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Abstract

HIV RNA viral load measures are often subjected to some upper and lower detection limits de-
pending on the quantification assays. Hence, the responses are either left or right censored. Moreover,
it is quite common to observe viral load measurements collected irregularly over time. A complica-
tion arises when these continuous repeated measures have a heavy-tailed behaviour. For such data
structures, we propose a robust nonlinear censored regression model based on the scale mixtures
of normal (SMN) distributions. To take into account the autocorrelation existing among irregularly
observed measures, a damped exponential correlation structure is considered. A stochastic approxi-
mation of the EM (SAEM) algorithm is developed to obtain the maximum likelihood estimates of the
model parameters. The main advantage of this new procedure allows us to estimate the parameters of
interest and evaluate the log-likelihood function in an easy and fast way. Furthermore, the standard
errors of the fixed effects and predictions of unobservable values of the response can be obtained as
a by-product. The practical utility of the proposed method is exemplified using both simulated and
real data.

Key words and phrases: Censored data, HIV viral load, SAEM Algorithm, longitudinal data, outliers.

1 Introduction

The study of models in which the variable of interest is subjected to certain threshold values below or
above which the measurements are not quantifiable has been the scope of the biomedical and biostatis-
tical literature in recent years. Particularly, this situation occurs commonly in the study of the human
immunodeficiency virus (HIV) behaviour, where the quantification of HIV-1 RNA viral load is done
using assays with different detection limits for monitoring the copy number of virus per millilitre of
plasma. Lower detection limits ranging from 400 to 500 RNA copies/mL are considered for standard
assays such as Amplicor HIV-1 monitor test 1.5 and Nuclisens HIV-1 QT assay (Antunes et al. 2003),
while the range is 50 to 100 RNA copies/mL for ultra-sensitive assays such as the TagMan assay, version
1 and 2 (Swenson et al. 2014).

In practice, longitudinal data coming from follow-up studies (e.g. acquired immune deficiency syn-
drome - AIDS - studies) can be modelled using censored linear and nonlinear mixed effects models (see
for example Wu 2010, and references therein) and also regression models with a specific correlation
structures on the error term (Garay et al. 2014). Although it is quite common to consider a Gaussian
assumption for the random components of the model due mainly to the computational flexibility for pa-
rameter estimation (see Vaida and Liu 2009). From a practical viewpoint, such an assumption may not be
realistic. In this context, some recent works in censored models (Garay et al. 2014, 2015) have indicated
that likelihood-based inference can be seriously affected by the presence of atypical observations and/or
the misspecification of the parametric distributions for both random effects and errors. Consequently, in
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Figure 1: AIDS studies data. Individual profiles (in log, scale) for HIV viral load at different follow-up
times (AIEDRP data upper left panel/UTI data lower left panel). Normal Q—-Q plot for model residuals
obtained by fitting a censored (Gaussian) mixed effect model (AIEDRP data upper right panel/UTI data
lower right panel). Trajectories for some censored individuals are indicated in different colors.

situations where the inferential results are sensitive to the assumed distributions for the random compo-
nents of the model, it may be desirable to consider more flexible distributional assumptions, specifically,
a heavy-tailed class of distributions.

For example, Pinheiro et al. (2001) proposed the a multivariate Student’s-¢ linear mixed model (¢-
LME). Lin and Lee (2006) and Lin and Lee (2007) developed some additional tools for the t-LME from
likelihood-based and Bayesian perspectives, respectively. It is important to stress that, from a Bayesian
point of view, Rosa et al. (2003) proposed the linear mixed model considering the normal/independent
(ND) class of distributions (NI-LME). In the case of univariate censored responses, Arellano-Valle et al.
(2012) and Massuia et al. (2015) proposed an extension of the normal censored regression (N-CR or
Tobit) model to the case where the error terms follow a univariate Student’s-¢ distribution. Lachos et al.
(2011) considered the use of the NI class in mixed effects models for longitudinal data with censored
responses and adopted a Bayesian treatment to carry out posterior inference, extending, in some sense,
the proposals of Samson et al. (2006), Vaida et al. (2007) and Vaida and Liu (2009).

From a likelihood-based perspective, a few alternatives have been proposed for longitudinal models
under censored responses and considering heavy-tailed distributions. Recently, Garay et al. (2014) and
Matos et al. (2013) utilized the Student’s-¢ distribution in the context of censored regression (¢-CR)
and linear and non linear mixed effects (-LMEC) models for censored responses respectively. They
considered exact EM algorithms for maximum likelihood (ML) estimation, relying on the mean and
variance of a truncated multivariate Student’s-¢ distribution.



However, and from the frequentist point of view, the use of others heavy-tailed distributions has
not been explored in the context of censored longitudinal models. In this regard, the aim of this paper
is to consider the multivariate scale mixture of normal (SMN) distributions as the distribution of the
random error in the framework of the nonlinear censored regression (SMN-NCR) model for censored and
longitudinal data. Our contribution extends the recent works of Garay et al. (2014) and Garay et al. (2015)
since they used only the Student’s-¢ distribution which is a member of the SMN class. It is important
to stress that, for the estimation of the model parameters, we consider an stochastic approximation of
the EM algorithm, the so-called SAEM algorithm. This algorithm introduced by Delyon et al. (1999)
is generally more efficient than the EM (Dempster et al. 1977) and Monte Carlo EM (MCEM) (Wei
and Tanner 1990) algorithms because it does not need the computation of the two first moments of the
truncated multivariate SMN distributions, which requires high-dimensional numerical integration instead
of a very intensive computation step of Monte Carlo simulation to evaluate those complex integrals.
Moreover, Jank (2006) showed that the computational burden of SAEM is much smaller and reach the
convergence in just a fraction of the simulation size when compared to MCEM. This is because the
memory effect persists in the SAEM method, in which the previous simulations are considered in the
computation of the posterior ones. Note that, in the case of mixed effects models, Kuhn and Lavielle
(2005), Meza et al. (2012) and Lavielle and Mbogning (2014) showed a good efficiency of the SAEM
algorithm for ML estimation when the hypothesis of normality of the random components of the model
is not considered.

In order to evaluate the performance of our proposal, we consider the analysis of two AIDS case
studies. The first study evaluated the immune responses to HIV during acute infection, presenting about
22% of measurements lying above the limits of assay quantification (right-censored). The viral loads
was irregularly measured over time. The individual profiles (in log¢ scale) of HIV viral load at different
follow-up times are displayed in Figure 1 (upper left panel). The corresponding figure also presents
the normal quantile-quantile (QQ) plot (on the upper right panel) for the HIV viral load after fitting
the Gaussian nonlinear censored mixed effect model represents that the normality assumption for the
within-subject errors might be inappropriate.

The second study contains the measurements of HIV-1 RNA measures after unstructured treatment
interruption (UTI) in 72 adolescents from US. UTI was defined as discontinuation of all antiretroviral
drugs for any period of time, after which treatment was resumed. The dataset presents about 7% of
observations below the detection limits of assay quantifications (left censored). Figure 1 (lower left
panel) presents the individual profiles of viral load at different follow-up times after UTI. In addition, a
normal QQ plot for the residuals (lower right panel) obtained by fitting a normal censored mixed effect
model is presented.

Since the outcome variables were recorded at irregular occasions in both studies, we consider a parsi-
monious damping exponential correlation (DEC) structure to address the within-subject autocorrelation.
This type of correlation structure, proposed by Muiioz et al. (1992), takes into account the autocorrelation
generated by the dependence among irregular occasions.

