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Abstract The relationship between viral load and CD4 cell count is one of the inter-
esting questions in AIDS research. Statistical models are powerful tools for clarifying
this important problem. Partially linear mixed-effects (PLME) model which accounts
for the unknown function of time effect is one of the important models for this pur-
pose. Meanwhile, the mixed-effects modeling approach is suitable for the longitudinal
data analysis. However, the complex process of data collection in clinical trials has
made it impossible to rely on one particular model to address the issues. Asymmetric
distribution, measurement error and left censoring are features commonly arisen in
longitudinal studies. It is crucial to take into account these features in the modeling
process to achieve reliable estimation and valid conclusion. In this article, we establish
a joint model that accounts for all these features in the framework of PLME models. A
Bayesian inferential procedure is proposed to estimate parameters in the joint model.
A real data example is analyzed to demonstrate the proposed modeling approach for
inference and the results are reported by comparing various scenarios-based models.
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1 Introduction

In AIDS clinical trial, it is interesting to study the relationship between viral load
(plasma HIV RNA copies per milliliter) and CD4 cell count. The goal of the highly
active antiretroviral therapy (HAART) is to suppress the viral load at very low level
and to improve the patient’s immune system (quantified by CD4 cell counts/mm?). It is
well known that the CD4 cells play an important role in eradicating and/or maintaining
the suppressed viral load. The better understanding of the interaction between viral
load and CD4 cells may help clinicians design treatment regimes in a more efficient
way.

Partially linear model (PLM), a special case of semiparametric model, has received
much attention in the statistical community (Speckman 1988; Hirdle et al. 2000; Liang
and Ren 2005). PLM, as a combination of both parametric and nonparametric compo-
nents, enjoys advantages from both sides. The interpretation of the linear component
is made easier by the parametric formation while the nonparametric component allows
flexibility of modeling complex nonlinear relationships between the response variable
and independent variables. Liang et al. (2004) firstly applied the PLM to model the
relationship between viral load and CD4 cell counts in presence of a nonlinear rela-
tionship between viral load and treatment time. To account for the longitudinal nature
of clinical data, the PLM has been extended to the generalized linear mixed-effects
model framework (Liang and Ren 2005). In these models, the nonparametric compo-
nent was usually approximated by the local linear smoother, such as local polynomial
kernel, before the optimization method was applied to obtain parameter estimates.
Nevertheless, one major drawback, as many other existing statistical models share,
is that the random errors are assumed to be normally and symmetrically distributed,
which lacks robustness against departure from normality and outliers. The statistical
inference based on normal assumption may lead to misleading results (Ho and Lin
2010; Huang and Dagne 2011; Huang et al. 2012; Sahu et al. 2003; Lachos et al. 2011).

Some data features are worthy of attention when one models the relationship
between viral load and CD4 cell counts. In practice, when the quantity of viral load falls
below a certain threshold, referred to as limit of detection (LOD), it is not detectable
by the device because of the low sensitivity of the current standard assay. Thus, for
computational convenience, data below LOD are usually imputed by the LOD or half
of the LOD. However, it is to be suspected that such manipulations may impact the
statistical inference eventually. Further, CD4 cell counts are generally measured with
much noise. It has been noted that ignoring measurement error in CD4 cell counts
incurs significant bias on parameter estimation (Liang and Ren 2005).

The simultaneous inference for longitudinal data with features of asymmetry, LOD
and covariate measurement errors is of interest recently (Huang and Dagne 2011;
Huang et al. 2012). Most of the work were focused on nonlinear mixed-effects models
in the presence of multiple data features (Huang and Dagne 2011; Huang et al. 2011).
However, it is not clear how asymmetry, LOD and measurement error in covariates
may interact and simultaneously impact the statistical procedure under the framework
of partially linear mixed-effects (PLME) joint model. Statistical inferences complicate
dramatically when all of these issues are present. In this article, we develop a PLME
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joint model with skew distributions to investigate the effects on inference when all of
these data features are present.

