-called fixed design regression model with repeated measurements, i.e.,

Yj(ti) = g(t;) +¢(t;) fori=1,--- ,nandj=1,---,m, (3.1)

where {¢,j =1,--- ,m} is asequence of i.i.d. centered error processes with the same distribution
as a process €. Such models are well known in growth curve analysis and in dose response curves.
They can be obtained, as noted by Azzalini (1984), from m individual being observed on a period
of time. Generally, observations between different individuals will be uncorrelated. Hence, it is
of interest to relax the assumption of correlation between the experimental units.

Miiller (1984) considered Model for m = 1 (observations on one experimental unit) and
he supposed that, for s # ¢, the covariance Cov(e;(t),;(s)) tends to 0 as n tends to infinity,
which is not a realistic assumption, as indicated by Hart and Wherly (1986), in the growth curve
problems. They investigated the estimation of g in Model with a stationary error process.
They used the estimator proposed by Gasser and Miiller (1979), and they showed that, in order
to obtain the consistency of the kernel estimator in the presence of correlations, it is necessary
to take m experimental units and to let m tends to infinity.

The stationarity assumption is however restrictive, for instance, in the previous pharmacoki-
netics example, it is clear that the concentration of the medicine will be high at the beginning
then decreases with time. For this, we shall investigate the estimation of g in Model where
¢ is a nonstationary error process. This case was partially investigated by Ferreira et al. (1997)
and Benhenni and Rachdi (2007), where the Gasser and Miiller estimator was used.

In this chapter, we propose a new estimator for the regression function g as an approximation
of the kernel estimator based on continuous observations in the whole interval [0, 1] constructed
through a stochastic integral. See, for instance, Blanke and Bosq (2008), Didi and Louani
(2013). When only discrete observations are available, we use the "best" approximation of the
stochastic integral, which is obtained by using the trapezoidal rule based on discrete observations
at appropriate n sampling points generated by a sampling density in the interval [0, 1].

This estimator has a relatively simpler expression than the kernel estimator proposed by
Gasser and Miiller (1979). Moreover, since this last one depends on n integrals of a kernel at
middle samples; and may be subject to numerical (computational) instability, for instance when
a Gaussian kernel is used, whereas the proposed estimator depends only on the observations and
the values of the kernel at the sampling points.

In addition to its simple expression, the proposed estimator allows to bring an answer to
another important and open statistical problem under correlated errors, which is the optimal
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design problem. For instance, in the previous pharmacokinetic example, one wishes to find
the best moments for the blood testing to be made in order to have a better estimate of the
concentration curve.

The optimal design problem has been extensively studied in parametric regression. We men-
tion the work of Sacks and Ylvisaker (1966), Belouni and Benhenni (2015) and more recently
Dette et al. (2016) among others. In the nonparametric case, Miiller (1984) introduced the
optimal design points when the errors are asymptotically independent. He used a regular design
sequence generated by a density function f, i.e, t; = F~!( %), where F' is the distribution func-
tion associated to f. He derived the optimal design generated by a density that minimizes the
asymptotic Integrated Mean Squared Error (IMSE). To the best of our knowledge, there exists
no result concerning the problem of optimal design for nonparametric regression estimation in
models under more general class of error processes.

We also investigate the problem of the asymptotic optimal bandwidth. We mention, for the
nonparametric case, the work of Hart and Wherly (1986) and Benhenni and Rachdi (2007). For
results on the break down of some data based methods for bandwidth selection in the presence
of correlation, for instance the cross validation, and other alternative methods, the reader is
referred to Chiu (1989), Altman (1990), Hart (1991, 1994) among others.

This chapter is organized as follows. In Section 2, we present the new estimator of the
regression function g in Model where € is a centered error process. In Section 3, we give the
asymptotic expressions of the bias, the variance and the IMSE. We then derive the asymptotic
optimal bandwidth with respect to the asymptotic IMSE. In addition, we obtain the optimal
design density with respect to the asymptotic IMSE, and we prove that it is minimax optimal.
We also prove the asymptotic normality of the proposed estimator. In Section 4, we conduct a
simulation study to investigate the performance of the new estimator and then to compare it
with that of Gasser and Miiller. We also conducted a study to compare the uniform and the
optimal sampling designs, and to study the robustness of the optimal design, with respect to
the misspecification of the autocovariance function. Since the classical cross validation criteria
turned out to be inefficient in the presence of correlation, we use the bandwidth that minimizes
the exact IMSE, the comparison is performed for different numbers of experimental units and
design points. Finally, Section 5 is dedicated to the proofs of our theoretical results.

3.2 Model and estimator

We consider m experimental units, each of them having n different measurements of the response
(say 0 <1 <tg <--- <ty <1). The so-called fixed design regression model is defined as follows:

Yj(ti) = g(t;) +€j(t;) where j=1,...,mandi=1,...,n, (3.2)

where g is the unknown regression function on [0, 1] and {e;(¢),t € [0, 1]}; is a sequence of error
processes.

We assume that g € C?([0,1]) and that (g;); are i.i.d. processes with the same distribution
as a centered second order process €. We denote by R its autocovariance function.

3.2.1 Simple estimator and sampling design

In order to motivate the construction of our new estimator, we consider the regression model
using m continuous experimental units, i.e,

Y(t) =g(t) +¢;(t) fort €[0,1] and j=1,---,m. (3.3)



96 Chapter 3

A continuous kernel estimator of g in Model (3.3)) is given for any x € [0, 1] by,
! — - 1
.1 (z) = / pen(OY (1) dt with Y(t) = — ) Yj(t), (3.4)
0

where g 4 (t) = 1 K( ) for a kernel K and a bandwidth h. For details on the Kernel estimation
of the regression function based on continuous observations see, for instance, Blanke and Bosq
(2008) or Didi and Louani (2013).

In the practical case where we only have access to discrete observations, we apply the trape-
zoidal rule to approximate the continuous Kernel estimator given by . We construct then a
new simple estimator of the regression function that we shall call the trapezoidal estimator.

Before introducing the proposed estimator, we begin with defining a sequence of designs which
will be used in its construction. This class of designs was considered by Sacks and Ylvisaker
(1970).

Definition 3.2.1 Let F be a distribution function of some density f satisfying iflf]f(t) > 0
te[0,1

and sup f(t) < co. The so-called regular sequence of designs generated by a density f is defined

tel0,1]
T, = {ti,n :F_l(;), 1= 1,...,n.} forn > 1.

Such a sequence of designs verifies the next useful lemma.

by,

Lemma 3.2.1 Forn > 1 let T,, = (tin)i=1,...n be a regular sequence of designs generated by

some density function. Let x €0, 1], h > 0 and note by N, 2 Card (T,N[x—h,z+h]). Suppose
that N, # 0 and that nh > 1. Then,

1
sup (tj+i,n — tjm) = O(—) and Nr, = O(nh). (3.5)

0<j<n n

We shall now give the definition of the trapezoidal estimator, obtained from a discrete ap-
proximation of the continuous estimator gjg 1) given by (3.4).

Definition 3.2.2 The trapezoidal estimator of the regression function g based on the observa-

tions (tin, Yj(tin))i<i<n, where Ty, = (tin)i<i<n 15 a reqular sequence of designs generated by a
1<5<m

density function f of support intersecting [x — h,x + h] is given, for any z € [0, 1], by,

) = 5 N’; (2227 ) o+ (2227 ) e}, (3.5)

where t, 1 < -+ <ty N, are the points of T, in [x — h,x + h|, e n(t) = lK( ) Y is given
in [3.4), K is a kernel of support [—1,1] and h = h(n,m) is a bandwidth with 0 < h < 1

In order to derive our asymptotic results, the following assumptions on the autocovariance
function R and the kernel K are required.
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3.2.2 Assumptions
(A) The autocovariance function R exists and is continuous on the square [0, 1]2.

(B) At the diagonal (when ¢ = s in the unit square), R has continuous left and right first-order
derivatives, that is:

OR(t,s)

_ . OR(t,s) )
(071) — 1 07 (071) + - 1
RO ) i Os and - RE(6ET) st Os

The jump function along the diagonal «(t) = ROD(t,t7) — ROD(¢, 1) is assumed to be
continuous and not identically equal to zero.

(C) Off the diagonal (when ¢ # s in the unit square), R is assumed to have continuous mixed
partial derivatives up to order two and,

Al 2 sup |RUI(t,s)| < oo for 4, j such that 0 <i+j < 2.
0<t#s<1

(D) The Kernel K is even at least in C?([—1,1]) and K” is Lipschitz on [-1,1].

Examples of processes with autocovariances satisfying Assumptions (A), (B) and (C) are given
as follows.

Example 3.2.1

1. The Wiener process with autocovariance function R(s,t) = o®min(s,t), has a constant jump
function a(t) = 0% and R%)(s,t) =0 for all i,j such that i+ j =2 and s # t.

2. The Ornstein-Uhlenbeck process with a stationary autcovariance R(s,t) = o2 exp(—\|s—t|)
for o >0 and X\ > 0. For this process a(t) = 20°X and R (s,t) = 62A\2 exp(—\|s — t|).

3. A generalization of the Ornstein-Uhlenbeck process to a process with a nonstationary auto-
covariance function of the form: R(s,t) = 02p|sk_tA|/)‘ foro >0, A>0and 0 <p <1
For this process the jump function, which is not constant when A # 1, is given by «(t) =
—202In(p)t' L.

4. Sacks and Ylvisaker (1966) gave another general class of convez stationary autcovariance
functions of the form,

1/lt—s|
R(s,1) = / (1= lt - s)p(u) dp

where p is a probability density and p' its derivative are such that,

i i°p() < oo, and [ (s () + 39(0) )i < o

HU—>00

Jor some finite constant a. For this autocovariance function, a(t) =2 [ up(p) du for all
t.

The following kernels satisfy Assumption (D).
Example 3.2.2
1. The Quadratic kernel defined by K(u) = 12(1 — u?)? Ly, <13-

2. The Triweight kernel defined by K(u) = g—g(l —u?)3 Tju<1y-
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3.3 Asymptotic results

The following propositions give the asymptotic expressions of the bias and the variance of the
trapezoidal estimator as defined by (3.6]).

Proposition 3.3.1 Suppose that Assumption (D) is satisfied. Moreover assume that f € C([0,1])
and f",g" are Lipschitz functions on [0,1]. If lim h = 0 and lim nh = oo then for any z €]0,1],

Bins(37(2) = $h%"(@)B +o(h) + O ).

where B = f_ll 2K (t) dt.

Proposition 3.3.2 Suppose that Assumptions (A), (B),(C) and (D) are satisfied. Moreover
assume that f € C%([0,1]) and for any t € [0,1], f” and R2(t,.) are all Lipschitz on [0,1]. If
lim h =0 and hm nh = oo then for any = €]0,1],

n—oo

Var(g () = - (Rleya) = S0xa(o) + 5o

h 1
+0< )+O(mn2+mn3h3)’
where V = f K2(t) dt and Cx = f It L lu— | K (u) K (v)dudv.

Propositions and allow to derive the asymptotic expression of the mean squared
error (MSE) of the Trapezoidal estimator (3.6). The integrated mean squared error (IMSE) is
then obtained by integrating the MSE with respect to some weight function w. The results are
announced, without proof, in the following theorem.

Theorem 3.3.1 If all the assumptions of Propositions|3.5.1 and[3.3.9 are satisfied then for any
z €]0,1],

1 h Vo oalz) 1
trap _ o ~pdr M 2 p2
MSE(G*" () = .- (R(e,2) = 5a(0)Ck) + 150 s + 3l (0B
h 1 1 1 1
4 J— —_
+o(h +m)+0<n3h+mn3h3 mn? +n6h6)’

v x)
12mn2h/0 fQ(x)w(x) de

+ 1h432 /l[g’/(x)]Z’w(x) dz + o(h* + ﬁ)
0 m

+0( P I )
n3h  mn3h3  mn?2  nbh8/)’

IMSE(gL ") = 1711/01 (R(:L’,:c) - ga(ac)CK)w(x) dx +

(3.7)

where w is a continuous density function, V, B and Ck are given in Propositions [5.5.2

The previous Theorem shows, the efficiency of the Trapezoidal estimator, since the IMSE tends
to 0 when m — oo, h — 0 and nh — oo as n — oo.