The paper is organized as follows. Section 2 provides some preliminaries of the SMN and truncated-
SMN distributions and a brief review of the SAEM algorithms. Section 3 proposes the SMN-NCR model
and shows how to compute the ML estimates through the SAEM algorithm. In Section 4, we formulate
analytically the empirical information matrix of model parameters. The issue concerning the prediction
of future observations is also discussed. In Section 5, our proposed techniques are compared with the
normality-based approach using simulated data and illustrated with the analysis of the AIDS case studies.
Section 6 concludes with a short discussion of issues raised by our methods and some possible directions
for a future research.



2 Preliminaries

2.1 Scale mixture of normal distributions (SMN)

An element of the symmetric class of scale mixture of multivariate normal distributions (Andrews and
Mallows 1974; Lange and Sinsheimer 1993) is defined as the distribution of the p-variate random vector

y = p+s(U)Y?2Z, (1)

where p is a location vector, Z is a normal random vector with mean vector 0, variance-covariance
matrix X, U is a positive random variable with cumulative distribution function (cdf) H(u | v) and
probability density function (pdf) h(u|v), independent of Z, where v is a scalar or parameter vector
indexing the distribution of U and x(U) is the weight function. Given U = u, y follows a multivariate
normal distribution with mean vector p and variance-covariance matrix x(u)X. Hence, the pdf of y is

SMN, (3 | 1. 2,0) = [ 6,y s 0) )i (u | ),

where ¢, (.; p, X) stands for the pdf of the p-variate normal distribution with mean vector p and covariate
matrix 3. By convention, we shall write y ~ SMN,,(u, 3, ). Three members of the scale mixture of
normal class of distributions are commonly used for robust estimation:

e The multivariate Student’s-t distribution, t,(p, X, v), where v is called the degrees of freedom,
can be derived from the mixture model (1), arises when U is distributed as Gamma(v/2,v/2)
and k(u) = 1/u, with v > 0. The pdf of y takes the form of

F(p;l/) —p/25v[—1/2 d\ ~Ptv)/2
Tp(Y‘HaE,V): F(K)ﬂ'p/QV P ‘2| <1+I/> ) yGRP,
2

where I'(-) is the standard gamma function and d = (y — pu) "=~ !(y — p) is the Mahalanobis
distance.

e The multivariate slash distribution, SL,,(p, X, v), arises when () = 1/u and the distribution of
U is Beta(v, 1), withu € (0,1) and v > 0. Its pdf is given by

1
SLy(y | 1, =,v) = V/ W op(ypou E)du,  y € RP.
0

o The multivariate contaminated normal distribution, CNy,(p, X, v, ), where v,y € (0,1). Here,
k(u) = 1/wand U is a discrete random variable taking one of two states and has pdf given by

o | v) = v () + (1= )y (),

where v = (v,7) and I} (u) is the indicator function of the set 7 whose value equals one if u € 7
and zero elsewhere. The associated density is

CN,(y | 1, B, v) = vy (y; oy ' E) + (1 — v)dply; 1, T).

The parameter v can be interpreted as the proportion of outliers while v may be interpreted as a
scale factor.

In what follows, let TSMN,, (1, 33, v; A) represents a p-variate truncated SMN distribution for SMN), (i, 3, /)
lying within a right-truncated hyperplane A = {x = (21,...,2,)" | 71 < a1,...,7, < a,}. We say
that the p-dimensional vector X ~ TSMN,,(u, 33, v; A), if its density is given by:

SMN,,(x | p, X, v)
1::1 ff;o SMNP<X | K, 27 V)d

TSMN,(x | p, 2, v;A) = XH{A}(X) 2)

where the notation [T0_, [*7 = [ ... [*" stands for the abbreviation of multiple integrals.
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2.2 The SAEM algorithm

The EM algorithm, introduced by (Dempster et al. 1977), is powerful frequentist approach to estimate
parameters via ML when the data has missing/censored observations and/or latent variables. The main
features of EM algorithm is the ease of implementation and the stability of monotone convergence. Let
0 be the parameter vector and y. = (yT, qT) be the vector of complete data, i.e., the observed data y
and the missing/censored data (or the latent variables, depending on the situation) g. The EM algorithm
consists basically of two steps: the expectation (E-step) and the maximization (M-step). These steps
are performed iteratively in the complete likelihood function, ¢.(6|y.), until it reaches the convergence.
Each iteration is performed as follows:

) (k)

~(k ~(k ~
E-Step: Calculate the conditional expectation (6 | 0( )=FE |6.(0]y.) |y, 0( ) , Where 6

is the estimate of @ at the k-th iteration.

~(k
M-Step: update 8¥) according to 0( )

= argmaxQ (@ | 5“”).
9

Although the EM algorithm is a powerful tool when the analytical expressions required by the E-
steps have a closed form, it becomes a problem when the analytical expressions cannot be evaluated.
To alleviate this difficulty, Wei and Tanner (1990) proposed the MCEM algorithm, where the E-step is
replaced by a Monte Carlo approximation based on a large number of independent simulations of the
latent variables. However, a large number of simulations are required, making the MCEM algorithm
computationally expensive.

As an alternative, Delyon et al. (1999) presented a stochastic approximation of the EM algorithm,
called the SAEM algorithm. In this procedure, at each iteration, the latent variables are successively
simulated by the conditional distribution and the unknown parameters are updated. According to Meza
et al. (2012), the SAEM algorithm at iteration k proceeds as follows:

E-Step:

1. Simulation-step:

(k=1)

(a) draw q®) (1 =1,...,m) from the conditional distribution f(q |y, 0 ), or

(b) MCMC procedure: when random samples cannot be simulated directly from the conditional
distribution, draw g% (I =1,...,m) instead from the transition probability Ham (q(k_l) v )

the sequence q'®) is a Markov Chain with transition kernels Hé(k)'

~(k
2. Stochastic approximation: update (6 | 0( )) according to

(k1) )
)

o™y = 1< kD) o\ ~(k—1
QO6)=Q@O |6 + Ok m;&(e\q y)—QEe1e ), 3)

where £.(0 | y.) = > iy (0 | yc) is the complete log-likelihood function and dj, is a smooth-
ness parameter, i.e., a decreasing sequence of positive numbers such that ,°, d; = oo and

Yo, 62 < <.
M-Step:
1. Maximization: update o) according to

~(k+1)

0 = argmaxQ(6 | 5(k)).
0



When we need to perform (b) in the E-Step of the SAEM algorithm, this algorithm is called MCMC-
SAEM and was proposed by Kuhn and Lavielle (2004). As proposed by Galarza et al. (2015) we will
consider the following smoothing parameter

{ 1, if 1<k<cW;
O =

gy, if W H1<k<SW, @

where W is the maximum number of iterations and c is a cut point (0 < ¢ < 1) which determines
the percentage of the initial iterations. By Equation (3), we have that if the smoothing parameter ¢y, is
equal to 1 for all k, the SAEM algorithm has “no memory” and it coincides with the MCEM algorithm.
While the SAEM has no memory, the algorithm will converge quickly (convergence in distribution) to a
solution neighborhood. However when the algorithm has memory it will converge slowly (almost sure
convergence) to the ML solution.

Note that, for the SAEM algorithm, the E-Step coincides with the MCEM algorithm, however a
small number of simulations m (suggested to be m < 20) is necessary. This is possible because unlike
the traditional EM algorithm and its variants, the SAEM algorithm uses not only the current simulation
of the missing/censored/latent data at the iteration k denoted by (q**"), I = 1,...,m but some or all
previous simulations, where this “memory” property is set by the smoothing parameter ¢.