We adopt a skew-¢ (ST) distribution (Azzalini and Genton 2008; Azzalini and Cap-
itanio 2003; Ho and Lin 2010; Huang and Dagne 2011, 2012; Jara et al. 2008; Sahu
et al. 2003) to develop joint models for longitudinal data with features of asymmetry,
LOD and measurement error in covariates. The performance based on an ST distribu-
tion is compared with that based on a normal distribution. We employ a fully Bayesian
approach to investigate the ST-PLME joint models. It is noted that the ST distribution
reduces to the standard normal distribution when its degrees of freedom approach
infinity and its skewness parameter is zero. Therefore, the joint model built on ST
distributions can be easily reverted to other distributions such as normal distributions.
In this article, to account for many data features in longitudinal studies, we developed
a joint model with following components: (1) PLME model with ST distribution for
response process with considering left censoring due to LOD; (2) linear mixed-effects
(LME) model with ST distribution for covariate process. It is noted that the LOD
data for viral load is in the similar sense to the left-censored data in survival analysis.
Toward this end, to account for the LOD in viral load, the joint likelihood that takes
into consideration of the censoring mechanism is adopted for Bayesian analysis. We
then present a flexible and robust approach to model the complicated process under the
Bayesian framework. The Bayesian approach avoids the high dimensional integration
as well as complicated approximations usually adopted by a frequentist approach, thus
it is more convenient for drawing statistical inferences.

The rest of the article is organized as follows. In Sect. 2, the clinical data that moti-
vate this research are briefly described and the joint statistical models that account for
asymmetric distribution and LOD in response as well as measurement error in covari-
ate are introduced. The Bayesian inferential approach that estimates the parameters in
the joint model is presented in Sect. 3. In Sect. 4, the proposed models and inferential
method are applied to an AIDS clinical data and analysis results are presented. The
article is concluded with a discussion in Sect. 5.

2 Motivating data and joint model setup
2.1 Motivating data

The data that motivate this study are from an HIV/AIDS clinical study (ACTG 398)
(Hammer et al. 2002). This study is a randomized, double-blind, placebo-controlled,
with an extension to more than 48 week study comparing four-drug class regimens for
481 patients with virologic failure. The plasma HIV-1 RNA (viral load) was designed
to be repeatedly measured in copies per milliliter at weeks 0, 2, 4, 8, 16 and every
8 weeks until the last patient completed 48 weeks on study. The number of viral load
measurements for each individual varies from 2 to 13. Out of total 481 patients, the
379 patients who had more than two observations were included in the data analysis.
CD4 cell counts were also measured throughout the study on a similar scheme. A
log transformation of viral load and standardized CD4 cell counts were used in the
analysis in order to reduce the variation of the measurements and, in turn, to stabilize
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Fig. 1 Histogram of logy( viral load (left) and standardized CD4 cell counts (right) of 379 patients from
ACTG 398 clinical trial

the estimation algorithm and to speed up convergence of the algorithm. In addition, to
avoid too small or too large estimates which may be unstable, we rescaled the original
time (in days) so that the time scale is between 0 and 1.

Figure 1 shows the distribution of repeated viral load (log; scale) and standardized
CD4 cell count measurements for 379 patients in an ACTG 398 clinical trial study. It
is obvious that, both viral load (response) and CD4 cell counts (covariate) are highly
skewed. Thus, the normality assumption is not quite realistic for this dataset. As an
alternative, an asymmetric distribution such as skew-t (ST) distribution (Sahu et al.
2003; Arellano-Valle and Genton 2005; Azzalini and Capitanio 2003; Azzalini and
Genton 2008; Ho and Lin 2010; Jara et al. 2008) is more suitable than a symmetric
normal distribution for modeling skewed-longitudinal data. Another challenge for
analyzing longitudinal data in AIDS clinical studies is that CD4 cell counts are often
measured with substantial errors. Additionally, due to technological constraints, the
viral load are usually not measurable when the quantity falls below LOD. In ACTG
398 study, 26 % of viral load measurements were below LOD which is log;,(50).
Therefore, it is critical to take into account all these data features when the relationship
between viral load and CD4 cell counts is modeled in practice.

2.2 Covariate measurement error model with ST distribution

In AIDS clinical studies, the important biomarker, CD4 cell count, is usually mea-
sured with substantial errors and distribution of this variable is highly skewed. To
relax the normality assumption for the measurement errors in CD4 cell counts, we
extend a covariate (CD4) mixed-effects model by assuming an ST distribution for
the measurement error. Denote the number of subjects by n and the number of mea-
surements on the ith subject by n;; the observed CD4 cell counts for individual i at

time #;; (i = 1,2,...,n, j = 1,2,...,n;) as z;;; the vector z; = (Zi1, ..., Zin;)" -
U; and V; are n; x [ design vectors, where / is the number of factors (see model
(9) for a special case), ¢ = (1, ..., oq)T and a; = (ayj, ..., ali)T are unknown

population (fixed-effects) and individual-specific (random-effects) parameter vectors,
respectively. The mixed-effects covariate model that assumes an ST distribution for
the measurement error is as follows:

zi=Uija+Va; +¢€; (E Z;k+€i)»
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iid 2
& " STy (—J D8y, oLy 8c1,) (1)
where 7} = (zf}, ..., zfni)T and z7 = U;a + V;a; may be viewed as the true (but
unobservable) covariate values. The measurement error €; = (¢;1, .. ., €ip; )T follows

a multivariate ST distribution with degrees of freedom vy, unknown scale parameter
012 and skewness parameter 8., J(v;) = (vl/n)l/z[r‘((vl —1)/2)/T'(v1/2)], and