The asymptotic optimal bandwidth is obtained by minimizing the asymptotic IMSE as given
by the following proposition.
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Proposition 3.3.3 (Optimal bandwidth) Suppose that the assumptions of Theorem|3.3.1| are
satisfied. Moreover assume that ' = O(1) as n,m — oo. Denote by IMSE(h) the IMSE of the
trapezoidal estimator when the bandwidth h is used. Then the bandwidth,

1/3
h* — CK f[) $ ) dx m—1/3’ (38)
2B2 fo "(z)]Pw(z) d

18 optimal in the sense that,

Tm MSE(Y)
nm—oo IMSE(hym) —
Jor any sequence of bandwidths hy, ., verifying:
lim hpm=0 and lim mh < 400,

n,Mm—00 n,Mm—r00

where B and Cg are given in Propositions|[3.3.1] and [3.3.9,

We are interested now in finding the optimal design density, i.e, a function f* according to the
criteria f* € argmin IMSE, where the minimum is taken with respect to the class of positive

densities defined on [0,1]. In view of Theorem [3.3.1] the asymptotic optimal design density
verifies,

fre argmin 5
£>0, [} f(x)de=1 o f*(x)

This optimization problem is solved in the following corollary.

Corollary 3.3.1 (Optimal design) Suppose that the assumptions of Theorem are satis-

fied. If lim nh? = 0o and lim - = 00, then the optimal sampling density with respect to the
n—o0 n,m—00

asymptotic IMSE is given by,

= Ao
fo {a(s)w(s)}/3 ds
Let g“”jfj be the Trapezoidal estimator ) with f = f* defined by (3.9). We have,

Lio,1 (%) (3.9)

IMSE(AZ‘}’*’) = ;/01 (R(x,:c) - %a(x)CKh)w(x) dx

1 3 1
+12mvnh< | @t dw) =B [l @) ds

i h 1 1 1
* O(h ) + O(n3h mmn3h3 + mn2 + n6h6>'

Remark 3.3.1 Let giTwaf be the Trapezoidal estimator (3.6) with a uniform densily, i.e, f =
funif the identity in [0,1]. The asymptotic IMSE of G s given by,

nunif

[ 1
~trap _ =
IMSE(§,, oif) / a( )C;dz)w(x) dx + 1 n2h/0 a(x)w(z) dx

+ h432/ [¢" (2)]*w(z) dx + o(h4 + %)
1 1 1 1
n3h + )

+0(—

mn3h3  mn?2  nbh8/’
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The reduction of the residual IMSE, IMSE 2 IMSE — af},vh/m, by using the asymptotic optimal
design over the uniform design is then,

IMSE(g!, ;) — IMSE(3//%%) (Jo (l@)w(x))M/? da)?
rIMSE = ol ZAAUNS = - :
IMSE(,, uniy) Jo a(x)w(z) dx

For instance, if R(s,t) = stmin(s,t) then a(t) = t2. Taking w =1 gives rIMSE ~ 35%.

Finally, the next theorem gives the asymptotic normality of the Trapezoidal estimator (3.6).
The optimal design, generated by the density function , may not be robust with respect
to the missspecification of the autocovariance jump function «, and the weight function w. For
this, we shall use a minimax criterion to obtain the optimal sampling design. Biedermann and
Dette (2001) gave the following criterion, a density function f* is said to be minimax optimal if,

f*e argmin max \If(a,w)(f), (3.10)
F>0,f f(t)dt=1 (@w)EA
where,
' a(t)
‘I’ oW :/ w t dt7
(aw) (f) R0 (t)
and,

A= {(0w) € (€0,1)) //Ola(t)dt <e, (/Olw(s)1/2d5>2 <ol

The following theorem assures that the asymptotic optimal design density, defined in Corollary
is optimal in the sense of minimax.

Theorem 3.3.2 (Minimax optimality) Suppose that the assumptions of Theorem are
satisfied. The function f* given by (3.9)) is optimal with respect to the minimaz criterion (3.10)).

Finally, we conclude our theoretical results by the asymptotic normality of the trapezoidal esti-
mator, presented in the following theorem.

Theorem 3.3.3 (Asymptotic normality) Suppose thal the assumptions of Theorem are
satisfied. If lim /mh? =0 and lim nh? = oo then for any x €]0,1],
m—r0o0 n—oo

\/E(gffap(x) - g(:z)) Z, Z, with Z ~ N (0, R(z,)),

where 9 denotes the convergence in distribution and N is the normal distribution.

3.4 Simulation study

3.4.1 Performance of the estimator

In this section, we investigate the performance of our estimator in a finite sample set. We
shall use the cubic growth curve, used by Hart and Wherly (1986) and Benhenni and Rachdi
(2007),

g(z) = 102* — 152* + 62° for 0 <z < 1. (3.11)
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This function was mainly used due to its similarity to the logistic function which is frequently
found in growth curve analysis. The sampling points are taken to be:

ti=(—05)/n fori=1,--- n. (3.12)

The error process € is taken to be the Wiener error process with autocovariance function
R(s t) = o2 min(s,t). The Kernel used here is the quadratic kernel given by K (u) = (15/16)(1—
)QI[_M]( u). The bandwidth used in this study is the optimal bandwidth with respect to the
exact IMSE.
We consider the mean of all estimators obtained from 100 simulations. We take 0 = 0.5 and
simulations for other values of o gave similar results, they are given in Figure for a fixed
number of observations n = 100 and three different values of experimental units m = 5, 20, 100.

1.0

0.8
1

0.4

0.2

0.0
1

0.0 0.2 0.4 08 08 1.0

m=5 m=20 m=100

Figure 3.1: Cubic regression function is in plain line and the trapezoidal estimator is in dashed
one.

It is clear that, the performance of the trapezoidal estimator gets better as m increases.
Our aim now is to compare the trapezoidal estimator to that of Gasser and Miiller (1979)
(referred by GM estimator), given for any x €]0, 1] by,

§M (4 Z/ e n(t)dt Y (), (3.13)

where mo =0, my, =1and m; = (t; +ti41)/2fori=2,--- ,n—1, g p(t) = (1/h)K((x —t)/h)
and ¥ (1) = (1/m) 1, Y; (1),

ThlS comparlson is conducted with respect to the non-asymptotic IMSE and under different
types of correlation errors. We consider again the cubic regression function, the design given
by and the quadratic kernel. The two error processes considered here are the stationary
Ornstein- Uhlenbeck process with R(s,t) = exp(—A|s—t|), and the nonstationary Wiener process
with R(s,t) = O' 2min(s,t). We investigate various "amount" of correlation by taking different
values of both o2 and \.

We take the weight density w to be uniform on [0,1], and we compare the optimal non-
asymptotic IMSE of the two estimators, i.e., o<i%£1 IMSE(h). The bandwidth h is chosen over a
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grid from 0.09 to 0.5. The results are given in Tables for n = 30 and for different values
of m. The tables present the integrated bias squared denoted by Ibias?, integrated variance
denoted by Ivar and the IMSE together with the optimal bandwidth associated to the smallest
non-asymptotic IMSE for each estimator. The tables are organized according to the "degree" of
correlation of the errors.

It can be seen that the optimal bandwidth is the same for both estimators, in addition, as
expected, it decreases as m increases.

Consider first the case of strong correlated errors, i.e, for a large 0 and a small A. In Table
for the Wiener process with 02 = 1, it appears that the G-M estimator has a slightly smaller
Ibias® while the trapezoidal estimator has a slightly smaller Jvar and since the Ibias? is too
small compared to the Tvar then the trapezoidal estimator has a slightly smaller IMSE. For the
Ornstein-Uhlenbeck with A =1 (c.f. Table it can be seen that the trapezoidal estimator has
a slightly better performance because of a smaller IMSE, due to a smaller Ibias? and a smaller
Tvar.

Consider now the case of moderate correlated errors. In Table (for the Wiener process
with 02 = 0.5) it seems that the G-M estimator has a slightly smaller Ibias? while the trapezoidal
estimator has a slightly smaller Jvar and smaller IMSE. While for the Ornstein-Uhlenbeck process
with A = 25, presented in table the G-M estimator has slightly smaller IMSE due to a smaller
Ibias? and a smaller Tvar.

Finally, consider the weakly correlated errors, i.e, for a small value of o2 and a large value
of X. In table , for the Wiener process with o? = 0.06. it appears that the G-M estimator
has a slightly smaller Ibias? while the trapezoidal estimator has a smaller Tvar and smaller
IMSE. However, for the Ornstein-Uhlenbeck process with A = 50 (c.f. Table the trapezoidal
estimator has a slightly smaller Ibias® while the G-M estimator has a slightly smaller Tvar and
IMSE.

Overall, the two estimators, i.e, the trapezoidal estimator and the Gasser and Miiller estima-
tor, have "approximately" the same performance. Hence, the proposed estimator, which has a
simpler expression, is as efficient as the classical Gasser and Miiller estimator.

In all the previous cases, it appears that Ibias? is always smaller than Ivar. It should be
noted here that, both of the estimators have boundary problems. A modified kernel at the edges,
as suggested by Hart and Wherly (1986), was used in this simulation.

3.4.2 Optimal design

Another important aspect we looked at in this simulation study was the use of the asymptotic
optimal design in a finite sample set. We consider the class of autocovariance functions introduced
in Example as follows:

R(s,t) = 02p|sk_tAV)‘, 02>0,A>0and 0<p<1,

for which the jump function a(t) = —20%In(p)t*~'. In particular when A = 1 we obtain an
Ornstein-Uhlenbeck stationary error process. In our numerical studies we will consider the
nonstationary case, A % 1. This class of nonstationary parametric autocovariance functions was
introduced by Nufiez-Antoén and Woodworth (1994) to study the efficacy of cochlear implants. It
was also used by several other authors, by Ferreira et al. (1997) who were interested in obtaining
the optimal bandwidth for the Gasser and Miiller estimator, by Ziemmerman et al. (1998), and
then by Nuanez-Anton (1997) to study the speech recognition data.
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We compare, for m € {5,10,20,30} and for instance h = 0.123, the non-asymptotic IMSE
(taking w = 1) of the trapezoidal estimator (3.6]), using both the uniform design (3.12), i.e.,
f =1 and the optimal design generated by f* given in (3.9)), i.e.,

) = 5 t lioy(t) and t); = (ﬁ) .

Robustness of the optimal design

The optimal design depends on the autocovariance parameter A, which is not known in practice,
therefore we cannot use this design to compute the estimate of the regression function g. As an
alternative, we can estimate first the autocovariance parameter A, from the observations obtained
following a uniform design, then we obtain the estimated optimal design defined as follows:
A2 51 i \3/(3+2)

* . * _
The estimation of the autocovariance parameters is obtained by minimizing the following crite-
rion, as done for instance in Ferreira et al. (1997):

n n

Q@A) = 5 3257 (Rt ) — Ritirty)) (3.14)

=1 j=1

where the empirical correlation estimator is given as follows:

R(t:,t) — > (% Y (t:)) (Yi(t;) = Y(t;)) fori,j=1,---,n

m —
k=1

From Amemiya (1985), as noted by Ferreira et al. (1997), it is known that the non linear least

square estimator (02 X, p) is consistent.
In our simulation study, we fixed A = 4,02 = 0.5 and p = 0.5. To estimate (\,02,p), we

generated 100 matrices (Y;(¢;))1<i<n of observations using the uniform design. For every matrix,
1<5Sm

we used the Generalized Simulated Annealing (GSA) algorithm to minimize the function (3.14),
the estimation (X, ;5, p) is then the median of the 100 estimated values. For more details on the
use of the software R algorithm function, see Xiang et al. (2013). This algorithm is essentially
known for its ability to handle very complex non-linear objective functions with a very large
number of optima.

The results are given in Tables where the reduction in the IMSE by taking the
optimal design instead of the uniform design is given by,
IMSE(g} 7, ) — IMSE(F.%)

IMSE(§ . ) ’

numf

TIMSE)\ =

and the reduction in the IMSE by taking the plug-in estimated optimal design instead of the
uniform design is given by,

IMSE(§"% ) — IMSE(A”‘”’)

In unif In f*

rIMSE~ =
A IMSE(§" )

In unif
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It can be seen in Tables that there exists a reduction of the IMSE of the Trapezoidal
estimator when using the optimal design, even for small values of the sampling size n and the
number of experimental units m. Likewise, the estimated optimal design obtained by estimating
the covariance parameter, still provides a reduction of the IMSE over the uniform design. This
reduction is close to the one using the theoretical optimal design, this shows that the optimal

design is robust when the covariance parameter has to be estimated.