3 Regression models for irregularly observed longitudinal data

3.1 The statistical model

Lety = (le, e ,y,TL )T denote the vector of observed continuous multivariate responses. Herein, y;
is a n; x 1 vector containing the observations for subject ¢ measured at particular time points t; =
(ti1,-..,tin,). Formally, the nonlinear regression model is given by
yi = 8leiti)+e, )
pi = AP (6)
where g(p;,t;) = {g(®;,ti1),---,8(®; tin,)} | is a nonlinear vector-valued differentiable function

of the parameter ¢,; A, is a known design matrix of dimension r X p, possibly depending on some
covariate vector X;; 3 is the p x 1 vector of fixed effects; and ¢; is the vector of random errors of
dimension (n; x 1) with mean 0 and covariance matrix €2;. Instead of the usual assumption of normality,
we replace the multivariate normal distribution by the scale mixture of multivariate normal distributions.
Therefore, it follows that
€ " SMN, (0,Q;,v), i=1,...,n. 0
The correlation structure of the error vector is assumed to be €2; = o2E;, where the n; x n; matrix
E; incorporates a time-dependence structure. Consequently, to capture the serial correlation among
irregularly observed longitudinal data, it is necessary to consider a parsimonious parameterization of the
matrix E;. Following Mufioz et al. (1992), we adopt a DEC (damped exponential correlation) structure
for E;, which is defined as:

4. |®
E; = Ei(¢,t;) = [qﬁ'f” tir| 2}, i=1,...m k=1, ..., )

where ¢ = (¢1, qbg)T, the parameter ¢, describes the autocorrelation between observations separated
by the absolute length of two time points, and the parameter ¢, permits acceleration of the exponential
decay of the autocorrelation function, defining a continuous-time autoregressive model.

For practical reasons, the parameter space of ¢; and ¢ is confined within ® = {(¢1,¢2) : 0 <
¢1 < 1, ¢p2 > 0}. It is important to stress that different values of the damping parameter ¢o produce a
variety of correlation structures for a given value of ¢; > 0, as follows:

1. if ¢ = 0, then E; generates the compound symmetry (CS) correlation structure;
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2. when 0 < ¢2 < 1, then E; presents a decay rate between the compound symmetry structure and
the first-order AR (AR (1)) model,;

3. if 2 = 1, then E; generates an AR(1) structure;
4. when ¢9 > 1, E; presents a decay rate faster than the AR(1) structure; and
5. if ¢3 — o0, then E; represents the first-order moving average model, MA(1).

A more detailed discussion of the DEC structure presenting more complex scenarios of the parameter
space ® can be found in Muiioz et al. (1992).

Using the stochastic representation (1), the hierarchical representation (two-stages) of the linear re-
gression model defined in (6) - (8) is given by

ind.

yi|Ui=u; ~ Np(g(p;, ti), s(ui)),
U S b | v). 9)

For simplicity we will denote p;(8) = g(¢;, ti).
Recall that we are interested in the case where left-censored observations can occur. That is, the
observations are of the form

vij < Vi if Cy=1,

yij = Vij if Ci=0, 10)

where V;; represents the uncensored observation or limit of quantification and Cj; is the censoring indi-
cator whose value equals one if censored observation and zero if uncensored observation. Consequently,
the observed data for the i-th subject is represented by (V;, C;). We have chosen to work with the left
censored case, but the results are easily extended to other censoring types. The formulations defined in
(6) — (10) will be called the SMN-NCR model.

3.2 The likelihood function

Frequentist inference on the parameter vector 8 = (,BT, o2, 0", VT)T is based on the marginal distribu-
tion for y;, ¢ = 1, ..., n. For the SMN-NCR model with complete data, we have that, marginally,

ind.

yi ~ SMN,, (p;(8),Qs,v), i=1,...,n. (11

For computing the marginal likelihood, the first step is to treat separately the observed and censored
components of y;. This procedure is described in Definition below.

Definition 1. Ler y be partitioned as y; = vec(y?,ys) with dim(y?) = nf, dim(y$) = nf and
n? +n§ = n;, where vec(-) denotes the operator which stacks vectors or matrices of the same number of
columns and C;j = 0 for all elements in y?, and 1 for all elements in'y§. Let V;, p;(B), and Q; also be

partitioned as follows: V; = vec(V{, V§), p,(8)T = (u9(8), 1 (B)) ", and Q; = ( g 3 )

Then, we have y; | u; ~ Ny, (p;(8), k(u;)S2;), where
i | i~ Nng(p(8), 5(ui)27%) and yi |y, ui ~ Npe(pi, 5(ui)Si), (12)
with £ = pg(9) + () 7 (v? — u(8) and S; = R — ()10

Following Vaida and Liu (2009), we have the following definition to calculate the likelihood function.



Definition 2. Let ®,,, (u;a, A) and ¢n,(u; a, A) be the cdf (left tail) and pdf, respectively, of Ny, (a, A)
computed at u. The likelihood function for the i-th subject is given by

Li(0) = f(y?|6)f(yi <Vi|yi,0)
- / 52 | s, 0)F (6 < VE | s, y?, 0)dH (us)

= /0 Gne (y7s 16 (B), k(i) Q) P (V5 7, K (wi)Si)d H (us). (13)

The log-likelihood function for the observed data is given by ¢(0|y) = > ;{log L;} and can be
used to monitor the convergence of the SAEM algorithm.The likelihood function for particular cases of
the SMN-NCR model are given in following Proposition. The proof is given in Appendix A.

Proposition 1. The likelihood function for special elements of the SMN class are given by.

1. (normal) If U is degenerate in 1, i.e., P(U = 1) = 1, then
Li(0) = ¢ne(y7; 17 (B), (ui) ) Pre (V5 17, Si).-

2. (Student’s-t) If k(u) = 1/uand U is distributed as Gamma(v/2,v/2), with v > 0, then

+6
Li8) = tuo(y?: u(B). Q. 0T (vg;ufo,(” )sz,wn)

1/—4—nZ

where & = (y? — p$(8)) T (7°) " (y9 — u(8)).

3. (contaminated normal) If k(u) = 1/u and U is a discrete random variable taking one of two
states and with probability function given by h(u|v) = vl (u) + (1 — v)lg1y(u), then

Li(0) = v[ono(y?; mi(B), 7 Q) Pre(VE; 5%, 7 'S;)]
+ (1=0) [dno(y?; 13 (B), Q%) @pe (VE; s, Si)] -

Lucas (1997) carried out an interesting study on the robust aspects of the Student’s-t M-estimator in
the univariate case using influence functions. He showed that the protection against outliers is preserved
only if the degrees of freedom parameter are fixed. In this paper, we assume that the parameter v is fixed.
The most appropriate value of v (see Lange et al. 1989; Meza et al. 2012) is chosen on AIC or BIC. The
entire parameter vectoris @ = (81,02, ¢ )7 hereafter.