1L, =01,..., DT. We assume that a; X N;(0, X,), where X, is an unrestricted
covariance matrix for random-effects. Model (1) may be interpreted as an ST covari-
ate measurement error model that accounts for data skewness and incorporates the
correlation of the repeated measurements on each subject.

2.3 Partially linear mixed-effects model with ST distribution

Denote y;; as the viral load for the ith subject at time #;; (i = 1,2,...,n, j =
1,2,...,n;). As mentioned previously, when the viral load in patients is below
LOD, the device is unable to detect it. This type of data is typically left censored.
Denote the observed value of y;; as (g;j, ¢;j) where ¢;; is the censoring indicator
so that y;; is observed, i.e. y;; = ¢;; when ¢;; = 0. When ¢;; = 1, y;; is unob-
served, i.e. y;; < d where d is the LOD. Denote the observed data from an AIDS

clinical study as % = {(z;,q;,¢),i = 1,...,n} where q; = (qil,...,qinl.)T
and ¢; = (¢iq, ..., cml.)T. z; is defined accordingly in Sect. 2.2. Further, let y; =
Vityeees yin,-)Ta ti = (ti1, ..., t,'nl.)T, e = (&i1,..., Eini)T. To study the relation-

ship between the viral load response and CD4 cell counts during the course of clinical
trial, we consider the following PLME model:

Y =Biz; +8: )+ e,
Bi =B +bi, g;t) =gt)+ hi@), (2)

where g; is the individual coefficient that quantifies the relationship between viral
load and actual CD4 cell counts for individual i; § is the population coefficient (fixed-
effects) and b; is the random-effects variable that quantifies the departure from the
population for individual i. We assume b; is normally distributed with mean 0 and
variance abZ. Both g(-) and h;(-) are unknown smoothing functions. g(-) stands for
the population smoothing curve while k; (-) represents the random-effects. Altogether,
g, (+) is the smoothing curve for individual i. The error term &; (-) and random smooth-
ing function g, (-) are zero mean stochastic processes and are independent from each
other. b; is independent of both &;(-) and g;(-). Note that in model (2), we replaced
the observed CD4 cell counts (z;) by the unobserved but actual values (zl’.‘) due to the
measurement error in CD4 cell counts. In this way, the covariate measurement error
model (1) is incorporated into the response model (2) when the parameter estimation
is carried out.

To fit model (2), we adopt a regression spline method for g(-) and A; (-). The main
idea of regression splines is to approximate g (-) and k; (-) with a linear combination of
spline basis functions ® , (1) = (6o (?), ..., 8,(t))T and @, () = (¢o(t), ..., ¢, ()T,
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respectively. Therefore, we have

P
g, ~ D a0 =0,1"E,

k=0
r
hir (1)~ D xidr() = &, X, 3)
k=0
where & » = Go.-.., EP)T is a (p 4+ 1)-dimensional vector of fixed-effects, x,; =
(X0is - - xri)T is a (r + 1)-dimensional vector of random-effects; the dimensional

numbers p and r can be determined by AIC or BIC. Based on the assumption of
h;(-), we can regard x,; as i.i.d. realizations of a zero-mean random vector. Denote
®pi = (Qp(til): BRI ®p(tin,~))T and ®,; = (®,(#1), ..., Qr(tin,-))T- Plugging 3)
into (2), we have

Yi =Bz} +biz] +Opik, + ®ix,; e 4)

Let X; = (z},©,), Zi = (z}, @), ¢ = (B,&))T and w; = (b, x[)T . We can
write (4) as

yi=Xi{+Zw;+e (5)

which is a standard LME model if we assume X; and Z; are the fixed-effects and
random-effects design matrices, respectively; ¢ and w; are the fixed-effects and
random-effects parameter vectors, respectively; w; ~ N(0, X) ande; ~ N(0, R;).
However, in practice, the viral load y; are most likely not normally distributed. In
this case, we may assume &; ~ ST, ,, (—J(vz)Sel,,,., 0221,,,.,861,,1.) , which fol-
lows a multivariate ST distribution with degrees of freedom v, unknown scale
parameter 022 and skewness parameter 8., where 1,, = (1,..., DT and J(»n) =
(v2/m)2[T((v2 — 1)/2)/ T (12/2)]. Note that —J (12)8,1,, is set here in order to
have a zero mean vector for the ST distribution.

