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Summary

Cognitive functioning is a key indicator of overall individual health. Identifying fac-

tors related to cognitive status, especially in later life, is of major importance. We
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concentrate on the analysis of the temporal evolution of cognitive abilities in the
elderly population. We propose to model the individual cognitive functioning as

a multidimensional latent process that accounts also for the effects of individual-
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is specified within the generalized linear latent variable framework, and its efficient
estimation is obtained using a recent approximation technique, called dimension-
wise quadrature. It provides a fast and streamlined approximate inference for complex
models, with better or no degradation in accuracy compared with standard tech-
niques. The methodology is applied to the cognitive assessment data from the Health
and Retirement Study combined with the Asset and Health Dynamic study in the
years between 2006 and 2010. We evaluate the temporal relationship between two
dimensions of cognitive functioning, i.e. episodic memory and general mental status.
We find a substantial influence of the former on the evolution of the latter, as well
as evidence of severe consequences on both cognitive abilities among less-educated

and older individuals.
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1 | INTRODUCTION

Cognitive functioning is a key indicator of overall individual health. Dimensions of cognitive skills are potentially important but
often neglected determinants of the central economic outcomes that shape overall well-being over the life course. There exists
enormous variation among households in their rates of wealth accumulation, their holdings of financial assets, and the relative
risk in their chosen asset portfolios that have been proven difficult to explain by conventional demographic variables” .
Identifying factors related to cognitive status and the maintenance of cognitive functioning, especially in later life, is of
peculiar importance. Because of advances in public health and biomedicine, Americans are living longer than ever before. US
national statistics indicate that the number of individuals over the age of 65 is expected to double in the next 35 years®, but
living longer is not always an unmixed blessing. It is often associated with a greater prevalence of chronic conditions, including
cognitive impairment, that are largely age related’ ? . Cognitive functioning is likely to impact one’s ability to work and play a
role in retirement, particularly in the modern labor market which increasingly consists of jobs that require cognitive abilities and
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competence. These issues are likely to become much more relevant in light of changes to economic policies that are designed
to encourage older workers to remain in the workforce until later ages. Hence, it is fundamental to understand which cognitive
domains carry the most information on the earliest signs of cognitive impairment, and which subject characteristics are associated
with a faster decline. This is not an easy task, being cognitive functioning a multidimensional construct composed by different
attributes that operate simultaneously and differently according to individual-specific characteristics.

Longitudinal data of the type collected in household panel studies and population registers provide rich information on changes
in individuals’ behaviors and in their demographic and socioeconomic characteristics. However, cognitive measures are often
not included in survey instruments because reliable assessments are too difficult and time-consuming to administer in a survey
format. In this regard, the Health and Retirement Study combined with the Asset and Health Dynamic study (HRS/AHEAD) are
among the best data sources from which to derive population-based estimates of cognitive impairment and to study a broad set
of relevant outcome information. HRS/AHEAD is a nationally representative longitudinal study conducted by using telephone
survey instrument on adults aged 50 or older in the United States that is sponsored by the National Institute of Aging and
conducted by the University of Michigan every two years. The data are available at http://hrsonline.isr.umich.edu/. Several
aspects of cognitive functioning have been assessed on more than 30000 people (more than 17000 families) during the past 25
years, from 1992 to 2016.

Promising approaches adopted in recent researches performed longitudinal analyses of the HRS/AHEAD cognitive measures
to better describe age trends in cognition, and more generally, to identify determinants in the temporal pattern of the individual
cognitive functioning among older adults?®? . Latent structures have been specified to determine common unobservable domains,
i.e. episodic memory and general mental status, underlying the cognitive tests in the HRS/AHEAD study, and growth models
have been used to prove that cognitive functioning is associated with age””, gender®?, and levels of education’? . Recently,
these data have been analyzed to identify homogeneous groups of respondents with similar cognitive profiles®” .

Due to the decision to adopt telephone administration, HRS/AHEAD battery does not provide a comprehensive assessment of
cognitive functioning, not including indicators of relevant cognitive domains, such as processing speed and executive function.
However, although it has been found to measure only two cognitive constructs, it provides an acceptable set of items to assess
dementia and, in particular, Alzheimer’s disease (AD). AD is characterized by cognitive deficits that gradually affect overall
cognitive functioning, but most studies consider episodic memory the most relevant, among the cognitive domains, in the pre-
clinical phase of AD???? . Indeed, the AD patients show deficits in episodic memory from the very early stages of the disease
and hence this construct could constitute an important early marker to identify individuals at higher risk for developing AD.

The present article draws ideas from previous works and adds to their perspectives in terms of results as well as methodology.
We propose to consider both aspects, the multifaceted nature of cognition and the longitudinal evolution of its components
jointly rather than separately. A general framework that includes a large variety of latent variable models is represented by
the Generalized Linear Latent Variable Models (GLLVMs)®, according to which the entire set of the responses given by an
individual to a certain number of cognitive items, called the response pattern, is expressed as a function of one or more latent
variables through a monotone differentiable link function. GLLVM for panel data model the associations of the latent and
observed variables across time using random effects, latent variables, or both???.

We analyse the HRS/AHEAD longitudinal cognitive data through a generalization of the GLLVM for multidimensional and
longitudinal data that is threefold. First of all, we test for the multidimensional factorial structure in the cognitive data at each
time point, as well as for its measurement invariance over time. The interrelationship induced by repeatedly collecting multiple
responses is accounted for by conditioning on the time-dependent latent cognitive domains and on item-specific random effects.
Second, the structural part of the model describes nonstationary and general dynamics of multiple latent cognitive domains
over time, and evaluates cross-lagged effects among them. Finally, the impact of time-varying and time invariant individual
characteristics on both episodic memory and mental status dynamics is accounted for.

A potential barrier to the application of latent variable models is the computational challenge presented by typically large
datasets. National panel studies usually have several thousands of respondents which, when combined with multiple waves of
measurement and a large choice set, renders existing (likelihood-based and Bayesian) estimation approaches unfeasible. If the
observed cognitive items are of different nature, either continuous and discrete as in the HRS/AHEAD study, the estimation
of these models is cumbersome. It can be carried out using a full information maximum likelihood method via either the EM
algorithm or direct maximization, but, in both cases, the integrals involved in the likelihood computation have no analytical
solutions and need to be approximated. Classical quadrature techniques, such as the adaptive Gauss Hermite? ? , that represents
the gold standard in the GLLVM framework, are already unfeasible when four items are analyzed at three different time points.
Hence, these approximations are not applicable in our study since we need to consider more than four cognitive items to reliably
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measure the latent cognitive domains. Alternatively, the widely applied Laplace approximation®? is known to provide inac-
curate estimates in presence of discrete data’ . To overcome these main limitations of standard techniques, we make use of a
new approximation method, known as dimension-wise quadrature? , that reduces the dimension of the multidimensional inte-
grals, and makes the computation feasible also when the number of latent variables is large. The proposed approach provides
a higher order approximation than the Laplace one but does not require any derivative computation, hence it is very simple to
implement. Furthermore, for multidimensional and longitudinal data considered in this paper, the corresponding estimators are
asymptotically as accurate as the adaptive Gauss Hermite estimators” .

2 | A GENERAL MODEL FOR MULTIDIMENSIONAL LONGITUDINAL COGNITIVE DATA

2.1 | Preliminaries

The study focuses on HRS/AHEAD interviews of a subsample of 2941 spouses of the households’ primary respondents, resulting
after a listwise deletion of the missing data on all the cognitive variables of interest from wave 8 (2006) to wave 10 (2010). The
sample is mainly composed by males (56%), the average age (at 20006) is equal to 70.11 years, and the average years of education
are 12.63, as detailed in Table[I] These covariates have been widely recognized in the literature as predictors of the individual
cognitive functioning? .

