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Specification of covariance structure in
longitudinal data analysis for randomized
clinical trials

Kaifeng Lu®*" and Devan V. Mehrotra®

Misspecification of the covariance structure for repeated measurements in longitudinal analysis may lead to biased
estimates of the regression parameters and under or overestimation of the corresponding standard errors in the presence
of missing data. The so-called sandwich estimator can ‘correct’ the variance, but it does not reduce the bias in point
estimates. Removing all assumptions from the covariance structure (i.e. using an unstructured (UN) covariance) will remove
such biases. However, an excessive amount of missing data may cause convergence problems for iterative algorithms,
such as the default Newton-Raphson algorithm in the popular SAS PROC MIXED. This article examines, both through
theory and simulations, the existence and the magnitude of these biases. We recommend the use of UN covariance as
the default strategy for analyzing longitudinal data from randomized clinical trials with moderate to large number of
subjects and small to moderate number of time points. We also present an algorithm to assist in the convergence when
the UN covariance is used. Copyright © 2009 John Wiley & Sons, Ltd.
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1. Introduction

Longitudinal data analysis has seen increasing use in randomized clinical trials [1-5]. The compound symmetry (CS) covariance
structure (equal variances and equal pairwise correlations across fixed time points) is implicit in the classic linear model analyses
of longitudinal data (e.g. split-plot analysis, linear mixed model with random subject effects, etc.). Classic analyses can provide
incorrect inference if the CS assumption is violated [6, 7]. Approximate alternative tests based on adjusted degrees of freedom
were proposed to ‘protect’ against departures from CS [8,9]. The analyses were implemented in SAS PROC GLM [10]. More
recently, it was suggested that prior experience or observed data can be used to select an appropriate covariance structure
[11,12]. SAS PROC MIXED was developed providing a variety of covariance structures including the commonly used CS, AR(1)
(first-order autoregressive, equal variances and exponentially decreasing correlations), Toeplitz (equal variances and a separate
correlation for each level of separation between the time points), and unstructured (UN). Repeated measurements in clinical trials
are usually collected at a fixed and relatively small set of time points, which allows the variances and covariances to be modeled
using the REPEATED statement of PROC MIXED.

Frison and Pocock [13] studied data from several trials covering a variety of diseases and outcome measures and reported no
‘major’ departure from the CS assumption. On the other hand, responses that are close together in time often have a higher
correlation than those that are far apart; hence, the AR(1) model is a ‘natural’ choice from a time-series viewpoint when time
periods are evenly spaced [14-16]. The Toeplitz structure includes both CS and AR(1) as special cases and may serve as a
compromise between the assumption-free UN covariance model and the often overly simplistic CS or AR(1) model for longitudinal
studies.

There are two approaches to making a model choice of the covariance structure. One is to compare models based on measures
of fit that are adjusted for the number of covariance parameters, e.g. Akaike's information criterion (AIC) [17] or Schwarz's Bayesian
information criterion (BIC) [18]. Another is to use likelihood ratio tests (LRT) to find whether additional parameters provide a
statistically significant improvement in the model fit. The LRT approach can only be used when the covariance models are nested
(e.g. CS is nested within Toeplitz, which, in turn, is nested within UN). Both approaches are theoretically appealing, but empirical
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evidence pointed to low success rates in selecting the correct covariance for short series lengths, small sample sizes, complex
covariance structures, or rich sets of candidates [19, 20]. Type | error rates for the best AIC and BIC models were always higher
than the target values [21]. In addition, ‘optimal’ modeling of the covariance structure is often unnecessary because the use of
an UN covariance typically results in a negligible loss in efficiency when the sample sizes are reasonably large, as is the case with
the late-stage clinical trials that motivated our research; we reinforce this important point later in the article.

For general linear models, the maximum likelihood (ML) estimator of the regression parameters B (given the variance-covariance
matrix) is the same as the generalized least-squares (GLS) or generalized estimating equations (GEE) estimator of B. An appealing
property of the GEE estimator is that it yields a consistent estimate of f even if the assumed model for the covariances among the
repeated measures is incorrect provided that there are no missing data or missing data are missing completely at random (MCAR).
However, the model-based variance estimator of Cov(f}) is biased in this case; and valid inferences about p should be based on
the so-called ‘sandwich’ (or ‘robust’) estimator of Cov(f}) [22-24]. The closer the ‘working’ covariance matrix approximates the
true underlying covariance matrix, the greater the efficiency with which g can be estimated.

When missing data are missing at random (MAR), but not MCAR, standard GEE methods based on ‘working’ covariance matrix
yield biased estimates of p. To avoid such bias, an UN covariance is often used. However, an excessive amount of missing data can
cause convergence issues for iterative numerical algorithms, such as the default Newton-Raphson algorithm used in SAS PROC
MIXED. A more specific covariance structure may be adopted in such cases, in conjunction with the use of sandwich variance
estimator. The sandwich can help on the variance side, but it does not affect the bias of the mean parameter estimates [25].

The following issues are investigated in this article, each in the presence of the missing data: (1) biases in the regression
parameter estimates as the result of misspecification of the covariance structure; (2) comparison of the model-based and sandwich
variance estimators; and (3) approaches to the convergence problem with UN covariance.

The remainder of this article is organized as follows. Notation and assumptions are described in Section 2. Sections 3 examines
the first two issues for randomized, two-group longitudinal trials with incomplete bivariate and trivariate normal data. The results
from the simulation studies are presented in Section 4. Real clinical trial data are analyzed in Section 5. The convergence problem
is investigated in Section 6, and the article concludes with a brief discussion in Section 7.

2. Notation and assumptions

In randomized clinical trials, patients are often evaluated at the same set of time points and the number of time points is
usually small. Let A denote the set of baseline variables including treatment assignment and suppose we have a total of T time
points at which the measurement of a continuous endpoint is to be taken. Let yf:(yn,...,y,-r)/ denote the full data of repeated
measurements from subject i. In the presence of missing data, say, as a result of patient drop-out, let Rj; indicate whether
the tth component, yj;, of yiF is observed, i.e. Riy=1 if y;; is observed, and Rj;=0 if y; is missing. Therefore, R;=(R;1,...,RiT)
denotes the missing data pattern for subject i. We also denote the observed and the unobserved components of y}: by yf’bs and

mis obs mis

y;""*, respectively. For instance, if T=4 and R;=(1,1, 1,0), then y; =(yi1,¥i2,yi3) and y;"* =Yis. We observe n independent and

identically distributed random vectors {(R,-,y?bS,Ai):iz1,...,n}. We assume that missing data are MAR; that is, the probability of

(Rj=r) given (y,.F,A,-) does not depend on the unobserved components y}mis for any given vector r of 0’s and 1's. Furthermore,
we assume that the parameters for the missing data mechanism are distinct from the parameters for the full data distribution,
i.e. we assume an ignorable missing data mechanism so that the inference on the parameters for the full data distribution can
be based on the observed data likelihood.