3 Bayesian analysis for the PLME joint model

The simultaneous parameter estimation based on the joint likelihood for the covariate
and response longitudinal data associated with the joint models (1) and (5) is often
computationally infeasible and may lead to convergence problems, sometimes itis even
computationally prohibitive (Wu 2002; Liu and Wu 2007). We propose a fully Bayesian
approach to estimate the parameters in models (1) and (5) simultaneously. Markov
chain Monte Carlo (MCMC) methods enable us to sample the posterior distribution
for each parameter and make inference subsequently.

Assume that a;, w;, €; and €; are mutually independent. Following the properties
of ST distributions (Sahu et al. 2003), it can be shown by introducing two n; x 1 random
vectors w,; and we; based on the stochastic representation for the ST distribution (see
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Huang and Dagne 2012; Sahu et al. 2003 in detail) that z; and y; can be hierarchically
formulated as follows.

2
zila;, We; ™~ Tn;, v 4n; (Z;'< + 5e[we,~ —J(v + ni)ln;]a w1;0q In,) ,

yilziv ai7 wi’ we,' ~ tn,',l)z-i-n,' (XZC + Ziw + 8€[we,~ - J(UZ +ni)1n,‘]a 0)21'022111,-) ’
a; ~ Ny(0,X;), @~ Np(0,XZp),

wéi ~ tn,-,vl (07 Il‘l,')I(wé,' > 0), we,- ~ tl‘l,',vz (09 In,')I(wei > 0)7 (6)

where @1; = (v + WL we,)/(v1 + 1), @2 = (V2 + WLwe,)/ (V2 + 1), by, o (. A)
denote the n;-variate ¢ distribution with parameters u, A and degrees of freedom v,
I(w > 0) is an indicator function and w = |g| with ¢ ~ 1, ,(0, I,,;). The above
representations of the hierarchical models can be easily implemented in the freely
available WinBUGS software (Lunn et al. 2000) and enable that the computational
effort for the model with an ST distribution is almost equivalent to that for the model
with a symmetric distribution.

Under Bayesian framework, we next need to specify prior distributions for all of
these parameters as follows.

a~ Ny(ti, A1), of ~IG(wi,w), ZTq~IW(R1,p1), 8~ N(O,p),
¢~ Ne(t2, M), 07 ~IG(w3, w1), Ty ~IW(R2, p2), 8 ~ N (O, 12),

vi ~ Exp(io) (vi > 3), v~ Exp(va)l(v2 > 3) @)

where the mutually independent Inverse Gamma (/G), Normal (N), Exponential
(Exp) and Inverse Wishart (I W) prior distributions are chosen to facilitate computa-
tions. The super-parameter matrices A1, A, 1 and £, can be assumed to be diagonal
for convenient implementation. The exponential priors for v are truncated to lie above
3 to make variance of ST distribution well-defined.

Let f(:]-), F(-]-) and 7 (-) be the conditional density function, cumulative density
function (cdf) and prior density function, respectively. Let§ = {e, ¢, 012, 022, Y X,
V1, V2, 8¢, 8} be the collection of unknown population parameters in models (1) and
(5). If we assume that e, ¢, 012, 022, Y4, X, V1, 12, 8¢ and §, are independent of each
other, then () = n(a)n(c)n(olz)n(Uzz)n(Za)n(Zw)n(w)n(vz)n(ée)n(Se). We
further need to specify the models for the observed data and the prior distributions for
the unknown model parameters. Subsequently, based on the posterior distributions, we
can make statistical inference for the unknown parameters. When viral load response
is observable (i.e. y;; > d), the contribution of the detectable measurement y;; to
the joint likelihood is f (yij|zi, a;, @;, w,;). Whereas, in the case of an undetectable
measurement y;; (i.e. y;; < d), the contribution to the joint likelihood is Pr(y;; <

dlzi,a;, wi, w,) = F(d|z;,a;, w;, w,,). As a result, the joint posterior density of
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@ based on the observed data % is
n nj
fOI%R) [H// H Fijlzisai, @i, we) " F(d|zi, @i, @i, we,)
i=1 j=1
X f(zilai, we;) f(we; |[we; > 0) f(we; |[we; > 0) f(a;) f(w;)da;dw; ;7 (0) (8)

where H;llzl FOijlzisai, @i, we,) TG F(d|zi, i, @i, we,) f (e, |we, > 0) is the
contribution to the full likelihood by individual i after accounting for the LOD mea-
surement for viral load response; f(z;la;, we,) f(we;|we; > 0) is the contributed
likelihood from the same individual on CD4 cell counts.