— INSERT TABLE[IHERE -

The cognitive measures in the HRS/AHEAD study used in this article include performance on (1) immediate (I R) and (2)
delayed (DR) free recall of a list of ten nouns (for a possible score of 0-10 on each measure), (3) serial 7s (.S E R7s), a working
memory and mental processing task in which respondents counted backward from 100 by 7s for a total of five trials (for a
possible score of 0-5), and mental status binary measures, including (4) naming the US president (PRE.S) and (5) vice president
(VCPRES) by last name, (6) naming the cactus plant (PLANT) on the basis of a brief description, and (7) providing the year
(Y EAR) for an assessment of time orientation.

In previous studies on HRS/AHEAD data, these items have been converted in scores and treated as continuous. Here we treat
them as they are, that is as count and binary items. A descriptive analysis of their frequency tables at each wave allows us to get
a first insight on the cognitive functioning pattern over time. Table [Z]reports the percentages of response categories for the items
IR, DR and SERT7s across the three waves. We can observe that for IR the highest percentages correspond to five and six
immediately recalled words, and for DR to four and five words recalled after five-minute delay. For both items, the percentages
of recalled words up to five tends to increase across time, whereas the reverse occurs in recalling more than five words, providing
signs of potential cognitive impairment over time. For .S E R7s we can observe that 48.69% of individuals succeeded in all the
five trials at wave 8, but the performance worsens over time.

— INSERT TABLE2JHERE —
— INSERT TABLE[BHERE —

Table [3] reports the percentages of correct responses for the remaining binary items. Differently from the previous results for
count variables, the percentages of correct responses are very high and stable over time for all the mental status items, apart
from VCPRES for which we observe a noticeable decrease of correct responses from wave 8 to wave 10.
The similar behavior of subsets of these cognitive measures gives insights on the presence of different underlying cognitive
domains characterized by specific patterns over time. A generalized linear and latent variable approach would allow us to
determine the contribution of each item to the latent cognitive variables and then to study their dynamics over time.

In recent studies®?, a four-step procedure, based on the specification of different latent variable models at each stage, has
been proposed to characterize the basic structure and age changes in these cognitive variables.
At the first testing occasion, an exploratory factor analysis has been performed to define the factorial structure of the HRS/A-
HEAD cognitive measures, followed by a confirmatory factor analysis to define the cross-sectional relationships between the
cognitive factors and a set of demographic variables. I R and DR have been found to be indicators of one factor expressing the
episodic memory of individuals, that is the memory for newly acquired information, and the remaining items to be indicators of
a second construct related to their mental status, a cognitive domain representing knowledge and use of established information.
The proposed model is identified because of the so called two-indicator rule for confirmatory factor models? .It is worth noting
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that in the HSR/AHEAD studies that applied factor models, .S E R7s has not be found to form a separate working memory factor
as expected, probably because it is not the ideal measure for this component” , but it has resulted as an indicator of the general
cognitive construct denoted with mental status.

At the third step, a latent multilevel model has been implemented in a longitudinal setting to evaluate the temporal factorial
invariance of the common factors. These analyses have been applied to the factor scores obtained from the one and two-
factor models under different invariance assumptions of the factorial structure. Finally, latent growth models have been fitted to
observed measures and composite scores to analyze their growth/decline over time.

This four step procedure appears to have limitations related to the fact that the models were applied separately, and generally
on different variables. To overcome these drawbacks, we propose a generalized linear and latent variable model that addresses
all the issues raised by these authors simultaneously.

2.2 | Modeling the observed indicators: the measurement model

Lety, = [¥y, ... Y] denote p cognitive measures observed for individual i (i = 1,...,n) at wave ¢ (¢t = 1,...,T),
y; = [yq ... Yl be the corresponding pT-dimensional vector, and let x;, = [x;; ... x,;y] represent the set of H
time-invariant covariates observed on the i-th individual.

To properly measure the change in the individual cognitive condition, any proposed model has to account for the three sources
of variability present in these data, that is (i) cross-sectional associations between the responses at a particular time point, (ii)
cross-lagged associations between different responses at different occasions, and (iii) the association between repeated measures
of the same response over time. The first source of variability is accounted for the factorial structure underlying the responses
y;, at each time point. It is based on R time-dependent constructs z;, = [z;,; ... z;,gl’, that represent the individual latent
cognitive abilities at time . Modeling the temporal evolution of z; = [z,;, ... z,;]’ accounts for the cross-lagged associations
between different responses over time. Finally, to deal with the local dependence induced by the repeated measures on the same
item over time, we further introduce a vector of item-specific random effects w; = [u;; ... ] ? . For the latter, alternative
specifications have been discussed in the literature, based on the inclusion of an item-dependent autoregressive structure on
the observations’ , or on modelling the probability g(y; | z;) directly via the inclusion of an extra-parameter of conditional
dependence’” .

Under the generalized linear latent variable model framework for mixed data® , the probability associated to the individual
response pattern y; is expressed as follows

flyilx;) = /g(Yilzi’ui)h(zi’uilxi)dzidui’ M
R4
where the conditional distribution g(y;|z;, u;) is usually referred to as the measurement part of the model and the distribution
h(z;,u;|x;) as the structural part. The dimension d of the integral is equal to the total number of latent variables and random
effects present in the model, that is TR + p.

Assumption 2.1. Given the time-dependent factors z; and item-specific random effects u;, the observations y; are independent,
such that
p T
g(y:lz;,v) = Hng(yijtlzita u,'j)~ 2
j=1 1=1
Each conditional distribution g;(y;;|;,u;;) belongs to the exponential family and constitutes the random component of a
generalized linear model. More specifically,
yijteijt - bijt(eijt)
gj(y[jtlzits u;;) = exp { e ——
;
where 6, is the canonical parameter, b,;,(6;;,) and c;(y;;,, ¢;) are specific functions that assume different forms according to
the different nature of y;;; ¢; is a scale parameter. For binary items, g;(y;;,|2;,u;;) is the Bernoulli distribution of parameter
Mijr = 7;j(Z;, u;;), and for count items g;(y;;12;,, u;;) we consider the Binomial distribution of parameters y;;, = 7;;,(2;, u;;
and N B the number of trials associated to the j-th item, equal to ten for /R and DR, and to five for SER7s.

+¢;(Vijrs d)/)} )
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The systematic component of the model defines a linear predictor 7;;, that depends on the latent variables and on the random
effects as follows
Mije =T+ a;tzi, +uy, 3)
where a , is the R-dimensional vector of the loadings associated to the latent variables z;, on y,;;, 7;, is the corresponding item-
and time-dependent intercept, and u;; is the item-specific random effect. The link between the systematic component and the
conditional mean of the random component is
Miji = Vilbije(Zig w;j)],s
where v; can be any monotonic and differentiable function. The logit link function for both binomial and binary items is
considered in this study.
Since the goal is to test substantive hypotheses about the common factors z;,, we want to check if the content (meaning) of
these factors is the same across occasions. The following assumption is then tested on the data.

Assumption 2.2. All the measurement parameters are invariant across occasions, that is

Tt =7
and
a.=a,;,

jt J
forallt,t=1,...,T.

Under assumption[2.2] the model is more parsimonious and avoids some possible identification problem that might arise with
increasing the number of time points. However, especially in datasets with long follow-ups, some characteristics of the items
could change over time due to possible birth cohort effects, ageing, differential loss, and other factors. Hence, the assumption
[2.2) should always be tested in any specific dataset, rather than blindly imposed to the data.

To ensure identification of the model, one necessary condition is that all latent variables have a scale and an origin. Scales
for the z; factors can be provided either by fixing one loading per factor at a nonzero value at each occasion or by fixing the R
factor variances on one occasion at a nonzero value. On the other hand, origins for the z, factors can be provided by either fixing
R intercepts, one for each factor, or by fixing the factor means at one occasion®’ . We fix the R factor means at the first occasion
equal to zero, and one loading for each latent factor equal to one at each occasion. In addition to these restrictions, we impose a
simple structure on the loadings, such that each item is indicator of just one latent variable at each occasion® .