Table 3.1: The integrated squared bias, Integrated variance, IMSE and the optimal bandwidth
in terms of m under the Wiener error process with 02 = 1, for the GM and the trapezoidal

estimator.
n=20|m Ibias? ITvar IMSE hopt
GM - 2.8832x1073 | 8.4967x1072 | 8.7850x1072 | 0.411
Trap 2.8833x1073 | 8.4959x1072 | 8.7843x1072 | 0.411
GM s 1.04816x1073 | 2.9293x1072 | 3.0341x1072 | 0.322
Trap 1.04856x1073 | 2.9276x1072 | 3.0325x1072 | 0.322
GM 20 2.7691x107% | 1.5169x1072 | 1.5446x1072 | 0.233
Trap 2.8535x107% | 1.5124x1072 | 1.5409x1072 | 0.233

Table 3.2: The integrated squared bias, Integrated variance, IMSE and the optimal bandwidth
in terms of m under the Ornstein-Uhlenbeck error process with A = 1 for the GM and the

trapezoidal estimator.

n=20|m Ibias? Tvar IMSE hopt
GM - 4.57002x1073 | 1.70570x 107! | 1.75140x 10~ | 0.46
Trap 4.57001x1073 | 1.70565x 10~ | 1.75135x10~" | 0.46
GM s 1.31050x1073 | 5.8884x1072 | 6.0194x1072 | 0.34
Trap 1.30997x1072 | 5.8857x1072 | 6.0167x1072 | 0.34
GM 20 7.7889x107* | 2.9818x1072 | 3.0597x1072 | 0.30
Trap 7.7828x107* | 2.9791x1072 | 3.0569x1072 | 0.30
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Table 3.3: The integrated squared bias, Integrated variance, IMSE and the optimal bandwidth
in terms of m under the Wiener error process with o2 = 0.5 for the GM and the trapezoidal

estimator.
n=20|m Ibias? Tvar IMSE hopt
GM - 1.0481x1073 | 4.3939x1072 | 4.4988x1072 | 0.322
Trap 1.0485x1073 | 4.3915x1072 | 4.4963x1072 | 0.322
GM s 2.7691x10% | 1.5169x1072 | 1.5446x1072 | 0.233
Trap 2.8535x1074 | 1.5124x1072 | 1.5409x1072 | 0.233
GM 50 1.1792x107% | 7.7228%x1073 | 7.8407x1073 | 0.188
Trap 1.4175%x107% | 7.6733x1073 | 7.8150x1073 | 0.188

Table 3.4: The integrated squared bias, Integrated variance, IMSE and the optimal bandwidth
in terms of m under the Ornstein-Uhlenbeck error process with A = 25 for the GM and the

trapezoidal estimator.

n=20|m Ibias? Tvar IMSE hopt
GM - 4.3931x1073 | 2.7163x1072 | 3.1556x1072 | 0.455
Trap 4.3930x1073 | 2.7165x1072 | 3.1558x1072 | 0.455
GM s 1.7942x1073 | 1.2819x1072 | 1.4613x1072 | 0.366
Trap 1.7935x1073 | 1.2824x1072 | 1.4618x1072 | 0.366
GM 20 1.0481x1073 | 7.0808x1073 | 8.1290x1073 | 0.322
Trap 1.0485x1073 | 7.0855x1073 | 8.1341x1073 | 0.322
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Table 3.5: The integrated squared bias, Integrated variance, IMSE and the optimal bandwidth
in terms of m under the Wiener error process with o2 = 0.06 for the GM and the trapezoidal

estimator.

n=20|m Ibias? Ivar IMSE hopt
GM - 9.9714x107° | 5.5781x1073 | 5.6778x1073 | 0.181
Trap 1.2841x107* | 5.5373x1072 | 5.6657x1073 | 0.181
GM s 9.9714x107° | 4.6484x1073 | 4.7481x1073 | 0.181
Trap 1.2841x107% | 4.6145x1073 | 4.7429%x1073 | 0.181
GM 30 9.9714x107* | 3.9844x1073 | 4.0841x1073 | 0.181
Trap 1.2841x107% | 3.9552x1072 | 4.0836x1072 | 0.181

Table 3.6: The integrated squared bias, Integrated variance, IMSE and the optimal bandwidth
in terms of m under the Ornstein-Uhlenbeck error process with A = 50 for the GM and the

trapezoidal estimator.

n=20|m Ibias? Tvar IMSE hopt
GM - 4.3496x1073 | 1.9905x1072 | 2.4255x1072 | 0.454
Trap 4.3494x1073 | 1.9907x1072 | 2.4257x1072 | 0.454
GM s 2.8194x1073 | 1.8049x 1072 | 2.0868x1072 | 0.408
Trap 2.8192x1073 | 1.8053x1072 | 2.0872x1072 | 0.408
GM 20 2.8194x1073 | 1.5470x 1072 | 1.8290x10~2 | 0.408
Trap 2.8192x1073 | 1.5474x1072 | 1.8293x1072 | 0.408




3.4. SIMULATION STUDY

Table 3.7: The IMSE and the reductions in the IMSE of g5 °” using the uniform design, theoretical

optimal design and estimated optimal design when R(s,t) = 02,0|SA_tA|//\ and n = 5.
m | Trapunis | Trapop: | rIMSE) Trapg];t T‘IMSEX h\
5 0.3661 0.3138 | 14.28% | 0.3167 | 13.50% | 5.15
10 | 0.3537 0.2988 | 15.54% | 0.2992 15.41% | 4.09
20 | 0.3475 0.2912 | 16.20% | 0.2928 15.74% | 4.40
30 | 0.3454 0.2887 | 16.42% | 0.2844 17.67% | 3.45

Table 3.8: The IMSE and the reductions in the IMSE of gf{"”’ using the uniform design, theoretical
optimal design and estimated optimal design when R(s,t) = 02,0'&_“'/)‘ and n = 10.

m | Trapupis | Trapop: | rIMSE) TrapOApt rIMSE5 h)

5 0.1969 0.1771 | 10.06% 0.1822 7.50% 5.06
10 | 0.1674 0.1494 | 10.79% 0.1487 11.19% | 3.91
20 | 0.1527 0.1355 | 11.26% 0.1305 | 14.54 % | 3.21
30 | 0.1477 0.1309 | 11.43% 0.1346 8.87% | 4.50

Table 3.9: The IMSE and the reductions in the IMSE of & using the uniform design, theoretical
optimal design and estimated optimal design when R(s,t) = 02p|sk_tk|/>‘ and n = 20.

m | Trapupiy | Trapop: | rIMSE) Trap(;\pt TIMSE'X h)

5 0.1699 0.1487 | 12.52% 0.1457 14.26% | 4.35
10 | 0.1274 0.1096 | 12.14% 0.1106 11.34% | 3.82
20 | 0.1022 0.0901 | 11.86% 0.0885 13.39% | 4.34
30 | 0.0947 0.0836 | 11.73% 0.0839 11.31% | 3.90
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Table 3.10: The IMSE and the reductions in the IMSE of & using the uniform design, theo-
retical optimal design and estimated optimal design when R(s,t) = 02p|sx_tk|/’\ and n = 30.

m | Trapupis | Trapop: | TfIMSE)y | Trap rIMSE P\

opt

b} 0.1682 0.1488 | 11.56% 0.1434 14.78% | 4.46

10 | 0.1201 0.1056 | 12.09% 0.0973 19.03% | 4.86

20 | 0.0961 0.0840 | 12.57% 0.0861 10.4% 3.69

30 | 0.0881 0.0768 | 12.78% 0.7586 13.88% | 4.14

3.5 Proofs
Proof of Lemma
For the sake of clarity, we omit the n in ¢;,. For i« = 1,--- ,n — 1 the Mean Value Theorem
(m.v.t) yields that there exists n; €]t;, t;+1] such that,
1+ 1 1 1
tig1 —t;=F Y(—=)—F (=)= .
e ) ) =

Since Ogtlilf(t) > 0 then t;41 — t; = O(2). We shall now prove the second part of the Lemma.
Since Ty, N [& — h,z + h] # 0, there exist i1, iy indexes in {1,...,n} such that,

N7, <in—i1+ 1.
From the definition of the regular sequence we have for all ¢ = 1, ..., n,

tp=F1 (1> thus ¢ =nF(t;).
n
Using this and the m.v.t we obtain for some e, €[t;,, ],
N, < n(F(tiy) = F(ti,)) +1=n(tiy —tiy) f(e) + 1,

The boundedness of f and the fact that ¢;, —¢;, < 2h yield,

Nz, < (2 sup f(t)) nh+ 1.
0<t<1
This concludes the proof of the second part of Lemma [3.2.1] since 1 < nh. [J

Proof of Proposition (3.3.1

For h small enough and since T, N [z — h,z + h] # () we take t, 1 <t;2 <--- <t n; the points

of T), in [x — h,z + h]. Since E(Y (t;)) = g(t;) for all i = 1,--- ,n we have,

1 Nt,—1

E(@ifap(w)):{ 3 (%’hg)ax,m(*”j;hg)ax,m)}.

n k=1 f
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From the definition of the regular sequence of designs we have for k =1,..., Ny, — 1,
1 lok+1 1
F(typs1) — Fter) = — = / ft) dt =—. (3.15)
n tok n
Thus,
Np, —1
. 1 & boktt (ppp, Pa,h
B =y > [ () )+ (Be) tare) )
k=1 tac,k f
Let,
z+h
@) = [ oottt de
xz—h
NTn_l tm,k+1 to1 z+h
= > [ ene@ de+ [ oo de+ [ pantgto) dn
k=1 ¢ ok z—h tI’NTn
and write,
. . A
E(gy " (x)) = (g5 ™ (x)) — In(2) + In(2) = Agp + In(z). (3.16)
We first control A, 5. Let,
Dpn =005+ A%, (3.17)
where,

N, —

Ala=3 > 1 / ((%220)tef0) -~ ernttrot®)) at

1 te1 1 x+h
5 [ eeta@ di—5 [ pantigte)

ta:A,NTn
NTn -

1 to k41
D ((2220) teasn) ) = anttrn(®)) a

1 te,1 1 x+h
5 emta@ de—5 [ panttigte)

tz,NTn

For t € [x — h,t; 1], Taylor expansion of ¢, around (z — h) yields,

1
Pan(t) = Qen(® —h) + (t = (x = h)yp(z —h) + St —(z~ )2l (0,1, (3.18)
for some 6, 5, €]z — h,t;1[. Recall that by definition of ¢, j, we have,

u 0] ) < - fo =0,1,2 3.19
Os<tgl ’ z,h( )‘ = h]+1 r)J 5 Ly 4y ( )

for some appropriate constants c¢; where 7 = 0,1,2. In addition, since ¢, is in C? and of
support [z — h,z + h| then,

Con(x —h) = oun(x+h) =g, p,(x—h) = ¢, (x+h) =0. (3.20)
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Using (3.20) and (3.19) in (3.18) and using Lemma (3.2.1)) we obtain for ¢ € [x — h, t5 1],

pen(®) = 5t~ (&~ W)Yl (00) = O ). (3.21)

Likewise, for t € [ty Ny, , = + h] we have,

pent) = 5t (e + W)l (0) = O3 ). (322)

where 0, €]ty Ny, + h[. Hence,

te,1 1 z+h 1
/x_h Pun(t)g(t) dt = O(m) and / Ve n(t)g(t) dt = O(w)

ta:,NTn

Thus,

£9) tea) — (%5) ) 10 dt +0( ),

and,

) ) — (229)0) 10 dt +0(55).

Recall that ¢, p, is in C? and f, g € C%([0,1]), then for any t €]t, x, t; r+1[ Taylor expansions of

%}’h g and f around t,j give,

Nr, -1 .
1 pr h ! x,k+1
A}Ch_ 2 Z ( f g) (txk)f(tmk)/t (tpr —1t)dt
k=1 z,k
1 NTn*]- pr h ’ tx,k+1 5
9 Z ( f’ g) (tx,k)f (toc,k)/t (t —tpr)” dt
k=1 x,k
Ng, —1 .
1 Pz.h \! z,k+1
"1 ( 7 ) (t%k)/t (t = tu i)’ " (i) dt
k=1 z,k
N, —1
1 Y fakts Pz \"
1 ) [ () )
k=1 xz,k
1 Nr, -1 / te kg1 o/ Pon \
T4 > f(tm)/t (t —tok) ( f’ g) (04.5) dt
k=1 x,k
N, —1

n /tf’k#(t—tm,k)ﬂx(%g)/,(é )" (M) dt+0( 31h3>
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where 0,1 and 7, are in |t p, t[. Recall that the functions ¢\, f@) for j = 0,1,2 are all
bounded, then using(3.19) and Lemma we get,

N, —1

; ((p?hg)/(tm) /t:kﬂ(t —tok)’f" (o) dt = O(nTlh). (3.23)
Nr,, — e .