In general, the integrals in (8) are of high dimension and do not have closed form.
Numerical approximations to the integrals may not be sufficiently accurate. Therefore,
itis prohibitive to directly calculate the posterior distribution of # based on the observed
data. As an alternative, the MCMC procedure can be used to sample from the posterior
distributions based on (8), using the Gibbs sampler along with the Metropolis-Hastings
(M-H) algorithm.

4 Analysis of an AIDS clinical data
4.1 Specification of joint models

Section 2.1 has briefly described the dataset that motivated this research. Hammer
et al. (2002) has more detailed discussion on this study. As we have discussed pre-
viously, the viral load in log scale and CD4 cell counts are highly skewed (Fig. 1).
It is therefore critical to consider the skewed distribution, such as ST, in the model.
Furthermore, the covariate CD4 cell counts are measured with error and there are
substantial observations below LOD in viral load data. The joint model with the asso-
ciated inferential method accounts for multiple features in this dataset. It is our belief
that the proposed model will perform better than other models that only consider few
of these factors. Toward this end, we compare four statistical models with different
structure and specification of random errors for both response model and covariate
measurement error model.

e Model I A “naive” model with the independent multivariate normal distribution
of random errors for the response model (5) and not accounting for covariate
measurement error.

e Model II A model with the independent multivariate ST distribution of random
errors for response model (5) but not accounting for covariate measurement error.

e Model III A joint model with the independent multivariate ST distribution of
random errors for both the covariate model (1) and response model (5), but data
feature of LOD in response is not accounted for.

e Model IV A joint model with the independent multivariate ST distribution of
random errors for both the covariate model (1) and response model (5) with con-
sidering left censoring due to LOD in response.
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Note that in Models I and II, z} in (5) is replaced by the measured CD4 cell counts
(z;i). In Models I through III, the data below LOD are imputed by the half of LOD (25
copies/ml in ACTG 398 study). Thus, the contribution to the joint likelihood by viral
load response, i.e. Hj’zl fQijlziai, wi, we,.)l—"ij(d|z,', a;, @i, W) f(we]

w,, > 0),is substituted by H’;’zl fQijlzisai, wi, we,) f(we, [we; > 0)in(8). We will
perform the following comparisons: by comparing Models I and II, we test whether the
asymmetric ST distribution for model error will improve model fitting as compared to
normal distribution; by comparing Models II and III, we assess whether measurement
error in CD4 cell counts is necessary to account for; by comparing Models III and
IV, we evaluate whether the mechanism accounting for data below LOD in viral load
contributes to the model fitting.

The measurements on CD4 cell counts usually contain non-negligible errors. Ignor-
ing CD4 measurement errors leads to severely misleading results (Carroll et al. 2006).
Based on the CD4 measurements collected over time during an AIDS study, we can
model the CD4 process to partially address the measurement errors (Wu 2002). Nev-
ertheless, there are no well established models for the CD4 process. We model the
CD4 process empirically using an LME model which is flexible and works well for
complex longitudinal data. It is noted that, in the absence of theoretical rationale, we
may pick up a low order polynomial models by employing a standard model selection
technique. In our case, AIC and BIC are used to determine the best covariate mea-
surement error model (1) with a quadratic function. Thus, we model the CD4 process
as

zij = (@1 +ay;) + (a2 +a2)tij + (a3 + a3i)ti2j + € 9

where the true CD4 cell counts z;‘j = (a1 +ay;) + (@2 +agi)tij + (a3 + ag,-)tl.zj,
(o1, a2, a3) T is the population (fixed-effects) parameter vector, a; = (ay;, azi, az;
is an individual-specific random-effects parameter vector which is assumed to follow
normal distribution centered at zero with variance-covariance X,. In addition, we
assume that €;; independently follows ST distribution ST, (—J (v1)d¢, o7, 8¢), where
v1 is the degrees of freedom, 012 is the unknown scale parameter and §. is the skewness
parameter.