2.3 | A general dynamic model for the cognitive domains

The structural part of the model A(z;, u,|x;) captures the longitudinal nature of the data, that is both the cross-lagged and autocor-
relations of the items over time. Different specifications for the moments of the joint density h(z;, u,|x;) are related to different
assumptions on the temporal dynamic of the data. Without loss of generality, we assume the latent variables and random effects
to be normally distributed, that is
h(z,w|x;) ~ MV N (p+ 'x,.X),
where B = [B, ... Py 0 ...0]isa(d x H) matrix of regression coefficients for x;, being g,,t = 1,...,T,a RXx H
matrix related to the latent domains z;, at time ¢ and 0 a H-dimensional null row vector associated to each random effect
U j = 1,...,p.u=[p, m,listhed-dimensional mean vector of the latent cognitive factors and random effects. Specifically,
Hy is the p-dimensional null vector, whereas p, is of dimension TR X 1 andequal to [0 p, ... ﬂzT], due to identification
constraints placed on the latent mean vector at the first occasion. Given the independence of the latent cognitive domains z; and
the item-specific random effects u;, X is a block diagonal matrix of the form
s [Ez 0 ]
0 x|’

being X, a TR X T R full symmetric matrix, and X, a p X p matrix related to the item-specific random effects. Given that the
associations among different items are all caught by the latent cognitive factors z;, X, is a diagonal matrix with generic element
63/, j=1,...,p. Several assumptions can be made on the dynamics of the latent variables over time that in turn implies several
forms of the matrix X,. The values of these parameters could be unconstrained or depend further on model specification. For
example, it is logical to expect that different cognitive domains are more strongly correlated when they are measured at closer
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time points. The choice of a specific structure can be driven by the data, main research questions, or by the chosen estimation
method”? .

Under the unstructured formulation for X,, no assumptions are made on the temporal relationship of the latent variables. It
follows that

i
DD
2,1 #22
= 7 ; “
Xry Zrp o Zpp
2
Zn ) O-z,l,z,rl
c o c c . .
where T, =| 2% "z and X, , = % Fedi Jfort,t equalto 1,2, ..., T, witht #¢. X _isa
2
UZ,R,Z,] GZrR~Zr2 GZ R O-Z,R,Z,/I GZrR’Zr’Z GZ!R’ZNR

full symmetric matrix with w parameters to be estimated. The elements on the main diagonal provide information on the
variability of each cognitive domain over time. On the other hand, off-diagonal elements of X, give insights on the dependence
of pairs of cognitive domains at the same and different occasions. A deep inspection of the estimates of these unconstrained
parameters can provide justifications for more detailed model specifications, especially when covariances reduce as the time lag
between the latent variables increases.

2.3.1 | Assessing the time-persistence and cross-lagged effects of the different cognitive abilities

A specification for X, that takes the time ordering explicitly into account is the first order vector autoregressive structure. This
formulation presents the structural part of the model as a sequence of conditional distributions rather than a joint distribution
with a completely free covariance matrix X,. It expresses the dynamic nature of the latent variables and accounts for serial
correlations by assuming that the latent variables at wave ¢, say, are related to those at previous waves only via the latent vector
at wave t — 1. We make use of the following vector autoregressive of order one process to model the evolution of the latent
cognitive domains

z, = Bix; +¢, 5)
2, = u, + @17, +BX +¢, t=2,...,T, 6)

where £;; ~ MNV(0,X, ), being X, a full and symmetric R X R matrix. ®,,_; is a full, non symmetric R X R matrix of
autoregressive and cross-lagged coefficients. We assume ®,,_; = ®; forz = 2, ..., T, such that the autoregressive parameters
can be interpreted as measures of inertia or time-persistence of each cognitive domain. The elements on the main diagonal
bk =1,..., R, measure the autoregressive effect of the same latent construct over time. These parameters are related to the
time it takes the individual to recover from a perturbation in that specific cognitive domain and restore a personal equilibrium on
it. When the value of these parameters is close to zero, there is little carryover from one measurement occasion to the next. On
the other hand, greater values of these coefficients indicate that there is considerable carryover between consecutive occasions,
such that perturbations continue to have an effect on the cognitive domain under consideration on subsequent occasions.

The off-diagonal elements in @, evaluate the effects of one common factor on the other ones. Significant estimates of these

parameters could be related to the differential predictive features of the cognitive domains on dementia®? , in such a way that
prevent decline on one dimension indirectly affects the evolution of the other dimension. Since it is reasonable to assume that it
takes some time for a cognitive domain to affect the others, it is more appropriate to model lagged effects through ®, instead of
synchronized effects via the specification of @, ,. For these reasons, €;, is assumed to follow a multivariate normal density with
E(g;,) = 0 and full symmetric covariance matrix X,, assumed to be time-invariant.
Coherently with the previous studies on cognitive functioning, we are also interested in evaluating the influence of time-invariant
covariates, such as age (at the baseline), gender, and years of education, on the latent cognitive domains. The vector X, is constant
over time, and the R X H matrix f, contains the corresponding regression coefficients, assumed to be time-invariant, such that
p,=p, fort=2,...,T.

It is important to notice that, differently from common studies on cognitive functioning that analyzed the overall trends
of a specific cognitive domain, the vector autoregressive model, specified in eqs. (3)) and (6)), considers the dynamic of the
multidimensional cognitive process as characterized by temporal changes that are not directly function of time but function of
synchronized and cross-lagged effects in the temporal evolution of its components. z;, has a multivariate normal distribution,
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with unconstrained T R-dimensional mean vector depending on y, , ..., 7 and B, and implied covariance matrix X, being a
constrained function of the parameters ®,, X, , X, with the following form

r,0 T,1Y ..T (T-1Y
(1) r,0) .. T (T-2)

I, -1)I(T-2).. TIz0)
Each I',(/) = E(z,z:_l),l =0,....,T—-1,t=1,...,T,isa R X R full and not symmetric matrix except for / = 0, being I',(0) the
concurrent covariance matrix at time ¢. I',(/) can be expressed as a function of the parameters of the model as follows

[1-2]
o =o'y o Y ezl =17
i=0
[t=1-2]
ro=o ™z oy N ool =2, Ti=1,..,T-1
i=0

A similar model specification has been recently developed in the Bayesian framework, but under the assumption of stationarity
of the latent process” . It represents a special case of our model specification, where at the first wave z, is treated as endogenous.
That is, X, is set equal to X, and the mean vector at all occasions is assumed to be constant, g, = p_, and equal to the null
vector, u, = 0forallt =1,...,T. The estimation of this stationary autoregressive process requires all the eigenvalues of @, to
be in modulus less than one, meaning that the process is stable. This latter condition is generally satisfied in presence of long
follow-ups, as widely discussed in the time series literature? . On the other hand, in presence of short panel data, as in our case,
the vector autoregressive process is generally non-stationary.

2.3.2 | Analysis of cognitive declines over time

An alternative specification to describe the (temporal) evolution of the latent cognitive domains would be through factor-specific
random intercepts and slopes that affect z; as in a standard multivariate growth model’ . Coherently with previous researches on
the HRS/AHEAD cognitive measures, this specification evaluates the cognitive decline of each cognitive domain, separately,
by also accounting for the effect of specific determinants, such as age, gender, and years of education. However, differently
from these previous studies, the specification of a multivariate growth model allows us to draw conclusions on the relationships
among the random components of the different cognitive domains, that is on reciprocal influences on their initial status and
decline over time.

