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Abstract

Multi-state models provide a useful framework for estimating the rate of transitions between
defined disease states and understanding the influence of covariates on transitions in studies of the
disease progression. Statistical analysis of data from studies of disease progression often involves
a number of challenges. A particular challenge is that the classification of the disease state may
be subject to error. Another common problem is that there are many sources of heterogeneity
in the data in which situation the assumption of time-homogeneous for common Markov models
is not valid. In addition, it is common for discrete covariates subject to misclassification and the

panel data collected from disease progression studies is time-dependence in the covariates.

In Chapter 2, the progressive multi-state model with misclassification is developed to simul-
taneously estimate transition rates and account for potential misclassification. The performance
of the maximum likelihood and pairwise likelihood estimators is evaluated by simulation studies.
The proposed progressive model is illustrated on coronary allograft vasculopathy data, in which

the diagnosis based on the coronary angiography is subject to error.

In Chapter 3, hidden mover-stayer models are proposed to provide a solution to a type of
heterogeneity where the population consists of both movers and stayers in the presence of mis-
classification. The likelihood inference procedure based on the EM algorithm is developed for the
proposed model. The performance of the likelihood method is investigated through simulation

studies. The proposed method is applied to the Waterloo Smoking Prevention Project.

In Chapter 4, we propose estimation procedures for Markov models with binary covariates
subject to misclassification. We show that the model is not identifiable under covariate misclassi-
fication. Consequently, we develop likelihood inference methods based on known reclassification

probabilities and the main/validation study design. Simulation studies are conducted to inves-



tigate the performance of proposed methods and the consequence of the naive analysis which

ignores the misclassification.

In Chapter 5, we consider two-state Markov models where time-dependent surrogate covariates
are available. We exploit both functional and structural inference methods to reduce or remove
bias effects induced from covariate measurement error. The performance of proposed methods is

investigated based on simulation studies.
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Chapter 1

Introduction

1.1 Multi-state models

Multi-state models provide a useful framework for estimating the rate of transitions between de-
fined disease states and understanding the influence of covariates on transitions in studies of the
disease progression (Andersen and Keiding, 2002; Commenges, 1999, 2002). Examples of medical
applications include breast cancer (Duffy et al., 1995; Chen et al., 1996, 1997, 2000; Hsieh et al.,
2002; Chang et al., 2007), cervical cancer (Kirby and Spiegelhalter, 1994), chronic myelogenous
leukemia (Klein et al., 1984), coronary occlusive disease after heart transplants (Sharples, 1993;
Klotz and Sharpless, 1994), dementia (Joly et al., 2002), diabetic complications (Andersen, 1988;
Marshall and Jones, 1995; Kosorok and Chao, 1996), Giardia lamblia (Nagelkerke et al., 1990),
hairy leukoplakia (Bureau et al., 2003), hepatitis C virus (Sweeting et al., 2010), human immun-
odeficiency virus (HIV) (Longini et al., 1989; Gentleman et al., 1994; Satten and Longini, 1996;
Aalen et al., 1997; Satten, 1999; Guihenneuc-Jouyaux et al., 2000; Alioum et al., 2005; Binquet

et al., 2009), hepatocellular carcinoma (Kay, 1986), human papillomavirus (Bureau et al., 2003;



Kang and Lagakos, 2007), liver cirrhosis (Andersen et al., 1991), psoritic arthritis (Cook et al.,
2004; Sutradhar and Cook, 2008; Tolusso and Cook, 2009; Chen et al., 2010; Farewell and Su,
2011; O’Keeffe et al., 2011; Tom and Farewell, 2011; O’Keeffe et al., 2013), screening for abdom-
inal aortic aneurysms (Jackson et al., 2003), and smoking prevention (Kalbfleisch and Lawless,

1985; Cook et al., 2002; Chen et al., 2011).

Continuous-time multi-state models are commonly used for characterizing disease processes
due to irregularly spaced observation times in the study. The continuous-time multi-state model
is a stochastic process, which is a family of random variables {S (t) : t € T'} taking values in a
discrete set of states {1,2, ..., K} with the index set ' = [0, 00). The survival model in Figure 1.1
is the simplest form of multi-state model, with two states and one possible transition from “alive”

to “dead”.

State 1: State 2:

alive dead

Figure 1.1: Survival model

Other multi-state models include the illness-death model in which individuals make transitions
from “healthy” to “dead” possibly via “diseased” (see Figure 1.2) and the unidirectional model
in which individuals move among the states sequentially and irreversibly until they reach an
absorbing state (see Figure 2.1). Both the illness-death model and the unidirectional model
are examples of progressive models in which individuals make irreversible transitions and finally
reach an absorbing state. The absorbing state is a state that once entered, is never left. If the
recovery from disease is allowed in the illness-death model, it is called the reversible illness-death
model (see Figure 1.4). It is an example of a bidirectional model. Such models allow transitions

between some transient states in both directions and contain an absorbing state. If the absorbing



state “dead” is excluded from the reversible illness-death model, the model becomes a recurrent
two-state model, as in Figure 1.5, which is the simplest example of recurrent models that do
not contain an absorbing state but include recurrent states. State ¢ is said to be recurrent if the
probability that, starting in state i, the process will ever return to state ¢ is 1 and transient if that
probability is less than 1. More details about the model structure and its influence on statistical

modelling are summarized in Titman (2007, Section 1.3.1).

State 1: q State 2:
healthy diseased

State 3:
dead

Figure 1.2: Illness-death model

State 1l ——®» State2 ——» .- —»| State K

Figure 1.3: K-state unidirectional progressive model

It is of interest to determine the rate of disease onset or progression and identify prognostic
variables on transitions in the medical application. Transition intensity functions g;; [t, H (t)] of
the multi-state model are used to describe the transition rate from state i to j at time ¢ and the
history H (t) of the process up to time ¢. These functions are defined as

Pr[S(t+At) =j| S (t) =i, H ()]

aif [t H (1)) = lim 2 it

Atl0




State 1: p| State 2:
healthy |« diseased

State 3:
dead

Figure 1.4: Reversible illness-death model

—»

State 1 g

State 2

Figure 1.5: Reversible two-state model

where S () is the state occupied at time ¢.

1.1.1 Continuous-time Markov models

The Markov property is usually assumed for simplifying the estimation of the intensity functions
in multi-state models; i.e., the conditional distribution of the future state S (¢ + s) given the
present state S (s) and the past states {S (u),0 < u < s}, depends only on the present state and
is independent of the past states. Mathematically, the Markov property is that for all s,¢ > 0,

and states 7, 7, {z (u),0 <wu < s}:

PriS(t+s)=j|S(s)=4Suw) =x(u),0<u<s]=Pr[S(t+s)=7]S5(s)=1l;



equivalently, for all nonnegative integers m, time points t; < to < --- < t,,, and states k1, ..., kpn—2,

(2R

PriS(tm)=1715(t1) =k1,...,S (tm—2) = km—2,5 (tm—-1) = 1]

= PT[S(tm) =J | S(tmfl) :Z.}'

In terms of transition intensities, the Markov property implies

g [ H (8] = E{ﬁ)Pr[S(t+At) :it' S(t)=1,H (t)]
Pr[S(t+At)=34|S({t) =15 w) =z(u),0 <u<t
ALL0 At

Pr[S(t+ At)=j|S(t) =1

AtL0 At

= qi(t), i#7,

so that transition intensities are time-varying but independent of the past history of the process.

For convenience, we define g;; (t) = —>_,_; ¢i; (t) such that >, ¢;; (t) = 0.

Let P (¢,u) denote the K x K transition probability matrix with (¢, j) entry
Pr(S(u) =j|S(t) =1i] and Q (t) be the K x K transition intensity matrix with (7, j) entry g¢;; (¢),
where 7,5 =1,2,..., K. As is well known (e.g. Cox and Miller, 1965, Chapter 4), the transition
probability matrix for continuous-time Markov models satisfies Kolmogorov differential equations:

P (t,u)
ou

=P (t,u)Q(u) and —apa(i’u)—Q(t)P(t,u), (1.1)

subject to the condition P (t,t) = I, where I is the unit matrix. In most cases, the forward
and backward systems of differential equations cannot be solved analytically. But under certain

assumptions, such as time-homogeneity, which assumes transition intensities are independent of ¢,
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transition probabilities can be expressed in a convenient way. In this case, transition probabilities

depend only on the length of the time interval and the present and future states:

Pi(t)=Pr[S(t+s)=j|S(s)=i]=Pr[S(t)=4|S©0) =1, ij=12... K.

That is, continuous-time homogenous Markov models are stationary. This also implies that the
sojourn time within state ¢, which is the amount of time that the process stays in state ¢ before
making a transition into a different state, is exponentially distributed with mean —1/¢;;. When
the process exists from state ¢, it makes a transition to state j with probability —g;;/¢i;, where

gi; is the constant transition rate g;; (t) from state ¢ to j.

In the time-homogeneous case with constant transition intensity matrix Q, the equations

dP (¢)
dt

—pQ aa T _qp),

with the initial condition P (0) = I can be solved by the matrix exponential of the element-wise

scalar multiplication of the transition intensity matrix and the time interval ¢
oo tr
— — T__
P () —exp(Q) - Y@L
r=0

where the matrix exponential is defined by the power series of the matrix product and Q° = I.

Instead of using the algorithm for the matrix exponential based on the Taylor series, other
algorithms are proposed based on the nature of transition intensity matrix Q. If Q has distinct
eigenvalues, the canonical decomposition for the computation of P (¢) is available (Kalbfleisch
and Lawless, 1985). In this case,

Q=HDH'



where D = diag (d;,dy, ...,dk) is a diagonal matrix of distinct eigenvalues of Q and H is the
K x K matrix whose jth column is the eigenvector associated with d;. Then, P (¢) is calculated

as

P (t) =Hexp {Dt}H .

Thus, the computation of the transition probability matrix is easy if the eigenvalue decomposition
of Q is known. If Q has repeated eigenvalues, Kalbfleisch and Lawless (1985) suggested an
analogous decomposition of Q to the Jordan canonical form (e.g. Cox and Miller, 1965, Chapter
3). More recently, Jackson (2011) recommended a method based on Padé approximation with
scaling and squaring (Moler and van Loan, 2003) for cases with repeated eigenvalues. In certain
simple situations, the explicit analytic expression of transition probabilities is available (Chiang,
1980), such as the three-state progressive illness-death model (Omar et al., 1995), the three-
state reversible illness-death model (Tuma et al., 1979), the five-state progressive illness-death
model (Longini et al., 1989), the K-state unidirectional progressive model (Satten, 1999), and

several selected 2, 3, 4 and 5-state models (Jackson, 2011).

1.1.2 Hidden Markov models

The hidden Markov model (HMM) consists of two processes {(S (tx),S* (tx)) : kK > 0}: the un-
derlying process {S (tx) : k > 0} is unobserved and satisfies the Markov property; conditional on
the state process {S (tx) : k > 0}, the observed process {S* (t;) : k > 0} is a sequence of inde-
pendent random variables such that the conditional distribution of S* (¢x) depends only on the

current state S (¢;). The conditional independence implies that

e for any integer p and any ordered set {¢; < --- < t,} of indices, random variables S* (¢1), ...,

S* (tp) are conditionally independent given S (t1),...,S5 (tp);



e for any integers k and p and any ordered set {t; < --- <t,} of indices such that t; ¢
{t1,...,tp}, random variables S* (t;) and {S (¢1),...,S5 (tp)} are conditionally independent

given S (tx).

The discussion of the conditional independence properties of HMMs can be found in Corollary

2.2.5 of Cappé et al. (2005).

Figure 1.6 uses a directed graph without loops to describe the dependence structure among
random variables in an HMM. The nodes in the graph represent the random variables, and
the arrows represent the structure of dependence, i.e. the joint probability distribution can be
factored as a product of conditional distributions of each node, given the node’s direct pre-
decessors. Figure 1.6 indicates that the conditional distribution of S (¢,,), given the process
history S (t1),...,S (tm—1), is determined by the value of the previous state S (¢,,—1), which is
the Markov property. Likewise, the conditional distribution of S* (¢,,), given past observations
S*(t1),...,S* (tm—-1), and states S (t1),...,S (tm), is determined only by the value of the current

state S (t,).

Observed S* (t1) S*(ta) | e S* (tm)
Underlying S (t1)  S(te) F—— ceeen- — S(tm)

Figure 1.6: Graphical model for the dependence structure of a hidden Markov model

Given the state sequence {S (t;) : kK > 0}, observations {S* (¢;) : K > 0} are conditionally in-
dependent. But {S* (¢;) : £ > 0} is not an independent sequence. Furthermore, {S* (tx) : k > 0}

does not satisfy the Markov property in general, even though both {S (¢x) : k > 0} and

8



{(S (tg),S* (tx)) : k > 0} are Markov chains. In particular, Zucchini and MacDonald (2009,
Page 39) gave a counterexample to show that a two-state Bernoulli HMM does not satisfy the
Markov property. On the other hand, Spreij (2001) provided an answer to the question of condi-

tions under which a hidden Markov model satisfies the Markov property.

Because the state sequence {S (t;) : kK > 0} is not observable but satisfies the Markov property,
the term hidden Markov model is used to refer to such models. They are also called Markov-
dependent mizture models (Leroux and Puterman, 1992) in that the observation {S* (tx) : £ > 0}
is conditionally independent on the states {S (tx) : £ > 0}, which are generated from a mixing
distribution with a Markov property. Alternatively, HMMs can be considered as an extension of
Markov models, in which the observation {S* (tx) : kK > 0} of the state {S (tx) : k > 0} is distorted
in some way that includes some additional, independent randomness. For example, the state of
cardiac allograft vasculopathy cannot be accurately assessed for patients due to the impossibility
of the golden standard test of intravascular ultrasound. Instead, the state is classified based on
coronary angiography (Sharples et al., 2003). For another example, the state of HIV progression is
not observable and therefore must be defined on the basis of CD4 cell count values (Guihenneuc-

Jouyaux et al., 2000).

1.1.3 Time-inhomogeneous Markov models

It is not necessarily realistic that transition intensities stay constant through time. For example,
as patients are likely to accept the new therapy to improve the quality of their life, transition
rates of the disease may change over time. Therefore, time-inhomogeneous Markov models in
which transition intensities depend only on the states and current time are utilized to model

time-dependent intensities.
A common method of fitting time-inhomogeneous Markov models is to allow the transition

9



intensity matrix to be a piecewise constant function (Faddy, 1976) in that transition probabilities
are algebraically tractable. Change points 0 = by < by < --- < by < basr1 = oo are pre-specified
and for t € [bg,bk+1), Q(t) = Qg, which implies the constant hazard in each interval. The

Kolmogorov differential equations (1.1) have solutions for s,s + ¢ € [bg, br11),

P (s,5+1) = exp (Qxt),

which remains the closed form as the time-homogeneous case but substitutes the transition in-
tensity matrix at time interval [by, bx4+1) for the common intensity matrix; transition probabilities
between times containing more than one time interval can be found via the Chapman-Kolmogorov
equation, such that for s € [b;,b;41) and s+t € [bj, bjt1),

j—1

P (s,5+1) =P (s,bi11) [[ [P (O brs1)] P (bj,s+1).
k=i+1

Markov models with piecewise constant transition intensities provide considerable flexibility
in term of the time dependence. However, one limitation of these models is that the assumption of
homogeneity in each time interval results in deterministic discontinuities in transition intensities,

which may not be plausible for some applications (Titman, 2011).

A second approach is time transformation models in which the time-dependent intensity

matrix is of the smooth parametric form

Q) =Qo-g(t:A),

where Qg is a fixed intensity matrix with unknown entries, and ¢ (¢; ) is a known nonnegative

function of time with an unspecified parameter A. For given A\, let s = fg g (u; A) du and define

10



Y (s) = S(t). Then, the process {Y (s): s >0} is a time-homogeneous Markov process with

intensity matrix Qg; transition probabilities have the solutions

P, (t1,t2) =Py (s1,52) = exp[Qo (s2 — 51)],

where Py and P, are transition probability matrices for {S(t) : ¢ > 0} and {Y (s): s > 0} re-
spectively and s; = fg’ g (u; A) du is an operational time defined by g (¢; A) for given A, i = 1, 2.
This class of models was first suggested by Kalbfleisch and Lawless (1985). Omar et al. (1995)
implemented the transformation g (t; \) = M*~! for a three-state progressive illness-death model
so that the sojourn time within each transient state follows the Weibull distribution with the

common shape parameter A.

Compared with piecewise constant transition intensities models, time transformation models
require estimation of fewer parameters and thus observation of fewer times and provide the con-
tinuity for intensities, instead of the requirement of the homogeneity assumption in each time
interval. However, these models may be quite limited because all the intensities after trans-
formation must be monotonically increasing or decreasing depending on the choice of g and A.
Recently, Hubbard et al. (2008) proposed nonparametric time transformation models using a lo-
cally weighted smoother to allow more flexibility in dealing with time inhomogeneity. However,
these models are still restrictive due to the requirement of a common time-varying multiplicative
change for all the intensities, i.e. the ratio of transition intensities q,; (t) /qs; (t) for i # j, r # 1,
s # j, remains constant through time. It may not be a realistic assumption, for instance, in
illness-death models, the transition intensity to death may be expected to increase more rapidly

with age than the rate of disease onset.

The third approach is general smooth intensity models (Titman, 2011) in which the intensity
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gij (t) takes the form of a quadratic B-spline with knots ¢;;1,...,t;m:
M
aij (1) = @i Z QijmBijm (t) 5
m=0

where Bjjy, (t) are spline basis functions, and «;j, > 0 are weights satisfying the identifiability
constrain a;;0 = 1. To make models identifiable and estimable, the number of knot points needs
to be restricted so that there is sufficient information between knot points to estimate spline
weights. An upper bound for the number of knot points would be the average number of times
each patient is observed in the data, but in most cases fewer points than this would be necessary.
The transition probabilities are obtained by numerical solutions to the Kolmogorov differential
equations (1.1). Although these models are more flexible to feature the time dependence than
time transformation models, it is more computationally intensive than other models, particularly

in models with covariates.

1.1.4 Other extensions of Markov models
Mover-stayer models

The mover-stayer model (Blumen et al., 1955) is useful to describe a particular type of population
heterogeneity by assuming that the population consists of two types of individuals: the stayer
stays in the initial state, whereas the mover evolves according to a Markov process. Therefore, it is
a mixture of two independent Markov processes: one with degenerate transition probability matrix
equal to the identity matrix at any time and the other with unknown common transition intensity
matrix. Note that the proportion of stayers in each state is a time-independent parameter of the
model and the transition intensity matrix for each mover does not change over time so the mover-

stay model is still time homogeneous. The usual Markov model can be viewed as a special case
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when the stayer proportion is zero in each state.

Semi-Markov models

Continuous-time semi-Markov models (Pyke, 1961) are generalizations of Markov models in which
sojourn times between transitions have an arbitrary distribution rather than an exponential

distribution. In terms of transition intensities, it implies

Pr[S(t+At) =j|S(t) =i, H ()]

qj [t H@)] = Eﬁb A
L PrISEAN =] S(t) =it
AtL0 At

= qi; (L), i # 7,

where t; <t is the sojourn time in current state i. Equivalently,

L F 7,

Pr (S =7 <t+At|S,=1 >t
Gii (tz) — lim I‘( n+1 J> Tn+1 + ‘ n 1, Tp4+1 =2 )’
J AtL0 At

where S, denote the nth state occupied by the process and 7,41 represent the sojourn time
between the (n — 1)th and nth states, n = 1,2,.... The semi-Markov process {S () : ¢t > 0} is

defined by

e the time-homogenous transition probability matrix P of the embedded Markov chain
Pij:Pr(Sn+1:j|Sn:i), ,j=1,...,K,n>0

with the constrain Zszl Pj=1fori=1,...,K;
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e the conditional distributions F (t) = {Fj; (t) : ¢ # j} of sojourn times

Fij(t):Pr(Tn+1§t|Sn:i,Sn+l :‘])7 i,jzl,-‘~,K,i§éj,nZO.

If Fij (t) does not depend on the state next occupied, i.e. Fj;(t) = F;(t) and Fj (t)’s are expo-
nential distributions, then the semi-Markov model reduces to the Markov model. The statistical
challenge arises from analyzing censored data in which the exact sojourn time for the state is

generally unknown.

1.2 Measurement error models

Many variables of interest are difficult to measure precisely on individuals in clinical studies. For
example, the presence or absence of a disease is often assessed through an imperfect diagnostic
procedure, which can lead to false positives or false negatives; the covariates measured with self
report, such as dietary intake and drug use, are subject to error; the actual exposure to certain

pollutants is difficult to measure accurately.

In general, a measurement error problem consists of three main ingredients: a model for true
values, a measurement error model specifying the relationship between the true and observed val-
ues, and possibly additional data information that may be useful to characterize the measurement

error. The typical extra data and information include:

1. knowledge of parameters in the measurement error model;
2. replicate values for the error-prone measure of the true value;

3. estimated standard errors for error-prone variables;
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4. internal validation data in which true values of error-prone variables are observed on a

subset of the main study;

5. external validation data which contain true values of error-prone variables and are indepen-

dent of the data in the main study;

6. instrumental variables which are correlated with error-prone variables but not correlated

with the measurement errors or the errors in the model for true values.

These issues will be discussed in Section 1.2.3.

Two main objectives in a measurement error problem are to investigate the consequence of
naive analyses which ignore the measurement error and to carry out corrections for measurement
error to obtain valid inference results. These tasks can be carried out according to the inference

procedures and measurement error models.

1.2.1 Classical versus Berkson models

When specifying the relationship between the true and observed values, one way is the classic
measurement error model (Pearson, 1902; Cochran, 1968) which assumes the distribution of the
observed values given the true values, and the other way is the Berkson model which specifies the
distribution of the true values given the observed values. The Berkson model was first introduced
by Berkson (1950) in cases where the observations are fixed target values but the true values of
interest are not observed and random, such as protein levels in a diet in balance/intake studies

to determine nutritional requirements.

For the continuous variable, the most widely-used model is the additive measurement error

model X* = X + U, where U is a random variable with £ (U | X) = 0. The Berkson version
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of the additive model is X = X* + U*, where U* is a random variable with £ (U* | X*) = 0.
Therefore, there is no bias between the observed variable X* and the true variable X but the
true variable has more variability than the observed variable, var (X) > var (X*) in the Berkson
model, in contrast with the classical model with var (X*) > var (X). Note that the error structure

of U and U* in both models could be homoscedastic (constant variance) or heteriscedastic.