Assume y,.F|A;~N(XI.F|3,VI.F), where XI.F denotes the design matrix constructed from the baseline covariates A; and time points,

and V}: the covariance matrix for the full response vector y}:. Hereafter, for the ease of exposition, we write y;’bs as yj, and let
X; and V; denote the design matrix and covariance matrix corresponding to y;. We have y;|A;~N(X;B, V;). The observed data ML
estimator of f is the same as the GLS estimator, p=( ,f’=1 X;V,._1 X)~! 2?21 X’Vi_1y,-, which is also the GEE solution to the observed

data score equation, 2?21 X;\?i_1(yi—X;[})=O, where V=V(®), and & is the estimate of the variance—covariance parameters o.
For example, if V is UN, then @={ost:1<s<t<T}, i.e. no assumption is made on the structure of the covariance matrix; if V has
an AR(1) structure, then (x):(o‘z,p) and ast:azp|5_t|; if V has a CS structure, then m:{az,p} and ast:azl(s:t)+02pl(s;ét); if V
has a Toeplitz structure, then o={ws,..., o7}, where ot =w|s_¢|11.

If the covariance structure of V is correctly specified, the consistency of ﬁ for B follows from the missing data likelihood theory
[26]. If the covariance structure of V is misspecified, V=V(®) is the ‘working’ covariance matrix and @ converges to ®* such that
V*=V(®*) most closely approximates the true underlying covariance matrix. If there are no missing data or missing data are
MCAR, the consistency of ﬁ under misspecified covariance structures follows from the GEE theory.

In general, if the covariance structure of V is misspecified and the missing data are MAR, the parameter estimate ﬁ is not
consistent. To illustrate this point, we will first examine the problem of bivariate and trivariate normal data with monotone
missingness. To include all randomized patients in the analysis, regardless of the availability of baseline or postrandomization
data (as long as at least one measurement is available), we consider the longitudinal data analysis model proposed by Liang and
Zeger [27], where the baseline measurement is included as a part of the response vector and is constrained to have the same
distribution across treatment groups due to randomization used in clinical trials. This method will be referred to as the cLDA
model henceforth.

]
Copyright © 2009 John Wiley & Sons, Ltd. Statist. Med. 2010, 29 474-488

LV4 4




Statistics
K. LU AND D. V. MEHROTRA

_______________________________________________________________________________________________________________________________________________|]
3. Two or three repeated measurements with missing data

First consider the case with two treatment groups, A=1 for the control group and A=2 for the treatment group. We intend to
collect two measurements on each subject, i.e. yf:(yn,y,-z)’. Assume that the baseline value, yj;, is always observed, but the
postbaseline value, yj», is only observed for a subset of patients and missing data are MAR.

Under the cLDA model, y,.F|A,~=j~N(p,U),E) for j=1,2, where u( )= =(u, ,u )’ and u (,u1,,u(22))/ are the mean vectors with
baseline mean constrained to be the same across treatment groups, and Z={ost:s,t=1,2} is the true covariance matrix for the
two repeated measurements within each subject. Assume there were a total of n; subjects randomized to group j, of which
the first r; subjects completed the study, and the remaining n;—r; subjects dropped out of the study resulting in a missing
postbaseline value. Furthermore, suppose that we have misspecified the covariance matrix to be diagonal, i.e. the two repeated
measurements within each subject are assumed to be independent. Let V=diag(w1,w;) denote the misspecified covariance
matrix. The ML estimates under the misspecified model are

2

fy = ZZy, = ZZy
n1+n2/ 1i=1 i m +n2] 1i=1 i
N (0]
/1 __Zy ;o W2= ZZ(}’
2 lji=1 2 N 'HZ/ 1i=1

In other words, fi; and &1 are the mean and variance (uncorrected version) of baseline values among all randomized subjects, fr(zl)

the mean of postbaseline values among completers in group j, and &> the variance of postbaseline values among all completers
Let nj/(m +n3)—m; for j=1,2 as ny— 0o, ny — o0o. By the weak law of large numbers, e —>u1, 1 £>a11, and rj/nj—>¢2,

where ¢2 denotes the expected proportion of completers in group j. Let yg’ (1/rj)z 1yg denote the observed mean value

at time point t among completers (at time 2) in group j. By the weak law of large numbers, y?())—ntg’()) where ,uy( denotes

the expected mean at time point t among completers in group j. Similarly, let Sg =1 Z, 1 Wi —yg )(y,({ yg ) denote the

observed covariance between time points s and t among completers in group j. By the weak law of large numbers, Sgr( )~ gt)(z)

where a(’ denotes the expected covariance between time points s and t among completers in group j. It follows that ,u(zl — “(zl( 2)

and w2—> Zj=1 7tj¢)2 ‘722(2)/21':1 njd)z . ‘

Obviously, misspecification of the covariance structure can result in bias of the complete-case estimator [L(Z’) under the MAR
missing data mechanism. By the MAR assumption, ygzz):ug)—kﬁmq(u%)—M), where fi51.1 =021/011 denotes the population
regression coefficient of postbaseline on baseline, and “(1]22)_“1 the bias of baseline mean among completers in group j. If the

probability of having yj; missing only depends on y;; but not on Aj, the argument of iterated expectations yields M(11()2)=H(12()2)'

It follows that the bias of baseline mean among completers is the same across groups and u(zz()z)—u(;()z):u(zz)—u(z”; hence, the

estimated treatment difference based on completers, [4(22) —,&(21 , is (asymptotically) unbiased for the true treatment difference.

Let B=(uq, ﬂ(z /l‘z )’ denote the mean parameters of the cLDA model, and B*=(y,, ,u(21()) '“(2 ) the asymptotic limit of ML

estimate [3: ,u1,,u(2 ),;r(z ) under the misspecified model. Let n=n7 +n>. Using the central limit theorem and the delta method,

we can show that n1/2(|§—|3*)—d> N(0,Q1), where

(1) (2)
o %12(2) %12(2)
_|.m —1 1(1)
Qi =| 73y (/’2 () 0
(2) -1 (2)
%12(2) 0 ¢2 )

Let X and V denote the design matrix and the covariance matrix for the data from all subjects. It can be shown that the
model-based variance estimator for n'/2f is given by

011 0 0
XV B Q=] 0 a7 0wy 0 ,
0 0 n2_1d>(22)_1w2
where ®; is the probability limit of &». 0

Comparing Q2 with Q;, we see that the model-based variance estimate of fi, is (asymptotically) unbiased if and only
(1) (2)

2020 =9220) which holds if the probability of having y;; missing does not depend on A;. In fact, we can show that

|fa
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6(1/)2(2):[321,1(7?)1 Q) (7(2/)2(2) =022.1 +ﬁ21 1(7(1’1 . If the probability of having yj» missing does not depend on A;, then ”11)(2) (121)(2)'
hence, 0(112)(2)20(122)(2), 0(212)(2):0(222)(2), in WhICh case, the model-based variance of the estimated treatment difference, “(2)_“(2)'
is also asymptotically unbiased. However, the model-based variance of the estimated change from baseline within each group,

ft(zl)—ﬁq, is biased as the correlation between the repeated measurements is ignored in the misspecified model.