The temporal dynamics of the each cognitive domain is described as follows

Zi = Poiy + i+ €, T=1,...,Rit=1,...,T;i=1,...,n,
Boir = Hp,, TV g Xi T Sp,,,
Prir = Hp, +¥p, Xi ¥ Cp,,

For each factor, the latent curve can be assumed to be linear [A, = (¢ — 1)] or nonlinear [some A,’s freely estimated]. The
corresponding growth components f,, and f;, are correlated and characterized by overall means equal to y1; and py , variances

62 and 62 , respectively, and covariance 05,5, - The effect of the time invariant covariates x; on both the initial status and rate

ogo(r:hangeﬁ(l)rf each cognitive domain is assessed through the coefficients y s, and yg , respectively. The value of these parameters
allows us to estimate average trajectories, for each latent factor, of different groups of individuals identified by each covariate.

The relationships among the growth components f;,, By;,» Boir and By, 7, = 1,..., Rwith r # ¥/, can be assessed in several
ways’ . The most general and easiest specification consists in the associative multivariate growth model, in which covariances
among all the random components are estimated. Significant estimates suggest the existence of linear relationships between the
initial status of two cognitive domains (o 4 ), the initial status of one latent component and the rate of change of another one
(Gﬂow Bu> O, ﬂlr)’ and/or the rates of change (decline) of two latent variables (Gﬂm bo ).

A deeper investigation of the covariance matrix of the random components can suggest more sophisticated specifications
that include common factors to describe the relationship between the growth components of the latent cognitive domains, as in
the “factor-of-curves”? . In this model, second order factors are specified to assess whether a higher order structure drives the
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relationship among the trajectories of all the latent cognitive domains as follows

ﬂOir=ﬂ0i+yﬂo,Xi+gﬁ0[, r=1,...,R;i=1,...,n,
Prir = Pt 7p,% + 65,

2

o c

with [ g Oir ] ~MVN/(oO,[| Por g"”ﬂ" . The parameter f, can be interpreted as individual cognitive functioning random
Piir O by s Gﬁ],

intercept, and represents what is shared among all the cognitive domains at the initial time point, whereas f;; (i.e., individual

cognitive functioning random slope) is the shared growth pattern among the constructs over time (i.e., they are growing, or
changing over time, in a similar way). The expected value for the individual cognitive functioning random intercept, 4, , and
slope, 1, , inform about the participants’ average levels in the initial status and average rate of change, respectively, common to
all the latent cognitive domains. On the other hand, their variances, o-?o and aﬁl , inform about the individual differences in these
parameters.

3 | LIKELIHOOD ESTIMATION

The most commonly used approaches for fitting generalized linear latent variable models are maximum likelihood®*? and
Markov chain Monte Carlo estimation®? . In this study, we focus on the former. Recent computational advances have provided
researchers with the tools to estimate models that incorporate longitudinal data with full information maximum likelihood.
However, its feasibility when fitting latent variable models to multivariate longitudinal data is dependent upon practical concerns,
as computational complexity greatly increases as the number of items (random effects) and latent variables rises.

Denoting with b; = (z;, u;) the vector of latent variables and random effects, the log-likelihood function is given by

10) = Y log £(y; | x,,0) = ) log / 2(y; | b, 0))h(b; | x;,0,)db,, (7)
i=1 =l
where 6 = (0,, 0,)' is the vector of the parameters to be estimated. Maximum likelihood estimation requires maximization of the
integral with respect to 6. In presence of observed normal variables, the multidimensional integral can be evaluated analytically
and maximization proceeds by standard methods such as EM algorithm, Fisher scoring or Newton-Raphson. However, in general,
and in our specific case, integration is intractable.

Numerical quadrature-based methods represent a widespread solution to this problem and, among them, the adaptive Gauss
Hermite quadrature is considered the gold standard®? . Alternatively, the Laplace approximation avoids the integral compu-
tation and represents the easiest method to implement® . Both the Laplace approximation and the adaptive Gauss Hermite
quadrature rely on the Taylor series expansion of the logarithm of the integrand in (7), denoted by L(b,), around its mode

b, = arg maxy, cpa L(b;)? . That is, by omitting the individual subscript i for simplicity,
1 SH .
L(b) = L(,,,) + E(b — bmo)'L(z)(bmo)(b -b,,)+ Z F[®k l(b _ bmg),]L(k)(me)(b ~b,,)
k=3 "
= L(b,,) + %(b -b,,) L?®,,)b=b,,) + v(b) ®)

where
ovec L*=D(b)
b bzbma
and ®( -b,,) =b-b,,) ® - ® (b -b,,), there being k (b —b,,,)’’s in the Kronecker product”’ .
Substituting the expansion (8)) into the integral, the marginal probability associated to the individual response pattern results

[ 1x:0) =@2n)"* | £, |'* exp{L(b,,)} E, [exp{v(b)}] = f,E, [exp{v(b)}] . ©)

where f is the Laplace approximation of the integral, obtained by truncating the Taylor expansion up to the second order. The
simplicity of the standard Laplace approximation has a cost related to the fact that the order of the approximation error cannot
be improved, and it gets less adequate as the degree of discreteness increases” .

The inclusion in the Taylor series expansion of higher (than two) order terms v(b) improves the accuracy of the estimates.
The expected value E,, [exp{ v(b)}] is computed with respect to the multivariate normal density function ¢(b;b,,,, =,,,), whose

L(k)(bmo) —
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mean vector is given by the mode b,,, and the covariance matrix is given by minus the inverse of the Hessian matrix of L(b)
evaluated at its mode, thatis X! = —L®(b,, ).
v(b) can be alternatively expressed as L(b)— L(b

mo)

- %(b -b,,,) L®®,,)(b-b,,), such that the expected value in @) results

exp[L(b)]
f ¢(b;b,,,, Z,0)

Equation (I0) resembles the classical transformation apphed in the adaptive Gauss Hermite approximation to ensure the
integrand to be sampled in a suitable range’ . Rewriting it in terms of standardized variables, we obtain

C,, L(C,b* +b,,
E [exp{v(b)}] = | l/exp[ ((b* o )

E [exp{v(b)}] = ¢(b;b,,. X, ,)db. (10)

¢(b*;0,D)db",

where C,,, is derived by the Cholesky decomposition of X,..- Hence, the Gauss Hermite approximation of the marginal density
f(y | x,0) is given by

qa’

faenW 1%.0)= @7 1C,pp | D, 8 IB] _, ODRD] 0w - w (ih

where . = Z""_ Z""_ , with n_, be the number of quadrature points selected for each latent variable, b* =
19 q,=1 q4=1 q 44y

\/ECmo(bq] qu) +b,,. and wzm =w, exp(bﬁm), m = 1,...,d, being qu and w, the classical Gauss Hermite nodes and
weights, respectively.

The adaptive Gauss Hermite quadrature provides more accurate estimates than the Laplace approximation, but it is com-
putationally unfeasible with a large number of latent variables and random effects. It requires nj function evaluations at each
iteration. As an example, if d = 13, that is we assume to observe seven items that measure two latent factors at each of three
occasions, selecting only five quadrature points for each dimension (n, = 5), it needs more than one million and two hundreds
function evaluations at each iteration, being unfeasible with the most powerful computers available nowadays.

To improve the accuracy of the Laplace approximation by avoiding the computational burden of the adaptive Gauss Hermite,
the expected value in @) can be approximated using the following equivalent representation of the function exp{v(b)}*

d d-w
w —w

exp{v(b)} = Y D\(-1) < ) exp{v,(b)}. (12)

w=0 r=0
exp{v,(b)} = Zi (w-1) Zzz—:(:)‘fl) Z‘; - exp{v(by, ., )} where b, . is the vector b in which only the elements
that occupy the p051t10ns ki, ...k, are free random variables, being the other (d — w) fixed to the corresponding modes.