3.3 Maximum likelihood estimation

In this subsection, we develop the MCMC-SAEM (hereafter SAEM) algorithm for ML estimation of
the parameters in the SMN-NCR model defined previously. Consider the model defined in (6) — (8),
u=(ug,...,un) , V=u0vec(Vy,...,Vy,),and C = vec(Cy,...,C,) such that we observe (V;, C;)
for the i-th subject. Treating u, and y as hypothetical missing data, and augmenting with the observed
data V,C, we set y. = (CT, v, yT, uT)T as the complete data. Therefore, the complete data log-
likelihood function for all individuals can be written, using the representation defined in (9), as 4.(0 |
Ye) = 22im1 Li(0 ] ye),

n

(0] ye) = > {log f(yilu:) +logh(u; | v)}

i=1
_ N 2 N~ — 5 () Tp-1
= 79 logo” — ; 5 log |E;| — ; 902 (yi — 1;(8)) E, (yi — 1:(8))
+ Zlog h(u;|v) + C,

i=1



with C' being a constant that does not depend on the parameter vector 6 and y ;' ; n; = N. Given

the current estimate (at the k-th iteration) 8 = 6

8" ), the conditional expectation of the complete data

log-likelihood function is given by:

where

with

Q(Ola(k)) = [(B\yc)!VCO } Zngyg
Qi(018") = —%mg?(k) - %log|Ek)|
1 (k) 50

- —mk £ ) (yi — (B )) "B (i — (B
202

; (K 1 ~ 1 /\(k),\_
= —n—logUQ( - flog]Egk)] - — [tr( ky? E; 1(k))
2 2 202( )

NS — (k) 5 ~(k)
o] (BB VR w0 (BB B

—(k ~

FGYZ-Z( - E {/i_l(uz')yz‘y: \ Vi,Ci,O(k)} : (14)

E}Tz(k) = F [m_l(ui)yi | Vl,Cl,/é(k):| s (15)
A = B[ () | Vi,Ci,a(k)} . (16)

~(k
Note that in this case we do not consider the computation of E[h(u; | v) | V4, C;, 9! )] because v is

fixed.
In

the traditional EM algorithm, we evaluate the conditional expectations given in Equations (14) —

(16). As there are no closed-form expressions for them, two intermediate steps are introduced, including
the simulation and approximation steps. In the simulation step, for the ¢-th subject, we generate samples
from the full conditional distributions of the latent variables (u;,y;) via the Gibbs sampler algorithm
according to the following scheme (at the k-th iteration):

Step 1:

(k=1
Sample yic(k’l) from f(y¢ | VS, y9, ui, 0( )), which is a truncated normal distribution. Using

definition 1 and conditlonmg on the censored components, we obtain

yZ |V1,y1,ul,0 ~ TN, (llm ( )Si;Ai)’

with Ay = {y§ = (U1 06T 106 < Vi ue < Vi) = HE(B) +Q°(Q%) " (o~
p(8)) and S; = QF — Q°(Q°) 10,

Then, the new observation y( b = (yzl(k l), ce ngk ),yn0+1, ..., Yn,) is a sample generated for

the nj censored cases and the observed values (uncensored cases).

Step 2:

A(k—1)

0 from f(uq | yiY, 0

Sample u; ). This gives rise to

(a) Student’s-t

To-1 .
uz-ryi,efvcamma<”;“a”+< — )9, m(ﬁ))>;



(b) Slash

27 2

which follows a truncated gamma distribution lying in the interval (0,1);

u; | yi, @ ~ TGamma (1/ + i i — Hi(ﬂ))TQZI(yi —1i(B)). 0 1)>

(c¢) Contaminated normal

flu; | yi, ) is a discrete distribution taking values v with probability plzjrlm and 1 with

, Where

probability o +p

20— (3T (v — pi(8)))

2= (1= v)exp (=50~ (8 3 i) )

p1 = VV% exp <*

The next step is the Stochastic Approximation. Since the sequence (yz( D ks l)) forl=1,....m

) Uy
is collected at the k-th iteration, we replace the conditional expectations given in (14) —(16) w1th the

following stochastic approximations:

—(k — (k-1 1 & (k-1

= EZH_l(ugk’l))yz(k’l)ygkm -7 )] ’ o
=1

— —_ 1 % - T\~

i = Y e | S Wy - Ry ”], (18)
=1

A0 = ZeD g, %Zm—l(u?“’”) - @Uf—”] . (19)
=1

An advantage of the SAEM algorithm is that, even though it performs a MCMC E-step, it requires
a small and fixed sample size, making it much faster than MCEM. Some authors claim that m < 10 is
large enough, but to be more conservative, we chose m = 20. As a consequence, the MCMC samples
are incorporated in a smooth way with the previous step of the algorithm.

~(k ~(k
Finally, the conditional maximization step is carried out and 0( ) is updated by maximizing Q(G!O( ))

~(k
over 0( ), which leads to the following expressions:

g _ <Z = (05 1(k>j§k)> ZJ(’“ </€yz( ) — m(fi(k))> » (20)

~(k+1) F-1k) T AFN\T—1(k) (k)
2 _ . ) -
A L Z (2 B -2l (BB Vi

R ~(k) ~_ ~(k

+ Hi(k)ui (ﬁ( ))Ei 1(k).uz'(/3( ))} ) @n

~(k+1) " (k)
¢ =  argmax (— Z [ (/ﬁyZ E; ) — 2#?(5 E; 1/<;yi(k)

Pe(0,1)xR+ i=1

~ (*)
+ &S] (BB ki ( }—leog (o 1I>

(22)

and ky; ,Ky; ~ and f@-(k ) rely on minimal sufficient statistics.

B W
where J; = 0B
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It is important to stress that, since the complete likelihood function does belong to the exponential
family, the SAEM algorithm converges. Under several conditions, Kuhn and Lavielle (2005) and Samson
etal. (2006) have verified that the estimate sequence produced by the SAEM algorithm converges towards
a (local) maximum of the likelihood function.

3.4 Imputation of censored components

We are also interested in the prediction of the censored components of the ¢-th subject. Let y5 be the true
unobserved response vector for the censored components. In the implementation of the SAEM algorithm,

(k)

the predictions of the censored components, denoted by 5/; , are calculated as

7® = Bly; | vi,ci,8"), i=1,....n,

where
() _ elk1) L gelkd) _ el)
~ ~c(k—1 , -
A R m;yf - ] (23)
and the yf(k’l) ’s are obtained without computational effort from the Step 1 of the proposed SAEM algo-
rithm.

4 Standard errors and prediction of future observations

4.1 Empirical information matrix

According to large sample theory, the asymptotic covariance matrix of the ML estimates can be approx-
imated by

n
1
L0 |y)=> s(yi|0)s'(yi| 0) - ;S<Yi 16)S" (vi | 6), (24)
i=1
where S(y; | 0) = Y. ;s(y: | ) and s(y; | 0) is the empirical score function for the i-th subject.
Following to Louis (1982), the individual score is determined as

Olog f(yi|6) _ o (8&0(9 | Vei)

i | 0) = V,;,C;,0 2

s(yi | 0) 20 00 | Vi, Cy, > ) (25)
where /;.(6 | y.;) is the complete data log-likelihood formed from the complete observation y;. Sub-
stituting the ML estimate of € in (25), it leads to s(y; | @) = 0. As a result, the empirical information

matrix I. (0 | y) is reduced to

n 5.8
L@ |y)=> 58] = | 8z | (S8 Si2 S ), (26)
i=1 gzd)
where
R R R JJEY -
S8 = (Si,ﬁw---asi,ﬁp)T: Z/EZ (’f}’i—ﬂi(ﬂ)>,
o
. n Sl SA Tl S
Si2 = e+ — |tr(ny?BTY) — 20] BB Ry + o] (BB i(B)]
202 20t
= ~ o T
Sz’,(b = (Si7¢17si7¢2) s
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with
R 1 ~ o ~ ~ —~
i = (I BB 20 BB E)E R+ Rl (BB, (B
g
1 o
—§tr<Ei "Ei(s)).

and E;(s) = for s = 1, 2. For the DEC structure, we have the following partial derivatives

P

51 OF tii—tie|?2—1
agblz = |ty — tik\¢2¢|1 it ’
OFE.: tij—tik|?2
S = It~ tl* ogt; — te] os(on)of

4.2 Prediction

For generating predicted values from the SMN-NCR model, we follow the scheme adopted by Wang
(2013) and Garay et al. (2014). Let y; .5 be an observed response vector of dimension n; s X 1 for a
new subject ¢ over the first portion of time and y; ;.4 the corresponding 7; ;,,.cq X 1 response vector over
the future portion of time. Let p1;(8) = (£ ops(B): ti prea(B)) T be the (n; obs + i prea) X 1 nonlinear
vector corresponding to ¥i = (¥, o ¥4 prea)-

The censored values existing in y; o»s are imputed by (23). Therefore, after this imputation step, a
complete data set, y; s+, is obtained. We obtain

_ % T T
Yy, = (}’i,obs* ) yi,pred) ~ SMNnZ obs 1 pred ( (B) Q;; H)

Qobs*,obs* Qobs*,pred

Qpredobs* Q;Ted’med The best linear predictor of y; ,req (With respect to the
i i

minimum mean squared error) is the conditional expectation of y; ,req given y; ops+, namely

where Q; = <

S’\i,pred(g) = “i,pred(ﬂ) + Q?Tedﬂbs* Q?bs*’()bs*_l (Yi,obs* - u’i,obs* (B)) . (27)

Consequently, y; ,rcq can be estimated directly by substituting 9 into 27).