For the sandwich variance estimator, we have

A—1 —1A—1 (1) oL PO )
na, (oN 1S, 12) o r2512( 2)
n
Ky—1a.a—1 () A—z
ZXIV’ &gV, Xj= 1 o r1512(2) r1S ( ) 0 ,
—1~-1, (2 o2 (2)
oy by NS5 0 2 1250

where s(’ yl(q —jy and 5,(’2) =y§’; (’ denote the residuals. It follows that

nX'V1X)~ {va AT 1x,-}(x’\7—’xr1 £a.
i=1
This shows that the sandwich variance estimator is asymptotically unbiased.

Now consider the more complicated case where there are three repeated measurements to be collected on each subject within
each of the two treatment groups. Assume that the distribution of the first measurement is identical across the two groups. The
mean vector is (m,uz ),u3 ) for the first group and (uq, ,u(22),,u3 ) for the second group. Again consider the monotone missing
data pattern. Under the MAR missing data mechanism, we can make valid inference based on the observed data likelihood.

Suppose we assume an AR(1) covariance structure while the true covariance structure is Toeplitz. We would like to assess
the bias of the resulting mean parameter estimates and compare the model-based and the sandwich variance estimates. The
theoretical results regarding the biases of mean parameter estimates and model-based variance estimates are summarized in
Appendix A. The derivation of the results is very tedious and hence omitted. The consistency of the sandwich variance estimator
is established for the general case in Appendix B. We can draw the following conclusions. The estimated change from baseline
within each treatment group at the last time point is biased when the covariance structure is misspecified. The estimated
treatment difference at the last time point is also biased even if the probability of missingness does not depend on treatment
assignment. The model-based variance estimate is biased for both within-group changes from baseline and between-group
treatment difference at the last time point. The empirical variance estimate is asymptotically unbiased.

For a concrete example, consider the following MAR missing data process. Let ¢; and ¢; be some thresholds for missingness. If
yi1 >c1, both yj> and y;3 will be missing. If yj; <cq but yj»>c3, y;3 will be missing. If yj; <c1 and yj><cp, we observe all three repeated
measurements. Let 71 =73 =0.5 (i.e. equal allocation), u; =25, y(zn =23, ;4(3”=20, ,u(22)=18, y(32) =14, 011 =022 =033 =40, ¢ =30,
¢ =25, and we vary the values of p1;=py3=p; and p;3=p, (i.e. Toeplitz structure) to assess the impact of misspecification
of the covariance structure on the mean and the variance estimates. In order for the correlation matrix to be positive-definite,
we need p2>2p%—1. Assuming the correlation between repeated measurements decreases as the time gap between repeated
measurements increases, we also have 0<p,<p;<1. To assess the relationship between the choice of p; and p, and the biases
of the resulting estimates, the biases of mean parameter estimates and model-based standard error estimates were computed on
the following grid of (pq, p3): p1 =0.01 to 0.99 by 0.01, p; =max{0, (2[)%—1)} to py by 0.01. The results are depicted in Figure 1.

It can be seen from Figure 1 that the biases change direction at the point of true AR(1) covariance structure, i.e. when p%:pz.
If p%>p2, the biases of the mean parameter estimates are positive and the model-based variance estimates underestimate the

true variability. If p%<p2, the biases of the mean parameter estimates are negative and the model-based variance estimates
overestimate the true variability.

4, Simulation studies

An extensive simulation study was conducted to assess the impact of misspecification of the covariance structure on the mean
parameter estimates and model-based and sandwich variance estimates under a variety of covariance structures for trials with five
or nine repeated measurements with missing data. The parameters of interest include the between-group treatment difference
at the last time point, the within-group changes from baseline at the last time point, and the Type | error rate and power for
the hypothesis testing of treatment effect at the last time point.

Four underlying covariance structures were used to generate the simulation data: CS, AR(1), Toeplitz, and UN. The missing
data were generated according to the following monotone missing data pattern: if y;>fy; 1, then y;,q,yj42,... will be set to
missing, where f is a tuning parameter that controls the amount of missing data. Obviously, the missing data are MAR. The
cLDA model was used for the analysis. The ddfm=KR option was used in SAS PROC MIXED to account for the small sample
bias and variability of V in the variance estimate of ﬁ [28]. The Kenward-Roger (KR) method adjusts the estimated covariance
matrix of ﬁ and computes the degrees of freedom of an approximating F distribution. Simulation studies have shown that this
method performs well with fairly complicated covariance structures when sample sizes are moderate to small and the design is
reasonably balanced [29]. Unfortunately, the KR method is not available for the sandwich variance estimator in PROC MIXED.
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Figure 1. Asymptotic biases of mean parameter estimates and model-based standard error estimates due to misspecification of the covariance structure.

Five thousand repetitions were used in each simulation study. Each simulated data set was fit with each of the following five
covariance structures: IND (independent, corresponding to TYPE=VC option of the REPEATED statement), CS, AR(1), TOEP, and
UN; with and without the EMPIRICAL option for the first four structures and without the EMPIRICAL option for UN. The use of
empirical sandwich variance estimator was indicated by superscript ‘EMP’. Depending on the number of repeated measures per
subject and the degree of correlation among repeated measures, two simulation setups were considered.

Setup | (moderate sample size, moderate number of repeated measures, and moderate correlations). We simulated data from two
treatment groups (placebo and treatment) and five repeated measures per subject (including baseline). One hundred subjects
per treatment group were considered. The response means over time were 25, 23, 20, 19, and 15 for the placebo group, and 25,
18, 14, 12, and 11 for the treatment group (under the alternative hypothesis Hj), at time points 1-5, respectively. The average
correlation among repeated measures was ~0.6 for each correlation structure. Specifically, 62=85, p=0.6 for the CS structure;
02=60, p=0.72 for the AR(1) structure; o2 =60, p1=0.7, p;=0.6, p3=0.5, p;=0.4 for the Toeplitz structure; and, for the UN
structure, the variances were 45, 50, 55, 65 and 70 at time points 1-5, and the correlation matrix was

1
0.70 1 (sym)
055 060 1
0.45 050 0.60 1
035 050 060 070 1

The tuning parameters f for generating missing data were 1.45, 1.23, 1.19, and 1.35 for the CS, AR(1), Toeplitz, and UN structures,
respectively. The amount of missing data at the last time point ranged from 27 to 37 per cent. The parameters were chosen to
yield ~90 per cent power for between-group comparison at the last time point.