2k <ok, <d = Z (=D zd w +21) ZZ —x,_,+1 is the sum over all possible positions . ..., k,, in the vector b.
l

The dimension-wise appr0x1mat10n is derlved by truncating the sums that appear in eq. (IZ) to involve a smaller number, say
s, of latent variables and random effects in the representation, with s much smaller than d. That is,

eplvd) ~ Y Y- 1)W< ;w>exp{vw<b>}

w=0 r=0
C . d—w-1
= Y1y W< )exp{vw<b>}. (13)
~ S—w
Substituting this approximation into the expected value @I) we obtain
d—w-1
E, [exp{v(b)}] » 2( 1 < > (14)
L ~ S —w

CXP[L(bkl ku.)]

1Sk1<"'<kwstw ¢(bk1"'kw;bm0’ mo)

d’(bk,---kw?b Ema)dbkl---kw'

mo?
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It is evident that the dimension-wise method consists in approximating the d-dimensional integral with the sum of one-, two-, up
to s-dimensional integrals. Hence, by approximating the latter using classical Gauss Hermite nodes and weights, the dimension-
wise approximation of the marginal density f(y | x, 8) results

S—w

N d _ _ 1
Fam¥ 1%,0) = )21 C,,, | Y (=1)'" < v ) (15)
w=0

* * * k
Z 8y | bkl’ql;'";kw’qw’el)h(bkl’ql;"'kw’qw’ez)wkl’ql Wwti’

1<k <--<k,<d q;,.4,

where 3}, = Z:?= L ZZ::P with n, be the number of quadrature points selected for each latent variable, by, =

\/ECmo(bklﬂl 0o - bkw’qw 0+b,,, and w,’im’qm =w, exp(bim!qm), m=1,...,w,being bkm,qm and w, the classical Gauss
Hermite nodes and weights, respectively.
The approximation (I3)) is much less computational intensive than the adaptive Gauss Hermite method, being the number

N

of function evaluations required at each iteration equal to Zw—O
=0\ s_

d w > n;‘w . For example, when d = 13, if five quadrature
points are selected for each dimension (n, = 5) and the 13-dimensional integral is approximated by the sum of uni-dimensional
integrals (s = 1), the number of function evaluations required at each iteration are sixty-six. By including also bidimensional
integrals (s = 2) the number increases at 2016, and with three-dimensional integrals (s = 3) it is a bit greater than thirty-seven
thousands function evaluations.

For finite samples, the dimension-wise approximation achieves similar accuracy to the adaptive Gauss Hermite quadrature
by selecting s at maximum equal to three? . For multidimensional data, the two procedures share the same consistency rate
asymptotically. Indeed, it is worth noticing that when s = d, that is no integral reduction is performed, we end up in the exact
representation of exp{v(b)} (see eq. ), such as f,;,(y | X, 0) equals the adaptive solution f,,,(y | X, 8). On the other hand,
when s = 0 the approximation is equal to one, that is the approximated expected value E, [exp{v(b)}] is the unity, and
faim(¥ | X,0) equals the Laplace approximation f;. Hence, in this study, model estimation is obtained by maximizing the
approximated log-likelihood obtained by replacing into (7)) for a given dimension 0 < s << d. A quasi-Newton algorithm
is used with gradient and Hessian matrix obtained numerically.

4 | ON THE DYNAMICS OF COGNITIVE ABILITIES AMONG ELDERLY IN THE UNITED
STATES

We start our analysis by carrying out a preliminary investigation of the HRS/AHEAD data. Since the items are not continuous,
Pearson correlations cannot be computed. Thus, we analyze the associations between pairs of items to highlight if it is worth
fitting a dynamic factor model to the considered data. Indeed, significant associations between different items at the same and
different occasions motivate the inclusion of the time-specific factors in the model as well as the analysis of their temporal
relationships. On the other hand, significant associations between repeated measures of the same item justify the inclusion of
the item-dependent random effects? . Table reports the chi-square tests, for evaluating the significance of these associations,
whose p-values are greater or equal to 107, The highest p-value is equal to 0.0044, indicating that all the items between and
within time are indeed significantly related. Afterwards, we have performed separate confirmatory factor analyses at each wave,
that have confirmed the bidimensionality of the seven cognitive items as found in previous studies® * .

— INSERT TABLE[HERE —

4.1 | Results

First of all, we focus on the measurement part of the model and test if the assumption of measurement invariance of the intercepts
and factor loadings (Assumption 2.2) holds, and if the random effects and time-specific latent factors fully account for the
dependence among the observations (Assumption 2.1). At this stage, we do not make any assumption on the temporal relationship
between the latent factors z;, and assume their covariance matrix to be unstructured.

We start by fitting the unconstrained and unstructured model defined by egs. (3) and (), denoted as Mod1 in the following,
characterized by item- and time-dependent thresholds Tj and loadings o J = 1,...,7,t = 8,9, 10. In all cases, the estimation
is performed using the dimension-wise quadrature method with five quadrature points for dimension (n, = 5), that results to be
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feasible by including up to four-dimensional integrals (s = 4). The choice of s is done by first fitting the model with s = 0, that is
just considering the leading term f; in eq. (9), and then increasing its value until the mean of the relative absolute differences in
parameter estimates (Av(A, ;,)) is sufficiently small (order 1073)? . We have computed the values of this statistic for s ranging
from zero to four. There is a sensible change in the parameter estimates from s = 0to s = 1 (Av(4;) = 0.139) and from s = 2 to
s = 3 (Av(A,3) = 0.514), whereas the estimates are quite stable from s = 1to s =2 (Av(A,,) = 0.056) and from s =3 tos =4
that presents the smallest value (Av(A;,) = 0.006). Hence, we consider s = 3 as the reference solution, and the dimension-wise
quadrature based on the sum of uni-, bi-, and three-dimensional integrals is used to estimate all the subsequent models.

Measurement invariance over time is evaluated by fitting different models based on several constraints on the thresholds and
factor loadings. Specifically, we consider the model characterized by time-invariant thresholds, that is 7;, = 7;,7 = 8,9, and
10, denoted as Mod2, and also the one with equality constraints on the loadings over time, that is @ = fort = 8,9, and
10 (Mod3). Finally, we evaluate the model, called Mod4, in which both thresholds and loadings are assumed to be constant
at each occasion. In order to assess the most appropriate invariance constraints for our data, all these models have been fitted
and compared using the BIC criterion, reported in Table [5] The lowest BIC value is achieved for Mod4, indicating that the
measurement invariance assumption 2.2 is satisfied in these data.

— INSERT TABLE[SJHERE —

Item-specific parameter estimates with asymptotic standard errors for Mod4 are reported in Table [6] The loading of the first
item for each factor is fixed to one at each wave for the identification reasons previously discussed. The remaining estimates
are all significant, confirming the two-factor structure of the data. Looking at the first latent variable, the episodic memory, we
can notice that the loading associated to the delay recall DR item is smaller than the one associated to the immediate recall IR,
indicating that the former discriminates less than the latter in this cognitive ability.

— INSERT TABLE[G|HERE —

As for the second factor, the mental status, although all the loadings are very similar, we can observe that the most discrim-
inating item is naming the Vice President (VCPRES). This result is in line with the descriptive analyses reported in Section
2.1, that have shown the worst performance of the spouses on this item with respect to all the other indicators of the individual
mental status at each occasion. The estimated variances of the random effects associated to /R and DR are indicative of a small
heterogeneity in their corresponding responses over time. On the other hand, the individuals’ responses to the backward count-
ing item SER7s are the most heterogeneous. The high fluctuation of the responses associated to this item was also highlighted
for the period 1992-2004 in other studies” .

Finally, to evaluate if the assumption of conditional independence (Assumption 2.1) is satisfied in model Mod4, we have
computed y>-residuals on the bivariate contingency tables as goodness of fit measures rather than classical statistics that suffer
from the sparseness problem? . The formula of the bivariate residuals, denoted with y2-fits, is reported in the Appendix. Table
shows these statistics for all the two-way item combinations at each wave whereas the bivariate y>-fits for pairs of items in
different time points are reported in Table [8| of the Appendix. Each cell of the table is computed by summing the y2-fits over
all the response categories of the corresponding pair of items, and then by dividing this sum by the total number of possible
category combinations. As a rule of thumb, values of the residuals greater than four are indicative of poor fit. Almost all the
bivariate residuals are below this threshold, indicating that the time-dependent factors and random effects fully account for all
the sources of variability between and within the items.