5 Application

In this section, we illustrate the performance of the proposed techniques through simulated datasets.
Afterward, we apply the methods to the analysis of two HIV datasets previously analyzed by Vaida and
Liu (2009) and Matos et al. (2013).

5.1 Simulation study

The main goal of this simulation study is to investigate the effects on the parameter inference when the
traditional normality assumption is violated. We examine the behavior of the models under different
proportions of censoring and sample sizes.

We present three scenarios considering the same probability distribution and correlation structure for
the datasets. The responses follow a contaminated normal distribution with parameter v = (v,7)" =
(0.1,0.1) T and DEC structure with ¢; = 0.8 and ¢ = 1. The simulated data are generated following the
model defined in Subsection 3.1, where A; = [17“ tZT] and g; is the identity function, with parameters

setting at 31 = 2 o = 1, 0 = 2 and time points set as t; = (1,3,5,7,10,14),fori = 1,...,n

12



Scenario 1: A censoring proportion of 10% and different sample sizes, say, n = 50, 100, 200, 400
and 600. Under each setting, we fitted the N-NCR model, the T-NCR model with 4 degrees of

freedom and the SL-NCR model with v = 2. The goal in this study is to show the asymptotic
behavior of the ML estimates obtained via the proposed SAEM algorithm.

Scenario 2: A sample of size n = 200 and different censoring proportions, say, 0, 5, 10, 20 and

30%. As in the previous case, the N-, T- and SL-NCR models are fitted. We aim at studying the
behavior of the SMN-NCR models under different proportions of censoring.

Scenario 3: We consider a data set of sample size n = 100 and a censoring level of 5% to show
the convergence of the SAEM algorithm and the imputation performance of censored values.

Note that, for scenarios 1 and 2, there are 30 different simulation settings with 100 simulated Monte
Carlo datasets for each one. The ML estimates and their associate standard errors together with the AIC
and BIC values were recorded. For all the fitted models, the initial estimates are chosen by fitting a linear

regression for all the parameters and we fixed the number maximum of iterations W = 300 and a cut
point ¢ = 0.25.

mse
o

0.000

400 600
Samples Sizes (n)

1

b2
T

mse

-
mse

0.2+

Samples Sizes (n)m‘ﬂ Samples Sizes (n)mn
Figure 2: Simulation study - Scenario 1. Mean square error of the parameter estimates in the SMN-NCR model

under 10% of censoring level and different samples sizes. The solid line (blue) represents the T-NCR model , the
dotted line (red) represents the N-NCR model and the dotdash line (green) represents the SL-NCR model.

Scenario 1

To study the finite sample properties, we compute the absolute bias (Bias) and mean square error

(MSE) of the regression coefficient estimates obtained from the SMN-NCR models under different sam-
ple sizes. These measures are defined as:

1 X () 1 = (40) 2
Bias — 100; 8” — 6, and MSE = 100; (67 -6:) . (28)
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Table 1: Simulation study - Scenario 1. Results based on 100 simulated samples with 10% of censoring pro-
portion. MC mean and MC Sd are the respective mean estimates and standard deviations from fitting SMN-NCR
models with different samples sizes. IM SE is the average value of the approximate standard error obtained through
the empirical information-based method. MC AIC and MC BIC are the arithmetic averages of the respective model
comparison measures.

Censoring 10%

Parameters Criteria
Distribution 51 B2 o2 b1 b2 MC Loglik. MC AIC MC BIC
MC Mean 2.021 0.997 2.019 0.799 1.020 -539.049 1088.098 1106.617
T IM SE 0.235 0.024 0.359 0.046 0.203
MC Sd 0.200 0.022 0.351 0.038 0.188
MC Mean 2.015 0.997 1.446 0.800 1.022 -540.094 1090.188 1108.707
n = 50 SL IM SE 0.246 0.025 0.206 0.045 0.197
MC Sd 0.186 0.021 0.210 0.036 0.182
MC Mean 2.121 1.003 16.052 0.801 1.184 -714.865 1439.731 1458.250
N IM SE 1.012 0.089 1.554 0.050 0.278
MC Sd 0.361 0.062 8.093 0.123 0.665
MC Mean 2.023 0.997 1.973 0.799 1.015 -1075.346 2160.692 2182.676
T IM SE 0.163 0.017 0.242 0.031 0.139
MC Sd 0.148 0.015 0.253 0.031 0.139
MC Mean 2.016 0.998 1.420 0.800 1.018 -1077.510 2165.019 2187.004
n = 100 SL IM SE 0.171 0.017 0.139 0.030 0.134
MC Sd 0.135 0.014 0.159 0.030 0.136
MC Mean 2.088 1.009 16.134 0.790 1.051 -1449.267 2908.533 2930.518
N IM SE 0.633 0.053 0.688 0.020 0.081
MC Sd 0.263 0.038 6.519 0.103 0.436
MC Mean 2.023 0.997 1.972 0.801 1.010 -2152.751 4315.502 4340.953
T IM SE 0.114 0.012 0.169 0.022 0.096
MC Sd 0.105 0.011 0.172 0.020 0.092
MC Mean 2.016 0.997 1421 0.801 1.013 -2156.934 4323.867 4349.318
n = 200 SL IM SE 0.120 0.012 0.097 0.021 0.093
MC Sd 0.097 0.010 0.106 0.019 0.089
MC Mean 2.068 1.011 16.115 0.798 1.016 -2923.747 5857.494 5882.944
N IM SE 0.419 0.034 0.375 0.009 0.040
MC Sd 0.203 0.028 4.570 0.060 0.267
MC Mean 2.023 0.997 1.972 0.802 1.010 -4309.241 8628.483 8657.399
T IM SE 0.081 0.008 0.119 0.015 0.068
MC Sd 0.080 0.008 0.109 0.013 0.061
MC Mean 2.017 0.998 1.423 0.802 1.013 -4317.693 8645.387 8674.303
n = 400 SL IM SE 0.084 0.009 0.068 0.015 0.065
MC Sd 0.072 0.007 0.069 0.013 0.059
N MC Mean 2.061 1.011 16.166 0.803 1.002 -5873.152 11756.305 11785.221
IM SE 0.289 0.023 0.237 0.005 0.025
MC Sd 0.145 0.020 3.125 0.038 0.180
MC Mean 2.020 0.998 1.972 0.802 1.010 -6468.005 12946.01 12976.95
T IM SE 0.066 0.007 0.097 0.012 0.055
MC Sd 0.070 0.006 0.080 0.010 0.047
MC Mean 2.014 0.998 1.423 0.803 1.013 -6480.928 12971.86 13002.80
n = 600 SL IM SE 0.069 0.007 0.056 0.012 0.053
MC Sd 0.064 0.006 0.051 0.010 0.045
MC Mean 2.057 1.012 16.228 0.803 0.988 -8826.036 17662.07 17693.02
N IM SE 0.235 0.019 0.187 0.004 0.019
MC Sd 0.126 0.016 2.459 0.028 0.147
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Table 2: Simulation study - Scenario 2. Results based on 100 simulated samples with sample size 200. MC mean
and MC Sd are the respective mean estimates and standard deviations from fitting SMN-NCRM with different set-
tings of censoring proportions. IM SE is the average value of the approximate standard error obtained through the
information-based method. MC AIC and MC BIC are the arithmetic averages of the respective model comparison
measures.