1.2.2 Misclassification

If both observed and true variables are discrete, the classical measurement error model is given
by Pr(X* | X) where X is the true variable and X* is the observed variable. This probability is
called misclassification probability or misclassification rate. On the other hand, the probability
model Pr (X | X*) is called reclassification probability or reclassification rate. The reclassification
and misclassification probabilities are related via
Pr(X =, X* = xj)

Pr (X* = z;)

Pr(X*=u; | X =2;)Pr(X =)
S lPr(X*=uaz; | X =) Pr (X =a) |’

Pr(X=uz|X"=2x;) =

where z;, x; and zj, are the possible discrete values of the variables.

1.2.3 Measurement error mechanism

The measurement error mechanism is an important assumption imposed when linking the model
for true values and the measurement error model (Carroll et al., 2006; Buonaccorsi, 2010). Let

Y denote the response variable.

e The measurement error model is non-differential (with respect to Y) if the distribution of
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the observed variable X* given the true variable X and the response variable Y does not

depend on the value of Y. Otherwise, it is differential.

e The observed variable X* is a surrogate for the true variable X (with respect to Y) if the
distribution of the response Y given the true variable X and observed variable X* does not
depend on X*. In other words, given X, X* contains no information about Y other than

what is available in X.

e The response Y and the observed variable X* are conditionally independent given the true
variable X if f (y,2* |x) = g(y | ) h (z* | ), where f is the joint probability function of
Y and X* given X = z, g is the conditional probability function of Y given X = z, and h

is the conditional probability function of X* given X = x.

In fact, the three concepts, non-differential measurement error, surrogacy, and conditional

independence, are equivalent.

1.3 Existing methods for continuous-time Markov models

1.3.1 Sampling scheme

Longitudinal data collected from disease progression studies are often under panel/intermittent
observation in which the exact times of disease onset or progression are interval censored so that
the transition time is only known to lie in a certain interval. It may arise from the intermittent
follow-up visits, at which the disease information is collected, but the information between visits
is commonly unavailable. A regular balance observation schedule at times t, 2¢, ..., mt may be

specified in advance, but in practice times of visits may vary due to missing or changing scheduled
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times. An important exception is the observation time for death which is commonly recorded at

the exact time or within one day.

Figure 1.7 illustrates a possible sampling situation. The individual is observed at five visits
through four months. The available information is the occupation of states 1, 1, 2, 3, and death
at respective times 1.0, 2.0, 3.0, 3.5, 3.9. Except the death date, the entry time of each occupied

state and the state occupancy between observation times are unknown.

Death ' . , ) ——
State 3 . . . . \
State 2 . . . . .
State 1 :

[ I I I I |
0.0 1.0 2.0 3.0 35 39

Time

Figure 1.7: Example of panel observation of a multi-state process

Griiger et al. (1991) derived two conditions of the interrelationship between the disease process
and the sampling scheme under which a valid inference method is possible. Suppose the disease
process S (t) for a particular individual is observe at a finite number of times. Let M be the
number of observation times and 77, ...,Tys be the observation times. In fact, both observation
times T7,...,Thy and their number M are random variables in applications. Therefore, the

observed disease states should be modelled along with the sampling scheme such that the joint
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likelihood of the states sg, s1,..., Sy, and the times tg < t1 < ... < t,, is

,C:PI'[S(to):SQ,...S(tm):Sm,To:to,...,Tm:tm,M:m].

Then, Griiger et al. (1991) extended the non-informative censoring in survival analysis (e.g.
Kalbfleisch and Prentice, 2002) to the non-informative sampling scheme in multi-state models.
That is, the sampling scheme is stochastically independent of the disease process under observa-

tion. In terms of the factorization of the likelihood,

L = Pr[S(to) =50, S (tm) = $m | To = to,- .., Ton = tm, M =m]

XPT[T():tQ,...,Tm:tm,M:m],

the condition in the first factor is ignored, and the second factor is assumed to be free of any

parameters of

£0=P1"[S(to):So,...,S(tm):Sm].

However, this treatment is not satisfactory, because the independence assumption may not
be valid in practice. On the other hand, the likelihood can be factored in a dynamic fashion,
conditional on the history H; of disease states and observation times up to and including the jth

observation,
m m
L=Pr(Ho) [TPr[S () =55 [Ty =t;, Hj—a] p ¢ [T Pr(Ty =15 | Hj1)
j=1 j=1
where the history is defined as follows

HjZ{Tozto,S(t0>280,...,Tj=tj,S(tj)=Sj}, j:O,...,m.



Hence, Griiger et al. (1991) derived the following conditions for the non-informative sampling

scheme:

1. The probability of staying in state s; at time ¢;, given the history
Hj,1 = {T[) = to, S (to) = S50y ,T‘j,l = tjfl, S (tjfl) = ijl}, is independent of whether

an observation is carried out at this time and the past observation times, i.e.,

Pr [S (tj) =85 ’ T] = tj,Hj_l] =Pr [S (tj) =55 ‘ S(to) = S0, .- .,S(tj_l) = Sj_l];

2. The conditional distribution of the jth observation time T}, Pr(T; =t; | Hj—1), is func-
tionally independent of parameters governing transition intensities of the disease process

(S (t),t >0}

The non-informative sampling schemes for monitoring the chronic disease progression include,

for example,

1. Observation at regular intervals: each patient is observed at regular intervals fixed in ad-
vance. Even if observation times are irregular, the sampling scheme is still non-informative

as long as it is specified in advance.

2. Random sampling: observation times are independent of the disease histories of individuals

under study.

On the other hand, if a patient self-selects the visit to the doctor based on the unwell feeling
or the unexpected symptom, this behaviour may violate the first condition and make the obser-
vation time informative. Moreover, the valid statistical inference method may not be possible

for the informative sampling scheme in general due to the non-identifiability issue, similar to the
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competing risk model (Tsiatis, 1975). Meanwhile, estimated transition intensities are subject to
potential biases when the informative sampling scheme is ignored. For illustration, Griiger et al.
(1991) demonstrated the biased estimation of transition intensities under the patient self-selection

sampling scheme by analyzing the simulated data.

1.3.2 Likelihood approach

Kalbfleisch and Lawless (1985) and Kay (1986) proposed maximum likelihood methods for the
analysis of panel data under continuous-time Markov models. Suppose n independent individuals
are under study. The data for individual ¢ consist of observed states {s;o, Si1,- .., Sim, } at the
times t;0 < t;1 < -+ < tym,;. The observation times are assumed to be non-informative. The
parameters related to transition intensities are denoted by 3. Then, the likelihood for individual
1 s

L;(B) = H Pr[S; (tij) = sij | Si (tij—1) = sij-1;8],
j=1

where the conditional probability
Pr[S; (tij) = sij | Si (tij—1) = sij—1; 0]

is the entry of the transition probability matrix P (t) at the s;;_i1th row and s;jth column,

evaluated at t = ¢;; — t; ;1.

However, if the death state is included in the multi-state model and recorded at the exact
time, then the transition probability from the previous state to the death state is different from
that calculated from the transition probability matrix. Suppose the last state of individual i,

Sim,;, is the death state D which is recorded at the exact time. Then, the transition probability
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from state s; ;1 to D is of the form

Pr [S; (tim;) = D | Si (timi—1) = Sim;—1; B
= Z {Pr [Si (tim;) = 7 | Si (timi—1) = Simi—1; B QjD}7
i#D
where the conditional probability Pr [S; (tim,) = J | Si (tim;—1) = Sim;—1; 8] is calculated from the

transition probability matrix and g;p is the transition intensity from state j to D.

Another important exception is that the last observation of individual is subject to adminis-
trative censoring in the case that the mortality of individuals is followed-up until the end of the
study. Typically, there is a gap between the last state observation time t,,,, at which the disease
state is observed, and the end time t;5, at which no disease state is known except for the death.
In this situation, if individual ¢ is alive at the end of the study, the censored observation has the

likelihood contribution

Z Pr [Sl (LLZE) =3 | S; (tzm,) = Simhﬂ] .

J#D

The likelihood L is the product of all the contributions from indidividuals

For maximum likelihood estimation, Kalbfleisch and Lawless (1985) gave a computationally effi-
cient expression for the first derivatives of transition probabilities and presented a Fisher-scoring
algorithm, in which the second derivatives of the log-likelihood are replaced by estimated expecta-
tions and thus only the first derivatives are required. However, this procedure can not be used, if
the death time is not censored or the final observation does not provide the information of the dis-

ease state except the death, due to that expectations of the second derivatives of the log-likelihood
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require the second derivatives of transition probabilities. While similar expressions for the second
derivates are available in Kosorok and Chao (1995, 1996), they are so complex that it is not worth
the effort to supply for the optimization. Instead, the BFGS quasi-Newton method (e.g. Dennis
and Schnabel, 1996), in which the second derivatives are approximated by evaluations of the first
derivatives, is available to obtain maximum likelihood estimates. To protect against the possible
violation of the Markov or time-homogeneity assumption, one may use the sandwich-type robust

variance formula (Royall, 1986) to calculate standard errors of parameter estimates.

1.3.3 Extension to mover-stayer models

The likelihood method can be applied for the analysis of panel data under a mover-stayer model.
Let Z denote a mover-stayer indicator where Z = 0 if the individual is a stayer and Z =

otherwise. Let ~ represent the parameters related to the mover-stayer probability, 3 represent
the parameters related to transition intensities in the mover process, and 8 = (ﬁT,'yT)T. If all
the observed states of individual ¢ are the same, then individual ¢ is a susceptible mover or a

possible stayer. In this case, the likelihood contributed from individual ¢ takes the form

L;(0) = Pr[Z;=0]|S;(tio) = sio;]

—I-PI‘[ —1‘S —3107 HPI' i 2] —510|S(z]—l)zsi()aZi:l;/B]-
Otherwise, individual ¢ is a known mover and the likelihood from individual ¢ is given by
L; (0) PT[Z =1 |S _S’LOﬂ HPI" z z] = Sij |S (zjfl)zsi,jflazizl;l@]'

The likelihood can be written as the product over all the contributions from individuals.
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The maximum likelihood estimates can be obtained from the direct maximization of the like-
lihood function based on the Newton-Raphson method. Alternatively, the mover-stayer indicator
Z can be treated as a latent variable so the EM algorithm (Dempster et al., 1977) can be used

to maximize the likelihood function. The complete data likelihood for individual ¢ is

£50) = {Pr(zi] S () :sio;'y]}lizi

mg Zi
X {Pr [Zi | Si (tio) = sio; ] HPT [Si (tij) = sij | Si (tij—1) = sij—1,Zi = 1;ﬁ]} ,

=1

and then the complete data log-likelihood is given by

€f (9) = (1 - Zz) log { Pr [Zz ’ Sz (tiO) = Sio;"y] }

+7Z; { log { Pr[Z; | Si (tio) = si0; 7] }
+ ilog { Pr[S; (tij) = sij | Si (tij—1) = sij-1; 8] }
j=1
It can be divided into two parts: the first part
i1 (v) =log { Pr(Z; | Si(tio) = sio; "] }

contains only the parameters related to the mover-stayer distribution; the second part
m;
%(8)=2;) log { Pr[S; (tij) = sij | Si (tij—1) = si,j-1; O] }
j=1

contains only the parameters related to transition intensities in the mover process. In the expec-
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tation step (E-step), the expected complete data log-likelihood at the (k + 1)th iteration is

Q(6,6%)) = Z Qi (v,0™) + ZQ@'Z(IB’ )
i=1 i=1

where

Qﬂ(%e(k)) [

= F gl (’Y) ’ 8i07"'7Simi7ti07"'7timi;0(k):| 5
Qi2(/670(k)) = E [ i (B) ‘ 8§05 - - - » Simys Li0s - - - 7tim¢§0(k)} .

Note that the parameters for the mover process are distinct from those for the mover-stayer
distribution. The maximization step can be carried out with respect to v and 3 separately in
the M-step. Maximum likelihood estimation can be obtained through iterations between E and

M steps until convergence of 8).

The variance estimation in the EM algorithm can be obtained from Louis’ Formula (Louis,

)

where £ (0;S) is the log-likelihood based on the observed states S of one individual, ¢¢(6;S, Z)

1982)

82£(0;S)} [ 9%(¢ (0;S, Z) ‘ } [6£C(0;S,Z)}®2
p|-22YS) o | CE TS A gl p ) |2
[ 90007 0 50007 0 90

e[ )

00

is the complete data log-likelihood based on the mover-stayer indicator Z and the observed state

S of one individual, and x®? = xx'.
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1.3.4 Regression models

It is of interest to investigate the relationship between covariates of each individual and transition
intensities of the disease progression. Let x = (z1,x, ..., xp)T denote the px 1 vector of covariates

for an individual. The proportional intensity model,
g5 (t) = gijo (t) exp <XTBij:r) . i,

is of parametric form to describe the multiplicative effect of covariates on the transition intensity,
where g;jo (t) is the baseline intensity from state i to j at time ¢ and 3,;, = (Bij1, Bij2, - - - » ,Bijp)T

is a p x 1 vector of regression coefficients.

For time-homogenous Markov models, baseline intensities can be specified as time-independent
constants, i.e. g;jo (t) = exp (Bijo), and then the proportional intensity model becomes the log-
linear model. One advantage of this model is to ensure that transition intensities are nonnegative
for all x and (3;;,’s; other parameterizations may be more appropriate in particular situations,
such as the local equilibrium distribution model (Kosorok and Chao, 1996). For Markov models
with piecewise constant transition intensities, baseline intensities can be specified to be piecewise

constant of the form

qi50 (t) = exp (62]]60) ) bk <t< bk+17 k= 07 17 .. 'an

where 0 = by < by < --- < bpyr < bpr41 = 00 is a pre-specified sequence of times.

It is important to note that covariates can be time-varying. In this situation, time-dependent
covariates are observed at the same time points as the process but the values of covariates between
two observations are not known, except deterministic time-dependent covariates, such as age.

Therefore, further assumptions and approximations are often made to allow the calculation of

26



the transition probability matrix and the likelihood. A widely-used assumption is that transition
intensities are piecewise constant. It is usually achieved by approximating the time-dependent

covariate as a step function which remains constant between its observation times, such that
z (t) = 2, ti <t < tit1,

where z (t) represents the value of the time-dependent covariate at time ¢ and z; is the value of

z (t) observed at time ¢;. Then, transition intensities can be written as
i (t) = 4ij0 (t) exp [XTBUXB +2z (t) Bijz] > i # 7,

where g;50 (t) is assumed to be either constant or piecewise constant.

1.4 Composite likelihood method

The composite likelihood, termed by Lindsay (1988), is a type of pseudo likelihoods constructed
by multiplying a collection of marginal or conditional distributions for subsets of response compo-
nents. The idea dates back to the pseudo likelihood proposed by Besag (1974, 1975) for making
statistical inference in spatial random fields and the partial likelihood of Cox (1975) for dimension
reduction in the nuisance parameter space. It has drawn increasing attentions in estimation and
inference for data with complex structures. Application areas include statistical genetics, spatial
statistics, time series, longitudinal studies, and panel surveys. More comprehensive reviews can
be found in Varin (2008), Varin et al. (2011), Larribe and Fearnhead (2011), and Lindsay et al.
(2011).
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1.4.1 Formulation

Consider an m-dimensional random vector Y, with probability density function f (y;@), where
0 € O is a p-dimensional parameter vector of interest. Let { A1, ..., Ax} denote a set of marginal
or conditional events with associate sub-likelihoods L (0;y) o f (y € Ax;0). The composite

likelihood is the weighted product

K
Hﬁkey

where wy are weights assigned to each sub-likelihood. If all the weights are equal, then they can

be ignored; the unequal weights are chosen to improve efficiency of estimation.

Although the combination of marginal and conditional densities are allowed in the formulation,

composite likelihoods are typically distinguished to be conditional or marginal versions.

Composite conditional likelihoods

The composite conditional likelihoods date back to the pseudo likelihood proposed by Besag
(1974, 1975) for inference in spatial models. This pseudo likelihood is constructed from the

product of conditional densities of a single observation given its neighbours,

[:C == Hf(y'r ’ ys € ayma)a
r=1

where Oy, represent the set of neighbours of y,.. It is further generalized by using blocks of
observations for both conditional and conditioned events in spatial data analysis (Vecchia, 1988;

Stein et al., 2004).
For stratified case-control studies, Liang (1987) suggested composite conditional likelihoods
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based on the product of conditional densities of a single observation in the case group given
the pairwise sum of that observation and an observation in the control group within the same
stratum. The further extensions include Hanfelt (2004) and Wang and Williamson (2005) for
sparse clustered binary data and Fujii and Yanagimoto (2005) for the exponential dispersion

model with multiple strata.

For repeated multivariate binary data, Molenberghs and Verbeke (2005) explored two types
of composite conditional likelihoods: one constructed from the product of univariate conditional
densities within one unit given all the other outcomes in the same unit, and the other constructed
from the product of conditional densities of all the outcomes for one occasion, given the outcomes
for the other occasions. Mardia et al. (2008, Chapter 12) considered composite conditional like-
lihoods based on the product of univariate conditional densities given all the other observations
in the same dimension for the trivariate von Mises distribution with application to protein fold

data.

Composite marginal likelihoods

The simplest composite marginal likelihood is the independence likelihood suggested by Chandler
and Bate (2007)

m

Lina 0;y) = [[ £ (4::0),

r=1
based on the working independence assumption for the analysis of the clustered data. However,
the within-cluster dependence is ignored and thus the inference is limited to marginal parameters

in the independence likelihood.
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The most popular type of composite marginal likelihoods is the pairwise likelihood

m— m
Loair (07y) = H H (yr s 0)

which models the second-order dependence explicitly without specifying the full joint distribution
and takes the correlation among observations into account. There has been increasing influence
of pairwise likelihood methods on spatial statistics since 1990, e.g., Hjort and Omre (1994), Hea-
gerty and Lele (1998), Varin et al. (2005), Guan (2006), Li and Lin (2006), and Bai et al. (2012).
Pairwise likelihood methods have also been applied to correlated data, including random set
models in image analysis (Nott and Rydén, 1999), correlated binary data (Kuk and Nott, 2000),
additive and multiplicative frailty models for multivariate survival data analysis (Parner, 2001),
correlated gamma frailty models for longitudinal count data (Henderson and Shimakura, 2003),
and multilevel models with binary responses and probit link (Renard et al., 2004). Their ex-
tensions include the construction from larger subsets of observations (Varin and Vidoni, 2005;
Caragea and Smith, 2007) and the combination of the independence likelihood and the pairwise

likelihood in some optimal way (Cox and Reid, 2004).

In addition to lower-dimensional marginal densities, composite marginal likelihoods can be
constructed based on the function of the lower-dimensional marginal densities, such as pairwise

difference,
Laig (6;y) = H H ~s;0).

This form was proposed by Curriero and Lele (1999) to semivariogram estimation in geostatistics

and further extended to estimation of covariance components by Lele and Taper (2002).

30



1.4.2 Asymptotic theory

The composite likelihood can be viewed as a type of inference functions obtained from multiplying
a collection of marginal or conditional densities. Therefore, the derivative of the composite log-

likelihood is an unbiased estimating function.

Suppose n independent and identically distributed observations Y71, ...,Y, are obtained from
model f (y;0). Large-sample properties of the composite likelihood can be derived under two
scenarios: one is the increment in the number of independent observations with fixed observation
times, i.e., n — oo with m fixed; the other is the increment in the observation times of few
realizations of the process, i.e., m — oo with a small integer n. In disease progression studies, we
focus on the first asymptotic scenario in which the number of individuals is increasing while the

number of observations for each individual is fixed.

The consistency and asymptotic normality of the composite maximum likelihood estimator
hold under regularity conditions for the first scenario (e.g., Lindsay, 1988; Molenberghs and
Verbeke, 2005, Chapter 9): as n — oo,

1. The composite maximum likelihood estimator 6, which is the maximizer of the composite
log-likelihood, converges in probability to 0;

2. /1 (6—8) converges in distribution to N, [0,G71(6)], where N, (u, &) is the p-dimensional
normal distribution with mean g and variance ¥, and G (0) is the Godambe information

matrix for a single observation (Godambe, 1960), given by
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with the sensitivity matrix

82 log Le (G;Y)]

HO)=F [ 90007

and the variability matrix

3(6) = Var [W} .

00

The validity of the composite likelihood method relies on the model assumption of lower
dimensional marginal or conditional densities, but not on the correct specification of the full joint
distribution. Therefore, the composite likelihood method is robust to the possible misspecification
of higher dimensional distributions. The investigation on robustness was carried out for several
scenarios, including the misspecification of the random effects distribution in a one-way random
effects model (Lele and Taper, 2002), the misspecification of the correlation structure in sparse
clustered binary data (Wang and Williamson, 2005), and the misspecification of the missing data
mechanism (Parzen et al., 2007; Yi et al., 2011Db).

Another feature of the composite likelihood method pertains to computational efficiency. It
reduces computational burden by avoiding the high dimensional integration in many situations,
such as random effects models (Varin et al., 2005), analysis of clustered data (Li and Yi, 2013a,b;
Varin and Vidoni, 2008), and especially the cases with high dimensional covariance matrices. In
addition, the composite likelihood surface can be smoother than the full likelihood surface (Black-
well, 1985; Liang and Yu, 2003). It makes composite likelihood more robust to converge and

therefore is called “computational robustness” by Renard et al. (2004).
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1.4.3 Composite likelihoods and Markov chain models

Hjort and Varin (2008) discussed and compared the full likelihood, composite marginal likelihood,
and composite conditional likelihood methods of estimation for discrete-time Markov chain models

in the context of spatial statistics.

Let Sg,...,Sn be an irreducible discrete-time Markov chain on a finite stat space with sta-
tionary transition probabilities. The traditional full likelihood is a product of all the transition

probabilities because of the Markov assumption with the distribution of the initial state ignored:

0) X HPT (Sl = S; | Si—1 = 31’*1?0)7
=1

where s;’s are observations, and 6 is the p x 1 parameter vector for transition probabilities.

The composite conditional likelihood is formulated as a product over conditional densities of

a single observation given the rest of data:

m—1
ﬁcc = H Pr (Sz = S; | S() = S0, - -;Si—l = 3i—175i+1 = Si4+1y - - .,Sm = Sm;O) . (1.2)

i=1

By the Markov property, the conditional distribution given all the rest observations is the same
as the conditional distribution given the nearest neighbours. Therefore, (1.2) can be simplified
into

m—1

HPI‘ S; —51|Sz 1= Si— 1>Sz+1—51+1,0)

»—A’_‘

1 Pr(Sip1 = 31—1—1 | Si =5i;0)Pr(S; =si | Si—1 = si-1;0)
Pr(Sit1 = Sit1 | Si—1 = si—1;0) '

=1

The composite marginal likelihood is a product of all the bivariate distributions of adjacent
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observations:

Lem = HPT (Sic1 = si—1,5; = 54;0)
i=1

m
= HPI“ (SZ = S; | Sz'—l = S;—1; 0) Pr (Si—l = S;—1; 0) s
i=1
where the term Pr(S;_; = s;_1) is the equilibrium distribution with the assumption that the

chain starts out in its equilibrium distribution.