Zlf (tk /Zk (t—tm,k)?) (%g) (O x) dt = O<n31h2>' (3.24)
NT" z,k+1 7

kZ_l /ttk (t—tw,k)4<so;,hg) (Oui) " (o) dt = o(#). (3.25)

Note that, since ¢’ ,, ¢ and f” are all lipschitz then,

(Sﬁ:ﬁ,hg)”(em’k) = (Soji’hg)"@m,k) + {(@;’hg)"(ax,k) - (QO;:" 9) ”(tx’k)}

- (524) e +0(ie) =

Injecting (3.23)), (3.24)), (3.25) and (3.26]) in A}mh we have,

1 1 el Orh \ b k1
Ala=5 > ( f: 9) ) f ) [ (s -0 de
k=1 tz,k
L Ve .
/ z,k+1
- Z (%" ) (i o) [ o
tz,k
1 NTn—l (px L 1/ tm,k-‘,—l O 1
-1 2 () st Lt a0 ),

Let dy =ty k1 — tz k- We obtain by basic integration,

1 NT,L Ok / 1 NT,,Lfl O h ,
= ~1 Z ; 9) (ten) f(tek)d 5 ( ; g) (toge) f (tage)do i
k=1 =1
Nt —1
S (22) (st +0(—). (3.27)
12 & \ f “ o n3h3
Similarly we verify that,
178 o 18 o
A2, = 1 Z ( } 9) (togr1) f (tapr1)da g — 6 Z ( ; 9) (twgor1) f (Lo o1 )do
k=1 k=1
1 V! of L
“13 2 (5F9) ke fltas) s +0(13m), (3.28)

k=1
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Summing (3.27) and (3.28)) gives,

1 2
A:ﬂ,h = Ax,h =+ Aac,h
NTn—l

1 Z xk[(%h )l(ta:,k+1)f(txk+l) (

") (tea) (1)

£19) (120 ()|

R Z K| (522 )”(tx,m)f(tx,kﬂw(S"j;hg)”uxkﬁ( 0| +0 (o)
k=

NTn -1

1 Px,h !
6 di,k [( 7 9) (tek+1) [ (trpr1)

k=1

/
Since ¢’ , is in C and ¢, f € C*([0,1]), Taylor expansion of <%‘ hg) [ around t, , yields,

((%g)?) (fa 1) = ((%9)7) (tz ) + dmk(( 7 g)/f>/(uz7k),

where v, 1, €ty i, te k1] We then have,

| N1 /
xh— Z a3 ( f) (Vo k)

NTn -1

_z Z |:(9090h )l(t:c,k+1)f/(tm7k+1) + (SO?}LQ)/(tx,k)f/(tm,k)}

N, —

1 > di,k[(‘Pm,hg>”(tg;,k+1)f(tx,k+1)+ (Qp;’h“])”(tm)f( )] +O< 31h3>

12 f

From the definition of the regular sequence of designs and using the m.v.t. we obtain for k =

]-a"')NTn_]w

Lo, k+1 1 1
/ f(t) dt = — < dm’k = W fOI' some t;’,k E]tx,katx,k+1[~ (329)
z,k

3

ta;,k
This equation yields,
N, —1 ,

Agp = 4n2 Z zk 2, )<(¢;’hg)/f> (Va,k)

Np, —1
< f/(t:t k+1)

1 (pz,h ! s (Pz,h ! f/(tx,k)
- Z da;J{;[( [ g) (tx,k-i—l) fQ(t;k) +< 7 g) (tx7k)f2(t;7k):|

1 a, [(‘Pm,hg>”(t$’k+1)f(tz,k-i-l) N <(p;7hg>//(tx,k);2(zﬁk))]

f fz(t;k) x,k
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Using the Riemann integrability of Lp(mj%, ) and ¢gU) for j = 0,1,2 and applying Lemma [3.5.1
/
in the Appendix with u(t) = f%(t) and v(t) = ((%g)?) (t) we obtain,

NTn x+h 1

2 dea )(ﬁ;hg)’f)’(uz,k): / i (Z) 7))t o).

/ /
Similarly, taking u(t) = (w?h g) (t) and v(t) = J]:Q((?) in Lemma [3.5.1| we obtain,

Nz, —

Z dzk(

! /(2)
Again taking u(t) = <%}’h g> () and v(t) = 375 we obtain,

) (ta:,k-&-l)m:/xz:h <(P;’hg)//(t)f(1t) dt+0<#>‘

[ (tep+1) _ /”h (%,h )’( )f'(t)
a—h

"0) Coae) 5 #0) 075 @+ 0 ()

Np, —1

Z dack(

Hence,

m? [, PO\ f f f2(t)
o [ 0t a0 (s)
Simple derivations yield,
D= g wi?<9”;7’"‘g>/’<t>fé>df+£ (5 ><>Jféi?> a
- gz /jﬁ’l(“";’w%w L a-aa [ <%> +0( )
121n2 <(p;h )ll() zt) 121712/ h (Sof 9)/()]{((?) dHO( 3h3)

[, () o;
e [, (55 ) @ o)

Agp = 121n2 <<¢;’hg)/]10> (+h) - ((“O;f;hg)'b (z —h) + o(ﬁ).

The last equation together with (3.20) yield,

Finally,

Agp = O(#). (3.30)

The control of Ij(x) is classical and it can be seen from Gasser and Miiller that,

1

In(z) = g(z) + ;hzg”(:c)/ 2K (t) dt + o(h?). (3.31)

-1
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Finally, collecting (3.16]), (3.30) and (3.31)) gives,
1 1
Bias(§ " (x)) = 3 %" ()B + o(h?) + O( 2,
where B = f_ll t2K(t) dt. This concludes the proof of Proposition O

Proof of Proposition [3.3.2]

The greatest lines of this proof are based on the work of Belouni and Benhenni (2015). For h
small enough and since T,, N [z — h, z + h| # 0 we have,

0<ti<-<ox—h<t1< - <lgn, ST+h<- - <t <1

Let,
(px,h pr,h
O(t,s) = (—) (R, s) () (s),
f /
and,
z+h z+h
z h= / / ©a.h(t)R(t, 8)pzn(s) ds dt. (3.32)
r— z—h

On the one hand,

Nr,,—1 N, —

Var( trap( 4mn2 Z Z { t:p K2 txj + q)(tm I t:):,]Jrl) + (I)(t:p i+1, tm])
j=1

+ ®(tyiv1, tx,jJrl)}

Using (3.15) one can write,

Nt,—1Np, —

x,i+1 x,j+1
Var(Atrap Z Z / / { acz: a; )+q)( .05 7j+1)

+CI)( acz—l—lv )‘i‘@( J:H—htac,j-i-l)}f(s) f(t) ds dt.

On the other hand we have,

NTn 1 NTn

tz Si41 t.n _]+1
o2 / / f@t) f(s) ds dt
te te
ta,1 z+h
+2/ / dsdt+/ / t) f(s)dsdt
— ta, Nr, ta, Nr, ta, Nr,

NTn

+/w / o(t, s) ) ds dt +2 Z / /t+ B(t,5)f (1) f(s) ds dt

NTn z+h te,j+1
/ / D(t,s)f(t) f(s) ds dt.
ta,Np,
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Recall that Lemma [3.2.1 yields Ny, = O(nh) and sup d,; = O(). Using (3:2I) and (3.22)

1<i<n

we have,

sup |z n(t)| = O<n21h3) and sup loz.n(t)] = O(n21h3>'

(x—h)<t<ty:1 te, N, <t<(z+h)

Since f and R are bounded, using (3.19)) and (3.33)) we obtain,

/;“/INT £(8) f(s) dsdt:O(ﬁ),

x+h 1
f(t) f(s)dsdt =0(—=),
/cc NT zNT <n6h6)
tz,1 flo,1 1
/m / ®(t,s)f(t) f(s) ds dt = O(W),
N, —

Z /xtm/jml (t,5)f )f(s)dsdtzO(ﬁ),

z+h te,j+1 1
d(t, ds dt = — ).
/I No, / s)(t) J(s) ds O(n3h3>

Thus,
Nr,—1 Np, —

o2, = Z Z/:H/“H (t.)7(0) f(s) ds di +O( 31h3)

2
=k For this, let,

m

ag

We shall control the residual variance Var(gh  (z)) —

Nij(t,s) = ®(teirtey) + Plteit1,tey) + Ptais taj+1) + P(taiv1s taj+1) — 4P(L, 9),

and put,

1 te i+l z]+1
I, - 4m/t / Nt ) F(2) £(s) ds dt.

The residual variance can then be written as follows,

9 Np, —1 Np, —1
O-m n n

Var(glr*?(z)) — W;h: Z 11+ZZI’J+O< n3h3>

=1 1#j=1

Starting with the diagonal terms I; ;. Since for any s,t € [0,1], we have N;;(s,t) =

then we can write,
1 teitl t
hi=gg [ Mt 16 s a

(3.33)

(3.34)

(3.35)

(3.36)

Nii(t,s),

(3.37)

Because of Assumption (B), N;; has left and right first order derivatives on the diagonal on
[0,1]2. For any s,t such that (t,; < s <t < t;;41), Taylor expansion of ® around (t.,ts)
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gives,

(s — tz7i)2<1>(0’2) (t 17(14))

) s

+ (S — tx,i)q)(o’l) (EZ’, tx Z)

B(t,s) = B(t, tpq) + (s — tei) POV (¢, 1,5) +

R

= D(tpirtai) + (t — t“)@(lo)(e,ﬁl),tx

(s = ) (6= B0, 1) 3 (5 = 0,200 1,1,

(1) (2) (1)

for some €; €]ty i, tyi+1], some € in Jts.i, t], some €,; between t and ¢; and some 7,/ in Jt.i, |-
We have,

O(t,5) = B(taisti) + (t — o)) 2 (i tag) + (5 — te) @OV (€4, )
(0= ) (PO el 1) = 900 (e t2))
+ (5= ta)(t = BV 1) + 55 — 10,2 20D 1),

S0

For [ and I’ integers such that [ 4+ 1" <2, Assumption (C) yields,

/ 1
()] _
21;13 |D) (L, s)] = O(th,H). (3.38)

In addition, since ¢z p, <p;7h, %, R and R(-,t;;) are all continuous on |tz i, t5i+1[, then fo s # ¢ in
|tz te,i+1] we have,

8005, 125) = 9090, 1,0 = |22 10 [ R ) (P50 - 2200
10) (o 1 [ Prh oy _ Prh Pah oy (p0) (o 0,
RO, 1) (£ = P2 0)) o+ P20 (RO, )~ BO(01,))
o B 1
+2 0 (R(s,tm) —R(t,tw,i))] _O<W>‘

Finally, using this equation together with Lemma we obtain,

1
(t,5) = Ot tod) + (= tai) 21 (61, t) + (5 = )20V (61, t0) + O( 7). (3:39)

Similarly we verify that,

1
q)(t:(;,i—i-lvtx,i—i-l) = (I)(tx,ia tac,i) + dx,i(I)(LO) (eiv tx,i) + d:z:ﬂ'q)(o7 )(627 :1: z) + O( 2h4) (340)

and that,
B(tpiv,tei) = Bt + dp ;&0 o2 (3.41)
(x,z—i—b x,z) (LUZ: JJZ) (517 xz) n2h4 )

Inserting (3.39)), (3.40) and (3.41) in (3.34) for ¢ = j and using (3.38) and Lemma we
obtain,

Nii(t,s) = 3dx,z"1’(1’0)(€i7 tei) — 4(t — tm)q)(l’o)(ei, tei)

O e 111)) — 4G — 1) e 1) + 05 ).
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Replacing this expression in (3.37)), and using the boundedness of f and Lemma [3.2.1] we obtain,

1 triv1 [t
Ii; = — | ds (3‘19(1’0) (€irtes) + @(0’1)(62‘,751:,@')) / / f(t) f(s) dsdt
tz,i tz,i

2m
(10 11+1
— 40 el,tm tzz t) f(s) ds dt
x,i+1 1
1000 (e 1, / / (s — o) f(t) f(s )dsdt>+0( 4h4) (3.42)

Recall that f is in C%([0,1]) and that dy; = O(%) from Lemma [3.2.1} It can easily be verified
that for any integers [ and [’

teit1 ft , fQ( . z) l+l +2) 1
— . l — . l .Z”L
/tzyi /tz’i(s tl’yl) (8 tl’,l) f(t) f(S) dS dt (l/ + 1)([ + l/ 4 2) + O(nl+l'+3>'

Using this last Equation together with (3.38) in (3.42)) above, and (3.29) we obtain,