Setup Il (small sample size, large number of repeated measures, and high correlations). We simulated data from two treatment
groups (placebo and treatment) and nine repeated measures per subject (including baseline). Fifty subjects per treatment group
were considered. The model parameters were motivated by the hemoglobin A1c data from a phase Il diabetes trial. The response
means over time were 7.67, 7.60, 7.56, 7.52, 7.51, 7.50, 7.51, 7.53, and 7.55 for the placebo group, and 7.67, 7.14, 6.86, 6.82, 6.79,
6.79, 6.92, 7.05, and 7.11 for the treatment group (under Hj), at time points 1-9, respectively. The average correlation among
repeated measures was ~0.8 for each correlation structure. Specifically, 02 =0.79, p=0.8 for the CS structure; 62 =0.79, p=0.94
for the AR(1) structure; 62 =0.79, p; =0.911, p,=0.845, p3=0.813, p, =0.788, ps=0.757, pg=0.743, p;=0.729, pg=0.678 for
the Toeplitz structure; and, for the UN structure, the variances were 0.80, 0.72, 0.73, 0.73, 0.76, 0.76, 0.79, 0.90 and 0.93 at

. _______________________________________________________________________________________________________________|
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Table I. Summary of convergence issues for fitting UN structure for simulation Setup Il (small sample size,
large number of repeated measures, and high correlations).
# simulations # simulations converged using
True converged using Fisher-scoring algorithm
covariance Newton-Raphson (among those failed with
Hypothesis structure algorithm Newton-Raphson algorithm)
Null cs 4732 268
AR(1) 5000 0
TOEP 5000 0
UN 5000 0
Alternative cs 4695 305
AR(1) 4990 10
TOEP 4991 9
UN 5000 0
Table II. Simulation results comparing different covariance structure specifications in terms of Type | error (per cent).
Structure used for analysis
True structure IND INDEMP cs CSEMP AR(1) AR(1)EMP TOEP TOEPEMP UN
Setup I: moderate sample size, moderate number of repeated measures, and moderate correlations
cs 4.5 5.2 47 5.0 3.6 5.2 4.8 5.2 4.6
AR(1) 4.6 49 (9.8) 5.2 4.4 5.0 4.5 5.2 4.5
TOEP 5.1 53 (8.6) 5.0 4.2 5.2 4.8 54 4.7
UN (7.6) 5.0 (10.8) 49 (6.9) 5.1 (6.7) 54 4.7
Setup II: small sample size, large number of repeated measures, and high correlations
cs 49 (6.5) 49 (6.0) 2.7 (6.3) 5.2 (6.8) 4.1
AR(T) 5.2 5.6 (17.6) 5.6 5.0 5.9 4.8 5.8 49
TOEP 53 (6.1) (13.9) 5.8 29 (6.0) 5.0 (6.2) 4.9
UN (7.1) 5.5 (18.8) 5.8 49 5.3 (7.0 5.5 49

Note: Type | error in parentheses if >5.92 per cent (three standard errors of Monte Carlo variation above 5 per cent based on
5000 simulations, [19]).

time points 1-9, and the correlation matrix was

1

0.855 1 (sym)
0.723 0918 1

0.671 0.845 0.939 1

0.661 0.822 0.892 0.942 1

0.627 0.786 0.858 0.891 0.941 1

0.618 0.760 0.819 0.859 0.888 0.927 1

0.621 0.752 0.792 0.832 0.864 0.875 0917 1
0.610 0.740 0.780 0.830 0.850 0.860 0.910 0.944 1

The tuning parameters f for generating missing data were 1.093, 1.070, 1.076, and 1.130 for the CS, AR(1), Toeplitz, and UN
structures, respectively. The amount of missing data at the last time point ranged from 4 to 66 per cent. The parameters were
chosen to yield ~80 per cent power for between-group comparison at the last time point.

The means for the treatment group were equal to those for the placebo group under the null hypothesis Hg. Two sets of data
were generated for each case—one under Hy and the other under Hj.

No convergence issues were encountered with the default Newton-Raphson algorithm for Setup I. Table | summarizes the
convergence issues for Setup Il. It can be seen that all convergence issues encountered by the default Newton-Raphson algorithm
were resolved after using the Fisher scoring algorithm to start the first iteration.

Results for treatment comparison at the last time point in terms of Type | error under Hy and power under Hy are presented
in Tables Il and lll, respectively.

Copyright © 2009 John Wiley & Sons, Ltd. Statist. Med. 2010, 29 474-488
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Table Ill. Simulation results comparing different covariance structure specifications in terms of power (per cent).

Structure used for analysis

True structure IND INDEMP cs CSEMP AR(1) AR(1)EMP TOEP TOEPEMP UN
Setup I: moderate sample size, moderate number of repeated measures, and moderate correlations

cS 68.0 70.3 89.4 89.8 72.7 78.0 88.9 89.6 88.0

AR(1) 83.7 84.2 — 88.5 90.4 90.7 89.8 90.5 89.5

TOEP 78.1 78.7 — 86.7 87.4 88.6 90.0 90.5 89.3

UN — 80.9 — 90.0 — 85.0 — 90.0 90.0
Setup II: small sample size, large number of repeated measures, and high correlations

(&) 294 — 79.9 — 30.8 — 77.5 — 67.5

AR(1) 50.8 51.8 — 86.8 79.6 80.4 78.6 80.0 76.9

TOEP 43.6 — — 84.0 63.9 — 78.5 — 75.6

UN — 60.0 — 79.5 789 79.1 — 79.8 794
Note: ‘—' power not reported due to generally inflated Type | error.

Table IV. Simulation results comparing different covariance structure specifications in terms of
relative bias (per cent) for estimated between-group difference under H;.

Structure used for analysis

True structure IND (&) AR(1) TOEP UN
Setup I: moderate sample size, moderate number of repeated measures, and moderate correlations

(&) —2.6 —0.0 —3.5 —0.1 —0.0

AR(1) —0.2 —-1.5 —0.2 —0.2 —0.2

TOEP -1.7 —4.9 —0.8 —0.2 —0.2

UN —2.2 —0.6 —5.6 —0.8 0.0
Setup II: small sample size, large number of repeated measures, and high correlations

(&) —4.2 —0.0 —-11.3 —0.2 —0.4

AR(1) -1.2 11.7 -0.8 —0.8 —-0.8

TOEP —-1.8 6.6 —4.2 —0.6 —0.6

UN —2.4 —-1.3 —2.7 —2.9 —0.7

Table 1l shows that the misspecification of the covariance structure can inflate the Type | error. The inflation was substantial
when the covariance structure was misspecified as CS. The UN covariance model maintained Type | error control in all cases.
The sandwich estimator controlled the Type | error for large sample sizes. The inflation of Type | error observed for Setup Il was
due to the small sample size and the fact that the KR method is not available for sandwich variance estimator in PROC MIXED.
This is also consistent with the finding in [30] for testing the significance of difference in mean trends across time. Additional
simulations with a sample size of 100 subjects per group and otherwise the same parameters as Setup Il confirmed the Type |
error control of the sandwich variance estimator.