— INSERT TABLE[ZJIHERE -

4.1.1 | Assessing the temporal relationships between the two cognitive abilities

In model Mod4, no assumptions are made on the temporal relationships between the time-dependent latent factors z;, whose
covariance matrix is estimated to be unstructured as reported in Table [9] Analyzing the parameters related to the episodic
memory ability, it can be noted that its variance increases over time, being equal to 0.78, 0.81 and 0.89 at wave 8, 9, and 10,
respectively, indicating an increasing heterogeneity among individuals with respect to this dimension over time. This result can
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be due to differences among individuals who will develop AD versus those who will not, given the relative early decline in
episodic memory in the preclinical AD individuals that makes task assessment of this cognitive domain particularly useful in
the preclinical detection of at-risk individuals® . Furthermore, the covariances in the levels of this cognitive ability between
adjacent waves result equal to 0.76 and 0.81, implying strong correlations (around 0.95) related to first order autoregressive
effects. Hence, as expected, the individual episodic memory ability at one occasion is strongly affected by the level achieved in
the previous wave. This is also observed for the mental status ability, whose correlations between subsequent waves are equal
to 0.98 and 0.72. However, differently from the episodic memory, the variance of this cognitive domain slightly decreases over
time, being equal to 1.02, 0.99, and 0.95 at wave 8, 9, and 10, respectively.

Analyzing the temporal relationship between the two cognitive domains, we can observe that their covariance at each wave
is quite low but always significant, being equal to 0.14, 0.15 and 0.26 at wave 8,9, and 10, respectively. The corresponding
correlations range from 0.16 to 0.28 and are indicative of weak synchronized effects between the two constructs. In terms of
cross-lagged relathionships, we can observe that all the covariances between mental status at one occasion and episodic memory
at the previous one are significant, and equal to 0.17 and 0.29. On the other hand, the covariances between episodic memory in
one wave and mental status at the previous one are not significant, and equal to 0.06 and 0.04. In other words, episodic memory
affects the mental status in subsequent occasions, but the converse does not hold. The predictive feature of episodic memory
with respect to the more general cognitive domain is consistent with the studies that highlighted that deficits in episodic memory
functioning occur very early in the AD disease process, whereas other cognitive domains are thought to decline later®* .

— INSERT TABLE[Q HERE —

The pattern of this unstructured covariance matrix appears to be consistent with a non stationary first order autoregressive
process, being the variances of the two latent variables not constant over time and all the correlations related to the autoregressive
effects strong and significant. Thus, we estimate a first order autoregressive model as specified in Section 2.3.1, denoted as
ModS5. It better fits the data with respect to the model Mod4, as indicated by the BIC criterion reported in Table 5]

The parameter estimates of this vector autoregressive model are provided in Table [I0] The diagonal elements of the matrix
@, represents the autoregressive coefficients of episodic memory (0.55) and mental status (1.04). Both estimates are signifi-
cant, but it is evident that mental status exhibits stronger persistence effects over time than episodic memory. This means that
perturbations in the former cognitive domain continue to have a considerable impact in subsequent occasions. This is particu-
larly relevant in view of previous studies on HRS cognitive measures that have highlighted the role of the mental status ability,
whose indicators represent very simple mental processes capacity and alertness, in identifying serious individual deficiencies
that standard cognitive tests cannot measure” .

Off-diagonal elements of @, represent cross-lagged effects between the two cognitive abilities. In particular, the coefficient
related to the influence of the episodic memory on the mental status at the subsequent occasion is equal to 0.36 and significant.
On the other hand, there is no effect of mental status on episodic memory at the next occasion, being the corresponding cross-
lagged coefficient equal to 0.05, and not significantly different from zero.

Finally, the estimated covariance matrices X, and X, show a significant covariance just at the first wave, and not in the subsequent
occasions, indicating that, after wave 8, there are not synchronized effects between the two cognitive abilities as was highlighted
by Mod4.

— INSERT TABLE[I0/HERE —

4.1.2 | Effects of the covariates on cognitive functioning

We extend the vector autoregressive model Mod5 to also evaluate the effect of the three covariates, age (at 2006), gender and
years of education, on both the latent variables in the three waves. This conditional model, denoted as Mod6, presents the best
fit to our data, as shown in Table[3]

Table[TT]shows the estimated regression coefficients at wave 8 and at the subsequent occasions (waves 9 and 10), when these
parameters are assumed to be time-invariant. We can observe that age has a significant negative effect on the episodic memory
at all the observed time points, whereas gender is significant only after the first occasion. This means that the episodic memory
ability deteriorates with increasing age, and after the first wave it worsens for females with respect to males. On the other hand,
age has a significant negative effect on the mental status ability only in waves 9 and 10, whereas gender and years of education
positively affect this cognitive domain at all the occasions. This implies that a better performance on this ability is achieved by
females and if the individual has a higher educational level.
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The negative effect of age on the decline of both cognitive domains is consistent with previous studies on HRS/AHEAD data
conducted on households’ primary respondents®*? and, in general, with previous works on cognitive aging? . On the contrary,
for the cohort of spouses considered in this study the effect of gender is opposite with respect to the previous analyses on the
households’ primary respondents, that is women performed better than men on mental status tasks but worse on memory tasks.

— INSERT TABLE[TIHERE —

5 | DISCUSSION

In this paper, we presented a latent variable model for multidimensional longitudinal data for the analysis of cognitive func-
tioning in the older U.S. population. The proposed model extends the existing literature by including multiple time-dependent
latent variables, specifically episodic memory and mental status, and by assuming the nonstationarity of the cognitive domains
over time. In particular, the dynamics of the two-dimensional cognitive process has been studied through a vector autoregres-
sive model of first order that allows us to evaluate autoregressive, synchronized but also cross-lagged effects of its components.
Possible extensions allow common factor scores from earlier occasions to also have direct effects. Higher order effects can be
included in the model through the specification of the matrix @, ,_ )= 2,...,1, related to lagged vectors z;,_ e The diagonal
elements of ®,,_; are autoregressive effects, whereas higher order cross-lagged effects are represented by its off-diagonal ele-
ments. The estimation of these models is unfeasible with traditional likelihood-based methods, because of the large number of
latent variables and random effects needed to explain the different sources of variability present in the data. To overcome these
computational problems, we considered the dimension-wise quadrature, that is based on a reduction of the dimensionality of
the integrals involved in the likelihood function. It makes the estimation feasible in presence of a large number of latent vari-
ables/random effects, as in this study where we needed to approximate a 13-dimensional integral.

Our analysis on the HRS/AHEAD dataset focused on a sample of spouses of the households’ primary respondents interviewed
in the years 2006, 2008 and 2010. The two-factor model found in previous studies for the households’ primary respondents has
been confirmed in the three time points also for the spouses, with measurement invariance on the thresholds and loadings holding
for both factors over time. Interestingly, we found that episodic memory predicts mental status over time. This result strengthens
the importance of episodic memory in identifying and prevent cognitive impairment. The role of the socio-demographic vari-
ables age and education in predicting the cognitive performances has been widely investigated in the literature, highlighting the
better performance of relatively young and well-educated individuals. In agreement with these previous findings, with reference
to the cohort of spouses analyzed in this study, age is a clear predictor of both cognitive domains whereas level of education
affects only mental status. Gender has a different effect on the two dimensions. Females have a better performance than males
on mental status but are worse on episodic memory. Thus, it is important to take the demographic variables into account when
cognitive tests are used for clinical purposes.