1 1
o 1,0) /. + N _ a(01) 2 3
L 12m ((I) (€i, tw,l) i (€ista Z))f (te 'L)d ; + O( n4h4>
1 S?(ta) 1
—~ 145 _ 9 @(170) iy layi) — Q)(O’l) iy la,i T,i .
12mn? ( (€ t.i) (€t )) f2(tj;’z)d + O(mn4h4>

Finally using Lemma , the integrability of gom,h,gogyh,f, f" and ROD(. t) and applying
Lemma in the Appendix, we obtain,

RO 1 e (1,0) (0,1) f(te) 1
D = g 2o (e ) = 80D e ) e + O (s )
- / (@00 =800 ) i+ O ). (3.43)
Since @OV (t+ 1) = O (¢, t7) = 10 (¢t~ ), then,
N, —1 z+h
L= —— o0 (¢~ 1) — Ot #)) dt + O L (3.44)
Z YT 12mn? |, e ’ O ) '
i=1 r=

Now, it remains to handle the off diagonal term. Assumption (B) yields that N;; for ¢ # j is
twice differentiable off the diagonal on [0, 1]2. Taylor expansion of N; ; around (t,;,ts. ;) for i # j
up to order 2 gives,

O(t,s) = Pty tey) + (t — tx,i)CD(l’O) (teirte) + (5 — t:v,j)q)(o’l)(t:c,iv ta5)
1 1
+ 5=t * 02O (0 1) + 5 (5 = 2,)200D (b))

(t— o) (s — ta )T () Dy, (3.45)
(1)

for some e( ) between t,; and ¢ and some U between t, ; and s. Taking t = t; ;41 and s =t ;

in (3.45)), we obtain,

q)(t:c,i—l-l,tz,j) = (I)(tm,ivtm,j) + d:c,z’(I)(LO)(tx,i,tz,g) + d2 (I)(Q 0)( @) tm,j)a (346)

2 Z"L $Z7
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for some 6(121) in |tzi,tziq1[. Taking t =t,; and s =, j41 in (3.45]), we obtain,

1
(I)(t:v,iy tz,j+1) = (p(tm,ia tw,j) + dm,j(p(()’l) (t:r,ia tz,j) + Qdid‘@(o’z) (tm,ia 779(;?3))7

for some 77:(3]) in |tz j,tz j41[. Taking t =t; ;41 and s = t, ;41 in (3.45)), we obtain,

D(tyit1s tajr1) = Pllaistog) + doi® PO (b, te ) + dy j @O (L4, s )

1 1
+ 5N o) + 52,20 b))

+dyady B0 (ED), 3,

T, nz,j

We obtain by inserting (3.45), (3.46), (3.47) and (3.48) in (3.34),

Chapter 3

(3.47)

(3.48)

Ni,j(ta S) = (I)(LO) (t:t,iv tx,j)(2dw,i - 4(t - tx,i)) + (I)(O’l)(tz,ia t:v,j)(2dac,j - 4(5 - tw,j))

+ip (@0 1, )+ OB ) — 2t — )00 (1) ¢

ZE,i’ xv])

€, x,n?

2 T,

3 (@Ot n) + 8O0 (15, — 2(s — 125200 (5, (1)

‘r)j :BL]

t dy iy @D 0P —a(t — to)(s — )OI () ),

Tt Ty Em,i7771,j

We obtain inserting the last equation in (3.35]),

x’j

(3.49)
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where,

teit1  [la +1
( ) — (10 (tlEl?tLL',_] <2dxl/ / J dtds
t te
te ,i41 ty J+1
—4 / / (t—tu)f(2) f(s)dtds).
tm,i tz,j
(2 (0,1) toit1  f(la J+1
Ii,j = o\ (tx,iy tx,j) <2dx,j/ / dtds
z K3 z J
tziv1 [la ]+1
—4 (s —tay) f(t )f(s)dtds).
b te
1 z,i+1 z,5+1
1 = d [ [ @O0 ) 4 00,1 ) 0 (s
toi te

tz,i+1 tz,j+1
9 / / (t— 12O (1), 1, ) F(8) (3 dtds,
te s t

1 @)

t
/t (@O (10,5, 0")) + @O (t,.1.1N) £ (1) £ (5)dtds
teiv1  flo,j+1
2 / 5 02009 (1 ) £(0) £ (5)dds.
t
boitr ot LD (3) (3)
1) = dyidy / / (@) 0 () £ (s)dtds

iy / o / I )5 — )@V (), 00 £(0)f(5) e,
We first consider the term Il-(j-). For 1 =0,1,2, let,
wiy = /tt(t —t0) (D)t (3.50)
The term Ii(;») can then be written as,

Iz(;) = o0 (tx irt ) <2dx Wi 0W5,0 — 4wi,1wj,0) . (3.51)

Expanding f around ¢, ; yields,

tz,z+1
i / (t = taq) (f (tai) + (t = taq) f (L) + l(t —te0)2 1" (€M) at
tzi

92 0
0D 4042 ,
= o/ ) + (ljr2)f(m)+0( ) (3.52)
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for some egg in |ty i, tziq1[. Thus for [ =0,1,2,

dz ;
I(J) ‘I)(lo)( zu $ )<2d$z< z,if(tz,i)+ 2 f($l)+0< ))

-
diyj ! 1
« (dnsfta) + 527 00+ 0(5))

a0+ 5000+ 0 ) ) (i) + 20 + O<nl?’>>>
= o1 (¢, 4, ta:,j>< - %f'(tx,i)f(tz,j)di,idm * O(%))

We obtain using Equations (3.38) and ([3.29)),

1 1
Ii(,j) = _*(I)(LO) (tac,iat:r,j)f,(tm,i)f(tm,j)dg i zj + O( 5h3)

f, tm,i
B0 (11, t2) a0 ()i + O (5 ),

1
3n?

for some t*i

n |ty teit1]. Using Lemma and the integrability of ¢z, ,, f, and of
RO (. t) and applying Lemma 1| twice, we obtaim7

Ng, —1

Np, —1
1Y — ~ L0 (¢, ¢ f (o) rio Vg a4 Of
ZZ i,j - nQZZ :EZ; :E,_] f2( )f( I,j) m’L ,_]+ ( h)
i¢j=1 i#j=1
z+h /
— (1,0) f'(@) 1
~3.2 /x /m_h oY (¢, S)fQ(t)f( )1{5#} dt ds + O( 3h2) (3.53)
Similarly we verify that,
Nr, =1 z+h !
@ _ f (s) 1
z+h f/(t) 1
N 3n2 / f2(t)f( Mgy di ds + O( 3h2> (3.54)

We now control the term I? .. We have

lzit1  flo +1
Ii(,?j)’) = di,iq)(zo) (tx,ia tx,j)/ / ! dtds
tz,i te g
tzivl  flaj+1
— 200 (1,5, 1, 5) / / (t —t20)* () f(s)dtds

+2diz/“+1/”+lq’(20)(§?2’ w])+®(20)(() tei) —

xz’ z,j
e j

2020 (1,5 t, ) f(t) f(s)dtds

z,i+1 x,j+1
—2 / / U=t )2(@CO () 1y ) — DO (2, 4,1, ) F(1) F(s)dtds.
tcc,i I]
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Using (3.38), Lemma and Equation (3.50) we get,

3 1
I = a2 ;0@ (t, 5.ty j)wigwio — 2030 (ty 5, 1 j)wi 2w + O(W)'

Note first that, using (3.52)) for [ = 0 along with | = 2 and Lemma we obtain,

1
13 = <I><2”(tm,tz,j>diyidm,jf<tx,i>f<tm>+o( )

3 ndhbd

1

3n?

Likewise, using Lemma |3.2.1| and the integrability of cp;k})w %) for k =0,1,2 we have,

Np, —1

x+h
(3) _ 2,0 f(S) 1
d o> I 3n2 / 20 (¢, s) f(t) Lgppy dt ds+0( 3h3>

ij=1

Similarly, we obtain,

Ny, — z+h
7w (0.2 f(t) 1
Z' = 3712/30 / )(t, s f(s)l{#t} dt ds+0( 3h3)
'L;é] 1
z+h f(s) 1
3n2 / ) e ds +0( ).
Finally, for the term IZ(,E;), we have,
ty 41 ty +1
1) = dy iy O (b, / / ’ s)dtds
te ty
x,i+1 x +1
100D 1y 1, ) / / ’ (5~ tug) (1) () deds
2% K3 ty ,J
te i+l z,j+1
+ dy idy / / () %) — <I)(1’1)(tm-,tx,j)) F(t)f(s)dtds
z 7 [2% .7
tz,i+1 T j+1
1 / (s — o) (20D ) — @D (15, 8,.5)) £(0)f ()
tz,i ty ,J

= dyidy j OV (4, 10 wiowio — 4D (ty it wiawia

te i+l z j+1
+ doidy / / DD 1) = @D (15, 0.5) ) (1) f(5)dtds
z 7 [2% )

121

(3.55)

(3.56)

tr, i+l zj+1
4 / / 2)(5 = 1) ROV ) = B (11, 8)) £(1)f () dbds.
tz,i z]

Recall that f, f/, % are all bounded and using (3.38) and (3.52)) with [ =" = 1 we obtain,

19 - 0{ ).
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Finally, since N7, = O(nh) from Lemma we obtain,

Np, —1

SS9 =0(-). (3.57)

i#j=1

Replacing (3.53), (3.54), (3.55)), (3.56) and (3.57)) in (3.49)) we obtain,

N, — z+h px+h 20 t S)f(t) (I>(1 0) (t S)f/( )

%;le:” Gmn2 / / < 0 >1{s¢t}f(8)dtds
+0(m)
1 z+h 1

o [ (TR s+ 0 k)

v ([T as<@“zi;* BN Y sty + 0 ()

! o (q)(l’o)(s* s) — ®10) g+ s))ds + O<;)
b ’ ’ mn3h3

-~ 6mn?

1 ot a0 @ 4 hs) L0 (z —h,s) 1
+6mn2/x_h ( flx+h)  flz—h) >f()ds+0< mn )

Note that for ¢ # s,

<I>(170) (t, S) _ <(P;:,h(ﬂf(t)f;(;;)ﬂﬁ,h(t)fl(t) R(t, 8) + WR(LO) (t, S)> (Pz,h(s) ) (3.58)

It follows from (3.20) that,

209 + b, s) = 209 —h,s) =0 forall s €lx —h,z+h].

f(z+h) f(z —h)
Thus,
NT'VL z+h (1 0) B (1 0) . 1
EZ;JZI hj = 6mn2 / h ((I) ’ (t ’t) — o (t ,t))dt + O(@) (3.59)

Inserting (3.44) and (3.59)) in (3.36)), we obtain,

1 1 z+h
Var( trap(x)) — Eaih 4 7/ (q)(l,O) (t_,t) _ q)(l,O)(t+,t)) dt

12mn? J,_,
1
+0( ) (3.60)
Applying (3.58) it follows that,
2 2
_ ¥ h(t) _ _ ‘th(t)
L0 (¢~ ) — L0 (4t ¢y = L WO (= ) — RO (4= )} = 1% t). 3.61
(t.1) (.0 = “5y (R0 (7.0) = e, (6
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Replacing (3.61)) in (3.60) we obtain,
1 w+h o2 (1)

1 1
Var(§r (z)) = %aﬁ,ﬁ o2 /x_h fé(t) a(t) dt+0<m). (3.62)

Since a and f are continuous on [0, 1], then one can write,

/Hh alt) » W(t)dt = 1/1 @ =th) pr gy o

> | PP —th)
1« afz —th)  a(x)
“h P K2 Hdt+3 /(f?(az—th) iy K
11”@ / K2(t) dt + 0(1). (3.63)

Recall that for an even kernel, we have a simplified expression of aih given by Benhenni and
Rachdi (2007) as follows,

o2, = R(x,z) - %a(az)CKh +o(h), (3.64)

where Ce = [1, [1) [u — v| K (u) K (v)dudv.