We did not consider the issue of relative power of tests based on models that provide nonconservative Type | error. Table I
shows that the independent covariance structure was by far the least powerful among all the structures used for the analysis
and the power loss was more dramatic for Setup Il than for Setup I. Substantial power loss was also observed when the CS
(Setups | & Il) or TOEP (Setup Il) structures were misspecified as AR(1), which can be attributed to the deflated Type | errors.
The UN covariance model provided near-optimal power in most circumstances except for the case of CS structure in Setup Il for
which nontrivial power loss was observed. As pointed out in [31, page 228], the CS correlation model tends to be too simplistic
for practical applications involving time-series data, as, in general, it is more realistic to assume a model in which the correlation
between two observations decreases, in absolute value, with their distance. It is a useful model for applications involving short
time series per group, or when all observations within a group are collected at the same time, as in split-plot experiments.
Therefore, it is unlikely that a CS correlation model will actually hold for the long series in Setup II; hence, the observed power
loss for the CS model in Setup Il should be of little practical concern.

The percent bias of mean parameter estimates, percent bias of variance estimates (calculated as (average of estimated variances
of ﬁ/Monte Carlo variance of ﬁ—l x 100), and empirical coverage of 95 per cent confidence interval (Cl) for treatment difference
at the last time point under Hy are provided in Tables IV-VI, respectively.

The sandwich variance estimator does not affect the point estimate of mean parameters. Table IV shows that the misspecification
of the covariance structure can result in biased estimate of mean parameters. Table V shows that the model-based variance
estimator can dramatically underestimate or overestimate the true variability. In contrast, the sandwich variance estimator
performed well for Setup | but tended to underestimate the true variability for Setup Il. The underestimation can be attributed

. _______________________________________________________________________________________________________________|
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Table V. Simulation results comparing different covariance structure specifications in terms of relative
bias (per cent) of estimated variance for between-group difference under H;.

Structure used for analysis

True structure  IND  INDEMP ¢cs CSEMP AR(1)  AR(EMP  TOEP  TOEPEMP  UN

Setup I: moderate sample size, moderate number of repeated measures, and moderate correlations

(&) 6.3 —0.3 2.4 0.4 17.3 —0.6 2.0 —1.0 2.4
AR(1) 0.8 —-1.3 —29.5 —2.3 0.8 —-1.3 —0.0 —3.2 —0.3
TOEP 1.3 —0.6 —24.6 —-0.9 7.0 —-0.7 0.3 -33 0.5
UN —19.3 —0.8 —34.0 —0.5 —14.4 —0.4 —15.0 —-1.5 1.1
Setup II: small sample size, large number of repeated measures, and high correlations
(&) 2.6 —6.9 0.6 —5.4 34.6 —4.8 0.5 —11.1 5.1
AR(1) 0.1 —3.2 —53.0 —4.1 —-1.9 —5.7 —2.4 —7.2 —-3.5
TOEP 0.2 —4.4 —425 =37 237 —4.6 -0.9 —6.9 -0.9
UN —13.6 —0.8 —56.3 —4.1 —-1.9 —-3.5 —15.1 —4.3 —-1.5

Table VI. Simulation results comparing different covariance structure specifications in terms of coverage
(per cent) of 95 per cent Cl for between-group difference under H;.

Structure used for analysis

True structure ~ IND  INDEMP cs CSEMP AR(1)  AR(MEMP TOEP  TOEPEMP  UN

Setup I: moderate sample size, moderate number of repeated measures, and moderate correlations

cs 95.8 94.7 95.4 95.0 96.5 94.7 95.2 94.7 95.2
AR(T) 954 94.8 (90.0) 94.7 95.1 95.0 95.1 94.6 95.1
TOEP 94.9 94.6 (91.0) 94.5 95.5 94.5 94.9 94.5 95.0
UN (92.0) 94.8 (89.1) 95.2 (92.5) 94.6 (92.9) 94.7 95.1
Setup II: small sample size, large number of repeated measures, and high correlations
(&) 95.2 (93.7) 95.0 (93.7) 97.2 (93.5) 95.0 (92.7) 95.8
AR(T) 94.6 (93.8) (79.7) (93.0) 94.7 (93.8) 94.8 (93.7) 94.6
TOEP 94.6 (93.4) (85.6) (93.4) 96.5 (93.7) 94.8 (93.8) 94.7
UN (92.8) 94.6 (80.6) 94.3 94.9 94.4 (93.1) 94.2 94.8

Note: Coverage in parenthesis if <94.08 per cent (three standard errors of Monte Carlo variation below 95 per
cent based on 5000 simulations).

to the small sample size and the fact that the KR method is not available for the sandwich variance estimator in PROC MIXED.
Table VI shows that the biases in the point estimate or variance estimate can lead to undercoverage of 95 per cent Cls for the
true parameter value. The UN structure provided unbiased estimates and adequate coverage in all cases.

The percent bias of mean parameter estimates, percent bias of associated variance estimates, and empirical coverage of 95
per cent Cl for mean change from baseline at the last time point in the treatment group under Hy are presented in Tables VII-IX,
respectively. The results for the placebo group were similar and hence omitted.

Tables VII-IX show that the misspecification of the covariance structure was much more problematic for within-group effects
than for between-group effects. For example, the misspecification of CS as IND introduced significant biases to the point estimates
of within-group mean changes from baseline, but the within-group biases canceled for the two groups resulting in unbiased
estimates of between-group treatment differences. The UN structure remained to be unbiased for the point estimates but seemed
to underestimate the true variability resulting in slight undercoverage of 95 per cent Cls. Nevertheless, it had the best performance
among all the misspecified covariance structures.

The results from additional simulation studies show that similar conclusions can be drawn when the missing data pattern is
not monotone or the missingness probability depends on treatment assignment. The bias for between-group comparison is more
pronounced when the missingness probability depends on treatment assignment.

5. An example

To illustrate the effect of fitting different covariance structures, we use data from a randomized clinical trial designed to compare
the safety and activity of indinavir sulfate, 800 mg every 8 h (‘t.i.d.’) versus 1000 mg every 12 h (‘b.i.d.) versus 1200 mg every 12h
(‘b.i.d.), in combination with zidovudine and lamivudine. Eligible HIV-positive patients were to be randomized in a 1:1:1 ratio to

]
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Table VII. Simulation results comparing different covariance structure specifications in terms of
relative bias (per cent) for estimated mean change from baseline for the treatment group under H.