The proposed methodology has been discussed by considering balanced complete data. However, in some prospective studies,
observations can be unequally spaced. Irregularly timed data can occur in two main situations: (a) the data are equally spaced
with missing observations, and/or (b) the time distance between subsequent occasions is not necessarily constant, implying
irregularly spaced assessment waves.

For unequally spaced observations, further extensions, especially for the vector autoregressive model, are needed. This can
be tackled by providing a continuous time representation of the model. Continuous time processes can be specified using a
broad class of differential equations, allowing for a wide degree of diversity in the types of dynamics that are being considered.
A continuous time representation of the stationary VAR(1) process, known as Ornstein-Uhlenbeck (OU) process’ has been
recently proposed’ . A similar specification has been derived for discrete-state hidden Markov processes” . A generalisation that
incorporates a latent linear mixed model with an OU process into the variance component has been also developed® . These
extensions are important because discrete time processes can be sensitive to the choice of uniform time interval, that is different
conclusions might be obtained if the autoregressive process is used for different time distances®*? . However, in these studies
at most three latent variables have been considered at each occasion. Generalisations to more time-dependent latent constructs
impact constraints placed on the drift matrix, that specifies the autoregressive relationship in continuous time, and may not be
easy to solve. The computations related to the matrix exponential operator applied to the drift matrix are demanding. Several
approximations have been used in the literature, such as the Pade approximation® , oversampling techniques? , or the hybrid
Kalman filter? , but still the computational time is long.

Alternative practical solutions can be used, without necessitating for the estimation of a continuous time model. For instance,
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the problem of unequally spaced measurements in discrete time modelling can be addressed by defining a time grid an adding
missing data to the observations, to make the occasions approximately equally spaced in time. Some simulation studies have
indicated that this largely reduces the bias that results from using discrete time estimation of unequally spaced data”? .

Missing data represent a frequent issue in longitudinal studies, as participants may not be available at all the planned time
occasions. The resulting data are unbalanced with an unequal number of measures for each subject. Monotone missingness
(dropout) represents a frequent type of such non-participation, with some individuals leaving the study prematurely and having
a null probability to reenter. It contrasts with intermittent missingness where an individual who does not show up at a given
occasion might return in a subsequent one. This latter is less common in cognitive functioning studies, where generally partici-
pants who leave the study do that permanently. In this context, a common assumption is also that, at each time point, variables
for a respondent are either fully observed or totally missing; that is, there is no item nonresponse.

Let W, = (W;,, ..., W;;-) denote a T-dimensional vector of missing data, with W;, = 0 if the data y,, for the i-th subject are
available at time 7, and equal to one otherwise. When modelling multidimensional longitudinal data subject to missing data, the
joint density function of the complete data and latent variables given the covariates, f(y;, W, b;|x;), should be specified. It can
be factorized as follows

F ¥ Wb [x,) = P(W, |y, b, x,)g(y;|b;, x;)A(b;]X,),
where g(y;|b;, x;)A(b;|x;) refers to any model specification given in Section 2. As discussed in the paper, the structural model
h(b;|x;) is the main focus of substantive research questions. P(W,|y;, b;, X;) represents the probability associated to the missing
data mechanism. A crucial distinction is whether the latter is missing at random (MAR) or missing not at random (MNAR), i.e.
whether the probability of missingness does not or does depend on data which are themselves unobserved’ * . In the former case,
if the parameters of the non-response model and those of the structural and measurement models are distinct from each other,
the missingness in y; is ignorable. This means that valid likelihood-based estimation and inference of the longitudinal model can
be done by omitting the non-response model and performed as discussed in Section 37 . In contrast, MNAR is non-ignorable,
so the non-response model needs to be included in the analysis to obtain valid estimates and inference for the parameters of
main interest. A common approach adopted in the latent variable literature is to introduce one or more additional latent variables
& = (&, -, &), called latent response propensities? 7, Generally &;,,t = 1,...,T, is assumed to be time-invariant and
categorical’ , but we suggest to allow &, to be time-varying and continuous® . One advantage of the use of the latent response
propensity model in the GLLVM framework is that it can be combined with any structural and measurement model described
in Section 2, whereas the estimation of model parameters can be performed as described in Section 3.
The latent variable &, represents unobservable determinants of the non-response, such that £, can be interpreted as the propensity
of the i-th individual to leave (or stay in) the study at the #-th occasion. In this framework, all the associations between (b, X;)
and W, are mediated entirely by &;, such that the hypothesis of ignorable missing data has the simple form that b, and &;, are
conditionally independent. Different specifications of the relationships between the latent response propensity &;, and the latent
cognitive domains z; have been proposed? . We suggest to allow the propensity of dropping out at a given occasion to depend
on the value of the latent cognitive domains at the immediately preceding occasion. One advantage is that the hypothesis of
ignorable non-response can be simply defined in terms of equality to zero of the structural parameters in the non response model.
An alternative formulation consists in allowing the response propensity &;, to depend on z; and covariates X;, both measured at
the first time point?® . The comparison among these different formulations is the topic of our current research.

A further potential extension of the proposed model, in particular when used for the analysis of cognitive decline, concerns
its specification within a causal inference framework to also control for potential observed and unobserved confounders. This is
particularly challenging since in presence of multiple (longitudinal) outcomes, there are several issues that have to be faced.

When outcomes of different nature are observed, different link functions have to be chosen and this can lead to different effects
of the risk factors and controls for potential confounders on the various outcomes. In this case, the risk factors are included in
the linear predictor, and their direct effects on the outcomes are analyzed. Furthermore, if the multiple longitudinal outcomes
are measures of one or more time-dependent latent constructs at each occasion, they will show significant associations generated
by the latent variables that have to be properly accounted for in a confirmatory dynamic factor model.

To perform correct causal inference in a multivariate longitudinal setting, and control for potential confounders, both these
aspects must be considered. Several proposals have been discussed in the recent literature. A Bayesian dynamic factor model
that allows to simultaneously estimate the causal effect of a treatment on the observed outcomes and account for the associations
among them has been proposed’ . The estimation of the average treatment effects is obtained by including in the model a first
set of time-specific latent variables that also accounts for possible unobserved confounders. A second set of time-dependent
latent variables is specified in the model to account for the associations between multiple outcomes. The temporal dependence



S. Bianconcini and S. Cagnone | 15

between the latent variables is modelled by means of autoregressive processes. The proposal is quite exhaustive and allows to
solve several issues related to causal inference in multivariate longitudinal setting. However, all observed outcomes are assumed
to be continuous.

Alternatively, a causal latent Markov model to evaluate the effects of one or more treatments on multiple longitudinal out-
comes of different nature has been recently discussed’”. As in the classical latent Markov model, the associations among the
observed outcomes are explained by discrete time-dependent latent variables with two or more categories, and the temporal
dependence among them is captured by estimating transition probabilities. Observed potential confounders are controlled by
using a propensity score method. It replicates a pseudo-random assignment environment by producing weights that are included
in the likelihood expression in a two-step estimation strategy. The novelty of this approach consists in evaluating the effect of
one or more treatments directly on the latent variables, rather than in the measurement part of the model. This allows to avoid
interpretation problems that can arise in presence of outcomes of different type.

Following this latter proposal, our model can be extended by first applying a propensity score method to control for potential
observed confounders and then by evaluating the effects of risk factors on the two latent cognitive domains. Applying this
approach could allow us to take into account for the association between observed variables by means of continuous latent
variables and random effects as discussed in Section 2, and at the same time account for the effect of risk factors on the latent
variables by controlling for potential confounders.