Finally, using (3.63]) and (3.64)) in (3.62)) yields,

a\xr 1
Var(§r? (z)) = %(R(:c,w) - %a(:ﬁ)CKh> + m fQ((m)) /_ () de

+o(50) + 0+ )
\m mn?  mn3h3/’
This concludes the proof of Proposition [3.3.2] O

Proof of Proposition [3.3.3]

Let I} = fo ) dx, Ir = fl J?‘ () ) dx and put,
Crh 1 !
W(hom) =~ K [ o wle) de + B2 / " (@) 2w(z) da.
2m 0 4 0
We have from Equation (3.7) in Theorem [3.3.1]

I Vi, iy h 1 1 1
IMSE(h) = m +(h,m) + 12mn2h + O(h ) + O(n3h + mn3h3 + mn2 + nGhG)'

Let h* be as defined in (3.8]). It is clear that A* = argmin W(h, m) so that W(h,m) > ¥(h*,m)
0<h<1

for every 0 < h < 1. Let hy, 4, be as defined in Corollary 3.3.3, We have,
IMSE(h*)
IMSE(hn.m)

* *4
’1+‘1’(h7m)+m+0<h )+O(ﬁ+m+ﬁ+ﬁ>

Bl

m
VI h 1 1 1
+ \Ij(h”’m’m) + 12mn2i21n m + O(h%’m m m) + O(ndh BRI a7 )

I +m¥(hy m, m) + 12‘2?}” + o(mh*4 + h*) + O(n;’; + st ozt #)

IN

Il + mw(h"’m’m) + 12n‘g£271 m + O(mh%,m + hn,m) + O(n3h + 3h3 + # + 7,”5}:2' )
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Using the definition of h*, mh;‘i,m = O0(1), lim hym = 0 and the assumption 7+ = O(1) as

n,m—0o0

n,m — oo we know that mW¥(hy m, m) = O(hym). Then,

o IMSE(h*) <1
n,m—o0 IMSE(hy, ) — '

This concludes the proof of Proposition [3.3.3] [

Proof of Corollary |3.3.1L

Let f* be as defined in (3.9). Let D(f fl ]?(I ) dz, then it is sufficient to prove that:

D(f*) < D(f) for every positive density f on [0, 1].

Applying Holder’s inequality, we get,
(/ {a(@)w(z)}? d:v)g = </1 (a(fgégm))l/3f2/3(w) dm)S
L[] o

argmin D(f)=f".
{f>0 density on [0,1]}

This completes the proof of Corollary O

Hence,

Proof of Theorem
Let f* be as defined in (3.9). The proof of this theorem will be done in two steps:

L sup{¥(a,u)(f*)/(a, w) € A} < er€n.
2. Vf, E|<a7w) €A: \Il(a,w)(f) > €1€2.

First step: By direct application of the Hélder’s inequality we have:

Vaw) (f7) = (/ oy} ds) B </010‘(5)1/3 w(s) " d5>3
< (/O Oé(S)dS /01 mdS)Q < el

Second step: Let f be an arbitrary positive density. Take a* = €; and w* = ey, then (a*, w*) €

A and:
1 x * 1
\Il(a*,w*)(f) = /0 OW ds = 6162/0 f21(8) ds 2 €1€2 ,

since, using the Hoélder’s inequality we have:

1 1 1 1
1:/0 f2/3(8)(f21(8)>1/3 ds < </0 £(s) ds>2/3(/0 le(S)ds>l/3: </0 le(s)ds>1/3.

This completes the proof of Theorem O
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Proof of Theorem [3.3.3
Let z €]0, 1] be fixed. We have,

Vin(gire(@) - g(@)) = Vi (giret (@) ~ (e (@) ) + vim Bias (g4 (@) ). (3.65)
Since lim /mh?=0and lim nh? = oo then Proposition [3.3.1|implies that,

n,Mm—00 n,m—00
lim /m Bias(g;f;“gf( )) —0. (3.66)
n,Mm—00

Consider now the first term of the right side of (3.65). Since Y (tei) —E(Y (tzs)) = &(tes), we
have, as done by Fraiman and Pérez Iribarren (1991),

m Nr, —
Vi (ng?f(x)E(gZTZf(x)))—\}{;; > (90“ () + (222 i)}
m Ny, —1
:%Z% Z w;’h(tazz)(ﬁj(tzl) 6](1'))
j=1 i=1
m Nr, —1
+\/lmjz_:121n ; (p?h(tz,iﬂ)(%(fx,iﬂ)—Ej(x))
Np, — m
1 - Pzx,h Pz, h 1
+\ 5 (tz,i) + = (tzit1 — ) gi(x)). (3.67)
(2 g (f f *>>(ﬁ; )

We start by controlling the last term of this last equation. Recall that Equation (3.29) yields
for some ¢} ; €ltei, teit1] that % = (tzi+1 — t“)f(tzl) From the Riemann integrability of ¢,
and f and Lemma we obtain,

Np, -1

1 Pa,h Pa,h
3 2 () + ) =
Nr, —1 1
1 *
5 20 (B te) + B i) ) F (6 )b — o) — | K() dt=1.
f f ’ myn—oo [_4

where dy; =ty 11 — to; and ¢ €]tz tzit1][. The Central Limit Theorem for i.i.d. variables
yields,

1 & g
N Zej(x) m%))@ Z where Z ~ N(0,R(z,x)).
=1

We shall prove now that the two first terms of Equation (3.67)) tend to 0 in probability as n,m
tends to infinity. We will only study the first term, the second one is treated analogously. Let,

Np, —1

Amn(z) = \FZQn Z SOa:h (2% Ej(tﬁ?l)_gj( ))é\;%ZTn’](x)

=1

From the Chebyshev inequality, it suffices to prove that hr_r>1 E(A2, ,(z)) = 0. We have for
n,m—0o0
J# 1, E(gj(x)ei(y)) = 0 so E(T5, ()T, (x)) = 0. Hence,

B4, (@) = 3 S BT @) Ta(e)) = - S BT (@),

j=11=1 j=1
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We have,

E(Ty ;(x)) =
Np,,—1 Np, —1

DD > P (1) P2 1 B (25 = 25(2) (55 ) = 4(@)))

=1 k=1

Nr,

n

—1 Ng, -1

Chapter 3

1 Px.h Px,h
= m Z Z 7(t$,i)7(t$,k) <R(tx,i7 tx,k) - R(tz,ia :L') - R(x7 tx,k) + R(.TJ, 1’))

S f

i=1 k=1

Since IE((TTQLJ (z)) does not depend on j we get,

E(A7, (@) =

Np,, —1 Np, —1

Z Z P2 1) JZE (1 ) (Rt ta) = Rteis 2) = R, o) + Rz, )

— f

al (Bn,l(x) ~ Bua(x) ~ Bas(x) + Bua(a)).

4
We obtain using Equation (3.29) for thi Eltzir teiti];

Nr, —1 Ng, —1

Z Z f » SO%h (tx,l)@(tm,k)R(tx,lu tm’k)d:@idx,k-
=1 k=1 f f

The use of Lemma twice yields,

Nr,, —1
Pz.h
> ft)
=1

N, —1

:/”h%h { Z £t *0“ (toi) R(tos, )dm}dtJrO(nh)

taesl [ et @+ 0 )

—h

1

x+h 1
_) = 2 _
= [ e s @+ 0 = 02, - 00N,

Using ([3.64) we obtain,

Byi(z) = R(z,z) — %a(m)C’Kh o) + 0(%).

where C = f_ll f_ll |u — v| K (u) K (v)dudv. Since lim h =0 and lim nh = co. Thus,

n—o0 n—oo

lim B, 1(x) = R(x,x).

n—oo

(3.68)

(3.69)
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Consider now the term By, 2(x). We obtain using Lemma twice,

z+h 1
/ / ©un(8) ez n(t)R(s,x) ds dt + O(—h)
r— x—h n
z+h
— [ anlo)R(s,3) ds+O()
z—h
1
- / K(s)R(z — hs,z) ds + 0(%)
1

0 1 1
= /_ K(s)R(x — hs,z) ds —i—/o K(s)R(x — hs,z) ds + O(E)

For s €] — 1,0[, Taylor expansion of R(-,z) around z yields,
R(s,z) = R(x — sh,z) — shRO (x4, 2) + o(h).
Similarly for s €]0, 1] we obtain,

R(z — sh,z) = R(z,z) — shRM) (z—, x) + o(h).

Thus,
0
Bya(z) = R(z,z) — hR1O) (ﬂz—i-,x)/ s K(s) ds
~1
1
(1,0) 1
—hRY Y (x—,2) | s K(s) ds+o(h)+O(—).
0 nh
Hence,
li_>m B o(x) = R(z, z). (3.70)
Similarly,
hgm B 3(x) = R(z, z). (3.71)
It is easy to see that,
N, —1 Ng, —1
(P:c,h 90:5 h
Jin Boa(@) = li Blo,a) D 3, TP TF )
2
= R(z,x) / K(t) dt = R(z,x). (3.72)
~1

Inserting (3.69)), (3.70), (3.71) and (3.72) in (3.68) yields,

lim E(A2, (7)) =0.

n,Mm—00

This concludes the proof of Theorem O
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Appendix

Lemma 3.5.1 (Integral approximation of a sum) Let v and v be two Lipschitz functions
on [x — h,x + h], i.e, there exists two posilive numbers Iy and ly such that,

lu(s) —u(t)| < li|s —t], |v(s) —v(t)] < la|s —t.
Let ty1 < --- <ty Ny, bepointsin [x —h,z + h] and pul dy; =ty ;41 —ts;- Then,

Nz, —1 z+h

> ultei)oteddni = [ uo(®) de+ Do,
i=1 z—h
for any t‘;’i € [tz teit1] for alli =1,--- ,n and for some appropriate positive constants cy, cz

and cs,

h h 3
[Appl <erli— sup [o(t)] +c2 lo— sup |u(t)| +2—  sup  |u(t)u(t)].
v tefo,1) v tefo,1) N telz—hty ]
U[tvaTn ,z+h]

Proof of Lemma In fact, let A, = A — B where,

Np, —1 z+h
A= D" ultei)v(ty;)ds; and B = / u(t)v(t) dt.
i=1 z=h
We have,
NTn_]' te,it+1 ty,1 z+h
B= Z / u(t)v(t) dt+/ u(t)v(t) dt+/ u(t)v(t) dat 2 By + Bs,
i=1 Ylai x—h ta, Ny,

where By = ;i}z u(t)v(t) dt + forh (t)v(t) dt. On the one hand, since (tz1 — (z — h)) <

sup dy; and (v +h —tz Ny, ) < sup dy,; we have,
1<i<n 1<i<n

[Bz| <2c3  sup u(t)u(t)| sup dy.

tela—hity 1] 1<i<n
U[t:c,NTn »z+h]

On the other hand, we have,

Nr, —

> / T eyl ) — ultyo(t)) di
NTnfl toist Nr,— - z+1

= v(t ;) u(tyi) — u( dt+ v(tl ;) —v(t)) dt.
> vt / ( > 0= (0)

Since u and v are Lipschitz continuous we obtain,

|A — B1| < Np, sup |v(t)|ly sup d:(:z + Np, sup |u(t)|la sup dil
te(0,1] 1<i<n te[o,l] 1<i<n
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Since nh > 1, Lemma

|An,h

h h
<c1 li— sup |v(t)] + e lgﬁ sup |u(t)| + 2% sup  |v(t)u(t)].

3.2.1

yields that sup dy; = O(2) and Ng, = O(nh). Hence,
1<i<n

=[A—=B|<|A-Bi| + By

1 teo,1] te[o,1] N telz—htyq]

Ults, N, @th]

This concludes the proof of Lemma [3.5.1] O
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Chapter 4

Optimal design for the nonparametric
regression estimation applied to
pharmacokinetics problems

Abstract: Several problems of pharmacokinetics are investigated. The concentration-time curve
estimation is considered using a nonparametric kernel estimator through a simulation study and
real data analysis. For the Area Under the concentration Curve (AUC), we introduce a new
kernel estimator and we show, through simulation study, that it outperforms the classical trape-
zoidal estimator in term of the estimation error. The problem of estimating the bioavailability
is also considered. The crucial problem of finding the optimal sampling design for the AUC es-
timation is investigated using the General Simulated Annealing algorithm. The digoxin plasma
concentration is used in the simulation studies, for both correlated and uncorrelated observa-
tions.

Key words: Pharmacokinetics, concentration curve, nonparametric estimation, AUC, bioavail-
ability, optimal sampling design, General Simulated Annealing Algorithm.

Résumé: Plusieurs problémes de pharmacocinétique sont traités. L’estimation de la fonction
de concentration-temps est considérée en utilisant un estimateur a noyau, a travers une étude de
simulation ainsi qu'une analyse des données réelles. Pour I'estimation de I’Aire Sous la Courbe
de concentration (AUC), nous introduisons un nouvel estimateur & noyau et nous montrons, a
travers une étude de simulation, que le nouvel estimateur est meilleur que I’estimateur trapezoidal
classique en terme de 'erreur d’estimation. Le probléme de ’estimation de la biodisponibilité
est aussi considéré. Le probléme crucial de l'obtention d’un plan d’échantillonnage optimal
pour Destimation de 'AUC est aussi traité, en utilisant I'algorithme de gradient conjugué ou
I’algorithme de recuit simulé généralisé. La concentration plasmatique de digoxine est utilisée
dans I’étude de simulation, pour donnés corrélées et non corrélées.