Hjort and Varin (2008) showed that the composite marginal and conditional likelihoods can
be interpreted as penalized likelihoods in Markov chain models. Both theoretical and numerical
analysis provided strong evidence that the composite marginal likelihood method is preferable to
the composite conditional likelihood method in terms of efficiency and robustness and is a robust

alternative to the full likelihood method.

1.5 Outline of the thesis

The structure of the remaining thesis is as follows. In Chapter 2, the progressive multi-state model
with misclassification is developed to simultaneously estimate transition rates and account for
potential misclassification. The performance of the maximum likelihood and pairwise likelihood
estimators is evaluated by simulation studies. The proposed progressive model is illustrated on
coronary allograft vasculopathy data, in which the diagnosis based on the coronary angiography

is subject to error.

In Chapter 3, hidden mover-stayer models are proposed to provide a solution to a type of
heterogeneity where the population consists of both movers and stayers in the presence of mis-

classification. The likelihood inference procedure based on the EM algorithm is developed for the
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proposed model. The performance of the likelihood method is investigated through simulation

studies. The proposed method is applied to the Waterloo Smoking Prevention Project.

In Chapter 4, we propose estimation procedures for Markov models with binary covariates
subject to misclassification. We show that the model is not identifiable under covariate misclassi-
fication. Consequently, we develop likelihood inference methods based on known reclassification
probabilities and the main/validation study design. Simulation studies are conducted to inves-
tigate the performance of proposed methods and the consequence of the naive analysis which

ignores the misclassification.

In Chapter 5, we consider two-state Markov models where time-dependent surrogate covariates
are available. We exploit both functional and structural inference methods to reduce or remove
bias effects induced from covariate measurement error. The performance of proposed methods is

investigated based on simulation studies.
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Chapter 2

Analysis of Progressive Multi-State
Models with Misclassified States

2.1 Introduction

Unidirectional progressive Markov models can be very powerful to model the processes of suc-
cessive events to reflect an accumulation of damage or deterioration. Satten (1999) considered a
conditionally time-homogeneous progressive Markov model for panel data, given random effects
which act on each conditional intensity multiplicatively. Cook et al. (2004) described a condition-
ally time-homogeneous progressive Markov model with discrete multivariate random effects for
clustered multi-state processes. Sutradhar and Cook (2008) generalized the model of Cook et al.
(2004) to allow continuous multivariate random effects and time non-homogeneity for clustered
progressive processes. Chen et al. (2010) proposed a progressive Markov model with piecewise

constant transition intensities to address non-homogeneity under informative examination times.
When analyzing disease progression data, one serious challenge is that the disease state may
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be misclassified. Misclassification of the disease state is frequently caused by sampling error,
due to the poor quality of a diagnostic test or the impossibility of the accurate assessment as
well as from reading error. To account for potential misclassification, hidden Markov models
(HMMs) are commonly employed. For instance, Nagelkerke et al. (1990) considered a two-state
Markov model with only one type of misclassification and constant transition rates. Bureau et al.
(2003) presented a continuous-time hidden Markov model with two types of misclassification
and covariate dependent transition rates. Rosychuk and Thompson (2003, 2004) investigated
identifiably issues and bias correction of parameter estimates for the two-state hidden Markov
process. Rosychuk et al. (2006) compared three variance estimation approaches for the two-
state hidden Markov process, and Rosychuk and Islam (2009) developed a Bayesian approach
for inference. Jackson et al. (2003) presented a general HMM in continuous time which allows
covariate-dependent transitions and misclassification rates. Recently, Jackson (2011) developed

the msm package in R for fitting continuous-time Markov and HMMs to panel data.

These methods are essentially likelihood based, and thereby are vulnerable to model mis-
specification. Furthermore, computation based on direct maximization of the likelihood can be
intensive when the number of states or the number of observations is large. In this chapter,
we propose an inference method to handle progressive models with misclassified states using the
pairwise likelihood formulation (Lindsay, 1988; Cox and Reid, 2004; Lindsay et al., 2011). This
method enjoys the robustness property where the dependence assumption of transition among
states can be relaxed compared to usual HMMs. In addition, we develop an EM algorithm, in
which the derivatives of the expected complete data log-likelihood are in the closed form, to

obtain maximum likelihood estimates under the progressive Markov model with misclassification.

The pioneering work of the EM algorithm in HMMs, known as Baum-Welch algorithm, in-
cludes Baum and Petrie (1966), Baum and Eagon (1967), and Baum et al. (1970). The pairwise
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EM algorithm was first proposed by Liang and Yu (2003) for network tomography, and Castro
et al. (2004) presented the pairwise EM algorithm in their review paper for recent developments
of network tomography. Gao and Song (2011) established properties of the composite likelihood
EM algorithm. The validity of those methods lies on the assumption that data are accurately
measured. This assumption, however, is commonly violated in application. Our development
here complements available work in that progressive models may contain error-prone states, and

broadens the application scope.

The rest of this chapter is organized as follows. In Section 2.2, we describe the progressive
Markov model with misclassification and the conditions for the non-informative observation pro-
cess. The inference procedures based on the likelihood and pairwise likelihood approaches are
developed in Sections 2.3 and 2.4, respectively. The performance of the proposed methods is
investigated and compared through simulation studies in Section 2.5. The proposed methods
are applied to the coronary allograft vasculopathy data in Section 2.6. Discussion is given in

Section 2.7. Technical details are presented in Section 2.8.

2.2 Progressive model with misclassification

2.2.1 K-state progressive Markov model

Suppose an individual moves among K states, denoted by integers 1,2, ..., K. Let S () denote the
true state at time ¢ occupied by an individual. Assume that {S (¢),¢ > 0} follows a continuous-
time progressive Markov process. Let P (s,s+t) be the K x K transition probability matrix
with (i,7) entry P (s,s+t) =Pr{S(s+t)=j|S(s) =i} for s >0,t>0,4,7=12,..., K,
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where P;; (s,s+t) = 0if ¢ > j. The transition intensity from state i to j at time ¢ is

P (t,t+ At)

)= .
¢ij (t) = Jim, N A
and as a convention, define g;; (t) = —>_, ;¢ () = =35, 45 (¢). Let Q(t) be the K x K

transition intensity matrix with (¢, ) entry ¢;; (¢), 4,7 =1,2,..., K.

State 1 ——¥» State2 —» .- —» State K

Figure 2.1: K-state unidirectional progressive model

With an unidirectional progressive model, shown in Figure 2.1, each individual passes through
the states consecutively and does not escape from state K. In addition, the process is assumed to
be irreversible and the transition only happens from one state to its consecutive state. That is, the
individual can only go to state i+ 1 after passing state i. In this case, for agiveni=1,..., K —1,
Giiv1 (1) > 0, ¢is (t) = —qii1 (t) and g5 (t) = 0, j # 4,1+ 1, and state K is an absorbing state
with ¢i;j (t) =0, 7 =1,..., K. For ease of notation, let ¢; (t) denote g; ;41 (t), i =1,..., K, then

the transition intensity matrix takes the form

—a(t) @@ 0 .- 0 0
0 =@ ) @) - 0 0
Q(t) =
0 0 0 - —qr-1(t) gr-1(t)
0 0 0 0 0

This chapter is primarily concerned with time-homogeneous progressive Markov models in

which transition intensities are independent of ¢. We therefore let ¢; (t) = ¢;, i = 1,..., K and
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write Q (t) = Q. It follows that P(s,s +t) = P(0,t), which is then written as P (¢). Transition

probability from state i to j can be analytically expressed in terms of transition intensities (Satten,

1999):
Zi:i Cijkexp (—aqit) i <,
Bij (t) =
0 i> g,
where
j—1
Cijk: = Hl:i a ’ i<k<i

H{:i,l;ék(ﬂﬂ — k)
Cre =1,14,5,k=1,..., K, and qx = 0.
In application, transitions between states are associated with certain covariates, and interest

lies in understanding the relationship between these covariates and transition intensities. Let x

be a p x 1 vector of prognostic variables. Consider regression models

qi (X) = gioexp (XT,BZ»JJ , 1=1,...,K—1, (2.1)

where g;o is the baseline transition intensity out of state i, and B8,, = (i1, Bi2, - - .,ﬁip)T are
vectors of regression coefficients which are of primary interest. Often, ¢;o are reparameterized as

gio = exp (Bio) (e.g. Kalbfleisch and Lawless, 1985; Jackson et al., 2003).

2.2.2 Misclassification model

It is common that the disease state is subject to misclassification. Let S*(¢) represent the
observed state occupied at time ¢ for ¢ > 0. Suppose some supplementary information, such as
clinical symptoms or measurements is associated with state misclassification. Let c(¢) denote

the predictor vector associated with the misclassification process. For ¢ # j, i,7 = 1,..., K,
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let m;; (t) = Pr{S*(t) =j|S(t) =4,c(t)} denote misclassification probabilities at time t. By
the constraint ZJK:1 Pr{S*(t)=j|S(t)=1,c(t)} = 1, we define m; (t) = 1 — Z][;Z mi; (1),

i=1,..., K.

We employ the multinomial logistic regression model to portray the relationship between

misclassification probabilities and c (t) (e.g. Agresti, 2002, Chapter 7):

log {:” ((3 } = o+ ofic(t), i, (2.2)

where a;j0 and a;j. are state-dependent regression coefficients.

In application, suitable constraints may be imposed on misclassification probabilities to reflect
a prior knowledge of the diagnosis process. For progressive multi-state models, probabilities of
misclassification may be negligibly small for those states that are far apart. For example, Jackson
et al. (2003) considered a scenario where misclassification probabilities are non-zero constants only

for some adjacent states.

2.2.3 Non-informative observation process

Let M denote the number of observations of an individual, which is a random variable, and m
be the realization of M. Suppose the disease process for an individual {S (¢),t > 0} is assessed
at a finite number of times 0 < t; < to < --- < t,,, which may be subject to misclassifi-
cation. Let {S*(t),t > 0} denote the observed process and s denote the observed state at
time ¢;, ¢ = 1,...,m. In addition to the observed states {S7,..., S} }, the number of observa-
tions, M, and the observation times 11,75, ...,T,, are also random variables. Inferences are,
in principle, carried out based on the joint distribution of all the observed random variables,

Pr(S;, =s:Tm =t,; M =m), where S}, = {S*(t1),..., 5 (tm)}, T = {T1,T52,..., T},

m)
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sy, = {s1,...,s5,}, and t,, = {t1,...,tn}. Our aim is to make inference on the parameters
associated with the true disease process in the presence of possible state misclassification. To this

end, a convenient factorization is invoked where the underlying true states are explicitly spelled

out:
Pr(S;, =s,;Tm =tm; M =m)
= Pr(M=m|S), =s);Ty, =t Pr(S;, =s,;Tn="tny)
= Pr(S;, =s,;Tm="tn)
= ZPr(Sin =S, Sm = Sm; T = t)
Sm
=¥ { Pr(S% =% | Sy = Sm; Trn = tim) Pr (S = 8i; Ton = tn) } (2.3)
S'"L
where S,, = {S (t1),..., S5 (tm)}, and s, = {s1,...,sm}. The second term inside the summation

of (2.3) is of primary interest, and this quantity is examined by Griiger et al. (1991) using the

factorization:

Pr{S(tl) :81,...,S(tm) = Sm;Tl :tl,...,Tm :tm}
= Pr(m) [T [ PedS ) = s | Ty =t Hy} | TT{ e (@ =151 1)
j=2 j

=2

where H; is the history of true disease states and observation times up to and including the jth

time point, defined as
Hj:{Tl:t1,S(t1):Sl,...,Tj:tj,S(tj):Sj}, jzl,...,m.

In the context of no misclassification, Griiger et al. (1991) introduced the following conditions for

conducting inferences in order to avoid modelling the observation scheme:
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1. The probability of staying in state s; at time ¢;, given the history
Hiy ={Th=t,5(t1)=s1,...,Tj—1 =tj—1,5 (tj—1) = sj—1}, is independent of whether

an observation is carried out at this time and the past observation times, i.e.,
Pr{S(t;) = s; | Tj = tj, Hj_1} = Pr{S(t;) = s; [ S(t1) = s1,...5(tj—1) = sj-1}; (2.4)

2. The conditional distribution of the jth observation time T}, Pr(T; =t; | Hj—1), is func-

tionally independent of parameters governing transition intensities of the disease process

{S(t),t >0}

These conditions are useful to confine attention to studying the true state process. However,
they are not sufficient when states are subject to misclassification. Additional care should be
taken of the misclassification process. Note that the first term inside the summation of (2.3) can

be factored as follows

Pr (S}, =sk | Sm =Sp; Tim = tm)

= Pr{S*(t1) =57 | Hn} HPr {S* (t;) = sj
=2

s*
j—la Hm} 9

where H J‘?* is the history of the observed states up to the jth observation, defined as H j* =
{S* (t1) = s7,...,5%(t;) = sj}, j=1,...,m. The additional condition for the non-informative
observation process in the presence of state misclassification is that the conditional probability of
the jth observed state, given the history of observed states, true states, and observation times,
is independent of all the observation times, i.e.

Pr{S* (t;) = s

;il,Hm}:Pr{s*(tj):s; ;il,S(tl):sl,...,S(tm)zsm}. (2.5)
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This condition is as important as (2.4), since both conditions ensure that what we can estimate

from the data, Pr{S (t;) =s; | T; =t;, Hj_1} Pr {S* (tj) =

Hjil, Hm}, is identical to what

S*
j
we are interested in, Pr{S (¢;) =s; | Sj—1 =sj_1}Pr {S* (tj) = s}

H;:l, S, = sm}. Further-

more, in the HMM, the Markov property assumes that
Pr {S (tj) = Sj ’ Sj,1 = ijl} = Pr {S (t]’) =Sy | S (tjfl) = ijl}, j = 2, ceey, M,
and the output independence assumption in HMM suggests that

Pr{s*(tj):s;f ;il,sm:sm}zpr{s*(tj):s;\s<tj):sj}, j=1,...,m. (26)

2.3 Maximum likelihood estimation via the EM algorithm

Suppose N individuals are under study and each individual independently follows an unidi-
rectional progression time-homogeneous Markov process. Let {S; (t),t > 0} and {S} (t),t > 0}
denote the true and observed process for individual ¢, respectively, £ = 1,2,...,N. Let x, be
time-independent prognostic variables, and ¢y (t) represent misclassification predictors for indi-
vidual £ at time ¢t > 0, £ =1,2,...,N. Let ty,...,tp,, denote m, times at which individual ¢ is
observed. Let Hy = {S} (tu) = s} (tex) : 1 < k <7} and Hf, = {co (te) : 1 < k < r} denote the
history of the observed states and the predictor history at time ¢;,., respectively. For convenience,
we write Sj (ter), Se(ter), and c¢(ty) as S}, Ser, and ¢y, respectively, where r = 1,...,my.
We employ models (2.1) and (2.2) to postulate the response and misclassification processes,
respectively. Let 8 = (alT,...,aI(,,BT)T, where a; = (aij07a2‘;c: ji=1,...,K,j %i)T, and

ﬂ:(ﬂk()aﬁkla"’?ﬁkp: k:177K_]-)T

To conduct estimation of the model parameters, we employ the EM algorithm in which the
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underlying true states are treated as missing data. We now elaborate on the EM algorithm for
the progressive model with misclassified states and defer technical details to Section 2.8.
The log-likelihood for the complete data contributed from individual ¢ is
my my—1
log £; (0) = Z [log { Pr (Sy,. | Ser, cor; xs,,) H + Z [log { Pr (Sps41 | Ses, %e; 3) H .

r=1 s=1

In the expectation step (E-step), the expected complete data log-likelihood at the (k+ 1)th
iteration is Q(H,O(k)) = Zé\]:l Qg(0,0(k)), where %) is the estimate of @ at the kth iteration,

and Q(6, O(k)) is given by

Qf(ave(k)) = E{log ﬁ? (9) ‘ Hl”s;nz+1?Hg,mz+1>Xf§0(k)}

K my
= Z Z"}/gr (1) log { Pr (S}, | Ser =i, cor; @}) }
Tt kK
30 3> (i) log { Pr (St =7 | Ses = ix658) }
s=1 i=1 j=i

with conditional probabilities

Y () = Pr{Su =i | Hippirs Himpir %60},

and & (7) = Pr{Se =i Sue1 = | Himpsrs Hi i %00},

which can be computed by the forward-backward algorithm (Baum et al., 1970; Rabiner, 1989).

As parameters for the progression model are distinct from those for the misclassification
model, we can carry out maximization with respect to a,...,ax and B separately in the M-
step. The maximizer of the expected complete data log-likelihood does not exist in a closed form,

and therefore, the Newton-Raphson procedure may be used to iteratively compute 0%) in the
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M-step. The estimator, say é, of the parameters 6, is obtained through iterations between E and

M steps until convergence of 0k,

Let £¢(0;S,S*) be the complete likelihood based on the underlying true state S and the

observed state S* of one individual. Note that

dlog L (6;S*) B 0log L€ (0;S,S%) g
00 N 00 ’

That is, the gradient of the log-likelihood can be approximated by the expectation of the gradient

of the complete data log-likelihood, and thus the Hessian of the log-likelihood is obtained by the

numerically differentiation (Jamshidian and Jennrich, 2000).

To protect against possibly invalid assumptions of the independence structures among the
states, the sandwich-type robust variance estimation (White, 1982) is used. Specifically, L ()
is constructed from a misspecified model, then 0 converges to 0% almost surely, where 8" is
the root of the expectation of dlog L (0) /060 taken with respect to the true distribution. The
asymptotic normality of 6 from a misspecified model is vV N (9 —0%) 4N {0,C (6%)}, where
C(0)=A"1(0)B () A~ (6) with

AO)=E {82 log £ (8 s*)/aaaaT} and B(9) =E [{alogﬁ (0; s*)/aa}@} .

The matrix C (6*) can be estimated by A~1 (6)B (8) A~ (0)‘9—9’ where

N N ,
BO) = + {W}: 12{5@(9,9)
=1

-~ 0%log L
and A(0) = NZ 808(9[T
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Let s () = 0Q (6,6') /00

o'—g- The Hessian of the observed data log-likelihood, i.e.

d%log L, (0)/0090" can be obtained from the first-order Richardson extrapolation (Press et al.,
2007, Section 17.3) of the central difference for the gradient of the expected complete data log-
likelihood. That is, the jth column of the Hessian matrix is given by

s (0 —2hu;) — 8s (0 — hu;) + 8s (6 + hu;) — s (6 + 2hu;)
12h ’

where u; is the jth co-ordinate vector with the jth element equal to 1 and others equal to 0 and

h is a small positive value.

2.4 Pairwise likelihood formulation

Although the likelihood method provides a convenient way of obtaining the asymptotically effi-
cient parameter estimators, the likelihood method relies on the validity of model assumptions. For
instance, the output independence assumption in (2.6) may not hold for some applications, then
the likelihood method would break down. To gain robustness to certain model assumptions, we
now propose the pairwise likelihood method based on the composition of bivariate margins, which
enjoys easier implementation and more robustness to misspecification of higher order association

structures.
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2.4.1 Non-informative observation process in the pairwise likelihood formu-

lation

The pairwise likelihood is the product of all the bivariate densities of each distinct pair of obser-

vations. The pairwise likelihood for an individual takes the form of

m—1 m
=] I Pr{s*(t:) =5} 8" (ts) = st T = ty, T = t; M = m},
r=1 s=r+1

where

Pr{S*(t,) =s;,5" (ts) =s5; T = t,, Ts = ts; M = m}

= Z Pr{S* (t,) = s, 5" (ts) = s5; S (tr) = 8¢, S (ts) = s5; T = t,, Ts = ts; M = m}

Sr,Ss

- 3 [Pr{s* () = 55, 5" (ts) = 7 | S (t,) = 87, S (ts) = s5: T = t, Ty = ts; M = m}

Sr,Ss

X Pr{S (t,) = sr, S (ts) = $5;Tp = tr, T, :ts;M:m}].

Therefore, the conditions for the non-informative sampling scheme under the pairwise likelihood

formulation is as follows:

1. The conditional probability of the sth observed state, given the rth observed state, as well
as the rth and sth true states and observation times, is independent of observation times

and the number of observations, i.e..

Pr{S*(ts) =s5 | S* (tr) = s, S (ty) = 80, S (ts) = s5; T =1, Ts = ts; M = m}

= Pr{S*(ts) =s; | S*(tr) = sy, S (tr) = sr, S (ts) = s}, 1<r<s<m; (2.7)

49



2. The probability of staying in state ss at time ¢4, given the rth true state, is independent of
whether an observation is carried out at this time and the rth observation time, as well as

the number of the observation times, i.e.,

Pr{S(ts) =ss|S(t,) =sp,Tr =t,,Ts = ts; M = m]

=Pr[S(ts) =ss|S(tr) =sr}, 1<r<s<m;

3. The conditional distribution of the sth observation time T,
Pr(Ts =ts | T, = t,, Sy = s, M = m), is functionally independent of parameters governing
transition intensities of the disease process {S (¢),¢ > 0} and those related to the misclas-

sification of the true states.

Equation (2.7) can be further simplified into

Pr{S* (t,) = s* | S* (tr) = 575, S (t,) = 50, S (ts) = 55} = Pr{S* (ts) = s* | S (ts) = 5} .

r

2.4.2 Pairwise EM algorithm

The EM algorithm can be straightforwardly extended to maximization of the pairwise likeli-
hood in HMMs. We now introduce the pairwise EM algorithm for the progressive model with

misclassification. Technical details are described in Section 2.8.2.

The complete data pairwise log-likelihood for individual 7 is

my

log £5,(0) = 3 {bg { Pr (S} | Ser, cot; ctsy,) } +log { Pr (S5, | s Cos; sy, ) }
s=2

+log { Pr (Sps | Se1, %05 3) }]
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my—1 my

+ Z Z llog{Pr (Sor | Serscor; as,,) } +10g{Pr (S7s | SZS,Cés;ases)}

r=2 s=r+1

> { Pr (Ser | Ser, %03 8) Pr (Sp) }” :

Se1

+ log { Pr (Sgs ’ S€r7X£§:6) } + 10g

In the E step, the expected complete data pairwise log-likelihood at the (k -+ 1)th iteration is

given by Q, (8,0®) = SN Q,0(0,0®), where

my
Qe (0,6%) = S E [log {Pr (871 | Susems as) | +log { Pr(Si, | Sessersi ) }
5=2

+log { Pr (st | Se1,Xe; :6) } ‘ SZI’ SZS’ Ce1, Ces; 9(k)j|

mg—1 my

+> M E

r=2 s=r+1
+ log { Pr (SZS | SZSv Cys; a5gs) } + log { Pr (SZS ’ Slra X5 /6) }

log { Pr (S, | Ser,cors sy, }

S~ { Pr (S | Ser,x6.8) Pr(Sen) }

Se1

+ log Sy Shes Cory Cps; G(k)] .