[

APPENDIX
A BIVARIATE MARGINAL RESIDUALS

When data are sparse the classical goodness of fit statistics are not valid. In these cases, we can compute residuals from two-way

marginal distributions that reveal if there are pairs of items responsible of the bad fit. Indicating with nr the number of possible
. . . . . . . . . . . bd

response patterns, the bivariate marginal residual for items i and j with categories ¢; and c; respectively is defined as*

Cj (IJ) A(IJ))Z
;( flt(”)—nzz =0 i=1,....,.p—1 j=i+1,...,p
ab

where ﬂ('lf) . y(r’s) yi’s) 2., ) =1and y = 1 if 5, is equal to category a of item i and s; is equal to category b of item j

respectively and 0 otherwise. f, (” j are the correspondent observed frequencies. As a rule of thumb, a value of y2—fit®// (¢; ®¢c))
greater than 4 indicates bad fit assoc1ated to the pair if items i and j. In Tablelthe bivariate y2-fits for pairs of items in dlfferent
time points are reported.

— INSERT TABLE[§|HERE —
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TABLE 1 Descriptive statistics for the observed sample in wave 8 (2006)

Variable Details Mean Standard deviation Min Max
Gender Male 0.56 - -

Age (in 2006) 70.11 3.86 63 88
Education (in years) 12.63 3.11 0 17

TABLE 2 Percentages of category responses for HRS/AHEAD items /R, DR and SER7s in the three waves.

Categories
Items 0 1 2 3 4 5 6 7 8 9 10
IRS 0.238 0408 1.700  6.970 15.539 25740 24923 15607 6.630 1.768  0.476
IR9 0204 0476  2.278 7.344 18.259 24923 23767 15.097 5.678 1768  0.204
IRI0 0374 0714 3944 10.507 18.463  26.454 21455 11.629 4.862 1360 0.238
DRS 2.890 3.026 6.868 13.601 22.815 22747 16423 6.732 3502  0.986  0.408
DR9 3944 3332  6.698 15233 22.033 22.747 14.689 7.922 2346 0952 0.102
DRIO 4692 4760 9249 16.015 23.189  20.027  12.989 5.848 2414  0.680 0.136
SER7s8 4964 7514 7310 11.255 20.265 48.691 - - - - -
SER7s9 5474 8160 6970 13.023 20.367  46.005
SER7s10  6.562  9.385 8.058 13975 21.149 40.870

TABLE 3 Percentages of correct responses for HRS/AHEAD items YEAR, PLANT, VCPRES and PRES in the three waves.

Waves
Items 8 9 10
YEAR 98.810  98.334  96.974
PLANT 95.104  93.778  93.370
PRES 98.674  98.844  97.246
VCPRES  85.889  83.237 62292

TABLE 4 Pairwise associations between items, HRS/AHEAD data

Chi-square df p-value
PRESS IR9 25.555 10 0.0044
YEARS8  PRESIO 8.350 1 0.0039
PLANTS SER7s9 18.931 5 0.0020
PLANTY9 YEAR9 10.568 1 0.0012
PLANTS SER7s9 20.473 5 0.0010
PLANTS YEARIO 12.530 1 0.0004
SER7s8  PRES9 23.395 5 0.0003
PLANTS PRESIO 13.500 1 0.0002
PLANTS VCPRESIO 15.725 1 0.0001




S. Bianconcini and S. Cagnone

17

TABLE 5 BIC criterion for measurement invariance, s = 3, HRS/AHEAD data

Models loglik #f par BIC

Modl -58514.13 64 116146.12
Mod2 -56907.42 50 114000.55
Mod3 -58500.82 54 118131.56
Mod4 -56907.42 40 112118.16
Mod5 -55410.62 29 110921.83
Mod6 -55243.21 41 110813.90

TABLE 6 Estimated model parameters with asymptotic standard errors in brackets, s = 3, HRS/AHEAD data

a, &, 5
IR 1.00 - 0.46 (0.26)
DR 0.69(0.16) - 0.73 (0.13)
SER7s - 1.00 1.16 (0.08)
PLANT _ 0.92 (0.14)  0.80 (0.47)
YEAR - 0.99 (0.11) 0.81(0.19)
PRES - 0.89 (0.14)  0.77 (0.59)
VCPRES - 1.11 (0.12)  0.83 (0.14)

TABLE 7 Bivariate ;(2—ﬁts for pairs of items within time points, s = 3, HRS/AHEAD data

Item Wave 8 Wave 9 ‘Wave 10

IR

DR 1.81 2.05 3.07

SER7s 1.04 3.04 190 1.82 230 179

PLANT 231 181 3.8l 1.18 126 0.83 214 179 183

YEAR 318 363 356 405 136 337 199 279 341 201 259 195

PRES 250 222 481 387 229 190 273 316 234 321 319 235 273 061 1.19

VCPRES 150 087 356 433 229 166 | 1.85 097 169 375 271 698 | 1.61 070 235 035 033 267
TABLE 8 Bivariate ;(z-ﬁts for pairs of items between time points, s = 3, HRS/AHEAD data

Item Wave 8,Wave 9 Wave 8, Wave 10 Wave 9, Wave 10

IR 1.37 143 1.73 1.49 2.53 1.90 1.00 245 2.16 2.55 0.97 1.70 2.29 1.00 1.67 2.11 2.83 1.39 3.02 1.51 1.17

DR 0.90 2.40 2.87 1.33 2.88 191 1.76 1.59 245 2.40 1.42 3.55 2.53 1.76 1.29 1.38 1.36 2.11 3.54 2.67 0.68

SER7s 1.46 1.39 7.46 1.76 1.24 245 0.86 2.50 1.73 2.83 1.26 1.58 2.81 0.86 1.94 247 1.63 1.79 231 2.19 045

PLANT 2.56 3.29 5.85 0.92 3.17 1.87 3.03 3.39 3.09 294 1.58 4.00 3.53 3.03 2.20 275 1.42 1.04 3.09 2.85 0.54

YEAR 1.85 1.31 2.13 2.79 3.53 2.62 1.47 2.36 2.87 1.96 3.67 3.74 3.88 1.47 1.77 1.83 0.96 3.46 2.79 2.19 191

PRES 1.42 191 2.77 241 3.49 3.70 2.10 2.82 3.18 2.00 2.13 3.70 3.96 2.10 1.81 2.96 0.96 1.53 2.87 2.20 0.97

VCPRES 0.26 1.51 3.56 2.13 0.52 0.27 0.52 0.17 1.47 0.24 0.34 3.92 2.13 0.52 1.37 1.06 0.62 1.62 0.25 1.66 0.79

TABLE 9 Estimated unstructured covariance matrix with standard errors in brackets, s = 3, HRS/AHEAD data

0.78(0.21)
0.14(0.07) 1.02(0.12)
0.76(0.20) 0.06(0.07) 0.81(0.21)
0.17(0.07) 0.98(0.11) 0.15(0.07) 0.99(0.12)
0.81(0.22) —0.01(0.07) 0.81(0.22) 0.04(0.07) 0.89(0.23)
0.26(0.07) 0.71(0.09) 0.29(0.07) 0.72(0.09) 0.26(0.07) 0.95(0.11)
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TABLE 10 Structural parameter estimates with standard errors in brackets under Mod5, s = 3, HRS/AHEAD data

o - (0550.03) 0050.13)) 5. _ (0.33(0.05)
1 0.36(0.14) 1.04(0.65) ] “& ~ \ 0.39(0.04) 0.47(0.06)

s _ ( 0250.05)
e =\ =0.02(0.10) 0.40(0.13)

TABLE 11 Estimated covariate regression coefficients, s = 3, HRS/AHEAD data

Wave 8 Waves 9 and 10
Episodic Memory Mental Status  Episodic Memory  Mental Status
Age -0.097 (0.008) 0.012 (0.047) -0.016 (0.006) -0.155 (0.036)

Gender | -0.006 (0.007)  0.037 (0.007)  -0.037 (0.006)  0.046 (0.006)
Educ -0.005 (0.047)  0.089 (0.007)  -0.052 (0.040)  0.039 (0.006)
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