To approximate the smoothing functions of # in model (5), we use the same basis
functions for g (-) and k; (-). We adopt the natural cubic spline bases with the percentile-
based knots. The smoothing parameters p and r in (3) are determined by BIC. For
ACTG 398 dataset, the optimal smoothing parameters are both set at 3.

In Bayesian analysis, we need to specify the values for the hyper-parameters in
the prior distributions (7). We take weakly informative prior distribution for the
parameters in the joint models. In particular, (1) fixed-effects were taken to be indepen-
dent normal distributions N (0, 100) for each component of the population parameter
vectors o and ¢. (2) For the scale parameters 012 and 022 we assume a limiting non-
informative inverse gamma prior distribution, /G (0.01, 0.01) so that the distribution
has mean 1 and variance 100. (3) The priors for the variance-covariance matrices of the
random-effects ¥, and X, are taken to be inverse Wishart distributions I W (21, p;)
and IW(;, p2) with covariance matrices ; = diag(0.01,0.01,0.01), 2, =

o =
)T

@ Springer



188 Y. Huang, T. Lu

diag(0.01,0.01,0.01, 0.01) and p; = po = 4, respectively. (4) For each of the skew-
ness parameters 8, and §¢, we choose independent normal distribution N (0, 100). (5)
The degrees of freedom parameters v and v, follow truncated exponential distribution
with vig = vy9 = 0.5.

The MCMC sampler is implemented using WinBUGS software (Lunn et al. 2000).
The MCMC scheme for drawing samples from the posterior distributions of all para-
meters in the joint models is obtained by iterating between the Gibbs sampler and
the M-H algorithm. After the final MCMC samples are collected, we are able to
draw statistical inference for the unknown parameters. Specifically, we are interested
in the posterior means and quantiles. When the MCMC procedure is applied to the
actual clinical data, convergence of the generated samples is assessed using standard
tools within WinBUGS software such as trace plots and Gelman—Rubin diagnostics
(Gelman and Rubin 1992). When convergence was achieved, for each of three chains,
after an initial number of 50,000 burn-in iterations, every 50th MCMC sample is
retained from the next 50,000. Thus, we obtain 3000 samples of the targeted posterior
distributions of the unknown parameters for statistical inference. The computational
burden for fitting our models via MCMC procedure was reasonable. For example,
to fit Model 1V, it took about 9h on a Window PC with Intel Core i7-2600 CPU @
6.80GHz and 16 GBRAM.

The dynamic Gelman—Rubin diagnostics for representative parameters based on
Model 1V is given in Fig. 2. Three curves are given: the middle and bottom curves
below the dashed horizontal line (indicating value one) represent the pooled pos-
terior variance and average within-sample variance, respectively, and the top curve
above the dashed horizontal line represents their ratio. We can see that the ratio tends
to 1, and both pooled posterior variance and average within-sample variance settle
down as the number of iterations increases, indicating that the algorithm has reached
convergence.

4.2 Comparison of modeling results

We first check the model fitting diagnostic plots (Fig. 3). By comparing the fitted
values against observed viral load values from different models, we see that Model IV
fits the data best, followed by Models III, IT and I, respectively. This finding suggests
that each of the three factors: asymmetric distribution, covariate measurement error,
left censoring mechanism due to LOD in response, contributes synergistically to the
model fitting. Taking into account each of them in the modeling process improves
modeling fitting results. It is also obvious based on Q—-Q plots that Models II, III and
IV that assume an ST distribution for the random errors have fewer outliers than Model
I which assumes a normal distribution. To compare individual fitting results by each
model, we pick four patients and overlay their fitting results from four models in Fig. 4.
It can be seen that Model I does not fit well each individual; Model II improves model
fitting for each individual greatly but misses a few important observations; Model I11
fits the data very well except for below LOD response data; Model IV captures both
below and above LOD data very well, and thus provides the best individual fitting
among the four models.
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Fig.2 Gelman—Rubin diagnostic plot based on Model IV (the joint model considering skewness, covariate
measurement error and left-censored response) for representative parameters from three Markov chains. The
middle and bottom curves below the dashed line which indicates value one, stand for the pooled posterior
variance and average within-sample variance separately, and the fop curve represents their ratio
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Fig.3 Diagnostics of model fitting for the four models discussed in Sect. 4.1. Top panel fitted values versus
observed values of log viral load; bottom panel Q—Q plots of residuals for the four models
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Fig.4 Individual model fitting from the four models discussed in Sect. 4.1. Model I: dotted lines; Model 11:
dash-dotted lines; Model 111: dashed lines; Model 1V: solid lines. Viral load measurements are represented
by circles. Note that number of days considerably differ by subject and range from 25 days for Subject
303-350days for Subject 15