Similarly to the EM algorithm in Section 2.3, maximization can be carried out with respect to
the parameters for the observation process and the underlying process separately in the M-step,

where Q, (0,0%) = S5 Qi (i, 8%)) + Q, k11 (8,0%)). The function

N my

sz (011,0 k Z Z E[log { Pr (SZ | Sgl = z',ca;ai) } ‘ SZl? SZS,Cgl,Cgs,Xg;G(k):|
(=1 Ls=2
+E | log { Pr(Sy, | Ses = i,Czs;ai)} ‘ 5?1752‘37Czl,Czs,Xz;O(k)H

my—1 my
22
s=r+1

r—=

E[IOg { Pr (57, | Ser = i, ¢or; o) } ‘ Sirs Stgs Cory Cos, Xp; G(k)]
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E[log { Pr (S}, | Ses = i, ¢ps; ;) } ‘ Sy Shes Cory Cpsy Xp; 0(’“)}”

is maximized with respect to a; where i =1,..., K and

my
Qpic+1(8,0%) = ZE[IOg{Pr (Ses | Ser, %05 8) } ‘ Sflasfs,cel,ces,xf;9(k)}
5=2

my—1 my

+> > E
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Z { Pr (S | Se1,%¢; 8) Pr (Se1) }] ‘ Sirs Stss Cory Crs, Xe; e(k)]

Se1

tog { Pr (Ses | Sur,x058) |

+ log

is maximized with respect to 3 by the Newton-Raphson algorithm. The estimator of parameters

can be obtained through iterations between the E and M steps until convergence of 0k

2.4.3 Variance estimation in the pairwise likelihood formulation

Under some regularity conditions, the maximum pairwise likelihood estimators, 0, is asymptoti-
cally normally distributed: /N (6 —6) 4N {0,G71(6)}, where G (8) is the Godambe informa-
tion matrix (Godambe, 1960), given by G (6) = H (8)J (8) ' H () with the sensitivity matrix
H () = E{9%log L, () /8980T} and the variability matrix J (@) = Var {0log L, (8)/06}.

In the pairwise EM algorithm, the sensitivity and variability matrices can be estimated based

on the expected complete data pairwise log-likelihood. The sensitivity matrix can be estimated

by
izaweeh
T
0000 0—0 e(k):é
N mg—1 my ®2
1 0log Pr (S¢r, Ses, Sp,, Sjs: 0) gk L

+N Z E { 0 Str» St 0 ~

t=1 r=1 s=r+1 6=0
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Technical details of the information for the pairwise likelihood are placed in Section 2.8.2.

2.5 Simulation studies

Simulation studies are conducted to evaluate the performance of the MLEs and MPLEs for the
progressive model with misclassification, as opposed to that of the naive MLEs and MPLEs
obtained using the carry-backward method to adjust for the classification error (Couto et al.,
2002). For the transitions from a higher state to a lower one, the carry-backward method replaces
the higher state by the lower one, where the classification error is ignored in the analysis of the

progressive multi-state model.

2.5.1 Simulation setting

Simulation studies assess the progressive models with K = 3 states under the Markov assumption.
The number of individuals is N = 500 and a total of 5000 replications are used in the progressive

model with misclassification.

Each individual is assumed to start from state 1 at the initial time ¢4y = 0 and be observed at
six equally spaced examination times, tyg = 1, tyo = 2, ty3 = 3, tpy = 4, ty5 = 5, and tyg = 6. One

unit uniformly distributed time-dependent misclassification predictor ¢ (¢), and a fixed prognostic
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covariate x following the standard normal distribution are introduced. In the transition intensity
model (1), we set 519 = —1.0, 811 = 0.6, B20 = —0.7, and P21 = 0.4, such that the mean sojourn

times from state 1 to 2 and from state 2 to 3 are 3.25 and 2.18, respectively (see Section 2.8.3).

For simplicity, we assume no misclassification for the initial state of each individual and non-
adjacent states and consider the misclassification models with the same regression coefficients.
Specifically, we set S, = 1 and in the misclassification model (2), 120 = @210 = 230 = @320 = v,
Q2] = (191 = Qia31 = (391 = @, and ag3g = @310 = @131 = @311 = 0. We consider three degrees
of the misclassification to investigate the effects of misclassification: (a) 5% misclassification rate
(v, 1) = (—2.50,—1.50); (b) 15% misclassification rate (ag, 1) = (—1.50,—0.90); (c) 30% mis-
classification rate (g, a1) = (—0.75,—0.55). More details on the setting of the misclassification

model can be found in Section 2.8.3.

2.5.2 Simulation results

Table 2.1 summarizes the results for the progressive models with misclassification obtained from
the EM and pairwise EM algorithms. For all three scenarios, the proposed MLEs and MPLEs
have little biases, while the naive MLEs and MPLEs are biased. The asymptotic standard errors
(ASEs) agree well with the empirical standard errors (ESEs), irrespective of the degree of the
misclassification. The proposed methods yield the estimators with larger standard errors than
naive estimators, showing the trade-off between the bias correction and the variance inflation as
commonly observed in the context of measurement error. On the other hand, the standard errors
of MPLESs are generally larger than those of MLESs regardless of the degree of the misclassification,
suggesting that the robustness of the pairwise likelihood is achieved at the price of some loss of
efficiency. When the degree of the misclassification increases, the ASEs and ESEs for the proposed

estimators become larger, as expected. In conclusion, the proposed methods perform satisfactorily

54



to correct the misclassification effects.
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Table 2.1: Simulation results for progressive models with misclassification based on the EM algorithm

True States 5% Misclassification 15% Misclassification 30% Misclassification
Bias ASE ESE CR% Bias ASE ESE CR% Bias ASE ESE CR% Bias ASE ESE CR%
Naive MLEs
B0 .000 048 .047 95.2 .019 .046  .050 90.1 .068 .043 .049 62.9 178 .037 .048 2.2
B11 .001 .048 .048 94.2 —.028 .047  .052 86.4 —.095 .045 .052 43.4 —.210 .045 .054 1.2
B20 .000 .056 .054 95.2 .023 .055 .059 90.9 .042 .051 .056 84.4 —.026 .041 .058 777
B21 .001 .055 .055 94.9 —.049 .054 .060 80.8 —.154 .053 .058 18.0 —.298 .053  .062 0.2
Naive MPLEs
B10 .002 .052 .052 95.4 —.020 .051 .051 93.0 —.045 .048 .048 84.5 —.035 .044  .044 87.4
B11 .002 .057  .058 94.2 —.017 .056  .057 93.2 —.053 .052 .053 81.8 —.115 .047  .048 31.1
B20  .001 .061  .060 95.3 —.072 .057  .058 75.8 —.231 .0563 .053 0.7 —.515 .051 .051 0.0
B21 .003 .066 .066 94.9 —.072 .061 .062 75.9 —.170 .053 .053 12.1 —.247 .049 .049 0.2
MLEs based on the EM algorithm
B10 — — — .002 .051 .050 95.6 .002 .0563  .052 95.1 .002 .061 .060 95.4
Bi1 — — — .002 .055 .053 95.7 .001 .058  .057 95.5 .001 .067  .065 95.6
B20 — — — .000 .060 .060 95.0 .000 .070 .070 95.2 .002 105 .104 95.5
Bo1 — — — .001 .066 .065 95.3 .002 078  .075 95.7 .006 109 .104 96.1
(o) — — — —.037 .205 214 93.8 —.016 137 146 92.2 —.003 118 127 92.4
[e %t — — — —.009 441 .459 93.6 —.004 .262 281 92.2 —.006 208 224 92.4
MPLESs based on the pairwise EM algorithm

B10 — — — — .002 .051 .050 95.4 .002 .054 .053 95.3 .002 .068  .064 96.3
B11 — — — .002 .056 .055 94.9 .001 .060 .058 95.5 .003 .073 .070 95.6
B20 — — — .000 .064 .062 95.4 .002 078 .076 95.6 .005 141 .130 95.7
Bo1 — — — .001 .069 .068 95.3 .002 .084  .082 95.4 .005 129 121 95.5
(o) — — — —.010 .249 .243 96.0 —.001 .169 .168 95.1 —.002 .142 .135 94.9
[e %1 — — — —.014 .542 .533 95.3 —.010 .328 322 95.4 —.012 251 241 95.1

500 individuals x 5000 replicates; X ~ N (0,1), C (¢t) ~U(0,1)

parameter values in the transition intensity model: (810, 811, B20,821) = (—1.0,0.6,—0.7,0.4)
5% misclassification rate: (ao, 1) = (—2.50, —1.50)

15% misclassification rate: (oo, 1) = (—1.50, —0.90)

30% misclassification rate: (ao, 1) = (—0.75,—0.55)
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2.6 Application to post-heart-transplant cardiac allograft vascu-

lopathy

We apply the proposed methods to analyze the coronary allograft vasculopathy (CAV) data (Sharples
et al., 2003). The data contains 662 heart transplant recipients who survived at least one year
after transplant and had at least one coronary angiography. Each recipient underwent the an-
giogram approximately annually after transplant or biennially after the first angiogram, at which
CAV can be diagnosed. Recipients were followed up until death or until their most recent coro-
nary angiography if alive. Three hundred and twelve males (84.10%) out of 371 heart transplant
recipients survived at the end of the study. The unbalance between the number of males and
that of females causes the problem when we study the effect of the gender. To avoid this problem
and the heterogeneity caused by the gender, we restrict our attention to 312 male survivors. We
also drop 6 male recipients with missing primary diagnosis (reason for transplantation, variable
pdiag) from the data in order to investigate the effect of pdiag. Therefore, there are 1321 state

observations from 306 individuals in the data set we analyze.

CAV is a chronic disease which is regarded as irreversible. The gold standard for the diagnosis
of CAV, intravascular ultrasound, is prohibitively expensive. Therefore, coronary angiography
is commonly used to diagnose CAV. Based on the coronary angiography, each recipient was
classified as CAV-free, mild CAV and moderate or severe CAV, denoted as states 1, 2, and 3,
respectively. Since the performance of the angiography is not perfect, the classification of disease
states is subject to error. The first observation state is assumed to be correctly classified, since
each recipient is assumed to be CAV free at the beginning of the study. It is of interest to
simultaneously estimate the diagnostic accuracy of coronary angiography and explore the effects

of risk factors on CAV onset and progression. The following factors were assessed as risk factors
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for CAV onset and progression: recipient and donor age, and preoperative ischemic heart disease
(IHD). Whether the recipient experienced IHD before the heart transplantation is recorded in
the primary diagnosis for transplantation (pdiag). The recipient age (variable age) is a time-
dependent variable, and therefore we use the recipient age at the first observation as the covariate
for convenience. Both continuous covariates, the recipient and donor age (variable dage), are
standardized by the transformation (x — z) /sd (z), where Z is the sample mean of the covariate

and sd (z) is the standard deviation of the covariate.

2.6.1 Sensitivity analysis

We first conduct the analysis to evaluate the sensitivity of the likelihood and pairwise likelihood
methods. In particular, the parameters in the transition intensity models are estimated at three
different degrees of misclassification, in which the misclassification rates are fixed according to
the lower and upper bounds of 95% confidence intervals and MLEs obtained from the complete
data by Jackson (2011). Table 2.2 presents the results for the sensitivity analysis for the pro-
gressive model with all three covariates. The values of the specified misclassification rates are
listed at the end of the table. Both likelihood and pairwise likelihood methods suggest that the
recipient age has no significant effect on the CAV onset or progression at 5% significance level.
Therefore, we drop the variable age in the model and then investigate the effects of ITHD and
dage. Table 2.3 summarizes the results for the sensitivity analysis of the progressive model with
covariates THD and dage. The effects of both IHD and dage are significant on the CAV onset
according to the outputs of both methods. The pairwise likelihood approach gives the similar
results compared to the likelihood method in terms of estimates, standard errors and p-values at
the same degree of misclassification. As expected, the standard errors of the estimates obtained

by the pairwise likelihood method are consistently larger than those obtained by the likelihood
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method, irrespectively of the degree of misclassification. Furthermore, although the standard
errors for each parameters obtained by both methods become larger with the increment of the
misclassification, the difference among the estimates and the test results at different levels of mis-
classification rates is not substantial, suggesting that the parameter estimates are not sensitive

to the misclassification rates.

2.6.2 Progressive models with constant misclassification

We utilize the forward selection of risk factors for the progressive models with constant misclassi-
fication, in which we assume that the misclassification is independent of covariates. The results in
the sensitivity analysis reveal that the IHD and the donor age are significant factors for the CAV
onset, which agree with the conclusion drawn by Sharples et al. (2003). We start with the model
including THD and donor age in the initial analysis, and then add recipient age. The results,
presented in Table 2.4, show that both IHD and dage have significant effects on the CAV onset
but the effect of recipient age is not significant on either CAV onset or progression. In particular,
recipients who were transplanted for IHD have a higher chance of CAV onset than recipients
transplanted for other reasons; the older donor increases the risk of CAV. The estimates of mis-
classification probabilities are given in Table 2.5. The results obtained by both likelihood and
pairwise likelihood methods agree that angiography is highly specific with CAV-free recipients.
However, the estimated accuracy of coronary angiography for classifying two other disease states

is different for different methods.
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Table 2.2: Sensitivity Analysis for Progressive Model with IHD, dage, and age

Likelihood Pairwise Likelihood
Transtion Covariates MLE SE p-value MPLE SE p-value
Mild Misclassification
1—2 Intercept B0 —3.220 0.217  0.000 —-2.946 0.218 0.000
IHD B11 0.739 0.269 0.006 0.408 0.303 0.179
Donor age 512 0.517 0.125 0.000 0.296 0.157  0.060
Recipient age (13 —0.215 0.156  0.166 0.206 0.153 0.179
2—3 Intercept Bog  —2.520 0.460 0.000 —2.914 0.563 0.000
IHD Bo1 0.448 0.544 0.411 0.553 0.641 0.388
Donor age Bog  —0.089 0.239 0.711 0.251 0.258 0.330
Recipient age a3 0.031 0.275 0.911 0.045 0.264 0.865
Moderate Misclassification
1—2 Intercept Bio —3.205 0.218  0.000 —2.925 0.231  0.000
IHD B11 0.733 0.275 0.008 0.421 0.322 0.192
Donor age 512 0.537 0.126  0.000 0.304 0.170 0.074
Recipient age (13 —0.220 0.141  0.117 0.210 0.154 0.171
23 Intercept Bag —2.618 0.478  0.000 —-3.122 0.673  0.000
IHD Bo1 0.500 0.555 0.368 0.672 0.746  0.368
Donor age Bao  —0.093 0.284 0.742 0.289 0.290 0.318
Recipient age [os 0.109 0.538 0.839 0.063 0.572 0.912
Severe Misclassification
12 Intercept B0 —3.178 0.230 0.000 —2.865 0.247 0.000
IHD B11 0.729 0.289 0.011 0.431 0.338 0.203
Donor age 512 0.562 0.133  0.000 0.311 0.183 0.089
Recipient age (13 —0.224 0.146 0.124 0.217 0.163 0.182
2—3 Intercept Bog  —2.713 0.550 0.000 —3.582 1.242 0.004
IHD Bo1 0.564 0.631 0.371 1.009 1.354 0.456
Donor age Bog  —0.079 0.290 0.784 0.391 0.428 0.361
Recipient age (a3 0.171 0.371 0.644 0.077 0.670 0.909

Mild Misclassification: 712 = 1.5%; w21 = 10.1%, me3 = 3.6%; w32 = 5.7%

Moderate Misclassification: w2 = 2.7%; mo1 = 17.5%, ma3 = 6.3%; 732 = 11.5%
Severe Misclassification: w12 = 4.5%; w21 = 28.7%, w23 = 10.7%; w32 = 21.8%
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Table 2.3: Sensitivity Analysis for Progressive Model with IHD and dage

Likelihood Pairwise Likelihood
Transtion Covariates MLE SE  p-value MPLE SE  p-value
Mild Misclassification

1—2 Intercept 19 —3.100 0.188  0.000 -3.081 0.205 0.000
THD b1 0.568 0.232 0.015 0.566 0.284  0.046

Donor age 12 0.472 0.117  0.000 0.346 0.156  0.027

2—3 Intercept B9 —2.529 0.429  0.000 —2.934 0.560 0.000
IHD B21 0.460 0.500 0.358 0.570 0.638 0.371

Donor age (22 —0.086 0.235 0.714 0.253 0.266 0.343

Moderate Misclassification

1—2 Intercept B9 —3.084 0.216  0.000 -3.065 0.218 0.000
THD B11 0.560 0.262 0.033 0.584 0.299 0.051

Donor age B2 0.493 0.123  0.000 0.355 0.164  0.030

23 Intercept B9 —2.633 0.491  0.000 —-3.145 0.693  0.000
IHD Bo1 0.521 0.575 0.364 0.693 0.772 0.370

Donor age (22 —0.084 0.255  0.740 0.290 0.301 0.334

Severe Misclassification

1—2 Intercept 19 —3.055 0.210  0.000 -3.013 0.239  0.000
IHD b1 0.556 0.277  0.045 0.604 0.326 0.064

Donor age 12 0.521 0.130 0.000 0.364 0.179  0.042

2—3 Intercept B9 —2.737 0.566  0.000 —-3.597 1.146  0.002
IHD Bo1 0.595 0.664 0.370 1.020 1.223 0.404

Donor age (22 —0.063 0.296  0.831 0.385 0.411 0.349

Mild Misclassification: w12 = 1.5%; ma1 = 10.1%, 723 = 3.6%; w32 = 5.7%
Moderate Misclassification: w12 = 2.7%; w21 = 17.5%, ma3 = 6.3%; 732 = 11.5%
Severe Misclassification: w12 = 4.5%; m21 = 28.7%, w23 = 10.7%; w32 = 21.8%
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Table 2.4: Progressive Model with constant misclassification

Likelihood Pairwise Likelihood
State Covariates MLE SE  p-value MPLE SE  p-value
1 — 2 Intercept Bio -3.076 0.252  0.000 —-2.642  0.227  0.000
IHD B11 0.561 0.255 0.028 0.525 0.275 0.056
Donor age B12 0.507 0.126  0.000 0.319 0.152 0.036
2 — 3 Intercept B20 —2.646 0.498 0.000 -3.273 0.706  0.000
IHD Ba1 0.488 0.527 0.354 0.752  0.699 0.282
Donor age Boo —0.095 0.242 0.694 0.337  0.296 0.254
Misclassification
1+— 2 Intercept a190 —3.280 0.342  0.000 —18.476 13.743  0.179
2+— 1 Intercept ag19 —1.207 0.469  0.010 —0.341 0.324 0.293
2+— 3 Intercept ao3zg  —2.812 0.487  0.000 —-2.933 0.885 0.001
3 — 2 Intercept aszye  —2.895 1.037  0.005 —1.159 1.120 0.301
1 — 2 Intercept B1io -3.191 0.302 0.000 —-2.506  0.229  0.000
IHD B11 0.730 0.292 0.012 0.366  0.285 0.198
Donor age B12 0.550 0.134  0.000 0.269  0.155 0.083
Recipient age (13 —0.220 0.168 0.191 0.201 0.146  0.170
2 — 3 Intercept B20 —2.644 0.542  0.000 -3.231 0.732  0.000
THD 521 0.475 0.558 0.394 0.722 0.796 0.364
Donor age Boo —0.099 0.228 0.663 0.329 0.309 0.287
Recipient age (o3 0.080 0.316 0.801 0.066 0.511 0.898
Misclassification
1+— 2 Intercept a190 —3.298 0.416  0.000 —18.371 14.879 0.217
2+— 1 Intercept a9 —1.197 0.563  0.033 —0.331 0.345 0.336
2+— 3 Intercept w930 —2.802 0.490 0.000 —2.949  0.948 0.002
3 — 2 Intercept asgeg  —2.898 1.037  0.005 —1.135 1.224  0.354

a > b: true state a is misclassified to observed state b, a,b = 1,2, 3.
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Table 2.5: Estimated misclassification rates (in percent) for CAV states diagnosed by coronary
angiography

Observed state Observed state
True state 1 2 3 1 2 3
MLE MPLE
1 964 3.6 0.0 100.0 0.0 0.0
2 220 73.6 44 40.3 56.7 3.0
3 0.0 52 94.8 0.0 239 76.1

2.7 Discussion

This chapter focuses on modelling the progressive multi-state model with misclassified states to
understand the nature of the disease progression. Individuals under the disease progression study
are often under irregular and not equal-spaced observation, and the true disease states may be
subject to the classification error. In this chapter, we employ the continuous-time progressive
HMM to simultaneously estimate the transition rates and account for state misclassification. The
study of the relationship between the observed states and true states offers us a way to estimate
the sensitivity and specificity of the diagnostic test for the disease. The proposed model is not
limited to the scenario with the misclassified states; it can be applied to the case with discrete-
valued surrogates observed for true states, such as the multiple sclerosis/magnetic resonance

imaging lesion count data (Altman and Petkau, 2005).

To ensure the validity of the likelihood inference, the condition is derived for the interrelation-
ship between the observation process and the sampling scheme, in addition to two conditions of
the interrelationship between the disease process and the sampling scheme, discussed by Griiger
et al. (1991). We develop the EM algorithm to obtain MLEs under the progressive model with

misclassification. In the EM algorithm, Louis’s formula (Louis, 1982) is usually employed for
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the variance estimation. However, for hidden Markov models, it is difficult to evaluate the con-
ditional expectation of the outer product of the score vector for the complete data likelihood
due to the involvement of the conditional probabilities of pairs, triples and quadruples for the
underlying states given the observed states. Therefore, we introduce an approximate formula for
the Fisher information matrix (Jamshidian and Jennrich, 2000) and the sandwich-type robust
variance estimation to protect against the potential correlation among observations. In addi-
tion, the pairwise EM algorithm, which requires the conditional probabilities given the pair of
observed states instead of all observed states in the E-step, is proposed to obtain the MPLEs.
The conditions of the non-informative sampling scheme is also derived for the pairwise likelihood
approach. Although the pairwise likelihood method may incur certain efficiency loss due to the
minimal model assumption, simulation studies demonstrate that this method gives reasonably

comparable results to those obtained from the likelihood method.