n = 200
. Parameters Criteria
Censoring
Fit B1 B2 o2 o1 ¢2 MC Loglik. MC AIC MC BIC
MC Mean 2.010 0.998 1.994 0.801 1.009 -2357.915 4725.830 4751.280
T IM SE 0.111 0.012 0.168 0.021 0.093
MC Sd 0.104 0.011 0.172 0.018 0.087
MC Mean 2.007 0.999 1.425 0.801 1.012 -2360.530 4731.060 4756.510
0% SL IM SE 0.116 0.012 0.095 0.020 0.090
MC Sd 0.096 0.010 0.106 0.018 0.086
MC Mean 2.031 0.999 22.820 0.800 1.033 -3342.554 6695.108 6720.559
N IM SE 0.392 0.040 0.397 0.008 0.035
MC Sd 0.313 0.032 6.086 0.050 0.259
MC Mean 2.011 0.998 1.988 0.802 1.013 -2221.685 4453.371 4478.821
T IM SE 0.112 0.012 0.170 0.021 0.094
MC Sd 0.106 0.011 0.171 0.018 0.086
MC Mean 2.008 0.998 1.425 0.803 1.016 -2224.916 4459.832 4485.282
5% SL IM SE 0.117 0.012 0.096 0.020 0.091
MC Sd 0.098 0.010 0.106 0.018 0.085
MC Mean 2.300 0.988 16.115 0.800 1.040 -3038.035 6086.069 6111.519
N IM SE 0.413 0.034 0.350 0.008 0.038
MC Sd 0.226 0.028 4.549 0.060 0.274
MC Mean 2.023 0.997 1.972 0.801 1.010 -2152.751 4315.502 4340.953
T IM SE 0.114 0.012 0.169 0.022 0.096
MC Sd 0.105 0.011 0.172 0.020 0.092
MC Mean 2.016 0.997 1.421 0.801 1.013 -2156.934 4323.867 4349.318
10% SL IM SE 0.120 0.012 0.097 0.021 0.093
MC Sd 0.097 0.010 0.106 0.019 0.089
MC Mean 2.068 1.011 16.115 0.798 1.016 -2923.747 5857.494 5882.944
N IM SE 0.419 0.034 0.375 0.009 0.040
MC Sd 0.203 0.028 4.570 0.060 0.267
MC Mean 2.091 0.991 1.968 0.797 1.012 -1987.323 3984.646 4010.097
T IM SE 0.129 0.013 0.171 0.024 0.106
MC Sd 0.105 0.010 0.169 0.021 0.101
MC Mean 2.071 0.993 1.420 0.798 1.017 -1992.863 3995.727 4021.177
20% SL IM SE 0.134 0.013 0.099 0.023 0.102
MC Sd 0.097 0.010 0.108 0.020 0.096
MC Mean 1.627 1.051 16.496 0.788 0.976 -2687.424 5384.848 5410.299
N IM SE 0.464 0.036 0.425 0.011 0.045
MC Sd 0.202 0.030 4.783 0.061 0.256
MC Mean 2.290 0.974 1.998 0.796 1.055 -1804.398 3618.796 3644.246
T IM SE 0.158 0.015 0.176 0.027 0.124
MC Sd 0.134 0.012 0.169 0.022 0.115
MC Mean 2.262 0.976 1.421 0.796 1.056 -1811.364 3632.728 3658.178
30% SL IM SE 0.165 0.016 0.100 0.026 0.119
MC Sd 0.128 0.012 0.106 0.022 0.113
MC Mean 1.394 1.071 16.922 0.774 0.928 -2430.493 4870.987 4896.437
N IM SE 0.538 0.039 0.486 0.013 0.051
MC Sd 0.274 0.035 4.975 0.063 0.250
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where 51@ is the ML estimate of the parameter 6; for the j-th sample, 5 = 1,...,100. The main ob-
jective of this simulation is to provide empirical evidence about consistence of the ML estimates. It is
apparently seen in Figure 2 that the MSE tends to zero as the sample size increases. Similar results are
obtained after the analysis of the absolute bias (see Figure 7 in Appendix B). In general, for all models,
the SAEM algorithm provides estimates with good asymptotic properties. In addition, Table 1 presents
the summary statistics for parameter estimation under this scenario. As expected, censored models with
heavy-tailed distributions have better performance than the normal one in recovering the true parameter
values independently of sample sizes.

Scenario 2

In this scenario, we intend to study the behavior of the SMN-NCR models under different proportions
of censoring. It can be found from Table 2 that the heavy-tailed models outperforms the normal one for
all levels of censoring. In fact, those models have smaller standard deviations. In addition, Monte Carlo
means of the model comparison criteria (MC AIC and MC BIC) strongly favor the heavy-tailed ones.

Table 2 provides the Monte Carlo standard errors of the SAEM estimates obtained through the empir-
ical information matrix described in Section 4 (IM SE). Comparing to the Monte Carlo standard deviation
(MC Sd) for the parameters of interest, it is evident that the proposed asymptotic approximation for the
variances of the parameters obtained through Equation (26) is reliable. Furthermore, it is readily seen
that the estimates of the scale parameter o2 obtained from the heavy-tailed models are less sensitive to
the variation in the censoring level, concluding that these models are not only robust to model misspeci-
fication but also for different levels of censoring.
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Figure 3: Simulation study - Scenario 3. Conditional expectation of the censored values (E[ycens | Yobs))
evaluated by the SAEM algorithm as a function of the true censored simulated values y.

Scenario 3

The aim of this last simulation study is monitor the convergence of the SAEM algorithm as well
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the performance of the imputation procedure. To conduct the experimental study, an arbitrary simulated
dataset is considered, where the conditional expectation E [ycens | Yobs] Of the censored values is com-
puted using Equation (23). Figure 3 shows the plot of the imputed values E [ycens | Yobs| as a function
of the true censored (simulated) values y. As expected, the SAEM algorithm provides a satisfactory
imputation for these censored values when heavy-tailed distributions are used.

Figures 8, 9 and 10, given in Appendix B, show the convergence of the SAEM algorithm for all
the parameters and SMN distributions for this simulated dataset. Observing these figures, the estimates
converge swiftly to a neighborhood of the ML estimates during the first 75 iterations for all models. The
next few iterations ensure the almost sure convergence of the sequence to these estimates.

5.2 Real Data - UTI Data

The application considered in this section is referred to a study of 72 perinatally HIV-infected children
(Saitoh et al. 2008). This dataset is available in the R package (R Development Core Team 2015) through
the library /mec. All subjects in the study had received ARV therapy for at least 6 months before the
interruption, and the medication was discontinued for more than 3 months. Out of 362 observations, 26
were below the detection limits (50 or 400 copies/mL) and considered left-censored at those values.