Mots clés: Pharmacocinétique, courbe de concentration, estimation non paramétrique, AUC,
biodisponibilité, plan d’échantillonnage optimal, algorithme de recuit simulé généralisé.
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4.1 Introduction

Some of the most important problems that pharmacokinetics researchers are brought to inves-
tigate, are the estimation of the concentration-time curve of some administrated drug (or any
pharmacological agent) and the Area Under this Curve (AUC). This area represents the drug
exposure of the organism over time and is critical in estimating the efficiency of absorption (or
bioavailability), since the later involves ratios of this area.

In this paper, the digoxin plasma concentration is considered in different administration ways.
The concentration function is presented by a sum of exponential terms. In particular, following
an oral administration, the concentration is presented by a three exponential terms function,
whereas after intravenous injection of the drug, only a two exponential concentration curve is
taken. The number of terms describes the number of kinetically homogeneous compartments
that the drug invades in the body. The compartmental model we considered is a classical model
that mimic the dynamical processes of absorption, distribution and elimination of a drug in the
body. In pharmacokinetics, the compartments are usually different tissue organs within which
the concentration of a drug is assumed to be kinetically homogeneous. For more details on
the compartmental models in pharmacokinetics, we refer the reader to the work of Shargel et al.
(1970) and Gibaldi and Perrier (1975). We also focus, in the simulation study, on both correlated
and uncorrelated observations, since in practice when measurements are taking from the same
experimental units they are most likely to be correlated.

In pharmacokinetics studies, after the administration of a drug in the organism, blood samples
are taken from subjects according to a specific sampling plan. For instance, blood samples are
taken every half an hour in a period of 6 hours, but other sampling plans (or designs) maybe
more efficient as it will be shown in this paper (section . When measurements of the drug
concentrations from the blood samples are taken, they are not the exact values of the real
concentration function, that we are aiming to estimate, but rather some approached values. For
instance, if we observe the concentrations obtained from the same blood sample in Table
they are different from an assay to another due to some measurements errors. For this reason,
statisticians add a residual component (called error) to the observed concentration function.
Hence, we shall consider the so-called fixed design regression model given by,

Y(tin) =9(tin) +e(tip) fori=1,---,n (4.1)
where Y (¢; ) is the observed drug concentration at time t;,, g is the unknown concentration
function, the sampling design times (¢;,); are such that ¢;, < --- < t,, and ¢ is an error
process.

In this chapter, several problems of pharmacokinetics are investigated. First, the estimation
of the concentration curve g in Model is considered. Scientists often use parametric methods
to estimate the concentration curve, see for instance Gibaldi and Perrier (1975) for more details.
However, these methods suppose that the concentration curve has a specific shape and that it
depends on some parameters to be estimated. For the cases where no prior knowledge concerning
g is possible so that only the estimation of ¢ is of interest. Then, we propose a nonparametric
approach to estimate the concentration curve g based on the kernel estimator given by Gasser and
Miiller (1979). Other nonparametric kernel estimators could be used, see for instance Cheng and
lin (1981) and more recently Benelmadani et al. (2019a, 2019b) . We prove, through a simulation
study and by considering a real data analysis, the good behaviour of the proposed estimator. The
estimation of the AUC is also investigated, for this, we propose a new nonparametric estimator
which is obtained by an integration of the nonparametric kernel estimator of g. This AUC
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estimator is shown, through a simulation study, to outperform the classical estimator, which is
based on the trapezoidal rule for approximating an integral, in terms of the Mean Squared Error
(MSE). The bioavailability estimation problem is also considered in this simulation study.

Finally, we investigate the crucial problem of finding the optimal sampling design times for
the AUC estimation. In other words, the goal is to choose the best sampling times with respect
to some criterion in order to estimate efficiently the AUC. This problem was first investigated
by Chernoff (1953) and Box and Lucas (1959). Several approaches were proposed to obtain the
optimal sampling times, to estimate the AUC by the trapezoidal approximation, using different
objective functions and different algorithms. We refer to the work of Choi et al. (2007) for a
review and a comparison of these methods.

In this work, we considered the MSE as an objective function, since in statistics it is an
important tool to study the performance of an estimator. It measures, in average, the squared
difference between the estimated values and what we seek to estimate. Then minimizing it with
respect to sampling designs, would lead to a better estimate. For uncorrelated observations, the
Conjugated Gradient Algorithm is used and for correlated observations, the General Simulating
Annealing Algorithm is considered. The choice of the latest was essentially due to its ability to
handle very complex non-linear objective functions with a very large number of local optima

This chapter is organized as follows. In Section we propose the nonparametric kernel
estimator of the concentration curve and we study, through a simulation experiment and a real
data analysis, the performance of this estimator. In Section the estimation of the AUC is
considered by proposing a new kernel estimator. We conduct a simulation study to illustrate
its good behaviour and to compare it to the classical trapezoidal estimator, for both correlated
and uncorrelated observations. In Section we congider the estimation of the bioavailability
through a simulation study. In section we investigate the problem of finding the optimal
sampling points using MSE as the objective function and under appropriate algorithms. Finally,
Section presents some comments and a conclusion of this work.

4.2 Estimation of the concentration curve

In this section, we consider the estimation of the digoxin plasma concentration over time. We
use both simulated data and numerical data set generated in a pharmaceutical study conducted
by Wagner and Yates (1973). To estimate the concentration, we use the nonparametric kernel
estimator given by Gasser and Miiller (1979)and Hart and Wherly (1986) for ¢ € [0, 1] as follows,

n M n

G0 =3 Vi) [ eunts) ds (4.2)

i=1 mi—1,n

where ¢ 5(s) = +K(52), K is a kernel of support [—1,1], h = h(n,m) is a bandwidth with
0 < h < 1 and the midpoints m; are given by: mg, =0, my,, =1 and m;, = (t; + t;11)/2. In
our analysis we consider the quartic kernel given by K(u) = %(1 — u2)21|u‘§1.

4.2.1 Simulation study

We counsider first the hypothetical model of digoxin plasma concentration after an oral dosage
given in Wagner and Ayres (1977), by the following three exponential function:

Goral (t) = —2.4e7108 — 27065 _ (9 4= 00146L £ 4 < [0, 96)]. (4.3)
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Figure 4.1: A trajectory of the Ornstein-Uhlenbeck process.

This model was used in several other works, see for instance, Katz and D’Argenio (1983), Piegorsh
and Bailer (1989) and, more recently, by Belouni and Benhenni (2013), in order to estimate
the AUC and to obtain an optimal sampling design using a classical estimator based on the
trapezoidal rule. In our work, we still consider the same model for the same purpose, but
in another context. In fact, in this chapter we use a nonparametric regression approach for
estimating the concentration curve which does not require a specific form of this curve, whereas
in the previous works, specific parametric models were imposed to the concentration function.
In our simulation study, the error process has an autocovariance function:

R(s,t) = Cov(e(s),e(t)) = o(s)a(t)p(s,t), (4.4)

where p is the autocorrelation function (specified later) and o is the heteroscedastic standard
deviation given, for a regression function g, by:

o(t) = 0.054 0.1g(t).
We consider both uncorrelated errors generated by an error process with the correlation function:
1 if s =1+,

p(s,1) = (45)
0 if s #t,

and correlated errors, generated by the Ornstein-Uhlenbeck error process, with the correlation
function:
p(s,t) =e N7t (4.6)

In the sequel we take A = 1. A visualization of this Ornstein-Uhlenbeck error process is displayed
in Figure We fixed the sampling points number n = 13 and considered the conventional
sampling design (¢;)1<i<n given by Wagner and Ayres (1977) as follows:

0, 0.25, 0.5, 0.75, 1, 1.5, 3, 5, 12, 24, 48, 72, 96. (4.7)
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Figure 4.2: The observations are in black crosses, the estimator is in dashed red line and the
concentration curve (4.3) is in plain line.

In this simulation study, we considered the mean of 10 vectors of generated observations following
Model (4.1)) where g is given by (4.3) and p is given by (4.5)) or (4.6).

Based on the Gasser and Miiller estimator ggl,\l/[ of goral, the optimal bandwidth is obtained using
the conjugate-gradient algorithms (CGA) (see Fletcher and Reeves (1946)), where the objective
function is the Integrated Mean Squared Error (IMSE) given by,

1 2
IMSESM(h) :/0 E goral(t)_ggli\z/[(t)> dt

1 n M n mj n
:/ Zg(ti,n>a(tj,n)p(ti,nytj,n)/ / @x,h(S)Sox,h(u) ds du
0 \i=1j=1 mi_1n

mi—1n
+(

here the E(X) stands for the expectation of a random variable X. Figure shows that the
dashed curve which represents the estimator, approaches well the plain curve that represents
the real concentration curve to be estimated. This visualisation shows that our nonparametric
approach gives a good estimator for the concentration curve.

Yo

3

-
Il

M4 n

-

Il
R

(s(ti) — 9(0)) [

mi—1,n

0 () ds)2> at,

(2

4.2.2 Real data analysis

In this section, we present our analysis of a data set considered by Wagner and Yates (1973).
The data are digoxin plasma concentrations after an oral administration of a treatment which
consists of a 0.25mg tablets of digoxin. The measurements were taken following a chosen time
line as presented in Table For one subject, duplicate assays were run on each plasma sample
and we took the average of the two assays to present the concentrations.
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Figure 4.3: The observations in Table are in circles and the estimator gsll\l/[ is in dashed line.

Table 4.1: Digoxin plasma concentration (mg/ml) in a subject administered orally.

Hours | 0 0.25 0.5 0.75 1 1.5 3 5 12 24 48 72 96

assay 1 | 0 0.03 039 065 074 079 06 038 028 021 013 0.09 0.08

assay 2 | 0 0.02 0.43 064 --- 0.71 0.55 037 027 020 0.15 0.09 0.04

We use the estimator gs’l,\f given by with the quartic kernel defined above. The band-
width we choose in our analysis is obtained using the cross validation criterion (see for instance
Hardle (1990)), since this method is well-known in nonparametric regression problems. The
results given in Figure {.3| confirm those presented previously in our simulation study, in other
words, the estimator ggl}f tracks very faithfully the data.

Remark 4.2.1 We note here that, in our simulation study, the function gorq has been adjusted
to use samples in [0,1] as follows:

Gorai(t) = —2.4¢™106X96 _ 9 —065Lx96 _ () 4,—0.0146tx96

In addition, in order to consider the boundary effect, that is to reduce the bias E(g(n, h)EM (1)) —
Joral(t) near the boundaries [0,h] N [1 — h, 1], Hart and Wherly (1986) modified the estimator, so

that it becomes a weighted average of the observations in the whole interval [0,1], instead of the
reduced interval [h,1 — h]. This modification is done by taking the following kernel at the edges:

K(t):K(t)//t_h K(u)du, for te€[0,h]N[1—h,1].
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4.3 Estimation of the AUC

In this section we consider the problem of estimating the "partial" area under the concentration
curve, i.e.,

T
AUC(g) = AUCT (g) = /0 g(t)dt, (4.8)

where T is the investigator’s last sampling time. For more details on the use of partial or total
(from O to oo) areas under the concentration curve, one can refer to the work of Lovering et al.
(1975) and Wagner and Ayres (1977).

To estimate this area, scientists often use quadrature methods, see for instance the work of Katz
and D’Argenio (1983), Belouni and Benhenni (2013). Their estimator is based on the trapezoidal
numerical rule and is given by:

n—1
KTCo(0) = 5 3 { ¥V ltia) + ¥ ts410) 1501 = ). (1.9)
=1

An intuitive estimator of AUC is the integral of the estimator of the concentration curve. Hence,
we propose a new kernel estimator for AUC(g), which is obtained by integrating the estimator

gGM  given by ([#2), as follows:

mi—1,n

_———GM n 1 mimn
RUCY (9) = 3V (tin) / / oun(s) dsdt, (4.10)
i=1 0

where ¢, and the midpoints m; , are defined in Section 2.