Finally, identifiability can be a potential issue whenever fitting hidden Markov models. With
continuous-time hidden Markov models, Bureau et al. (2003) and Rosychuk and Thompson (2004)
discussed this problem for the two-state bidirectional model, while van den Hout et al. (2009)
investigated this issue for the illness-death model. To ensure identifiability, Jackson et al. (2003)
suggested that a rich source of data is helpful for fitting complex HMMs. The discussion of
identifiability issues for general HMMs can be found in Cappé et al. (2005, Section 12.4). In the

numerical studies we conducted, such an issue did not arise.
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2.8 Technical Details

2.8.1 The complete-data likelihood for the progressive model with misclassi-

fication

The likelihood of the complete data with the true states observed for individual £ is

ﬁ;(e) - PI‘ (SZ17'"7SZm[7SZ<17"'7SZ<m£ ‘Hec’mﬁ_l,Xg;e)

= Pr(Sf,. s Sim, | Sets-- s Stmgs Hmys1:60) PY(Ser, -+ s Sty | %456)

my my—1
= TT[Pr(Sic | Scmies,) | Pr(sn) T Pr (S | Sesrxs: )
r=1 s=1
my my—1
X H |:PI‘ (SZ | Sémcér;ash)} H Pr (Sf,s—i-l | S@saxf;la) .
r=1 s=1

Then, the log-likelihood of the complete data with the true states observed for individual ¢ is

my me—1
log ‘C% (0) = Z log Pr (SZ’I‘ | Ser, Cor; as”) + Z log Pr (Sg,s-l-l ‘ Stsy X¢; 16) :
r=1 s=1

2.8.2 Pairwise EM algorithm for the progressive model with misclassification
Complete data pairwise likelihood

The complete data pairwise likelihood with each pair of true states observed for individual £ is

my—1 my

;Z (0) = H H PI' (SZT7SZ97SET7 S@S ’ C£T7C€S7Xf;0>
r=1 s=r+1
mg
= [ Pr(Si, Sk Ser, Ses | cor, ces %45 0)
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65



my—1 my

X H H Pr (S7,., 875, Sers Ses | €er,y Cos, %03 0)
r=2 s=r+1
my

H [PI" (571 | Senyean; eusyy ) Pr(Spg | Ses, cus; exs,, )
s=2

X Pr (Sps | Se1,x¢;8) Pr (Sa)}

my—1 my

X H H {PI‘ Sér | SéraCerash)Pr (SZS | SZS7cf87aSgb)

r=2 s=r+1

X Pr(Sgs | Ser,x6:8) [Pr (Ser | Ser,x4;8) Pr (Sﬂ)}}

Se1
my

11 [Pl" (571 | Sers cans sy, ) Pr (S | Ses, cos; s, ) Pr (Ses | SM,XE;B)}
s=2
mg—1 my

x H H {PI‘ SZT | Sﬁracﬁr»ash)Pr (Sés | SﬁsacésaasZs)

r=2 s=r+1

% Pr (St | SirsxiB) Y | Pr(Sir | S xi 8)Pr (Sn) | } -

Se1

Then, the complete data pairwise log-likelihood for individual ¢ is
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Godambe Information Matrix

Let 6 denote the maximum pairwise likelihood estimator for @ and S* be all m observations
for one individual, where S, and S; denote the rth and the sth observation. The Godambe

information matrix takes the form

where
B 0%log L, (6;S*) B Olog L, (6;S*)
H(B)—Eg[ 26507 ] and J(0) = Varg [aa]'
Note that
dlog L, (0;S*)] dlog £, (0;8%)1%%| dlog L, (0;8*)]) ©*
Var[ 0 = £ 90 E 90

B dlog L, (0;S*)]%°
= E{[aa : (2.8)

and the expectation of the outer product of the score vector can be estimated by

7 [ [2los L, (6:8Y) 82 1% 8log£ asz)
90 T N&

Therefore, by (2.8) and (2.9), the variability matrix can be estimated by

5 1 & 810g£ as;;)
_Nz 2o\l
{=1

oé} - . (2.9)

®2
] . (2.10)
6=0
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Furthermore, because
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On the other hand,

& logPr (S, S50) a[ 1 aPr(S;f,S:;e)]

00007 " 00 |Pr(Sr, S5 0) 00"
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1 OPr (S, 5% 0) OPr (S*, 5% 0)

T [Pr(snSne) 90 2
1 9% Pr (S*, 5% 0)
+ * *. T
Pr(S:,S50) 0000
_ [0logPr(Sy,550)]% 1 9 Pr (S;,55:6) (2.12)
B 06 Pr(Sy,S56) 00007 '
* Q. ®2
_ Iz 0log Pr (S,, Ss, Sk, S, 0) %550
06
1 9% Pr (S, 5%, 0)
s 2.13
+Pr(S:f,S;‘;0) 00007 (2.13)
and
1 9% Pr (S, 5% 0) 1 92
res — P T Sy *a *70
Pr(S: 550) 90007 Pr(S%,S%6) 00007 ;; r(Sr 5, 57, 55:6)
1 9% Pr (S,,Ss, 5%, 5% 0)
_ s 7)) 2.14
Pr(s;:,s;;a);; 00007 (2.14)
Similar to (2.12), we have
9 log Pr (Sy, s, S}, 5%:60) _[c‘NogPr(sr,ss,s,f,s:;m]@
00007 00
. 1 &2 Pr(S,,Ss, S*, 5% 0)
Pr(S,,S,,Sr, 5% 0) 00007 ’
which yields
2 * Q. 2 * Qk,
0 Pr(ST,SS,fT,Ss,O) — Pr(S,.S. 5%, 5% 0) 0 logPr(Sr,Ss_liS,,,Ss,O)
9600 9606
* Q. ®2
+ 8logPr(S7"78§57Sr7Ss70):| } (215)
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Then, by (2.14) and (2.15), we have

1 82 Pr (S*, 5*: 6)

. SY 0?log Pr (S, Ss, S, S 0)
Pr(S:,5%6) 00007 B ;;{{ 260007

. dlog Pr (Sy, Ss, SF,55,0)1%%| Pr(S,,Ss, SF, 5% 0)
00 Pr(Sy,55;0)
o E[alegPr(Sr7557$:7S:70>

00067
* Q. ®2
-+£7{ [810g]?r(5},5§,5},55,0)]

T8I

Sy S*'O]

00

Sj,5§;9}. (2.16)

Therefore, by (2.13) and (2.16), we get

9%logPr(S;,556) _{E[OlogPr(S’r,Ss,S:,S:;O)‘S* S*‘O]}®2

00007 00
* Q. ®2
<+za{ [8logP&(5h,5;,S},5;,0)} 5¢,S§;0}
S§75§;0]

00
2 * *,
B [8 log Pr(S,, Ss, Sk, S 0)‘

90007
2 * *.
R e B
0000

* 5*0|. 2.1
00 59’5;’0] (247

Thus, by (2.17), we have

9%log L, (0;8%) i 82 log Pr (S?, 5% 0)

96007 il 00067

Il
—

T S

—_

m—

m 2 * Q.
_ Z {E[a logPr(Sr,SS_IZSisae)’5:75;’0}
r=1 s=r+1 8080

0log Pr (S;, Ss, 87, 55:0) | o s
06 5}’55’0}}

+Var
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9?Q, (0,0)
90007
el [alogPr (ST,SS,S:,S;;G)F?
E
- 00

+

5:752‘;0}

-, 00

<
—_

S

—_

%MS |I

3

1 s=

r

Hence, the sensitivity matrix can be estimated by

. 0%Q, (6,0™)
Ao - 53

0=6,0)=0
me 1 me {[5nogpr(sh,sk,5;,sg;e)}®2

i
z| -
M=
]
t

00

52%52‘5;9}

* * . ®2
{p|PEr e BP0 57 0] |
1

2.8.3 Effects of parameters in simulation studies
Transition intensity model
In the unidirectional progressive model, the sojourn time 7; is exponentially distributed with mean

1/q;, i = 1,2, where q1 = exp (810 + f11X) and g2 = exp (820 + P21 X) are transition intensities.

If the prognostic covariate X is simulated from the standard normal distribution, then the

mean sojourn time is

E(r) = E[1/exp(Bio + BinX)]

o0 1
— / exp (—Bio — Bitu) \/—2?6_“2/2 du

— 00

= exp <;5i21 - 51’0) :
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The median sojourn time is M (1;) = log (2) - E (73).

If we set 3 = (—1.0,—0.7,0.6,0.4)T and X ~ N(0,1), then the mean and median sojourn
times from State 1 to State 2 are 3.25 and 2.26 and the mean and median sojourn times from

State 2 to State 3 are 2.18 and 1.51.

Misclassification model
The misclassification probabilities are given by

__exp (o +orce)
1+ exp (o + agce)’
_ . exp (o + aicer)
1+ 2exp (ag + arce)’
Pr(S;, =3|Se=1,¢cop;a) = Pr(S;, =1|Se, =3,¢co;¢) =0.

Pr(S;, =2| Sy =1,cop;a) = Pr (S, =2 | Ser =3, cor; )

Pr(S;. =1]Su =2,¢cor;a) = Pr(S;, =3 | Ser =2, c45 )

Note that the time-dependent misclassification covariate cg. follows a unit uniform distribution.

Then, if the true state is 1 or 3, then the misclassification rate is

/1 exp (ap + aqu)
0

1
1+ exp (co + a1u) u:a{lOg [1+eXp(040+a1)] — log [1+exp(a0)]},

if the true state is 2, then the total misclassification rate is

/1 2exp (g + aqu)
0

1
= —Jlog 142 —log [1+2 }
1+ 2exp (o + aru) u 041{ Og[ + 2exp (0404-041)] Og[ + 2exp (040)]

We consider three degrees of the misclassification shown in Table 2.6 to investigate the effects
of misclassification. The proportions of misclassification for each state are calculated by the
expectation. In Table 2.6, we include the empirical overall proportions of misclassification which

are obtained based on the simulated sample with 10,000,000 individuals.
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Table 2.6: Proportion of misclassification for simulation study

Proportion
Qg a1 State 1 or 3 State 2 Overall
—2.50 —1.50 4.05%  7.714%  4.89%
—1.50 —0.90 12.73% 22.47% 14.93%
—0.75 —0.55 26.52% 41.83% 29.99%
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Chapter 3

Analysis of panel data under hidden

mover-stayer models

3.1 Introduction

Continuous-time, multi-state stochastic models provide a useful framework to analyze the longi-
tudinal data when the interest lies in understanding the influence of risk factors on transitions.
Parametric, nonparametric, and semiparametric methods can be used for the case where subjects
are under continuous observation, and the exact transition times between states (Andersen et al.,
1993) are known. In contrast, when the subjects are observed at a sequence of time points, exact
transition times may not be observed and thus interval-censored. In this case, the state occupied
at each assessment and the information of risk factors are typically collected. Such data are often
referred to as panel data (Kalbfleisch and Lawless, 1985; Cook et al., 2002). In the analysis of
panel data, the heterogeneity of the data and the state misclassification are two common issues.

For example, in the smoking prevention study (Cameron et al., 1999), a substantial number of
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children may be non-smokers and therefore they would never experience smoking; in the study of
cardiac allograft vasculopathy (Sharples et al., 2003), the gold standard is prohibitively expensive
and the disease is diagnosed by coronary angiography, so that the classification of disease states

is subject to error.

In this chapter, we propose continuous-time hidden mover-stayer models to analyze the panel
data, in which states may be subject to misclassification. Our proposed models provide a conve-
nient tool to feature a paritcular type of heterogeneity of the data, which results in the invalidity
of the time-homogeneous assumption in Markov models. This type of heterogeneity arises when
the population consists of two types of subjects: the stayer stays in the initial state, whereas the
mover evolves according to a Markov process. For example, in population studies of chronic de-
generative diseases, a substantial proportion of subjects may be disease free over the study period
so they may not experience degeneration (Cook et al., 2002). For the discrete-time version, Fry-
dman (1984) provided a recursive method for obtaining maximum likelihood estimates (MLEs)
and Fuchs and Greenhouse (1988) presented an EM algorithm for estimation of model param-
eters. In the framework of continuous-time models, Cook et al. (2002) developed a generalized
mover-stayer Markov model to accommodate heterogeneity in the patterns of movement between
states by allowing subject-specific absorbing states. Recently, O’Keeffe et al. (2013) considered

the use of various random effects distributions in the mover-stayer model.

In addition to handling the heterogeneous data, our proposed models simultaneously account
for potential misclassification. Our proposed models are not limited to model the scenario where
surrogate measurements are assumed to have the same range of values as the true covariate. We
consider a generic setting: the discrete-valued surrogates are observed and the number of levels

for surrogates can be different from that for the underlying state.

Hidden Markov models are commonly utilized in the analysis of panel data with misclassi-
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fied states. Applications include the estimation of parasitic infection dynamics (Nagelkerke et al.,
1990; Rosychuk and Thompson, 2003), the analysis of hairy leukoplakia and cervical human papil-
lomavirus infection (Bureau et al., 2003), and the study of abdominal aortic aneurysms (Jackson
and Sharples, 2002). Recently, the msm package in R was developed by Jackson (2011) to fit
continuous-time Markov and hidden Markov models in the analysis of panel data. However,
these papers, which mainly focus on estimating transition rates when the state classification is

imperfect, do not incorporate the feature of the heterogeneity in the panel data.

The rest of this chapter is organized as follows. In Section 3.2, we describe mover-stayer
models with misclassification. Our proposed models allow the effects of risk factors on both
the underlying mover-stayer process and the misclassification process. The inference procedure
based on the EM algorithm is proposed in Section 3.3. The proposed method is applied to a
smoking prevention data in Section 3.4. The performance of the proposed method is investigated
through simulation studies in Section 3.5. Discussion is given in Section 3.6. Technical details

are presented in Section 3.7.

3.2 Mover-stayer models with misclassification

3.2.1 Mover-stayer models in continuous time

To define a mover-stayer model in continuous time, we first introduce a Markov model in contin-
uous time with state space {1,2,...,K}. Let S (t) denote the realization of the Markov process

at time t. Let M (s, s + t) be the K x K transition probability matrix with (7, j) entry

M;j (s,s+t)=Pr[S(s+t)=j|S(s) =1]

7



fors>0,t>0,1,7=1,2,...,K. The transition intensity from state ¢ to j at time ¢ is

M;i (6t + At
gij (t) = lim My (t,t + At)

A0 At ’ P77,

and as a convention, define

@i () == ai (t).

J#i
Let Q (t) be the K x K transition intensity matrix with (4, j) entry ¢;; (¢), i,j =1,2,..., K.
This chapter is primarily concerned with time-homogeneous Markov models in which tran-
sition intensities are independent of t. We therefore let ¢;;(t) = ¢i5, 4,5 = 1,..., K and write
Q(t) = Q. It follows that M(s,s + t) = M(0,¢), which can be written as M(¢). By the re-
sult of the time-homogeneous Markov model (e.g. Cox and Miller, 1965, Chapter 4), transition

probabilities can be obtained from transition intensities by the matrix exponential, that is
o0 tr
M(t) =exp(Qt) =) Q" (3.1)
r=0

where the matrix exponential is defined by the power series of the matrix product and Q" = I.

The algorithm for the computation of M () can be referred to Section 1.1.1.

In applications, transitions between states in the movers and the probability of being a mover
are affected by certain covariates, and the primary interest lies in understanding the influence of

these covariates.
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Transition intensity model

Let x be a p x 1 vector of prognostic variables. Consider the multiplicative models
qij (X) = qijo exp (XTBW> ; i#j,i,5=1,..., K, (3.2)

where B, = (81, Bija, - - - ,ﬂijp)T is the vector of regression coefficients of primary interest,
and g;jo is the baseline transition intensity from state i to state j, which is reparameterized as

¢ijo = exp (Bijo) with parameter ;o (e.g. Kalbfleisch and Lawless, 1985; Jackson et al., 2003).

Logistic model for the mover-stayer distribution

Let Z be a Bernoulli variable where Z = 0 if the subject is a stayer, and Z = 1 if the subject is a
mover. Let wy denote the conditional distribution of being a mover given the initial state k, i.e.
Pr[Z =1| Sy =k]. To model the covariate effects on the mover-stayer probability, we employ

the logistic model:

Wk T
1 = + 3.3
og (1 k) Yo T X Vi (3.3)

where v, = (Y1, - - - ,'ykp)T are regression coefficients.

3.2.2 Misclassification model

It is common that the underlying true state, S (¢), can not be observed, but the surrogate state,
S*(t), is observed. Assume that the observed state, S* (t), takes the value from {1,2,...,J},
where J can be identical to or different from K. Suppose a ¢ x 1 vector of predictor variables

collected at time ¢, denoted by c (t), is associated with the observation process. For i =1,..., K,
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and j=1,...,J, let
mi; (1) =Pr[S*(t) =75 (t) =1i,c(t)]
denote misclassification probabilities at time .

Here we employ the multinomial logistic regression model to portray the relationship between

misclassification probabilities and c (t) (e.g. Agresti, 2002, Chapter 7):

log [::; ((Z)J = yj0 + oz;';-cc (t), J # ki, (3.4)

where k; = min {j : m;; (¢) > 0} is assumed to be time-independent but a function of the under-
lying state 7, and o;jo and oyj. are state-dependent but time-independent regression coefficients.

Thus, misclassification probabilities can be written as

1 j=k

r 1 - 1y
1+ Z exp | ko + a;';wc (t)
k£k; - .

i (1) = 3.5
g ( ) exp |:O[ij0 + O(;I;-CC (t)] ‘ ( )
i T T J 7é k’L
1+ Z exp |a ko + oy (1)

k#k; ) .

In applications, suitable constraints may be imposed on misclassification probabilities to re-
flect a prior knowledge of the observation process. For example, Jackson et al. (2003) suggested
that the probability of misclassification may be negligibly small for those states that are far apart,
such that misclassification probabilities are non-zero constants only for some adjacent states, in

the disease progression studies.
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3.3 Maximum likelihood estimation

Suppose n subjects are under study and a randomly selected subject either stays in its initial
state with a probability, or with a complementary probability, moves among K states according
to a time-homogeneous Markov process. For ¢ = 1,2,...,n, let 0 = ;0 < t;1 < -+ < timp, < 00
be the assessment times of subject ¢, and S;; and S;; denote the underlying and observed states
of subject i at time ;;, respectively, j = 0,1,...,m;. Let x; and c;; represent time-independent
prognostic variables and time-dependent misclassification predictors for subject i at time t;;,
respectively, i = 1,2,...,n, j = 1,...,m;. Assume that the first state S;o is known. We employ

models (3.2) and (3.3) to postulate the underlying process and (3.4) to model the misclassification

T
process. Let 6 = (aI,...,a-}'—(,ﬁT,’y-{, . ,'y-]r() , Where
T . . T .
«; = (Oéijo,aijcijzl,...,J,]#k/}) , 221,...,K
. L. T
16 = (/BijOHBijl)"wﬁijp:/L?é.]alu.]:lw'wK) ’
T\ .
and v, = (’Yz‘oa’)’ix) , i=1,..., K.

We are intersted in estimating 8 and -,’s.

3.3.1 Estimation via an EM algorithm

Both the mover-stayer Bernoulli variable and underlying states can be treated as latent variables,
and therefore the EM algorithm can be employed for parameter estimation. We now elaborate
how to implement the EM algorithm to deal with parameter estimation pertinent to the mover-

stayer models with misclassification. The complete data log-likelihood contributed from subject
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1 1s written as

<) = log{Pr(Sig,Sil,...,Simi, e S Zi ’Xl,cll,...,cimi;a)}

= log { Pr (Z; | Sio.xi37¥s,) } + ilog { Pr (S5 | Sij, ciji ;) }
=1

+Zz' ZZ log { Pr (Sfu ’ Sz',j—h Xi, Zi = 1; ﬁ) }, (36)

j=1

where the output independence assumption is required, i.e.,

mg
* * . . _ * .
PI‘( R 7Simi | Sil»- . -aSimpZiaXiaCila-- . ,Cimi,0> = HPI‘ (Sz] ’ Sij,cij,asij) .

In the expectation step, the expected complete data log-likelihood at the (k + 1)th iteration
is

0,0") ZQz 0,0,

where %) is the maximizer of 8 at the kth iteration, Q; C2 H(k)) =F [Ef (9) ’ Sio, S}; B(k)], and
Sy =( fl,...,Sfmi).

From (3.6), we can see that the parameters ay, 8, and v, k = 1,..., K, are distinct from each

other. Therefore, the maximization can be carried out separately using the following functions
n mg
Qe 00 = SN g (k) log | Pr (S35 | Sy = kocigsan) |
i=1 j=1

Q) = Y Yul Jlog [Pr(Z; = = | Sio = k,xis ) |,

IG{Z S'O_k} z=0

and  Q(B,0%) = ZZL:ZZ&J k1) IOg[Pr( ij:l|Si,j—1:kyxiaZi:1§:6)}7

i=1 j=1 k=1 [=1
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where conditional probabilities p;; (k), ;i (2), and &; (k,l) are given by

pi (k) = Pr{sy=k|S0,85500}; (3.7)
ki(z) = Pr {Zi =z | Sio, S}; O(k)} : (3.8)
& (k1) = Pr{Si1=kS;=12=1 ‘ Si0,8;:60} . (3.9)

The maximum likelihood estimates, é, can be obtained through iterations between E and M steps

until convergence of 0k,

3.3.2 Forward and backward probabilities

Now we describe the algorithm to calculate the conditional probabilities (3.7) and (3.9). Denote
the forward probability Pr(So,St,...,5, Sk =4,Z=1) by \x (j), k= 1,...,m, and the back-
ward probability Pr (SZH,...S; | Sp=4,7 = 1) by ¢k (j),k=1,...,m—1, wherej =1,..., K.

For convenience, we define ¢, (j) =1 for j=1,..., K.

Then, we have
A1 () o wey M, (tl—to)ﬂjsi« (t1), ji=1,....K,

where wg, is the conditional probability of being a mover given the initial state sp, modelled
by (3.3); Ms,,; (t1 —to) is the transition probability for the mover, defined by (3.1); ;s (1)
is the misclassification probability, defined by (3.5). Let Ap be the row vector with the jth

component A (7). It can be recursively calculated as follows:

A = Ag—1Nyg, k=2,...,m,
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where the jth column of K x K matrix Ny is {M;; (tx — tg—1) Tjst (tg),i=1,...,K}.

Similarly, the vector ¢, with the jth component ¢ () can be recursively calculated as follows:

b1 = M(tm —tm-1) . sk, (tm);

q")k,‘—l = de)k‘? k:2,,m—1,

where 7. ¢« is a column vector whose jth component is m; o+ ().