We consider the SMN-CR models with DEC structure defined in Subsection 3.1 to fit this dataset.
We considered five different correlation structures, namely the uncorrelated structure (UNC), continuous-
time autoregressive of order 1 (AR(1)), first-order moving average (MA(1)), compound symmetric struc-
ture (CS) and damped exponential correlation (DEC) (without fixing parameters ¢; and ¢2). Here,
yi = X;B + €; where y; is the log;; HIV RNA for subject 7 from follow-up times, with t; = 0, o =
1,t3=3,1t4=6,15 =9, tg = 12, t7 = 18, and tg = 24; and X the design matrix.

Table 3: UTI data. Information criteria for the SMN-CR models under different structures.

Structure
Distribution  Criteria DEC AR(1) MA(1) CS UNC
brmaz -363.08 -406.98 -468.31 -364.21 -473.92
T AIC 748.15 833.96 956.62 748.43 965.84
BIC 790.96 872.87 995.53 787.34 1000.86
v 2.3 2.1 2.1 2.3 2.1
Crmaz -359.72 -403.08 -470.46 -360.90 -476.12
SL AIC 741.44 826.15 960.92 741.79 970.24
BIC 784.25 865.07 999.84 780.71 1005.26
v 0.8 0.7 1.0 0.8 1.0
Crmaz -351.32 -396.56 -481.87 -353.37 -487.92
CN AIC 724.64 813.12 983.74 726.75 993.83
BIC 767.44 852.04 1022.66 765.66 1028.86
v (0.2,0.1) (0.3,0.1) (0.1,0.1) (0.2,0.1) (0.1,0.1)
Lrnax -411.93 -463.05 -516.52 -412.06 -524.17
N AIC 845.87 946.11 1053.03 844.11 1066.34

BIC 888.68 985.02 1091.95 883.03 1101.37

v

For the Student’s-¢, slash and contaminated normal models, the degrees of freedom v are assumed
to be unknown but fixed. According to the AIC (or BIC) values, the appropriate values of v vary under
different types of correlation structures. Observing Table 3, the CN-CR model with » = (0.2,0.1) and
DEC structure outperforms all other competitors. Moreover, for these models, the estimated values of v
are fairly small, indicating a lack of adequacy of the normal assumption for the UTI data.

Table 4 reports the ML estimates and standard errors for the model parameters from the four fitted
SMN models under DEC structure . Note that the estimates of 31, 32, and 3 (the slope parameters cor-
responding to time points 0, 1, and 3 months) for the SMN models are quite close to each other and those
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for the time points further away, i.e., 84 ..., 3, are also reasonably close to each other. The standard
error estimates of 3 are smaller than those in the normal model, indicating that the three heavy-tailed
models are capable of producing more precise estimates. The variance components are not comparable
since they are on different scales. The regression coefficients 3;, for j = 1,...,8, increase gradually
under these models. This signifies the negative effect of the antiretroviral therapy interruption on the
viral load levels. In other words, the viral load increments consistently along the time when the antiretro-
viral therapy begins to be interrupted. For our best model (CN-CR), the convergence of the estimates
obtained through the SAEM algorithm are shown in Figures 11 and 12 (Appendix C). As can be seen,
the convergence can be achieved very quickly.

Table 4: UTI data. ML estimates with standard errors for the SMN-CR models under DEC structure.

T SL CN N
Parameter  Estimative SE Estimative SE Estimative SE Estimative SE
51 4.040 (0.096) 4.020 (0.096) 3.993 (0.097) 3.625 (0.136)
B2 4.321 (0.107) 4.312 (0.107) 4.303 (0.111) 4.185 (0.178)
B3 4.354 0.111) 4.344 (0.115) 4.332 (0.119) 4.259 (0.212)
Ba 4.533 (0.115) 4.498 (0.117) 4.487 (0.119) 4.375 (0.201)
Bs 4.675 (0.130) 4.649 (0.129) 4.638 (0.122) 4.579 (0.223)
Be 4.670 (0.147) 4.646 (0.141) 4.623 (0.139) 4.582 (0.243)
Br 4.688 (0.136) 4.670 (0.140) 4.657 (0.152) 4.688 (0.218)
Bs 4.871 (0.183) 4.842 (0.189) 4.791 (0.206) 4.806 (0.378)
o2 0.544 (0.139) 0.282 (0.065) 0.543 (0.100) 1.090 (0.134)
b1 0.812 (0.040) 0.820 (0.038) 0.823 (0.038) 0.700 (0.043)
b2 0.094 (0.083) 0.096 (0.082) 0.121 (0.085) 0.028 (0.071)

We are also interested in investigating the performance of the prediction for future values described
in Section 4. Toward this, we compare the predicted values under the four fitted models, say, T-CR, SL-
CR, CN-CR and N-CR with DEC structure. We exclude the last two measurements of each individual in
the datasets with more than 6 observations (total of 29 individuals). To evaluate the predictive accuracy,
we compute the mean absolute error (MAE) and the mean square error (MSE), defined as

1 * 1 * \2
MAE = m Z Yij — yz‘j| and MSE = m Z(yzg - yij) ) (29)
Z7J 1’7]
where y;; is the original value and y;; is the predicted value, fori = 1,...,29, j = 1,2 and m = 58.

Table 5 shows the comparison between the predicted values and real ones under the SMN-CR models.
We can see from these results that the CN-CR model outperforms its competitors.

Table 5: UTI data. Evaluation of the prediction accuracy for the SMN-CR models under DEC correla-
tion structure.

T SL CN N
MSE 0.219 0.227 0.197 0.240
MAE 0.357 0.361 0.340 0.383

In addition, for the CN-CR model (our best model), we present in Figure 4 a comparison between the
predicted values and the real ones considering the five different correlation structures. From this figure
we can see that the CN-CR model with DEC structure has a better performance in terms of prediction
than the other ones.

5.3 Real Data - AIEDRP study

This study is taken from the AIEDRP program, a large multicenter observational study of subjects with
acute and early HIV infection, consisting of 320 untreated individuals with acute HIV infection. Of the
830 recorded observations, 185 (22%) were above the limit of assay quantification. For this data we
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Figure 4: UTI data. Evaluation of the prediction performance for three random subjects, considering the CN-CR
model under different correlation structures.

consider the same model of Vaida and Liu (2009) and Matos et al. (2013),but without the random effects.
We fit a right-censored five-parameter SMN-NCR model with DEC structure, as follows

yi = g(w;, ti) + €, (30)
where p; = A;8, with A; = 15, 8 = (f1,. .. ,,85)T, and
6302
g(pi, ti) =€ + + €9 (t; — 50). (31)

1+ exp((t; — e¥3)/es)

In this study, y;; is the log, of the viral load for subject 4 at time ¢;;. The parameters (1 and @2
represent the subject-specific set-point values and decrease from the maximum HIV-1 RNA. The location
parameter (3 indicates the time point at which half of the change in HIV-1 RNA is attained, ¢4 is a scale
parameter modeling the rate of decline and (5 allows increasing the HIV-1 RNA trajectory after day 50.
We adopted the exponential for each model parameters to avoid negative values.

Table 6: AIEDRP study. Model selection criterion for the NCR model under DEC structure.

Distribution

Criterion N T SL CN
brnaz -769.54 -762.13 -762.46 -762.60
AIC 1555.07 1540.27 1540.91 1541.19
BIC 1592.85 1578.04 1578.68 1578.961
v - 10 24 (0.1,0.3)

As in the first real data, the degrees of freedom () for the Student’s-¢, slash and contaminated normal
models are assumed to be unknown but fixed. According to the AIC (or BIC) values, the appropriate
values of v vary under different types of correlation structures. For all SMN distribution (N, T, SL and
CN), the DEC structure fitted better than the others correlation structures. Observing Table 6, the T-NCR
model with DEC structure and v = 10 outperforms all the other SMN competitors.
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Table 7 summarizes the ML estimates and standard errors for the model parameters from the four
fitted SMN models. As in the simulation study, the SE values for the parameter estimates are obtained
using the empirical information matrix. From this table, the standard errors under the heavy-tailed mod-
els are smaller than the normal model, reflecting that the heavy-tailed models produces more precise
estimates.