Structure used for analysis

True structure IND cs AR(1) TOEP UN
Setup I: moderate sample size, moderate number of repeated measures, and moderate correlations

cs —12.7 -0.2 —14.9 -0.2 -0.2

AR(1) 2.9 12.0 —0.2 —0.2 —0.2

TOEP —-0.3 8.1 —5.4 —0.2 —0.2

UN -1.6 4.0 —6.0 -1.3 —0.1
Setup II: small sample size, large number of repeated measures, and high correlations

(&) —36.1 —0.1 —63.7 —-0.3 —0.3

AR(1) —-2.0 354 —0.1 -0.3 —-0.3

TOEP —-10.7 28.1 —-17.3 —-0.3 —0.2

UN —2.5 3.0 —2.3 —-1.7 —0.1

Table VIII. Simulation results comparing different covariance structure specifications in terms of relative
bias (per cent) of estimated variance for mean change from baseline for the treatment group under Hj.

Structure used for analysis

CSEMP

True structure  IND  INDEMP s AR(1)  AR(MEMP TOEP  TOEPEMP  UN

Setup I: moderate sample size, moderate number of repeated measures, and moderate correlations

(&) 383 —1.6 0.1 —-1.6 40.0 —-1.0 —3.1 —5.6 —9.1
AR(1) 15.1 —3.6 —33.0 —3.2 —0.0 —-1.6 —4.2 —6.3 —7.8
TOEP 20.5 -33 —28.5 —-2.5 10.8 —-1.6 —-53 —7.8 —10.0
UN 1.9 -3.9 —34.0 —2.7 —2.1 —-2.0 —8.4 —4.7 —6.1
Setup II: small sample size, large number of repeated measures, and high correlations
(&) 30.5 —-7.2 —-1.1 —-7.3 62.0 —5.9 —-2.5 —14.4 —2.7
AR(T) 34.3 —6.0 —53.7 —6.5 —-1.2 —4.9 —3.6 —7.8 —7.0
TOEP 34.4 —5.1 —44.5 —7.4 30.7 —4.1 —4.5 —10.2 —8.2
UN 41.8 —2.4 —57.4 —5.2 3.1 —4.6 —14.0 —5.2 —-23

Table IX. Simulation results comparing different covariance structure specifications in terms of coverage
(per cent) of 95 per cent Cl for mean change from baseline for the treatment group under Hj.

Structure used for analysis

True structure IND  INDEMP  ¢cs  cSEMP AR(1) AR(1)EMP  TOEP TOEPEMP  uN

Setup I: moderate sample size, moderate number of repeated measures, and moderate correlations

cs (76.4) (63.7) 95.1 94.6 (61.9) (46.8) 94.5 (93.9) (93.9)
AR(T) 95.0 (92.1) (43.1) (55.9) 95.0 94.4 94.7 94.1 94.2
TOEP 96.9 94.7 (65.0) (74.7) (89.7) (86.7) 94.7 (93.9) (94.0)
UN 94.9 (93.9) (82.3) (89.8) (85.1) (84.9) (93.6) (93.7) 94.5
Setup II: small sample size, large number of repeated measures, and high correlations
(&) (89.8) (80.2) 95.1 (93.0) (58.4) (34.7) 94.6 (92.0) 95.2
AR(T) 97.8 (93.5) (37.1) (58.5) 94.8 (93.9) 94.8 (93.2) 94.1
TOEP 97.1 (92.3) (55.3) (70.5) (92.5) (86.1) 94.7 (93.0) 94.3
UN 98.0 94.6 (78.9) (93.8) 95.4 94.1 (93.3) (93.9) 94.9

Note: Coverage in parenthesis if <94.08 per cent (three standard errors of Monte Carlo variation below
95 per cent based on 5000 simulations).
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Table X. Treatment differences (in cells/mm?3) between 800mg tid. and 1200mg b.id. doses using
different covariance structures for the CD4 cell counts data from an indinavir study.

Structure Estimated difference Std. error 95 per cent Cl p-value (2-sided test)
IND 111 41 (29, 192) 0.008
INDEMP 11 41 (29, 192) 0.008

(&) 76 30 (17, 134) 0.011
CSEMP 76 32 (12, 139) 0.020

AR(T) 91 39 (13, 168) 0.022
AR(1)EMP 91 37 (18, 164) 0.015

TOEP 92 38 (18, 167) 0.016
TOEPEMP 92 34 (26, 158) 0.006

UN 97 36 (23, 171) 0.011

one of the three treatment groups. The study results have been reported in [32]. For illustration, we focus on the 800 mg t.i.d.
versus 1200 mg b.i.d comparison with respect to change from baseline at week 24 in CD4 cell counts.

There were 29 patients randomized to the 800 mg t.i.d. group and 30 patients randomized to the 1200 mg b.i.d. group. The
percentages of missing data on CD4 cell counts at weeks 0, 2, 4, 8, 12, 16, 20 and 24 were 0, 14, 3, 17, 31, 31, 28 and 41 per cent
for the 800 mg t.i.d. group, and 0, 7, 10, 13, 20, 30, 33 and 33 per cent for the 1200 mg b.i.d. group. We fitted the IND, CS, AR(1),
Toeplitz, and UN structures in the cLDA model and used separate covariance matrices for the two groups (heteroscedasticity). The
point estimates, standard errors, 95 per cent Cls, and p-values for treatment difference between 800 mg t.i.d. and 1200 mg b.i.d.
with respect to change from baseline in CD4 cell counts at week 24 are shown in Table X. The estimated treatment difference
and the standard errors based on the independent covariance structure were larger than those based on the other covariance
structures. In contrast, the estimated treatment difference and the standard errors based on the CS covariance structure were
smaller than those based on the other covariance structures.

Of note, the LRT assessing the adequacy of the Toeplitz structure as a possible simplification of the UN structure yielded a
chi-square test statistic of 103.8 on 56 degrees of freedom (p=0.0001), which suggests that the UN structure should not be
reduced to the Toeplitz, let alone, CS or AR(1) structures in this illustrative example. On the other hand, the AIC criterion favored
the Toeplitz structure, whereas the BIC criterion favored the CS structure. In general, the BIC criterion imposes a heavier penalty
on the number of parameters than the AIC criterion and tends to favor (potentially overly) parsimonious models.

6. Approaches to the convergence problem

As we have seen, the misspecification of the covariance structure could result in bias in the mean parameter estimates. On the
other hand, with an excessive amount of missing data, high correlations among repeated measurements, or large number of time
points, the default Newton-Raphson algorithm used by SAS PROC MIXED may not converge when using UN covariance matrix. One
option is to use the Fisher scoring algorithm (via the SCORING option of the PROC MIXED statement) to obtain the initial values
of covariance parameters [33]. Another option is to use the no-diagonal factor analytic structure (via the TYPE=FAO(T) option of
the REPEATED statement, where T is the total number of time points), which effectively performs the Cholesky decomposition
of the covariance matrix and is numerically more stable. When the above strategy fails, we propose a new method for obtaining
appropriate initial values of covariance parameters.