Based on the properties of forward and backward probabilities in hidden Markov models (e.g.

Zucchini and MacDonald, 2009, Chapter 4), we have
Pr(S;=7,Z2=1,5,8%) =X (j) ¢ (4), (3.10)
and
Pr(Si—1=174,8i =k, Z=1,50,8") = Ni—1 (J) My, (t; — ti—1) mpsr (i) @i (k) (3.11)

where ¢, (k) = 1. Then, the conditional probability &;; (k,[) can be calculated by (3.11) and the
conditional probability Pr {Sij =k Zi=1 ‘ Sio, ST; H(k)} in ;5 (k) can be calculated by (3.10).

3.3.3 Variance estimation in the EM algorithm

To protect against possibly invalid assumptions of the independence structures among observed
states, the sandwich-type robust variance estimation (Huber, 1967; White, 1982; Royall, 1986)
is suggested. White (1982) showed that if the likelihood, £ (8), is constructed from a misspec-
ified model, then 0 converges to 8" almost surely, where 8* is the root of the expectation of

dlog L () /90 taken with respect to the true distribution. The asymptotic normality of @ from
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a misspecified model is

where

with

20 . Q¥ o Lax) 1 ®2
AB)=E {8 ljo%é?r’s )} and B(t‘))zE{[al gﬁaéH,S )] }

The matrix C (0) evaluated at 8 can be estimated by Al (9) B (8) Al (0)’ _, where

Let s (0) =
order Richardson extrapolation (e.g. Press et al., 2007, Section 17.3) of the central difference for

the gradient of the expected complete data log-likelihood. Then, the jth column of the Hessian

®2 n . /
Bo) - Z[alogﬁ } :;Z{a@a(z,e)

~ 0?log L; ()
Ag) = Ly Lloeli®)
n<  06000"

®2
b
0'=6

[(’9@ (0, o’ ) / 80] o'—g- Lhe Hessian of the log-likelihood can be obtained from the first-

matrix is given by

where u; is the jth co-ordinate vector with the jth element equal to 1 and others equal to 0 and

s (0 — 2hu;) — 8s (0 — huj) 4+ 8s(0 + hu;) — s (0 + 2huy)
12h ’

h is a small positive value.
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3.4 Application to a smoking prevention study

In this section, we apply our proposed method to analyze the data arising from the Waterloo
Smoking Prevention Project 3 (WSPP3) (Cameron et al., 1999). This project is a seven-year
longitudinal study designed to investigate smoking behaviour among school children. A total of
100 schools in seven Ontario school boards was randomized to receive either the regular health
education program provided by the school, or one of four intensive anti-smoking programs de-
livered by either a specially trained teacher or a public health nurse. Questionnaires regarding

tobacco use and school policies and programs were completed annually from grade 6 to grade 12.

State 1: State 2: N State 3:
never smoking regularly smoking [¢——  quit smoking

Figure 3.1: Three-state mover-stayer model for the smoking prevention study

Three states are defined to model children’s behaviour. Children who have never smoked are
classified ‘non-smokers’; and are represented by state 1. Children who are either ‘regular smokers’
or are experimenting with smoking are classified in state 2, and children who have smoked but
are currently not smoking are classified in state 3. The model is represented by the three-state

diagram in Figure 3.1.

Along with the responses, the risk factors that may influence children’s smoking behaviour
include gender (0-female, 1-male), treatment status (O—control; 1-intervention), social models
risk score (0—none of parents, siblings or friends smoke; 1-one or more of parents, siblings or
friends smoke). We consider the log-linear model for the transition intensities to incorporate

three risk factors x;,

log (¢55) = Bjo + Bjpxi,  j=1,2,3.
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The forward selection procedure is implemented to identify the prognostic variables on the tran-

sitions.

The data set contains 5,200 subjects who have at least two observations. The total number of
state observations is 29,976. There are 1,774 subjects (34.16%) who stayed in state 1 during the
study, 503 subjects (9.67%) who stayed in state 2 during the study, and 82 subjects (1.58%) who
stayed in state 3 during the study. This motivates us to incorporate the mover-stayer feature in
the model. We consider that the subjects starting from state 1 may be a mover with probability
w;1, or a stayer with the complimentary probability. The subjects starting from state 2 or 3 are

assumed to be a mover. We use the logistic model for the mover-stayer probability in state 1

Wil T
1 = ;
Og(l—wﬂ) 70 Y

where the covariate vector x; contains three risk factors: the gender, treatment status, and social
models risk score. We utilize the forward selection of risk factors in the logistic model for the

mover-stayer distribution.

On the other hand, the self-reported smoking states are subject to misclassification. Table 3.1
presents the frequencies of transitions between observed states at consecutive pairs of times. Note
that both the number of transitions from state 2 to state 1 and that of transitions from state 3
to 1 are zero. It implies that the chance of state 2 or 3 being reported as state 1 is negligible.
Therefore, we assume that the regular smokers in state 2 may report the smoking status as ‘quit
smoking in state 3, and the subjects who have quitted smoking in state 3, and the non-smokers
in state 1 will honestly report the smoking status. We consider the constant misclassification

probabilities, which are assumed to be independent of covariates. The parameter related to
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misclassification are reparameterized by the logit transformation,

. exp (aa3)
723 r ( i | 1] ) 1 + eXp (Oé23) )

where the time t is omitted due to time-independence of the misclassification probability.

Table 3.1: Frequencies of transitions between smoking states

Previous Smoking Frequencies of transitions
state status to the following states:
1 2 3
1 never smoking 12761 1813 985
regularly smoking 0 4751 1089
3 quit smoking 0 1383 1994

Table 3.2 presents analysis results for the WSPP3 data. The results show that the gender
has significant effects on the transition from never smoking to regularly smoking, but the gender,
treatment status and social models risk score have no significant effects on the other transitions
or the mover-stayer probabilities. In particular, males have significantly lower transition inten-
sities out of state 1 (p = 0.038); there is some evidence that female children are more likely to
smoke than male children (le = —0.082). The estimate of the proportion of stayers in state 1 is
1/{1+exp (50)} = 2.19%. By the delta method, a 95% confidence interval of the ‘stayer’ proba-
bility in state 1 is (0.00%, 9.26%), which implies that there may not be essential difference between
the inference drawn from a mover-stayer model with misclassification. The estimate of the mis-
classification probability of state 2 being observed as 3 is exp (Ga3) / {1 + exp (Ga3)} =~ 16.56%,
and the resulting 95% confidence interval is (0.144,0.187). This appears to be some evidence
that state 2 could be mis-reported as state 3, suggesting that there would be significant difference

between the inferences drawn from the mover-stayer model with misclassification and an ordinary
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mover-stayer model without misclassification.

Table 3.2: Estimates of gender effects under the three-state HMSM for the smoking prevention
study

Covariates EST ASE p-value 95% CI

Transition
1 — 2 Intercept pf1p —1.581 .068 < .001 (—1.715,—1.447)
Gender b1z —0.082  .039 .038 (—0.159, —0.005)
2 -3 Intercept [ —1913 .074 < .001 (—2.059,—1.767)
Gender B2z —0.031  .097 752 (—0.220, —0.159)
3 — 2 Intercept [ —0.834 .076 < .001 (—0.983,—0.685)
(— )

Gender Bz, —0.130  .106 220 0.338,+0.078

Mowver-stayer
State 1 Intercept g 3.800 1.688 024 (40.492,+7.108)

Misclassification
2+ 3 Intercept ao3 —1.617 .044 < .001 (—1.703,—1.531)

3.5 Simulation studies

In this section, simulations studies are conducted to evaluate the performance of proposed MLEs,
as opposed to the naive MLEs, which are obtained with misclassfication ignored. We consider
the three-state mover-stayer model with misclassification in Figure 3.1, which may, for example,
represents children’s smoking behaviour in Section 3.4. The naive MLEs are obtained by ignoring
the misclassification among states. In naive analyses, we replace the previous state, state 2, by

the lower state, state 1, to adjust the misclassification in the transitions from state 2 to 1.
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3.5.1 Simulation setting

The number of subjects is n = 5000 and a total of 1000 replicates are used. Each subject is

assumed to start from state k with the initial state occupying probabilities

{Pr(Sip=k),k=1,2,3} = (0.95,0.05,0.05)

at the initial time ;0 = 0. For the mover-stayer distribution, we assume that the subject is a
mover if starting from state 2 or 3, i.e. w;o = w;3 = 1; if the subject starts from state 1, the

probability of being a mover is generated from the logistic model (3.3),

i = P (0 + 70i)
U Tt exp (0 + ai)

where z; is a Bernoulli variable with probability 0.5. We consider two scenarios:

e 7 = 1.0 and 7, = 0.2 such that the proportion of movers among the subjects who start

from state 1 is 74.97%;

e v = 2.5 and 7, = 1.2 such that the proportion of movers among the subjects who start

from state 1 is 95.00%.

The effects of v on the mover-stayer distribution are described in Section 3.7.2.

If the subject is a stayer, then the subject stays in state 1 during the study; otherwise, the
subject follows the three state time-homogeneous Markov process. The sojourn time in state
j follows an exponential distribution with mean 1/q;; (x;), where g (z;) = exp (Bjo + Bjzxi),
j=1,2,3. After staying in state j, the subject enters the next state as shown in Figure 3.1. We
set B10 = —1.0, Bz = —0.5, fog = —0.7, Bz = 0.6, B30 = —0.8, and B3, = —0.4. The effects of
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B on transitions are summerized at Table 3.4. To mimic the data from the Waterloo Smoking
Prevention Project, we assume that the observation is carried out each year, but each observation
is subject to missingness with probability 0.15; the number of observations for each subject is

between two and seven.

For the misclassification process, we assume no misclassification in the initial state or state 1,
ie., Ts.50(0) =1, and m; (t) =1, ¢ = 1,2,...,6. If the underlying state is 2, we assume it can

be misclassified as state 1 or 3 with probabilities

o1 (1) = exp (az21) and 3 (£) — exp (a23)

1+ exp (ag1) + exp (aa3) 14 exp (ao1) + exp (ag3)’

if the underlying state is 3, we assume that it can be misclassified as state 1 with probability
731 (t) = exp (as1) /{1 +exp (a31)}. We set ag; = —3.0, avog = —2.0, and a3y = —2.5 such that

15.62% of state 2 is misclassified and 7.59% of state 3 is misclassified.

3.5.2 Simulation results

We analyze the simulated data using both the naive method and the proposed method. The naive
method ignores the feature of misclassification, whereas the proposed method accounts for the
misclassification effects. Table 3.3 summarizes the averages of biases of point estimates and their
asymptotic and empirical standard errors (ASEs and ESEs), along with coverage rates (CRs) of

corresponding 95% confidence intervals.

The results show that the proposed method performs well in finite samples, and illustrate
the significant biases and the low coverage rates produced by the naive method. The biases in
the proposed MLEs of regression coefficients 3 are relatively small and negligible; the associated

ASEs agree well with their empirical counterparts; the resulting coverage rates are close to the
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nominal level. For the misclassification parameters «, the performance of the MLE of ag; is very
good while the estimates of ag; and a3 have slightly larger biases. The ASEs for the MLE of o
are slightly overestimated, resulting in coverage rates slightly higher than the nominal level. The
biases in the MLEs of o« and 3 and their SE estimates tend to decrease, as the size of movers
increases. For the mover-stayer parameters «, as the size of stayers increases, the biases in the
proposed MLEs tend to decrease, the ASEs and ESEs become closer, and the coverage rates
become closer to the nominal level. However, in the case of 5% stayers, the biases of estimating
v by the naive and the proposed methods are large, which may cause relatively large biases in
the MLEs of B1,. This is not surprising because estimation of -, is more difficult with a smaller

sample size.
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Table 3.3: Simulation results for the three-state hidden mover-stayer model

True States Naive Method MLE
Bias ASE ESE CR% Bias ASE ESE CR% Bias ASE ESE CR%
25% stayers and 75% movers
B1o .000 .048 .049 93.9 261 .033 .035 0.0 002 .050 .049 94.2
b1z —.001 .093 .094 95.0 250 .052 .054 0.0 —.003 .096 .095 94.8
Bog  —.001 .032 .032 949 455 .034 .037 0.0 —.003 .096 .095 94.8
Box .000 .047 .047 94.7 —.133 .050 .056 274 .006 .068 .067 95.7
B39 —.001 .044 .043 95.7 257 046 .050 0.1 —.003 .065 .062 95.9
B3z .000 .068 .068 95.5 —.060 .075 .080 85.3 .002 .087 .08 95.1
Yo .003 .078 .079 95.8 —.390 .050 .050 0.0 —.001 .080 .078 @ 95.7
Ve 021  .212 .208 96.2 —.442 .074 .073 0.0 023 217 .206 96.3
91 - - - - - - - - —.014 175 .170  96.7
Q93 - - - - - - - - —.009 .200 .189 96.1
Q31 - - - - - - - - —.002 .076 .073 95.9
5% stayers and 95% movers

B —.001 .043 .041 96.0 280 .029 .028 0.0 —.001 .044 .042 96.4
Bz .036 .081 .065 95.6 242 .045 .044 0.0 .048 .082 .062 94.9
B20 .001  .029 .030 94.8 459 031 .034 0.0 —.001 .079 .079 954
Bor  —.001 .042 .041 95.0 —.137 .045 .049 16.6 —.000 .062 .062 94.7
B30 .001  .040 .040 94.9 266 042 .045 0.0 —.001 .061 .061 @ 95.3
B3 —.000 .062 .063 94.2 -.063 .068 .073 822 —.001 .080 .080 94.5
Y .023 218 .203 96.3 —1.008 .067 .065 0.0 026  .226 .213  96.0
v, —.436 1.218 .625 83.9 —1.601 .095 .099 0.0 —.633 .951 .485 81.8
91 - - - - - - - - —.013 .159 .156  96.0
93 - - - - - - - - —.009 .180 .177  95.0
Q31 — - - - - - - - —.000 .069 .068 95.6

5000 subjects, 1000 replicates
9] = —3.0, 93 = —2.0, Q31 = —2.5
B1o = —1.0, 1z = —0.5, B20 = —0.7, Boz = 0.6, B30 = —0.8, B3, = —0.4
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3.6 Discussion

In this chapter, we propose continuous-time mover-stayer models with misclassification. These
models provide a useful framework to simultaneously feature a special type of heterogeneity and
account for state misclassification. The underlying mover-stayer model is a mixture of two in-
dependent continuous-time Markov processes: one with the identity matrix as the transition
probability matrix at any time, and the other with an unspecified transition intensity matrix.
This mover-stayer model describes the heterogeneity of the data arising from the existence of two
sub-populations, the stayers that stay in the initial state, and the movers that evolve according
to a Markov process. The proposed misclassification model is not limited to the scenario with
misclassified states; it can be applied to the case with discrete-valued surrogates observed for un-
derlying states, such as the multiple sclerosis/magnetic resonance imaging lesion count data (Alt-
man and Petkau, 2005). Therefore, our proposed models can be viewed as hidden mover-stayer
models with discrete observation, which is an extension of hidden Markov models (Zucchini and

MacDonald, 2009).

We developed an EM algorithm to obtain maximum likelihood estimates in the analysis of
panel data under our proposed models. The forward-backward procedure (Baum and Eagon,
1967; Baum and Sell, 1968) is widely used in the estimation based on the EM algorithm for
hidden Markov models due to its efficiency (e.g. Zucchini and MacDonald, 2009, Chapter 4).
Therefore, this procedure is also adopted in our E-step to calculate the conditional probabilities.
However, special attention on the numerical underflow in forward and backward probabilities is
required in the implementation of the forward-backward procedure, especially when the number
of assessments is large (Rabiner, 1989). Our simulation studies show that the proposed method
performs well in finite samples and illustrate the consequence of ignoring the misclassfication in

the naive analyses. The simulation results also indicate that the effect of the risk factor on the
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mover-stayer distribution is difficult to estimate for small sample size and may cause considerable

biases for estimation of parameters in the transition intensity model.

In the analysis of the WSPP3 data, the probabilities of being a stayer or mover are described
by the logistic model. It may be interesting to use the idea of O’Keeffe et al. (2013) to introduce
a random effect to the mover-stayer distribution in order to account for unobserved heterogeneity
among different schools. After data fitting, it is intuitive to examine which model is the most
appropriate for these data. The likelihood ratio tests can be utilized to choose our proposed
model versus an ordinary mover-stayer model by testing Hy: mo3 = 0 versus H,: mo3 > 0, and our
proposed model versus an ordinary Markov model with misclassification by testing Ho: w; = 1
versus Hg,: w1 < 1. The asymptotic distribution of the likelihood ratio statistic may not be the
chi-square distribution with one degree of freedom in either case, because the parameter value
under Hy is a boundary point of the parameter space. The investigation of this problem dates
back to Chernoff (1954), who studied the hypothesis test with the null on the boundary for a
multivariate normal distribution. This problem was also reported by Frydman and Kadam (2004)
for testing the continuous-time mover-stayer model versus an ordinary Markov model. The study
of the asymptotic distribution of the likelihood test statistic under Hy will be pursued in the

future work for our proposed models.
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3.7 Technical details

3.7.1 Transition probability matrix for the three-state Markov model

The transition probability matrix for the three-state Markov model in Figure 3.1 can be calculated

analytically from the transition intensity matrix

-q¢ q O
O —U u 9
0 v —v

by the function MatrixExp in Mathematica. The corresponding transition probabilities for gap

time ¢ are given by

Py (t) = exp(—qt);

{1 —exp(=gt)}v
q—u—v

alulexp {— (u+ )t} — exp (—qt)] + v {1 - exp (~qt)} |

Piy(t) =

' (¢ —u—v)(u+tw) ;
Pa) = w[tlzeRC ot 1-ertm]
Py (t) = U+exp{;£12+v)t}u;
Py (1) = u—eXp{u—_iii—i-v)t}u:1_P22(t);
Py (1) = Uj—v_exp{_u(j_tv)t}v5
Py3 () = uiv+exp{—u(zj£v)t}v;
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P (t) = Py (t)=0.

3.7.2 Effects of parameters in simulation studies
Transition intensity model

In the three-state Markov model in Figure 3.1, the sojourn time 7; is exponentially distributed

with mean 1/¢;, i = 1,2, where ¢ is the transition intensity modelled by (3.2).

The prognostic covariate X is simulated from the Binomial distribution with probability p.

Then, the mean sojourn time is

E(r) = FE[1/exp(Bio+ BizX)]

= (1 —p)exp(—PBio) +pexp (—PFio — Biz) -

The median sojourn time is M (;) = log (2) - E (73).

If we set 3 = (—1.0,—0.5,-0.7,0.6, —0.8, —0.4)T and X ~ BIN (0.5), then the mean and
median sojourn times from state 1 to 2 are 3.60 and 2.50, the mean and median sojourn times
from state 2 to 3 are 1.56 and 1.08, and the mean and median sojourn times from state 3 to 2
are 2.77 and 1.29.

Table 3.4: Parameter effects on transitions
Transition Bio Biz E (1) M (m)

1—2 -1.0 -0.5 3.60 2.50
2—=3 -0.7 0.6 1.56 1.08
3—2 -0.8 —-04 2.77 1.29
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Logistic model for the mover-stayer distribution

The stayer probability is given by

1

Pr(Z; =01 S0 =1,157) = T+ oxp (0 + 7am)
Tl

If the prognostic covariate X is simulated from the Binomial distribution with probability p,

then the mean stayer probability is

1—p D

E{Pr(Z; =08 =1 2:~) = .
{Pr(Zi =015 =1L ziv)} 1+eXp(’yo)+1+eXp(70+%c)

If we set p = 0.5, 79 = 1.0, and v, = 0.2, the proportional of stayers among the subjects who
start from state 1 is 25.02%; if we set p = 0.5, v9 = 2.5, and 7, = 1.2, the proportional of stayers

among the subjects who start from state 1 is 5.00%.
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Chapter 4

Analysis of panel data with

misclassified discrete covariates

4.1 Introduction

It is not uncommon that discrete covariates are misclassified. In the case with binary outcomes,
various approaches have been proposed for the covariate misclassification problem. The inves-
tigation of the impact of misclassification on analysis and interpretation dates back to Bross
(1954). An overview of the development was given by Kuha et al. (2005), who described the
effects of misclassification and summarized the methods for adjusting misclassification effects.
Given that misclassification parameters are estimated from validation studies or repeated mea-
surements, consistent estimates of the relative risk and related parameters can be obtained from
the matrix method (Bross, 1954; Marshall, 1990; Morrissey and Spiegelman, 1999) or the max-
imum likelihood method (Espeland and Hui, 1987; Spiegelman et al., 2000). In addition, the

regression calibration approach (Carroll and Stefanski, 1990; Gleser, 1990) provides a simple and
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convenient way to reduce measurement error effects, in which the unobserved covariate is replaced
by its estimated value and then the standard analysis method can be performed. With internal
validation data, Spiegelman et al. (2001) proposed an efficient regression calibration method for
logistic regression, which combines the estimates from the regression calibration and the estimates
from the internal validation study using the true covariate value by a generalized inverse-variance

weighted average.

The simulation extrapolation (SIMEX) method (Cook and Stefanski, 1994; Stefanski and
Cook, 1995) is another useful approach to deal with measurement error problems. Recently,
Kiichenhoff et al. (2006) developed the misclassification SIMEX method for parameter estima-
tion in the presence of misclassification in discrete covariates or responses in regression models
and Kiichenhoff et al. (2007) derived the asymptotic variance estimation for the misclassifica-
tion SIMEX approach. However, the regression calibration is an approximate method, and the
SIMEX method relies on an extrapolation scheme that is uncertain. Therefore, the consistency

of estimators can not be guaranteed by either method.

There has been relatively less attention paid to the covariate misclassification in the analysis of
panel data. For the three-state progressive Markov model, White (2007, Chapter 3) investigated
the impact of misclassification of a binary covariate and proposed the correction methods based
on the likelihood and the SIMEX methods. However, transition intensities are required to remain
constant through time in the time-homogeneous Markov model. In practice, transition intensities
may be time-dependent. A common approach of fitting time-dependent models to panel data is to
use Markov models with piecewise constant intensities. This idea dates back to Faddy (1976) and
was suggested by Kalbfleisch and Lawless (1985). The discussion of Markov models with piecewise
constant intensities includes Lindsey and Ryan (1993), Gentleman et al. (1994), Chen and Sen
(1999), Hsieh et al. (2002), Saint-Pierre et al. (2003), van den Hout and Matthews (2009), Chen
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et al. (2010), and Tom and Farewell (2011). One issue of fitting models with piecewise constant
intensities is to determine cut points properly. Various criteria for the choice of change points
have been presented. For example, clinical reasons (Sharples et al., 2001; Alioum et al., 2005),
the change in the trend of transition intensities (Pérez-Océn et al., 2001), division of the number
of data points into equal groups (Kay, 1986), selection of the only change point based on the

likelihood value (Mathieu et al., 2005), or the merging algorithm proposed by Ocan-Riola (2005).