In order to compare the proposed estimator to the trapezoidal estimator , we consider
simulated observations from two different concentration functions. The first one represents the
digoxin plasma concentration after an oral injection given by goral in , and the second one
represents its concentration after an intravenous injection, given by Katz and D’Argenio (1983),
by:

Gint (t) = 3.117e70-6% 1 0.6657¢ 00116t (4.11)

where int stands for intravenous. We generate data from these two concentration functions (the
mean of 100 vectors) with the autocovariance defined by , for both uncorrelated and
correlated errors, and the conventional design . Likewise, we use the quartic kernel
and the bandwidth obtained by the CGA, to estimate AUC(gora1) and AUC(gint) over the time
interval [0, 96]. The results are displayed in Tables [4.2) and

It is shown from these numerical results, in terms of MSE, that we can obtain smaller errors (up
to 3% less in our simulation) and better estimations when using the proposed nonparametric
kernel estimator, than the classical trapezoidal estimator, for both correlated and uncorrelated
observations.
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Table 4.2: The MSE, the expectation of AUC(gora1) estimator * the standard deviation SD, the
optimal bandwidth and the estimation value under the correlations ({4.5) and (4.6); AUC(goral) =
23.49.

n=13 Estimator | MSE | E(AUC) £ SD | Optimal h | Estimation
Uncorrelated | AUC,, | 8.65 | 23.78 £ 2.93 - 23.79
observations | AUC,p | 8.60 | 2357 +293 | 0.092 23.57
Correlated | AUC, | 8.77 | 23.78 * 2.95 - 23.71
observations | AUCy, | 870 | 23.54 %295 | 0.008 23.47

Table 4.3: The MSE, the expectation of AUC(giyt) estimator * the standard deviation SD, the
optimal bandwidth and the estimation value under the correlations (4.5)) and (4.6); AUC(gint) =
39.17.

n=13 Estimator | MSE | E(AUC) £ SD | Optimal & | Estimation
Uncorrelated m?n 12.65 39.81 £ 3.50 - 39.85
observations A/U\Csl,\f 12.26 | 39.20 * 3.50 0.064 39.23
Correlated A/U\Cn 12.92 39.81 £ 3.54 - 39.93
observations mil,\f 12.48 | 39.15 £ 3.53 0.071 39.26

4.4 Estimation of the bioavailability
The absolute bioavailability is defined by the following formula:

AUC, D;
Faps = mﬁv
(2 (&
where AUC, and D, are respectively the exposure and the dose of the medicament administrated
in some chosen way (such as: oral, ocular, rectal ---), AUC; and D; are the exposure and the
dose of the medicament administrated intravenously.
We conducted a simulation study to estimate the absolute bioavailability of the digoxin when the
same dose is administrated in both ways. We considered the same simulated data presented in
the previous section, i.e., the function gors1 defined by to represent the concentration curve
after oral administration and gi,; defined by for intravenous administration. The natural
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Table 4.4: The estimated bioavailability (the real value of Fyps is 0.600).

n=13 Estimator | Estimation
Uncorrelated Fn 0.597
observations FS}E/I 0.601
Correlated E, 0.594
observations FS‘}Y{ 0.598

estimations we used are:

— /\GM
A AUCn(Qoral) ACM AUCn,h (goral)
Fn - 9 Fn7h - _—GM .
AUCy(gint) AUC,,, (Gint)

The results, given in Table £.4] are a consequence of the AUC estimations presented in the pre-
vious section, i.e., better estimations of AUC give "slightly" better estimation of bioavailability.

4.5 Optimal design for AUC estimation

In this section, we are interested in finding the optimal sampling design with respect to the
MSE for estimating the AUC(gora1). The first and last sampling times were fixed to 0 and 96,
the CGA was used to obtain the optimal design when the errors are uncorrelated. However,
when the errors are correlated according to the autocovariance function , the CGA could
not be applied since it requires the differentiablity of the objective function, we used instead the
Generalized Simulated Annealing Algorithm (GSAA), see Xiang et al. (2013). This algorithm
is essentially known for its ability to handle very complex non-linear objective functions with a
very large number of optima. We used the optimal bandwidth for the GM estimator obtained in
Section The results are presented in Tables 4.5 and [4.6] and in Figure [£.4

Tables and show that, we can significantly decrease the MSE up to 50% when using
the optimal design instead of the conventional design, for instance when using the Gasser and
Miiller estimator we can reduce the MSE = 8.70 for the conventional design to MSE = 4.29
using the optimal design, which corresponds to decrease of 50%. Figure and Table show
that most of the optimal sampling design points are located in the elimination phase and fewer
are in the absorption phase and near the peak, in contrary to the conventional sampling design

presented by (4.7).

4.6 Conclusion

In this work, a nonparametric regression method was applied to pharmacokinetics problems.
In particular, we were interested in three major problems: the nonparametric estimation of the
concentration curve, of its area and the derivation of the optimal sampling design. First, we used
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Table 4.5: The MSE, the expectation of AUC(gora1) estimator * the standard deviation SD, using
the optimal design and the estimation value under the correlations (4.5) and (4.6); AUC(goral) =
23.49.

n =13 Estimator | MSE | E(AUC) £ SD | Estimation
Uncorrelated | AUC, | 423 | 23.42 £ 2.06 93.42
_———GM
observations | AUC,, | 427 | 23.43 207 23.51
Correlated AUC, | 426 | 2342 = 2.06 23.42
_———GM
observations | AUC, , | 429 | 2343 *2.07 23.45

Table 4.6: Optimal sampling design obtained by CGA and GSAA for estimating A/U\C(goral).

Uncorrelated errors (CGA) | Correlated errors (GSAA)
— ——GM — ——GM
AUC, AUC,, AUC,, AUC,,
0 0 0 0
Absorption
1.92 1.92 1.92 1.92
phase
8.64 6.72 7.68 6.72
14.40 13.44 15.36 14.40
24.00 22.08 22.08 22.08
28.80 27.84 29.76 28.80
40.32 38.40 38.40 37.44
Elimination
44.16 43.20 46.08 45.12
phase
57.60 56.64 55.68 54.72
60.48 60.48 63.36 61.44
76.80 76.80 74.88 73.92
77.76 77.76 79.68 79.68
96 96 96 96
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Figure 4.4: Comparison of the optimal designs and the conventional design for the estimation of
AUC(goral)-

the nonparametric kernel estimator to estimate the concentration curve, without the knowledge
of its shape, in contrary to the parametric classical methods. We showed, through simulation
studies and real data analysis, the good behaviour of the nonparametric kernel estimator.

We proposed, then, a new kernel estimator for the area under the concentration curve, which is
constructed by integrating the concentration estimator. We showed by simulation study, that
the proposed estimator outperforms the classical AUC estimator based on the trapezoidal rule,
in the sense that it has a smaller MSE.

Finally, we investigated the problem of finding the optimal sampling design in the sense of min-
imizing the MSE with respect to all sampling design of size n. The generated optimal design
enabled us to decrease significantly up to 50% the error of estimation (MSE), then the classical
conventional design. Moreover, it is shown in our simulation study that there is no significant
effect of correlated observations (through the auto covariance function) on the performance of
our estimations in the pharmacokinetic problems that we investigated.

As noted by Katz and D’Argenio (1983), the proposed sampling points, in contrary to the con-
ventional one, requires relatively large number of sampling times in the elimination phase and
does not take into consideration the absorption phase and concentration peak. However, as
observed by Belouni and Benhenni (2013), the selection of an optimal design method could be
adjusted, by fixing certain sampling times in the absorption phase and around the peak and then
obtain the remaining optimal sampling times.
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Chapter 5

Conclusion and perspectives

In this thesis, we were interested in the nonparametric estimation of the regression function, in
the case where the error process is of general autocovariance function, this includes the stationary
and nonstationary processes. The model we considered is the fixed-design regression model with
repeated measurements, where m experimental units are being observed each on n sampling
points.

We began by considering a well known kernel regression estimator, proposed by Gasser and
Miiller. We studied its asymptotic behavior when the number of experimental units and the
number of observations tend to infinity. We focused our studies in the case of the regular design
sequence where the sampling points are generated using a specific design density.

We then proposed two new kernel estimators for the regression function. The first one is
called the projection estimator, it was constructed through a projection property and using
the Reproducing Kernel Hilbert Spaces propoerties. The second one is named the trapezoidal
estimator, constructed using a numerical rule. We studied their asymptotic behaviors when n
and m tend to infinity, proved their asymptotic normality and derived their optimal asymptotic
bandwidths. We also obtained the optimal regular sampling design for the trapezoidal estimator.
We then conducted a simulation studies to test their performances in a finite sample sets, and
to compare them to the classical Gasser and Miiller estimator. Our simulations confirmed our
theoretical results.

Finally, we considered an application to pharmacokinetics, where we proposed the use of the
nonparametric regression estimators to estimate the concentration function of a given drug. We
proposed a new kernel estimators to estimate the Area Under the concentration Curve (AUC)
and we showed its good performances via a simulation study and a real data analysis. We also
consider the problem of obtaining the optimal sampling design for the AUC estimation using the
General Simulating Annealing algorithm.

During the preparation of this thesis, some issues and questions appeared, leading to some future
research, that we develop hereafter.

Models with dependent experimental units

In our thesis work, we considered the kernel regression model, where the errors {e;,j =1,--- ,m}
are i.i.d. processes with the same distribution as a centered, second order process €. The
independence of the experimental units is a realistic assumption, for instance, in the longitudinal
data when observing the heights of children over the years. However, if we consider a situation
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where we measure some variable on a group of students, the students who were in particular
classes in particular schools tend to be more similar and hence dependent. For this, it is also
interesting to consider the kernel regression model with repeated, dependent observations and
generalize our studies.

Different sampling times for each experimental units

During this thesis, we considered the nonparametric regression model with repeated measure-
ments, where the observations are made on the same sampling times (t;)i=1,... n for each ex-
perimental unit. This is the case when choosing the sampling times is possible, for instance, to
estimate the concentration-time curve, the scientists fix the sampling time prior to the experi-
ment. However, imagine a set of panel count data, where the experimental units are observed
continuously and for each subject, only the number of occurrences of the event are known at a
finite distinct observation time points. Hence the times may vary from an experimental unit to
another. Sun et al. (2007) considered this type of data and studied the problem of estimating the
parameters of regression function. Nunéz-Anton et al. (1991) developed a three-stage approach
to estimate the regression function for such type of data. In the nonparametric case, one possible
extension of the thesis work is to consider the following nonparametric regression model:

Y}'<ti,j) = g(ti,j) —|—€j(ti,j) for j=1,---,m andi=1,---,nj,

where {€;,7 =1,--- ,m} are i.i.d. with the same distribution as a centered, second ordered error
processe. An intuitive kernel estimator one can use to estimate the regression function g is given,
for x € [0,1] by:

m Ty

Gnm(®) = > Wi j(@)Y;(ti),

j=1 i=1

where W; ; are some precised weights. One can use the Gasser and Miiller, the projection or the
trapezoidal weights. It is interesting to study the asymptotic behavior of this estimator, when
the number of experimental units m and the numbers of observations n; for j = 1,--- ,m tend
to infinity.

Data based bandwidth selection methods for correlated errors

The data based bandwidth selection methods are widely developed for uncorrelated observations.
It has been shown that many of them, including the well know cross-validation, breakdown when
dealing with correlated observation, see for instance Altman (1990), Chiu (1989) and Hart (1991,
1994). Opsomer et al. (2001) explained the practical consequences of the sensitivity in the
presence of correlation.

A very interesting problem to improve the performance of the kernel estimator, is than to
propose a selection method to obtain the optimal bandwidth in the presence of correlation,
which is the topic of our current project "Optimal trend estimation under errors with Matérn-
type Autocovariance and applications to environmental data", funded by Grenoble Alpes Data
Institute.
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Estimating the change points for a non-differentiable regression
function

A classical hypothesis that we made on the nonparametric regression model, is that the regres-
sion function is twice differentiable. This was useful, especially when studying the asymptotic
performances of the kernel estimators. This assumption, as we have seen by many examples, is
realistic for many type of data, such as: the concentration-time curve and the heights of children.
Sometimes, even a smooth function may contain a a discontinuity, or what is called a change
point. For instance, Cobb (1978) considered the annual volume of the Nile river from 1871-1970,
where there was an abrupt change in the rainfall activity near the end. He suggested that the
change was occurred in the year of 1898. Miiller (1992) proposed a new method to estimate the
change point while considering that the observations are i.i.d. Many other authors have focused
on estimating the change point for uncorrelated error, and hence the problem for correlated
observations is still an open question.

Nonparametric regression estimation for more regular autocovari-
ance function

In our work, we assumed that the error process is a second order process, with a non-differentiable
covariance function. This is the case, for instance, for the Wiener process and the Ornstein-
Uhlenbeck process. The work can be brought to other processes with a more regular autocovari-
ance functions, such as the iterated Brownian motion, which was considered by Benhenni et al.
(2013) to study the effect of the regularity on the Gasser and Miiller estimator.
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