Table 7: AIEDRP study. ML estimates with standard errors for the SMN-NCR models under DEC
structure.

N T SL CN
Parameter ~ Estimative SE Estimative SE Estimative SE Estimative SE
51 1.580 0.021 1.590 0.017 1.588 0.018 1.587 0.018
B2 0.387 0.155 0.327 0.119 0.338 0.123 0.349 0.128
B3 3.543 0.034 3.541 0.025 3.536 0.026 3.528 0.027
B4 1.603 0.258 1413 0.225 1.390 0.227 1.426 0.232
Bs -0.002 0.002 -0.003 0.002 -0.003 0.002 -0.003 0.002
o2 0.733 0.061 0.642 0.064 0.477 0.045 0.645 0.058
b1 0.841 0.028 0.872 0.026 0.875 0.025 0.876 0.025
b2 0.342 0.064 0.383 0.070 0.389 0.068 0.394 0.067
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Figure 5: AIEDRP data. Estimated weight «; for the T-NCR fit. The influential observations are
numbered.

It is well known that outlying observations may affect the estimation of the parameters under the
normality assumption. If we use the heavy-tailed distributions, the SAEM algorithm allows one to ac-
commodate discrepant observations attributing small weights to them in the estimation procedure. The
estimated weights (k;, 7 = 1,...,320) for the T-NCR model with DEC structure (our best model) are
presented in Figure 5. We found that the observations #9 and #230 seems to be possible outliers receiving
small weight.

To compare the performance of the prediction for future values. We compute the predicted values
under T-NCR model with five types of correlation structures (AR(1), MA(1), CS, UNC, and DEC). As in
the first application, we exclude the last two measurements of each individual in the datasets with more
than 6 observations (total of 36 individuals), namely, s = 1,...,36, j = 1,2 and m = 72. Table 8 shows
the comparison between the predicted values and real ones under the T-NCR model. The MAE and MSE
values indicate that the T-NCR model with DEC structure outperforms its competitors.

Besides, for the T-NCR model, we present in Figure 6 a comparison between the predicted values
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and the real ones considering the five different correlation structures. It is clearly seen that the T-NCR
model with DEC structure has a better performance in terms of prediction than the other ones.

Individual = 176 Individual = 33 Individual = 59
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Figure 6: AIEDRP study. Evaluation of the prediction performance for three random subjects, considering the
T-NCR model under different correlation structures.

6 Conclusions

In this paper, we have introduced a robust multivariate censored regression model for longitudinal data
under the SMN class of distributions, extending the recent work by Garay et al. (2014) and Garay et al.
(2015) to a multivariate context and a nonlinear case. For modeling the autocorrelation existing among
irregularly observed measures, a damped exponential correlation structure was adopted as proposed by
Muiioz et al. (1992). The main advantage of the proposed SMN-NCR model is that it can reduce the
negative impact of distributional misspecification and outliers in the parameters estimation. Moreover,
the SMN class admits a convenient framework for the implementation of the SAEM algorithm, leading
to an efficient ML estimation of the parameters.

We applied our methods to an AIDS study and undertake a simulation study to demonstrate the
superiority of SMN-NCR model on the provision of more adequate results when the available data have
censored components. Furthermore, the simulation results reveal that our method gives very competitive
performance in terms of imputation when the DEC structure is imposed. Therefore, it is noteworthy to
mention that the use of the SMN-NCR model with DEC structure can offer a better fit, protection against
outliers, and more precise inferences.

Future extensions of the work include the use of scale mixtures of skew-normal distributions (La-
chos et al. 2010) to accommodate both skewness and heavy-tailed feature, or the development of some
diagnostics and tests for the model adequacy. Incorporating measurement error models within our ro-

Table 8: AIEDRP study. Evaluation of the prediction accuracy for the T-NCR model under different
correlation structures.

DEC AR(1) CS MAC(1) UNC
MSE 0.212 0.516 0.280 0.640 0.639
MAE 0.323 0.539 0.395 0.618 0.618
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bust framework for related HIV viral load covariates (namely, CD4 cell counts) is also part of our future
research.
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Appendix

Appendix A. Proof of Proposition 1
Proof. Let r(u;) = k(u), p1 = ng, p2 = nf, y1 = y7, y2 = V§, iy = pi(B), po = p;, 1 = Q% a
39 = S;. The likelihood contributed by subject 7 is given by

L0) = [ Gup ¥ mE(B). mu) D (Vs s () )T ()

= /OOO Gpy (Y15 115 (1) 21) Py (Y25 pg, K(u) B2 )dH (u).

(a) For the multivariate normal distribution:
The proof is straightforward since U is degenerated in 1.

(b) For the multivariate Student—t distribution:

u _
/ exp{ 5 —Nl)Tzll(}ﬁ—Hl)}
\/ 27T pl’ 21
3 (%)%Ug !
By, (v i 22 Y
P2 <Y2 l’1’2 u ) (%) exp u U.

Letd(y1) = (y1 — p1) ' 37 (y1 — ). After some algebraic manipulations, we can deduce that

oo d( ) (p1+v)
yi
LO) = t Sy, 21,V v+
©) = tulyipE) | ( 2) B
U (v+p1) >
exp{—g(d(yl—l—u))}u 2 1<I>p2 (YQ;H27u2>du

I
= pl(Y17N17217 / f p2 <YQ7“27 >du

)

= tpl(yl;m,El,V)/O f(u)®p, (WZ{I/Q(W - H2)50>Ip2) du
= tp (Y1? py, X, V)EU{(I)Pz <\/EE2_1/2(Y2 - N2)> }

It follows from Lemma 1 of Prates et al. (2014) that

d(y1) +v-1/2
L(O) = tpl(Yl;/*LlaEl,V)sz( (7)22 / (Y2_“2)’071p27p1+1/>
p1t+v
d(y1) +v
= tm()’l;ﬂhsz)Tpg <Y2‘“2,§?1‘)i‘1/ 227]914-1/)-
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(c) For the multivariate contaminated normal distribution:

Li(0) =

1
(2m)P1 |22

1
+ (]- - V) [(27.(.)p1|2]1| exp {
= v [n (Vi 2 Py (i 12,7 52)]
(L= 0) [0p (y15 115 B1) Py, (y25 B2, B2)] -
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2
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by 39
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Appendix B. Complementary results of simulation study

B1. Scenario 1: Absolute bias of parameter estimates in the SMN-CR model

bias
°

bias

0.03 -

bias

400
Samples Sizes (n)

b2

400
Samples Sizes (n)

0.5+

400
Samples Sizes (n)

Figure 7: Simulation study - Scenario 1. Absolute bias of the parameter estimates in the SMN-CR model under
10% of censoring and different samples sizes. The solid line (blue) represents the T-CR model, the dotted line
(red) represents the N-CR model and the dotdashed line (green) represents the SL-CR model.
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B2. Scenario 3: Convergence of the parameters estimates

1.000-

Figure 9: Simulation study - Scenario 3. Convergence of the parameters estimates for the SL-CR model.
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Figure 10: Simulation study - Scenario 3. Convergence of the SAEM parameters estimates for the N-CR model.

Appendix C. Complementary results of the UTI data: convergence of the
parameters estimates

Figure 11: UTI data. Convergence of the SAEM parameters estimates.
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Figure 12: UTI data. Convergence of the SAEM parameters estimates (cont.).
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