The population posterior means (PM), standard deviation (SD) and 95 % credible
interval (CI) for fixed-effects parameters based on Models I to IV along with the
scale, skewness and degrees of freedom parameters are summarized in Table 1. Based
on these results, we have the following findings: (1) the parameter estimates are all
significant (95 % ClIs do not include zero); (2) for the key population parameter §
that quantifies the relationship between viral load and CD4 cell counts in (2), the
posterior mean is gradually increasing from —0.54 to —0.39 with negative values for
Model I through Model 1V, indicating that the relationship becomes weaker when
multiple data features are accounted for in the joint model; (3) the scale parameter 022
that quantifies the dispersion of random errors in the response model (5) is shrinking
from 0.76 in Model I, over 0.16 in Model 11, 0.12 in Model III to 0.07 in Model
IV. Further, the other two factors, covariate measurement error and left censoring
in viral load response, both contribute to the attenuation of scale parameter; (4) the
estimates of the skewness parameters (5, and §.) of Models II, III and IV are all
significantly positive, confirming that the distribution of the original data is skewed
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even after transformation of viral load (see Fig. 1). Thus, it is recommended to include
a skewness parameter in the model; (5) the incorporation of measurement error in
Models III and IV impacts other parameters’ estimation (by comparison of the values
for B, 022, 8o and vy between Model II and Models III and IV in Table 1); (6) for
parameter estimates of CD4 covariate model (9), the estimates of the linear coefficient
o based on Models IIT and I'V are slightly different, but significantly positive, whereas
the estimates of o1 and o3 are significantly negative. This finding suggests that there
is a positive linear relationship between CD4 cell counts and measurement time; (7)
there are not quite significant differences in the parameter estimates («1, o2, a3, © 12 Se¢
and vp) as well as SD and 95 % CI for the covariate measurement error model between
Models III and IV. This comparison suggests that incorporating the left censoring
mechanism due to LOD in response does not influence the parameter estimation in
covariate measurement error model (9). Nevertheless, the estimated parameters in the
response model (5) are significantly impacted.

We further compute the Deviance Information Criterion (DIC) (Spiegelhalter et al.
2002) and the expected predictive deviance (EPD) for each model. EPD is defined as
EPD = E [Zi,j(Yrep,ij — yobs,ij)z} where the predictive value y,p ;; is a replicate
of the observed y,ps,;j and the expectation is taken over the posterior distribution of
the model parameters 6 (Gelman et al. 2003). The best model has the least discrepancy
between observed values and predictive values. According to Table 1, Model IV has
the least DIC and EPD among all. The order of the preferred model based on these
two criteria is Models 1V, III, II and I, respectively. The results are consistent with
the goodness of fit diagnostics shown in Fig. 3. This finding suggests that all three
components we considered here contribute to the model fitting. Therefore, it is critical
to take into account asymmetric distribution, covariate measurement error and left
censoring mechanism due to LOD in response.

Next, we look at the population estimate of the smooth function g (¢) in (2). Figure 5
presents an estimating curve of g(¢) against time along with 95 % CI for the four
models. We observe that Models I and II show a similar shape of the curves. Estimated
curves in Models III and IV are similar to each other, but differ from ones in Models
I and II. The curves from all four models start at the similar point (around 3.5) but
diverge afterwards. The curves from Models I and II begin to decrease from day O
almost linearly but go upwards after the mid-point (around day 280) and recover to
the value at day O eventually. On the other hand, the curves from Models III and IV
remain steady after the treatment initiates until around day 250 when they turn to
pick up gradually. We summarize the findings as follows: (1) the ST distribution for
random error does not show an obvious change on the shape of the population curve, in
comparison with the normal distribution (i.e., comparison of curves between Models
I and II); (2) the addition of measurement error into the joint model change the shape
of the population curves drastically (i.e. comparison of curves between Models I/II
and Model III); (3) the incorporation of data below LOD into the joint model does
not change the shape of the population curve dramatically (i.e., comparison of curves
between Model IIT and Model IV). The 95 % CI is narrower at the beginning of the
treatment but gradually becomes wider at later stage. This is understandable by the
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Fig. 5 The population estimating curve of g(¢) based on the four models discussed in Sect. 4.1. The
estimates (solid curve) along with the 95 % credible intervals (dashed curves) are presented

fact that there is more dropout at the later stage than during the earlier period so that
more uncertainty evolves alongside the parameter estimates.