The proposed method will be referred to as the successive univariate regression method and works as follows. Suppose there
are a total of T time points where the measurement of a continuous response is to be collected, and the cLDA model will be
used for the analysis. Let A denote the treatment group, and X the other baseline variables. The model for the full data collected
on a subject is

¥ o1+ B o1 (sym)
¥2 %(2’)4-!3/2)( 621 022

(A= X=x)~N RV : M
yr O‘g)"‘ﬁlrx oT1 072 ... OTT

The first step of the proposed method is to fit a series of univariate regression models. Specifically, we first fit {y7|X}, and
then fit {yt|y1,...,¥t—1,A X} successively for t=2,...,T. Let 611 denote the resulting variance estimate in regression model {y7|X},
Ott-1...t—1 the variance estimate in {yt|y1,...,¥t—1,A X}, and Q)ts the estimated coefficient associated with ys in {yt|y1,...,¥e—1,A X}
for 1<s <t<T.

]
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The second and final step is to construct the covariance parameters {gs;:1<s, t<T} from parameters in the univariate regression
models. By (1),

o1 (sym)
(¢r1r---f¢t,t—1)=(0't11---/f7t,r—1) ’

ot—1,1 -+ Ot—1t-1
t=1
Ott.1...t—1 = 0tt— ) Pt50ts.
s=1
Consequently, we can successively apply the following matrix operations to obtain an initial estimate of the covariance parameters,
on (sym)

Gt1ensGte—1) = (D1 1) | 0 ,

Ot—1,1 -+ Ot—1,t—1

=1,

Ott = Gte1...t—1+ ) PesOts,
s=1

for t=2,...,T. Note that (2) can be rewritten as &rszzlt(_:11 a)tk&sk for s=1,...,t—1, where 64 =0y for k=s+1,...,t—1. Conse-
quently, no matrix inversion is needed for constructing the covariance parameters. The positive-definiteness of the resulting
covariance matrix is proven in Appendix C.

It is apparent that the method can be also used for the traditional longitudinal ANCOVA models with changes from baseline
as the response and baseline as a covariate. In general, convergence is not an issue as the univariate regression models are
noniterative; hence, an initial estimate of the covariance matrix can always be obtained using the proposed method. Once an
initial estimate of the covariance matrix is obtained, it can be used in the PARMS statement of PROC MIXED to start the iterative
algorithm. By construction, the initial estimate should be close to the optimal value; hence, the nonconvergence instances are
expected to be reduced with the proposed method.

The proposed method is reminiscent of the likelihood method for monotone missing data [26] and a modified Cholesky
decomposition of the covariance matrix £ such that TXT' =D, where T is a lower triangular matrix with 1’s as diagonal entries
and D is a diagonal matrix [34]. The below-diagonal entries of T are the negatives of the autoregressive coefficients, ¢, and the
diagonal entries of D are the innovation variances, os.1.. t—1.

To evaluate the proposed method for the convergence problem, we simulated body weight data from a Phase IlI clinical trial
in obese patients. Body weight was collected at 11 time points (including baseline). The mean body weight (in kg) was 99.7,
99.2, 98.7, 98.2, 97.7, 97.4, 97.2, 97.0, 96.8, 96.7, and 96.7 for the placebo group, and 99.7, 98.6, 97.6, 96.6, 95.7, 95.0, 94.5, 94.0,
93.6, 93.3, and 93.1 for the treatment group, at time points 1-11, respectively. The variance was (arbitrarily) set as 260 at each
time point, and the correlation matrix was equal to

1

0.997 1 (sym)
0.994 0.997 1

0.986 0.991 0.995 1

0.977 0.984 0.989 0.996 1

0.967 0.975 0.982 0.991 0.996 1

0.958 0.967 0.975 0.985 0.992 0.997 1

0.948 0958 0.966 0.978 0.987 0.993 0.996 1

0.939 0949 0.958 0.971 0981 0.987 0.992 0.996 1

0.931 .942 951 964 0974 0.982 0.988 0.993 0.997 1

0.924 0935 0943 0956 0967 0976 0983 0989 0993 099 1

It is common to have high correlations among repeated body weight measurements in obesity studies [1]. High correlations
make the covariance matrix nearly singular and are one of the major causes for nonconvergence. The tuning parameter f for
generating missing data was 1.028, which resulted in the cumulative drop-out rates of 14.1 and 9.5 per cent at the last time
point for the placebo and treatment groups, respectively.

. _______________________________________________________________________________________________________________|
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We used 150 subjects per group and 5000 simulations. For each simulated data set, we fitted a cLDA model with four methods
to estimate the UN covariance, namely, the Newton-Raphson algorithm, the Fisher scoring algorithm, the factor analytic structure
FAO(11), and the proposed successive univariate regression method. Of the 5000 simulations, only 3581 converged using the
Newton-Raphson algorithm. Of the remaining 1419 cases, 1383 converged using the Fisher scoring algorithm. Of the remaining 36
cases, 29 converged using the factor analytic structure, and the remaining 9 converged using the proposed successive univariate
regression method.

7. Discussion

In repeated measures analysis with missing data, if the covariance structure is misspecified, the estimate for the mean parameters
will be biased even if the missing data are MAR. Both the model-based and sandwich variance estimator do not remove the bias of
the mean parameter estimate. The sandwich variance estimate can correctly estimate the variance of the mean parameter estimate
in large samples, whereas the model-based variance estimate can grossly overestimate or underestimate the true variability.

We recommend the use of UN covariance model (with ddfm=KR) as the default strategy for the analysis of continuous
longitudinal data. Fitting an UN covariance will not introduce bias in the mean parameter estimates. It controls the Type | error,
provides near-optimal power in most circumstances, and maintains adequate coverage for both between-group comparison and
within-group treatment effects.

If the default Newton-Raphson algorithm used by SAS PROC MIXED fails to converge, the Fisher scoring algorithm, the factor
analytic structure, and the proposed successive univariate regression method can be tried in turn. This usually resolves most
convergence issues. In the rare case where the above strategy fails, it is prudent to examine the data configuration and the
model specification. If no data or model issues are identified, progressively more specific covariance structures (e.g. Toeplitz —
AR(1)+random effect [35, 36]) may be tried to minimize the impact of misspecification, and we recommend the sandwich variance
estimator to be used with structured covariance models to control the Type | error for large samples.

For simplicity, SAS PROC MIXED has been used to implement the various variance-covariance models. Similar conclusions are
expected to hold had other statistical software packages (e.g. the nime library of the free software R) been used.