In this chapter, we present the maximum likelihood estimation procedure to analyze the panel
data under Markov assumption with misclassified discrete covariates. To highlight the idea, the
discussion is directed to binary covariates where extensions to accommodating discrete covariates
are straightforward. In Section 4.2, the Markov models with piecewise constant intensities are
described to account for the time-inhomogeneity. In Section 4.3, we show that the Markov models
with misclassified binary covariates are not identifiable. The maximum likelihood estimation
procedures are developed in Section 4.4, where two scenarios, known reclassification probabilities
and main study/validation study design, are considered. Simulation studies are conducted in
Section 4.5 to demonstrate the performance of the proposed method. Data arising from the
psoriatic arthritic (PsA) study are analyzed using the proposed methods in Section 4.6. A general

discussion is given in Section 4.7, and technical notes are presented in Section 4.8.

4.2 Model formulation

4.2.1 Piecewise constant Markov models

Suppose an individual moves among K states, denoted by integers 1,2,..., K. Let S (t) denote
the true state at time ¢ occupied by an individual. The process {S (t),t > 0} is assumed to follow

a continuous-time Markov process. Let P (s,s+t) be the K x K transition probability matrix
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with (4, 7) entry
Bij(s,s +1) =Pr[S(s+1) =3[ 5(s) =1]

for s >0,t>0,4,7=1,2,..., K. The transition intensity from state ¢ to j at time ¢t is

Py (tt + At
iy (1) = lim L LBLTAD

At10 At ’ L7,

and as a convention, define

qii (1) = — Z iz (t) -

J#i
Let Q (t) be the K x K transition intensity matrix with (¢, j) entry ¢;; (t), ¢, = 1,2,..., K. In the
piecewise constant framework, a sequence of times 0 = by < by < -+ < bpy < bpr41 = 00 is pre-
specified and transition intensities are assumed to be constant within each interval By = (b, bgt1],

where £ =0,..., M. That is,

a5 (t) = qiji, if t € By.

Then, the transition intensity matrix Q (t) is written as

Q (t) = Q, for t € By.

Therefore, transition intensities can be defined as
M M
I(teB
gii (1) = [T aie=™ =" qisnI (t € By).
k=0 k=0

where I (-) is the indicator function and k£ = 0, ..., M. Models with piecewise constant intensities
are weakly parametric and provide flexible estimation of transition intensities and robust esti-

mation of regression coefficients, though other specification such as splines (e.g. He and Lawless,
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2003; Titman, 2011) can also be used for smooth estimates of intensities.

By the result of the time-homogeneous Markov model (e.g. Cox and Miller, 1965, Chapter
4), transition probabilities between two time points s and s + ¢ within the interval of constant

transition intensities, where by < s < s+t < bgy1, are given by

P (s,s+t) = exp (Qxt) .

If time points s and s + ¢ are in different intervals such that b; < s <b;41 and b; < s+t < bjyq,
then by the Chapman-Kolmogorov equation, transition probabilities are given by
j—1
P (s,5+1) = P (s,b11) [] [P (brbis )] P (b5 +1),
k=i+1

where 0 <i < j <M and P(s,s) =1L

Each transition probability matrix within the time interval of constant transition intensities
can be calculated by the closed-form expression for the simple models (Tuma et al., 1979; Chiang,
1980; Longini et al., 1989; Omar et al., 1995; Satten, 1999; Jackson, 2011) or the decomposition
methods of evaluating the matrix exponential (Cox and Miller, 1965; Kalbfleisch and Lawless,

1985; Moler and van Loan, 2003; Jackson, 2011) discussed in Section 1.1.1.

4.2.2 Regression model for covariates
Transition intensity model

Let X be a discrete error-free time-independent covariate with two numerical levels z1 and x9

and z be a p x 1 vector of perfectly measured time-independent covariates. To model the effects
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of covariates on transitions, we consider the multiplicative intensity model
qij (t|X7Z):qZ]0 (t)exp (X/BZJI+ZT/61]2)’ 717&]7 Zvjzlv’Ka (41)

where g;jo (t) is the baseline transition intensity out of state i to j at time ¢, and (Bijm, Bijzrs- - Bijzp)T
are vectors of regression coefficients of primary interest. For Markov models with piecewise con-

stant intensities, the baseline transition intensities can be re-parameterized as
Gijo (t) = exp (Bijro) »  fort € By = (bg,bgt1) .,k =0,..., M,

where ;10 is a parameter.

Reclassification model

Let X* be a surrogate measure of X, which takes the same range of possible values as X. We
assume that misclassification is non-differential, that is, the observed measurement is independent

of the outcome given the true measurement. Let
Nij(2) =Pr(X =z | X* =wi,2),  i#ji,j=1.2

be the reclassification probability of the true covariate given the observed surrogate; this can be

regarded as a discrete version of the Berkson model (Berkson, 1950). The logistic models

)\21 (Z)

)\12 (Z)
log I: 1-— )\21 (Z)

T
— | = 2 d 1
1— (z)} o190 +2Z o an og [

] = Qg + ZTOQZ (4.2)

can be used to model the effects of covariates on reclassification probabilities, where oy and

a;, = (1,...,q;p) are regression coefficients and i = 1, 2.
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Therefore, reclassification probabilities are given by

exp (0410 + ZTOé1z)
b\ = 4.3
12 (Z) 1+ exp (OQO + zTalz)’ ( )

exp (a20 + ZTazz)

Ao (z) = 1+ exp (g +2zTaz,)’ (44)
)\11 (Z) = 1- )\12 (Z) y (45)
and )\22 (Z) = 1- )\21 (Z) . (46)

4.3 Model identifiability

In this section, we show that the joint model for the state process and the reclassification process

is not identifiable.

Theorem 4.3.1. Consider a time-homogenous Markov process {S (t) : t > 0} with the constant
transition intensity matriz Q. Suppose Q is modelled by (4.1), z is a vector of perfectly measured
time-independent covariates, and X is subject to misclassification with X* being a surrogate
measurement. Let S = (Si,...,Sn) denote the states of the process {S (t): t > 0} observed at
time points 0 < t1 < to < -+ < t,. Suppose the reclassification model is given by (4.2). Let
o= (aio,a;';: i= 1,2)T and

T

B = (8ijos Bija: Bijars - - - Bijzp: 1 £ Jrisj =1,..., K)

be any given parameters associated with (4.2) and (4.1), respectively. Assume that the distribution

of the initial state, Pr (S1 | X*,2), is free of o and 3. Define
o =—a and B = (B, Bz Bijzys- - Bij, i# 40, j=1,...,K)7,
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with

Bijo = Bijo + Biju (1 +22) s B = —Biju, and By, = Byj..

Then, we have the probability identity:

Pr(S| X", z;a",3")=Pr(S| X%, z;,3) .
Proof. If a* = —a, then

Qo+ 2z oy + agy + zTafZ =0, 1=1,2,

which is equivalent to

exp (aio + zTaiz) B 1
1+ exp (041'0 + ZTaiz) B 1+ €xXp (042(0 + ZTa;‘kz)’

i=1,2.
By (4.3)—(4.6), we have

Pr(X=u| X" 2z,0)=Pr (X =22 | X", 2;a").
By the condition 8, = Bijo + Bija (1 + 22), iz = —Biju, and ,6;-}2 = B, we know

7750

- T
Bijo + Bijz2 +2 Bij. = Bijo+ Bijat1 +2 By,

and B0+ Bur1+2 Bl = Bijo+ Bijama + 2 By
By (4.1), we have
¢ij (21,2 8) = qij (x2,2;8%) and ¢ (v2,2;8) = ¢ij (v1,2;8%).
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Thus, by (4.8) and the assumption that Pr (S; | X*,z) does not contain a or 3, we know

Pr(S|X =a1.z8) = Pr(S|X=us20; (4.9)

Pr(S|X =u9,2z;8) = Pr(S|X =ux1,2;,8"). (4.10)

Note that

Pr(S| X" z;a,B) = Pr(S,X=2|X"2,a,8)+Pr(S, X =u2 | X", 2,0, 3)
= Pr(S|X=21,z8)Pr( X =21 | X", 2;)

+Pr(S| X =29,2;8)Pr (X =22 | X*,2;0) . (4.11)

By (4.7), (4.9), (4.10), and (4.11), we know that there exist a* = —a and 3" satisfying

Biio = Bijo + Biju (x1 +12), B, = —Bijz, and By, = By,

such that

Pr(S|X* za,B) =Pr(S| X" za" 8. =

This theorem says that two distinct sets of parameters can lead to the same probability mass
function, and thus, suggesting that the model is non-identifiable in the presence of misclassified
binary covariates. Consequently, in developing valid inference methods to account for covariate
misclassification effects, one needs to carefully address non-identifiability. One approach is to
impose some restrictions on the parameter space to ensure the identifiability of the model. In
particular, specifying reclassification probabilities to be known values can guarantee the model
identifiability. On the other hand, the availability of a validation data set is also helpful to

overcome the non-identifiability problem arising from the misclassification in binary covariates.
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4.4 Maximum likelihood methods

Suppose that the data are obtained from n independent individuals. Let S; (t) denote the state for
individual 7 at time t > 0,7 =1,...,n. {S; (t),t > 0} is assumed to follow a common continuous-
time Markov process for each individual. Let t;0 < ;1 < -+ < t;,, denote the (m; + 1) times at
which individual 7 is observed. For simplicity, let S;; denote the state at the jth observation for
individual 7. Let X; represent the unobserved true covariate, X" denote the surrogate measure

of X;, and z; px1 be the other precisely measured time-independent covariates for individual 7.

In order to estimate parameters of interest in the transition intensity model, we propose
the likelihood inference methods for two practical situations: one is that the parameters in
reclassification probabilities are known from empirical studies; the other is in the presence of

an internal or external validation data.

4.4.1 Known reclassification probabilities

Conditional on known «, the likelihood function contributed from individual 7 is

L; (a’lg) = Pr(Si‘Xi*,Zi;anB)

m;
= Pr(X;=um1| X}, 2;0) Pr(Sio | X, 2:) [ [ Pr(Sij | Sijor, Xi = 21,23 8)
=1

m;
+Pr(X; =22 | X[, 2i50) Pr(Sio | Xy, ) [ [ Pr(Sij | Siyjo1, Xi = 22,2 8)
j=1

m;
x Pr(X;=m| X/, zi;0) [[Pr(Sij | Sijo1, Xi = 21,2:: 8)
=1

+Pr(X; =2 | X7, z550) [[ Pr(Sij | Sijo1, Xi = 22,253 8), (4.12)
j=1
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where Pr(X; =z | X = 2;,2;; ) is the reclassification probability \;; (z;) defined by (4.3)—
(4.6), Pr (S | Sij—1,Xi,2i; B) is the transition probability Py, ;_, s, (tij—1,ti; | Xi,2i; 3) defined
in Section 4.2.1, and Pr (S;o | Xi,2z;) is the initial state occupation probability which is assumed

to be independent of X; given z;. The overall likelihood is the product of all the contributions

n

[’(aaﬁ) = H‘Cl (aaﬁ)

=1

The maximum likelihood estimates, denoted by B, can be obtained by maximizing the log-
likelihood with respect to 3. The gradient and Hessian of the log-likelihood function are described
in Section 4.8.1. When the explicit analytic expression of transition probabilities is available, it is
not difficult to obtain the analytic expression for the Hessian matrix. Then, the Newton-Raphson
algorithm can be directly used to maximize the log-likelihood. On the other hand, although
the second derivatives of transition probabilities obtained by the canonical decomposition are
available in Kosorok and Chao (1995, 1996), they are so complex that it does not seem worth
the effort to supply for the optimization. The quasi-Newton algorithm, such as the Broyden-

Fletcher-Goldfarb-Shanno (BFGS) method incorporating the first derivatives, is then used.

From standard likelihood theory, under regularity conditions, the maximum likelihood esti-

mator /@ is consistent for 3 and asymptotically normally distributed:
Vi(B-B)SN[0.I7'(B)], asn— oo,

where Z (8) = E [~0%log £ (v, 3;S) / (9B087)] = E { [0log £ (o, 3; S) /98] ®2}, L(a,B3;S) is
the likelihood based on the states S of one individual, and x®? is the out production of the column
vector x, i.e. x¥2 = xx". By Bartlett’s identity and the Law of Larger Numbers, Z (3) can be

consistently estimated by n=! 3" | [0log L; (cr, B) /O] o2
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4.4.2 Main study/validation study

In addition to the main study data {(X/,z;,S;),i=1,...,n1}, suppose the internal validation
study with data (X;, X7,2;,S;) where ¢ =ny +1,...,n1 4+ ng, n; is the sample size of the main
study, and no is the sample size of the validation study. Typically, n; is much greater than ng
due to the high cost of validating error-prone measurements. Let A; denote a selection indicator
for individual 7 where A; = 1 if individual 7 is in the validation sample and A; = 0 otherwise.

The likelihood for a main study/internal validation study design is

n1+n2

LpaB)= [] (£ (ch'™™

=1

where ,CZ-C is the likelihood contributed from an individual in the internal validation study, and
ﬁ% is the likelihood contributed from an individual in the main study. In order to overcome
the identifiability issue, the information of reclassification process in the validation study is used
such that the covariate X; is treated as a random variable instead of a constant. Specifically, we

calculate Eic and E% as follows:

ﬁc = PI’(AZ = 1,X7,'7Sz' | ngvzi;d)aaaﬁ)

3
= 7(Ai=1| X, X{,2:;0)Pr(S; | Xi,2:;8) Pr(X; | X',z )

o Pr(S;| Xi,z;8)Pr(X; | X7, zi; ),
and

£l = PI‘(AZ =0,S; ‘ X:azi;d),aaﬁ)

= 7(Ai=0|X;=21,X/,2;;0)Pr(S; | Xs = 21,2 8) Pr (X; =21 | X[, 255 )
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+ 7 (A =0|X; =29, X],2;;0)Pr(S; | Xi = 22,25 8) Pr(X; = 22 | X[, 2;; )
x Pr(S;| Xi=z1,z;;08)Pr(X; =1 | X],z;; )

+Pr(S; | Xi = x2,24; 8) Pr (X; = 22 | X, 255 ),
where 7 (-; ¢) is the internal validation study selection model. We assume that
Tr(AZ =0 ‘ X’lanazw(ﬁ) :W(Al =0 ’ Zi;¢)7

i.e., the selection of individual ¢ into the internal validation study does not depend on either
true or observed covariates given perfectly measured covariates. The log-likelihood for the main

study/internal validation study design takes the form of

ni+ng

log L1vs (o, B) Zlog[Pr(S | X', zi; a0, B) ]—l— Z log[Pr(X | X', z;; )}
i=1 i=ni1+1

ni+nz m;

+ > Zlog[Pr(Sij|5i,j—1,X¢,Zi;ﬁ)] (4.13)

i=ni+1 j=1

where Pr (S; | X7, z;; o, ) is given by (4.12), Pr (X; = z; | X;" = 24, 2;; ) is the reclassification
probability \;; (z;) in (4.3)—(4.6), Pr(Si; | Sij—1, Xi,2z:;3) is the transition probability
P

Si,j—1,8i5

(tij—1,tij | Xi,2;;3) defined in Section 4.2.1.

Suppose the external validation study with data (X;, X, z;) is available, i = n;+1, ..., n1+ns.

The likelihood contributed from an individual in the external validation study is
LzC:Tr*(Alzl|X27X7,*5ZZ’¢)PI‘(X |X Z;; )

where 7* (+; @) is the external validation study selection model, which is assumed ignorable. If the

terms in the third summation in (4.13) are deleted, the log-likelihood for the main study/external
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validation study design can be obtained as follows

ni ni+nz
log Livs (e, 8) = Y log [ Pr(Si | X}, 250, 8) | + 3 log [Pr(X; | X200 .
=1 i=ni1+1

The maximum likelihood estimates & and B can be obtained by the Newton-Raphson method
when both gradient and Hessian of the log-likelihood function are available; alternatively, they
are obtained by the quasi-Newton method which is only required to specify the gradient. The

gradient and Hessian of the log-likelihood function are presented in Section 4.8.1.

Under suitable regularity conditions, the maximum likelihood estimator (&, B) is consistent

for (e, 3) and asymptotically normally distributed:

where

—0%log L; (a0, B) / (0ada™) —02?log L; (e, B) / (80485T)

—9?log L; (o, B) / (0B0aT) —0?log L; (o, B) / (089BT)
®2
dlog L; (o, B) /Ocx

L; (a, B) is the likelihood based on the data of one individual from either main study/internal

validation study design or main study/external validation study design, and x®? is the out pro-

®2

duction of the column vector x, i.e. x¥2 = xx'. By Bartlett’s identity and the law of larger
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numbers, Z (o, 8) can be consistently estimated by

®2
1 < |0logL; (e, B) /Ocx

"1 |0log L (v, B) /OB

4.5 Simulation studies

Simulation studies are carried out to evaluate the performance of the proposed MLEs for the
Markov models with one misclassified binary covariate and the consequence of the naive MLEs

which ignore the covariate misclassification.

4.5.1 Simulation setting

Simulation studies access the three-state progressive time-homogenous Markov models. The
numbers of individuals are ny = 500 in the main study and ns = 50 or 100 in the validation
study, and a total of 1,000 replications are used to evaluate the performance of the proposed

methods.

Each individual is assumed to start from state 1 at the initial time ¢;,0 = 0 and be observed
at eleven examination times, #;1,...,%;11. The gap between two adjacent examination times,
tij — tij—1, is uniformly distributed on the interval [0.5,1.0], where j = 1,...,11. A continuous
covariate is generated from the standard normal distribution. One observed binary covariate X*
is generated from the Bernoulli distribution with possible values —1 and 1 and probabilities 2/3
and 1/3. Conditional on X*, the true binary covariate X is generated based on reclassification

probabilities

a; = Pr(X=1|X"=-1)=1-Pr(X=—1]|X*=-1)=0.3;
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ay = Pr(X=-1|X*=1)=1-Pr(X=1|X*=1)=0.1.

In the main study, we set Pr(X*=1) = (0.5 —a1) /(1 — oy — a2) such that the true binary
covariate X is uniformly distributed (see Section 4.8.3). In the validation study, we set the

numbers of individuals with different observed binary covariate values are equal, i.e.

# (X" =—1)=# (X" =1) =ny/2.

In the transition intensity model

Giiv1 = exp (Bio + Bi X + Biz2) , 1=1,2,

we set f19 = —1.0, 1, = —0.2, 81, = 0.6, B9 = —0.7, B2, = —0.3, and B2, = 0.5, such that the
mean sojourn times from state 1 to 2 and from state 2 to 3 are 3.97 and 3.08 if X = —1 and 2.66

and 1.69 if X =1 (see Section 4.8.3).

The procedure for generating the panel data for each individual can be described by the

following procedure:

1. Simulate the continuous covariate z; from the standard normal distribution.

2. Simulate the observed binary covariate ] from a Bernoulli trial with probabilities

Pr(X*=-1)=2/3 and Pr(X*=1)=1/3.

3. Conditional on the observed binary covariate x;, simulate the true binary covariate z; from
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the Bernoulli trial with probabilities

Pr(X=-1|X*"=-1)=0.7 and Pr(X=1|X"=-1)=0.3, if 7 = —1,

or

PriX=-1|X"=1)=01 and Pr(X=1|X"=1)=0.9, if 27 = 1.

. Simulate the gap time ¢;; —¢; j_1 from the uniform distribution on the interval [0.5, 1.0] and
calculate the examination times ¢;;, where t;0 =0, j = 1,...,11.

. Initialize the state S;p = 1.

. For the given covariates x; and z;, calculate the transition rates qia (z;, 2;) and go3 (24, 2;).

. Simulate the sojourn times from state 1 to 2 and from state 2 to 3, 7;1 and 7;2, by drawing

from exponential distributions with mean 1/q12 (24, 2;) and 1/qa3 (x4, 2;) respectively.

. According to the time of entering state 2 and state 3, 71 and 7;; + T2, calculate the
underlying states at each observation time: for j = 1,...,11, if ¢;; < 71 then S;; = 1; if

Ti1 <ty < T+ T2 then Sij =2;if tij = Ti1 + Ti2 then Sij = 3.

4.5.2 Simulation results

Table 4.1 presents simulation results for the three-state progressive model with one misclassified

binary covariate based on known reclassification probabilities. We consider three scenarios for

known reclassification proabilities:

e the reclassification probabilities are the same as the values in the simulation setting

e the reclassification probabilities are lower than the values in the simulation setting
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e the reclassification probabilities are larger than the values in the simulation setting

The results based on the true and observed binary covariates are also described for comparison;
they are obtained by fitting an ordinary three-state progressive model. The estimators based on
the exact relassificatoin probablities have negligible biases, and their aymptotic standard error
(ASE) estimates agree well with their empirical counterpars. Compared with the results based
on the true covariate, the standard error(SE) estimates, related to the intercepts (f;0) and the
parameters of the perfectly measured covariate (8;,), increase slightly; but the SE estimates for
the parameters of the misclassified covariate (5;;) increase a little. However, the coverage rates
of the corresponding 95% condifience intervals are around the nominal level in both situations.
On the other hand, the misspecified reclassification probailities yield the biases in the estimates
of B0 and B;;, but the biases of the estimates for ;. are still negligible. In the situations of
misspecified reclassification probabilities, the ASE and emprical standard error (ESE) estimates

agree well with each other, although coverage rates are a little below the nomial level.