One advantage of the proposed joint model is that by employing the PLME model
(2), we can estimate not only the population curve g(¢) but also the individual curve
g;(t) which is a combination of the population curve g(¢) and individual departure
h;(z). We note that the individual curve g, (t) may not follow the pattern of the popula-
tion curve if the variation between subjects is large. Since Model IV is the best model
based on model fitting diagnostics and model selection criteria, for ease of demonstra-
tion, we present the individual curves for the four exemplary patients and these results
illustrate the principal advantage of the proposed model and developed methods in
which the estimates can be obtained for both population and individuals. For com-
parison purpose, the corresponding population estimate is also plotted in Fig. 6. We
observe that the population and individual estimates are different not only in magni-
tude but also in patterns of change. Some of the individuals, such as subject 24, follow
a similar pattern as the population curve. However, other patients show quite different
curves from the population curve. For examples, subject 274 starts from a higher point
(4 as compared to 3.5 for population estimate at day 0) and then keeps decreasing
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Fig. 6 Four exemplary individual estimating curves (g; (¢), dotted curve) based on the best selected Model
IV. For comparison, the population curve (solid curve) is presented as well

all the way to the end of the trial; on the contrast, subject 357 starts from a lower
point (3 as compared to 3.5 for population estimate at day 0), but quickly picks up
and exceeds the population curve eventually; interestingly, subject 303 starts higher,
followed by a concave shape and ends up lower than the population curve. Given this
large between-subject variation, the estimated trajectories of the individual curves are
critical for individualized treatment management and care for AIDS patients.

5 Discussion

To study the complex relationship between viral load and CD4 cell count biomarkers
at both population and individual levels, we adopted a PLME joint model which is a
special case of semiparametric models. However, it is critical to consider a number of
data features that may potentially impact the discovery of this relationship. Toward this
end, we took into account three data features that commonly arise in practice under
the framework of a PLME joint model. We employed a Bayesian approach to obtain
the estimates and credible intervals for interesting parameters in the joint model. To
investigate whether each data feature influences the modeling results, we compared the
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naive model with three other models that account for various data features. As a result,
we found that the model that accounts for all three data features performed much better
than those which only account for certain aspects of the data. The linear coefficient ()
that quantifies the relationship between viral load and CD4 cell counts is significantly
negative in all models, suggesting that there is strong negative relationship between
viral load and CD4 cell counts. This finding is consistent with biological mechanism in
which CD4 cells are one of major sources to clear out HIV virus. The comparison of the
nonparametric component estimates in the PLME joint model reveals different shape
of curves when various data features were accounted for. Since the joint model offers
a unique opportunity of both population and individual estimates, as an example, we
presented several patterns at individual level based on the best Model I'V. We observed
that the individual curve may behave similarly to the population one, but on the other
hand, they may be completely different from the population estimates.

In the Bayesian analysis, it is critical to perform sensitivity analysis to see if the
posterior estimates change significantly when priors are different. Toward this end,
we carried out sensitivity analysis by employing a few sets of different values for the
hyper-parameters in (7) and re-run the MCMC sampling scheme. We observe that
the conclusions are similar to those presented in the article. Thus, we are confident
that the obtained results are robust against hyper-parameter values. In the ST-PLME
model (5), we adopted the regression spline basis to represent the unknown smoothing
function. There are a lot of alternative ways for approximating the unknown function,
such as local polynomial kernel and smoothing splines. It is interesting to compare
the modeling results based on various nonparametric methods.

To remove noises and extract the actual information for CD4 cell counts, we adopted
the low order polynomial model (9) to approximate the covariate process. Note that
the approximation is empirical and may not be true for the unknown CD4 path. There-
fore, the fitted CD4 values based on such a model are not the ‘true’ ones but rather
‘regularized” CD4 values. Such an operation provides a way to alleviate measurement
errors in observed CD4 cell counts. Two final points related to this longitudinal study
should be briefly noted. (1) Although the data set is an unbalanced panel data, it will
presumably not make a difference in terms of the analysis conducted in this paper. (2)
Although this article is motivated by an AIDS clinical study, the basic concepts of the
developed PLME joint models and method have generally broader applications such
as cancer and infectious disease studies whenever the relevant technical specifications
are met.
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