Appendix A: Results for three repeated measurements with missing data

Let X={ost:5,t=1,2,3} be the true covariance matrix for the repeated measurements. Assume it is misspecified to have an AR(1)
structure with parameters (62, p). It can be shown that the probability limit of the ML estimate ) is determined by maximizing
the profile log-likelihood function with respect to p:

2
Ip)=Y" [——(1+¢2 +¢D)(1+log(2m)} — 1+¢2 +¢P)1og 8 (p) (¢2 +¢P)log(1— )]
j=1

where ¢§j) denotes the expected proportion of subjects with observed data at time t in group j, and

j) (0)
o0 0) 2 () 3 ) 0) w
R pz)(azz(z)_zf’“u(z)JFp Tt (0333200233 )+P 9 Z i 1+¢2 +¢3

2 2
Z]TCI o111+
=

where o(’ 9 denotes the conditional covariance between time u and time v among subjects with observed data at time t in
group ji.
Let p= m,y(zn,yg ),;4(2 ),,u(s))’, and fi the estimates of B based on the misspecified model. It can shown that ﬁi[}* where

1y =pq, ”(Zl) :“(2’22)_'0(“(1]22)_“1)' yg)*:ﬂgz 3) p(/,t(zjz _F‘z *), and u(’ denotes the conditional expectatlon at time s among

subjects with observed data at time t in group j. Let n=n1+n;. It can be shown that n1/2([3—[3* )— N(0,Q1), where the elements
of Qq are given by

qu =011,

di12 =p01 +(0_( )( 2) ,0(7(111)( ))

q13 :PZO'H +P(‘7(112)(2) po ( )+(‘713 95(12)( ))

(! (2) () )

q14 = po11+(o 122) ~P%11(2)

qi5=p U11+P(012 ﬂU” )+(0"|3 PU(12)( ))

—1,(1)=1y (1
922 = pPorr +2-7 ') )9(5(12)(2)_1"‘7( o)+ 95! ) pa(u)( )
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261 W

— -1
QZ3:P3‘711+(2_7T1 1¢(2) )p~ (o 12(2) .00'11 )+7T1 1¢2 () ,00'12 )+(1—my 1¢2 ,0(0'1 —PTy3)

1 (1)
+mq ¢2 ) —PT3))

1 2 2
q24 = p 011 +P(U12 PU(1 ])( ))+P(U(12)(2) —Pag 1)(2))/

1 1
q25 203011 +,02(G(12)(2)—0'(1 1)(2))4'02(0(12)( 2) PU” )+,0(f713 PO’(12)( ))

_ 4 —1,(1)=1y 3, (1) (0 (1) 1 ()
@33 =p o1 +Q—my ¢y’ )p (o35 —po )+”1 ¢ 22(2)‘”“12( y+2—m ¢2 13(3)_1’0'12(3))

S =1 =1y, (1) 0 1 ,()=1_(1)
21y (37 =37 Iplogy—poys) Ty d37 o33y

2 1
q34 :p3011 +p (0'(12)( 2) ,0011 )+/7(0( )( )_PO'(12)(3)),
1 1 1 2 2
q3s =,04U11 +P3(0'(12)(2)_ )+P (612 PO-( )( )+,02(0'(13)(3)—,00'(12)(3))+p2(0'(13)(3)—p0(12)(3)),
2 2
qa4 = p 0'11+(2 Ty ¢2 (12)( )_PO'() ¢2 ) 90(12)( ))
-1,2)-1 2 2 -
q4s=p3an+(2—n2‘¢‘2’ s A R o ”() o)+ -5 6P Np(0 5 — pol )
1 ()
+TC2 ¢2 ) 0022( ))
-1,)-1 2 2 -1,2)-1 2 2 -1,(-1 2 2
q55:P4‘7”+(2_”21¢(2) )3(‘722)(2)_1"7%1)(2)””21‘15(2) Pz(“(zz)(z)_/)"gz)(z)) @-n;"% )92(0(13)(3)_9(’(12)(3))
—1,,(2)—-1 (2)—-1 (2) (2) -1 ,(2-1 _(2)
+2my (@37 —h37 Dploge) —posE) T #3703y
The model-based variance estimate, n(X'V~1X)™" in, where Q; is given by
1 p p? p p?
(1-p?) p(1—p?)
P i) v’ 4
g ¢2 7T1¢2
1 1
s 3 p0=p) 4 @Y +e0p201—p?) s 4
> P P +7(1) p+ G P p
4 n1 ¢, ¢y 3
(1-p?) p(1—p?)
p s P’ PP+ P+
7T2¢2 7T2¢2
2 2
2 3 4 3 p0=p2) 4 @D+ P e —p?)
p P p ) 2,0
7T2¢2 7T2¢2 ¢3
The sandwich variance estimate, n(X'V~"X) 1{2” 1X 1é,§/v X (X'V1X)~ 1£>Q1, where & =y;—X;p denotes the residual

vector for subject i.

Appendix B: Consistency of sandwich variance estimator

To show the consistency of the sandwich variance estimator in more general settings, let yl.F :XI.FB+aI.F and suppose the covariance

structure of siF is misspecified as V(m), where @ denotes the covariance parameters in the misspecified covariance model. In the
presence of missing data on the repeated measurements, let y; denote the observed responses, X; and V; the corresponding
design matrix and covariance matrix. In addition, let p and @ denote the estimates from the assumed likelihood function for the

observed responses. We have p=( i XI’.\AIIﬂX,')*1 T X;Vf1yi, where V=V(®). Assume, without loss of generality, &b o

and ﬁgﬂ*. By the weak law of large numbers,

A n A
J=n"" va—1x By —exvix), a7t L Xy B eV Ty,
i=1

. _______________________________________________________________________________________________________________|
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where V*=V(©*), and the expectations are taken with respect to the true underlying joint distribution of (R;,y;, A;). It follows
that

B2 g = TEXV Ty,

n1/2(ﬁ_ﬁ*) — n—1/2 i J*_1X,/V7<_1(yl_xlﬁ*)"_op“)

i=1
By the central limit theorem, n1/2(ﬁ—B*) is asymptotically normal with mean zero and asymptotic covariance matrix,
Q:J*’1E[X§V;“71(y,—X;B*)(y,-—X;B*)’V?‘*]X,']J*q,

which can be consistently estimated by the sandwich variance estimator. This completes the proof.

Appendix C: Positive-definiteness of covariance matrices constructed using the successive
univariate regression method

We show that the covariance matrix constructed using the successive univariate regression method is positive-definite if 611>0
and Gt.1,..t—1>0 for t=2,...,T. This can be proved by induction. Denote

611 (sym) ot o
M=| ,ou=| o, ov= |, =6,

Gt—11 o+ Gttt Gtt—1 brr1

where we have omitted the reference to time point for notational convenience. We have

RN ERET

For any nonzero t-dimensional vector x=(x’1,12)/, where A1 is a (t—1)-dimensional vector and 1, is a scalar, we have

u o 61/ \ o

/ M u b 2 /
(A7, 42) =cl5+ (A +22v) M(hg +Aov).
If A27#0, the first term is positive. If 1 =0, then A1 #0; hence A +1v#0; by assumption, M is positive-definite; hence the
second term is positive. It follows that the quadratic form is positive for any A #0. This completes the proof.
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