Table 4.2 summarizes the results for the three-state progressive model with one misclassified
binary covariate based on main study/validation study design. The proposed MLEs have negligi-
ble biases and their ASE estimates agree well with the ESE estimates except those for parameters
related to reclassification probabilities. As the sample size in the validation study increases, the
biases, ASE and ESE estimates of the estimators of the parameters become smaller. The covarage
rates of the corresponding 95% condifience intervals are close to the nominal level except those of
19 and agg. Combining the results in Table 4.1 and 4.2, we conclude that the methods based on
the true reclassification probabilities and the main study/validation study design give comparable
results in terms of biases and coverage rates of the confidence intervals. However, the standard
error estimates obtained from the main study/internal validation study design are slightly less

than those in the sensitivity method based on the true reclassification probabilities, which are
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slightly less than the standard error estimates obtained in the main study/external validation

study design.
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Table 4.1: Simulation results for three-state progressive models with a misclassified binary covariate based on
known reclassification probabilities

True covariate Observed covariate

Bias ASE ESE CR% Bias ASE ESE CR%
510 005 .047 .047 94.6 —.045 .050 .050 85.4
Bz —.001 .047 .045 95.4 085 .050 .051 59.7
Biz .004 .049 .048 95.3 .000 .050 .051 94.5
B20 .003 .051 .053 93.2 —.071 .054 .055 73.6
Bor  —.002 .051 .050 95.2 130 .054 .054 33.6
B2z .003 .054 .057 93.6 —.014 .056 .056 93.8

(al,ag) = (0.3,0.1) (041,042) = (0.2,0.05) (051,052) = (0.4,0.15)

Bias ASE ESE CR% Bias ASE ESE CR% Bias ASE ESE CR%
B1o .006 .049 .050 93.7 —.015 .048 .048 92.7 032 .052 .054 90.5
Bz .004 .079 .080 92.9 .038 .069 .070 90.0 —.027 .089 .089 91.7
b1z .004 .050 .051 94.8 .002 .050 .050 95.0 .004 .051 .051 94.9
B20 005 .054 .053 949 —.027 .052 .052 91.5 .046 .058 .058 89.7
B2 .003 .084 .082 95.0 052 .077 .073 89.7 —.037 .089 .087 92.7
B2z .002 .057 .059 93.5 —.005 .057 .059 93.0 .006 .058 .060 93.7

1000 replicates; Pr(X = —1) =Pr(X =1) =0.5
(5105 lev /6125 BQO) /BZCCa 52z) - (_107 _02) 067 _077 _037 05)
(Oél, 062) = (0.3, 0.1)
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4.6 Application to the PsA data

In this section, we apply our proposed methods to analyze the data arising from the psoriatic
arthritic (PsA) study, which are available in the msm package (Jackson, 2011). This data set
contains 305 subjects with 806 observations, which represent visits to a psoriatic arthritis (PsA)
clinic. Psoriatic arthritis (PsA) is a progressive disease, in which the progerssion is usually
reflected in the accumulation and severity of damaged joints. We consider a three-state progressive
model shown in Figure 4.1 to model the progression of PsA: subjects in state 1 have no damaged
joints, subjects in state 2 have 1 to 4 damaged joints, and subjects in state 3 have 5 or more
damaged joints. A risk factor, denoted by X;, is taken as the presence or absence of five or
more effusions (coded by ‘hieff’”, —1 for “no presence”, +1 for “presence”). This covariate, is

time-independent with 48 positive values and 257 negative values among all the subjects.

State 3:

——»| moderate or
severe damage

State 1: State 2:
no damage mild damage

Figure 4.1: Three-state progressive model for the PsA study

In the three-state progression model, transition intensities are modelled by the log-linear
model

10g (gii+1) = Bio + Biz - Xi 1=1,2, (4.14)
where x; is the true covariate of subject i.

We conduct the following four analyses for the PsA data:
Analysis 1:
The three-state progressive Markov model (4.14) is fitted to the data {(X;,S;),i=1,...,305}.
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Table 4.2: Simulation results for three-state progressive models with a misclassified binary co-
variate based on the main/validation study

Naive Analysis

True covariate Observed covariate

Bias ASE ESE CR% Bias ASE ESE CR%
B1o .005 .047 .047  94.6 —.045 .050 .050 85.4
Bz —.001 .047  .045 95.4 .085 .050 .051 59.7
Bz .004 .049 .048 95.3 .000 .050 .051 94.5
B20 .003 .051 .053 93.2 —.071 .054 .055 73.6
Bor  —.002 .051 .050 95.2 130 054 .054 33.6
B2z .003 .054 .057 93.6 —.014 .056 .056 93.8

Internal validation study

ng = 50 no = 100

Bias ASE ESE CR% Bias ASE ESE CR%
B1o .006 057 .052 96.5 006 .049 .049 95.4
Bz .003 076 .073 94.3 —.000 .067 .066 95.1
Bz .003 .048  .050 94.8 .001 .046 .046 94.2
B20 .007 071 .062 97.2 .004 .058 .052 96.2
Baz  —.003 083 .079 94.9 —.001 .071 .068 95.3
B2z .000 .055 .055 94.9 002 .052 .052 94.9
alo —.034 539 407 987  —.016 .395 .276  99.2
as —.098 1.018 .574 1000  —.062 617 .439 100.0

External validation study

ng = 50 ng = 100

Bias ASE ESE CR% Bias ASE ESE CR%
B1o 004 .064 .057 95.8 009 .055 .053 95.8
Bz .003 .088 .083 93.8 002 .082 .084 93.3
B1z 004 .051 .051 94.8 004 .050 .051 94.1
B20 .004 .080 .065 97.4 006 .065 .064 95.4
Baz 000 .096 .087 94.2 003 .089 .086 94.9
B .000 .058 .060 93.3 001 .058 .061 94.0
alp —.086 502 425  98.0 —.010 .330 .295 974
asx —.091 1.174 .604 100.0 —.109 633 457 99.8
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Analysis 2:

To illustrate our methods in real application, we consider a scenario that the surrogate measure-
ment, denoted by X, is available, but X is not observed. Specifically, the surrogate measurement
is related to the true covariate X; in a way such that only one type of reclassifications, denoted

by + +— —, is present, i.e.

PriX=+41|X*=-1)=0 andPr(X=-1]X"=+1) >0.

In particular, the surrogate measurement X7 is generated by the following procedure:

1. Conditional on the true binary covariate X;, simulate the surrogate measurement X from

the Bernoulli trial with probabilities

Pr(X*=+41|X=+41)=Pr(X*=-1|X=-1)=08.

2. If the value of the surrogate measurement is negative, i.e. X7 = —1, then this value is

replaced by the corresponding value of the true covariate, i.e. X" = X;.

The simulated surrogate measurements contain 107 positive values and 198 negative values. There
are 59 negative values in the true covariates out of 107 surrogate measurements with the positive

value.

The three-state progressive Markov model (4.14) is fitted to the data {(X/,S;),i = 1,...,305},

with X; replaced by X. This is a naive method which ignores the misclassification.

Analysis 3:

The method described in Section 4.4.1 is applied to the data {(X/,S;),i=1,...,305}, where
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the reclassification probability is reparameterized as

exp (@)

PrX = L X =) =

and the parameter « is assumed to be known as 0.5.

Analysis 4:
The method described in Section 4.4.2 is applied to the main/internal validation data, which
contain {(X7,S;),i=1,...,305} as the main study and 30 randomly selected subjects with a

positive surrogate measurement as the internal validation data.

The analysis results are summarized in Table 4.3. From these results, we have the following

findings.

Analysis 1 vs Analysis 2:

The point estimates and standard errors obtained from Analyses 1 and 2 are close, except the
estimate of 51,. The estimate le obtained from Analysis 2 is attenuated, compared with le
obtained from Analysis 1. The significant effect of hieff on the onset of PsA (State 1 — 2) is
detected in Analysis 1 but not detected in Analysis 2, showing the consequence of ignoring the

misclassification in Analysis 2.

Analysis 3 vs Analysis 4:

The point estimates in Analyses 3 and 4 agree well, and standard errors for the parameters related
to the disease progression (State 2 — 3) in both analyses are close. However, standard errors of
Bio and Bip in Analysis 3 are greatly larger than those obtained from Analysis 4. The inflated
standard error for (1, results in the failure of detecting the significant effect of hieff on the

onset of PsA (State 1 — 2) in Analysis 3.

Analysis 4 vs Analysis 1:
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The results obtained based on the main study/internal validation study design (Analysis 4) agree
well with the results obtained using the true covariate (Analysis 1). Both methods successfully
capture the significant effect of hieff on the onset of PsA (State 1 — 2), and give comparable

estimates and p-values for all the parameters.

Table 4.3: Analyses of PsA data under the three-state progressive model

Analysis 1 Analysis 2
Covariate EST ASE p-value EST ASE p-value
Transition
State 1—2 Intercept fS1p —2.05 020 <.001 —-2.14 021 < .001
hieff Bz 042 0.20 .036 0.29 0.22 .169
State 2 — 3 Intercept [z —1.71 0.16 < .001 —1.70 0.17 < .001
hieff B2z  0.23 0.16 135 0.25 0.17 148
Analysis 3 Analysis 4
Covariate EST ASE p-value EST ASE p-value
Transition
State 1 — 2 Intercept p19 —1.87 0.72 .010 —-1.93 0.27 <.001
hieff Biz 0.68 0.84 418 0.58 0.29 .045
State 2 — 3 Intercept By —1.62 0.23 < .001 —-1.62 0.21 <.001
hieff Box 0.38 0.28 77 0.37 0.23 113

4.7 Discussion

In this chapter, we develop the maximum likelihood estimation procedure to analyze the panel
data with misclassified discrete covariates. The sequence of discrete time points, at which
the states occupied by the subjects under study were observed in the panel data, are com-
monly not equally spaced. In addition, the exact transition times are interval censored under

panel/intermittent observation. Therefore, continuous-time Markov models are utlized for the
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analysis of panel data, and the scientific interest lies in understanding the influence of variables
on transitions between defined states. On the other hand, many variables are difficult to measure
precisely and may be subject to measurement error. In this chapter, we restrict our attentions

to discrete variables subject to classification error.

To model time-dependent intensities in Markov models, we allow the transition intensity ma-
trix to be a piecewise constant function. This is usually achieved by specifying the baseline
intensity functions to be piecewise constant, or by the approximation of time-varying variables
as piecewise constant functions. In particular, time-varying variables are assumed to be constant
between the time points at which they were observed, and the baseline intensity functions can be
specified either to be constant or piecewise constant (Kalbfleisch and Lawless, 1985; Lindsey and
Ryan, 1993; Marshall and Jones, 1995; Saint-Pierre et al., 2003; Cook et al., 2008; van den Hout
and Matthews, 2008; Tom and Farewell, 2011). Markov models with piecewise constant transi-
tion intensities provide considerable flexibility in term of time dependence, compared with time
transformation models suggested by (Kalbfleisch and Lawless, 1985), in which all the intensities
after transformation must be monotonically increasing or decreasing. Although nonparametric
time transformation models proposed by Hubbard et al. (2008) allow more flexibility, they are
still restrictive due to the requirement of a common time-varying multiplicative change for all the
intensities. The general smooth intensity models are developed by Titman (2011) to allow more
flexibility than time transformation methods and offer more biologically plausibility in term of
time dependency than piecewise constant intensity models. However, it is more computation-
ally intensive of general smooth intensity models than other models, particularly in models with

covariates.

The covariate misclassification poses an identifiability problem in the Markov model. We

show that the model is not identifiable in the presence of misclassified binary covariates. The
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identifiability issue is going to be explored for the discrete covariate subject to misclassification
with more than two levels in the Markov model. However, the length and structure of the
observed sequences of states, which the joint probability function of the states depends on, bring

the challenges in investigating the identifiability of model parameters.

To address the identifiability problem, we propose the likelihood methods to make statistical
inference and ensure the model identifiability in two practical situations: one is to conduct the
sensitivity analysis based on the known reclassification probabilities; the other one is developed
based on the main study/validation study design. The maximum likelihood estimates can be ob-
tained by directly maximizing the log-likelihood function using the Newton-Raphson algorithm
if the explicit expression of transition probabilities is available, or using the quasi-Newton algo-
rithm with the first derivatives incorporated if the transition probabilities are calculated based
on the matrix exponential. The simulation studies evaluate the performance of our proposed
methods. The biases in the proposed estimates are negligible, and the coverage rate of confidence
intervals are close to the nominal level, although the asymptotic standard error estimates for the

reclassification parameters are larger than the corresponding empirical estimates.

4.8 Technical notes

4.8.1 Gradient and Hessian of the log-likelihood function

Known reclassification probabilities

The uth element of the score vector takes the form of

dlogL(a, B) -
OBu B Z

i=1



where

2
3&'8(;&,[3) =Y {Pr(X = | X 2 {HPT ij | Sij-1,X %Z“ﬂ)] }
w i=1

[\

m;

= PI"(X —$2|X Zij, )H[Pr( ’L]|S’Lj 1, X; = $17Zza:8)]
i=1 7j=1
XZ{ log[Pr( Sij | Sij—1,Xi = xz,zz,ﬁ)}}}
7=1
2 m;
= Z{PY(X«TZX )y Zjy O )H[PI‘( Z]‘S’Lj 17X—37$7Zu/8)]
i—1 j=1

K ’X — Ly fy
X;[PI’( 2]|Szj 1,X _aj“zl“@)aﬁu ( ]|SJ 1 €T;,Z;; ,@):|}

The detailed derivation of the first derivatives of transition probabilities in piecewise constant

Markov models is presented in Section 4.8.2.

The expression for the (u,v)th entry of the Hessian matrix is also available and given by

0?log L (a, B) B 9?log L; ( { 1 oL; (a, B)
08,08, Z} aﬁuaﬁv Z 9By | Li (. B) 0B,
— | Li(a,B) 9B.OBy ILi (o, 8)2 OB By |’

L (o, 8) < . 52
W:Z Pr(XI*xZ‘X s Z; )aﬁuaﬂv HPI' ’LJ‘S’LJ 17 $17Z1718>

j=1
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and

d? T
8B 85 HPT Z]|SZ] 17 .’EZ,ZZ,ﬂ) :H[PI‘( z]|S,j le xzuzuﬁ)]
uER =1 j=1

m;

82
7logPr( ij | SJ 1,X xlvzl,ﬁ)]
]Zzl [%uaﬁv

m;
—|—Z [ log Pr (Si5 | Sij—1,Xi = xiazi;ﬁ)] [

0 log Pr (Si5 | Sij—1,Xi = xiazi;ﬁ)]
2 |5, |

Main study/validation study

The gradient and Hessian of log Pr (S; | X/, z;; o, 3) with regard to B3 is given in the previous
part. Similarly, the first derivative of log Pr (S; | X/, z;; a, 8) with regard to o, can be written

as

OlogPr (S; | X7, zi; a0, B)

Oy
_ 1 OPr (S; | X7, zi; 0, B)
B Pr (S’L | X‘*vzi;awﬁ) aauv
2
= 1 Z 8PI‘ —.’Ek‘X y4i, X HPF ij ’S’] 17 wkvzmﬁ) ,

Pr(S; | X/, zi; a, B) Oy

=1

where v = 1,2, and v = 0,1,...,p. Note that dlogPr (S; | X7, z;; a, B8) /Oy, = 0 if the value of
X is not ;. The second derivative of log Pr (S; | X}, z;; a, 3) with regard to oy, and oy, takes

the form of

O*logPr (S; | X}, z:; e, B)

00 Oy
B 1 9?Pr (S, | X' zi;0,8)
B Pr (SZ | Xz*v Z;; &, 16) 8auvaauw
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1 3Pr(Sl|Xz*,zl,a,ﬂ)8Pr(Sl|Xl*,zl,a,ﬂ)

[PI‘ (Sl | X;,zi;a,ﬁ)]Q aaUU 8O‘uw ’
where
O2Pr(S; | X1 ziio B) = | 0P Pr(X; =y | XF 2i50) 14
Otun 00ty =2 D Ctun Dt LI Pr(Sij | Sij1, Xi = @, 258) |
h=1 j=1

v = 1,2 and v,w = 0,1,...,p. Note that 8?logPr(S; | X}, z;; ¢, B) / (OcyyOcny,) = 0 if the
value of X7 is not x; and 0?log Pr (S; | X7, zi; @, B) / (OauyOcvyr,) = 0 if u # u'. The second

derivative of log Pr (S; | X/, z;; o, 3) with regard to ay, and f, is given by

*logPr (S; | X}, zi; e, B)

ao‘uvaﬂu
B 1 0?Pr (S; | X'z o, 8)
Pr (Sz | Xi*, Z;; aaﬂ) aauvaﬁu
1 0Pr(S; | X/, zi;0,3) 0Pr (S, | X7, zi; 0, B)
[Pr(Si | X}, zi;0,8) ] Ooruy 9B 7

where

82 Pr (Sl ’ X;(,ZZ'; a,ﬁ)

00y, 0By,
_ ; dPr(X; Zaﬂzw X:’Zi;a)ﬁ [Pr (Sij | Sij-1, Xi = 1, 2i; B)
X i;{@gu log [Pr (Sij | Sij—1,Xi = xkazi;ﬁ)]}
_ ki:l OPr(X; :3Zkuv Xf,Zi;a);ﬁl [Pr (Sij | Sijo1,Xi = xp, 2:5 B)
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my 1 8
" Pr Sl Sl j— 7Xi = Tk, Zj;
j; |:P1“(Sz'j | Sij—1,Xi = xp,2:;8) 0By (Sij | Sij—1 5, 2Zi5 )

Note that 9%log Pr (S; | X[, zi; o, B) / (0cuwdBy) = 0 if the value of X is not x;.

4.8.2 First derivatives of transition probabilities in piecewise constant Markov

models

If transition probabilities can not be analytically calculated from transition intensities, the canon-
ical decomposition for the computation of P (s, s + t) is available when Qj has distinct eigenval-

ues (Kalbfleisch and Lawless, 1985). In this case,
Q. = H,D,H; !, k=0,...,M,

where Dy, = diag (dg1, dg2, - - -, dipx) is a diagonal matrix of distinct eigenvalues of Qy and Hy, is
the K x K matrix whose jth column is the eigenvector associated with dy;. Then, P (s,s +t) is

calculated as

Hj exp (Dyt) H, ', by <s< s+t < by,
P(s,s+1t)= j—1
P(vaiJrl) { H P(bkvbk-f—l)} P(bja5+t)v by <s< bi+1 < bj <s+t< bj+17
k=i+1

where the dependence of Qg, P (s,s+t), Hy and Dy on 8 is suppressed for notational con-
venience. On the other hand, if Qj has repeated eigenvalues, Kalbfleisch and Lawless (1985)
suggested an analogous decomposition of Qy to the Jordan canonical form (e.g. Cox and Miller,
1965, Chapter 3). More recently, Jackson (2011) recommended the method based on Padé ap-

proximation with scaling and squaring (Moler and van Loan, 2003) for the case with repeated
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eigenvalues. However, for most models of interest, Qy (3) has distinct eigenvalues for almost all

B and therefore it is rarely necessary (Kalbfleisch and Lawless, 1985).

The first derivatives of transition probabilities can be computationally efficiently obtained by

OP (s,5+t)

53 =H, Vi, H if b, <s<s+t< by, (4.15)
u

where Vi, is a K x K matrix with (¢, j) entry

98] [ exp (dxit) — exp (diit) |/ (dui = diy) , i i #

g,(gi)t exp (di;t) , ifi =4,
and g,(;;j) is the (7,7) entry in G,gu) =H, ' (0Q/9B,) Hy. A derivation of this result for the time-

homogeneous case appears in Jennrich and Bright (1976) and Kalbfleisch and Lawless (1985). If

bi <5 <biy1 <bj <s+t < by, the first derivatives of transition probabilities can be written

as
OP (s,5+1) R | 1 9P (s,bit1)
a5 =Phn) kl:['+1 [P (b bs )] P by, 8+ 1) X § o =5

j—1
N JZ [ 1 P (bk,bkﬂ)} N 1 OP (bj, s + 1) |
kil P (bk, bk+1) 8,6u P (bj, s+ t) aﬂu

where the derivatives of transition probabilities within the interval of constant transition inten-

sities are given by (4.15).
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4.8.3 Effects of parameters in simulation studies

Measurement error model

The observed covariate X * is generated from the Bernoulli distribution with successive probability
p for value one. Then the true covariate X is generated based on ap = Pr (X =1 | X* = —1) and

a; =Pr(X =—-1| X* =1). Note that

Pr(X=1) = Pr(X=1,X"=1)+Pr(X=1,X"=0)
= PrX=1X"=1)Pr(X*=1)+Pr(X=1|X"=0)Pr(X*=0)
= (I-a)p+ao(l-p)

= (I1—a1—ap)p+ ap.

If we set Pr(X =1) = 0.5, then p = Pr(X*=1) = (0.5 - ap) / (1 — ap — 1) in the case that

ag+ a1 # 1.

Transition intensity model

In the unidirectional progressive model, the sojourn time 7; is exponentially distributed with

mean 1/g;, i = 1,2, where q1 = exp (B10 + B12X + f1.2) and g = exp (Bao + f2: X + Ba.2)
are transition intensities; X is a surrogate binary covariate which follows the discrete uniform

distribution with values —1 and 1; z is a standard normally distributed error-free covariate.

Then, the mean sojourn time conditional on X is

E(ri| X) = E[1/exp(Bio + BiX + Bizz) | X]
= exp (—51‘0 - Bz:vX) E [GXP (_6122)]
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exp (—Bio — BixX) /_: exp (—fBi.u) \/12?€_u2/2 du
=P (_% fiz X) /_OO exp <—;u2 - 5@Zu> du

exp (—Bio — Biz) [ 1 o1,
V2r /_Ooexp I:_Z (u+ Biz)” + 5 iz] du

exp (;532 — Bio — ﬂmX> .

If we set (510, ﬂlx; ,612, ﬂgo, ,623[;, ,BQZ) = (—1.0, —0.2, 0.6, —0.7, —0.3, 0.5)T, then

X E(m|X) E(nl|X)

-1 3.97 3.08
1 2.66 1.69
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Chapter 5

Statistical inference of two-state
Markov models for panel data with

time-dependent surrogate covariates

5.1 Introduction

A study of disease progression often involves longitudinal follow-up on a group of subjects. Many
diseases are measured by a binary outcome where the scientific interest lies in the inference
about the rate of transitions between the disease states and about the influence of covariates
on transitions. Examples include: (i) chronic bronchitis where subjects may transit between the
exacerbation of symptoms and a symptom resolution (Cook et al., 1999); (ii) parasitic infection
where subjects transit between the presence or absence of the parasite (Nagelkerke et al., 1990);
(iii) unipolar depression where subjects transit between periods of depression and periods of

normal mood (Frank et al., 1990); (iv) migraine where subjects transit between migraine attacks
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and pain free periods (Tfelt-Hansen and Olesen, 1985), and so on.

A feature of panel data collected from disease progression studies is the irregular spacing in
the observation times. Moreover, the observation times may be unique to each subject and the
exact times of disease onset or progression are interval censored. That is, the disease information
at the intermittent follow-up visits is known, but the information between visits is commonly
unavailable. For analyzing of such data, continuous-time Markov models play an important
role in handling the irregularly spaced observation times due to the feasibility of constructing the
likelihood in such models. A widely used approach to fit a time-homogeneous Markov model is the
Fisher-scoring algorithm proposed by Kalbfleisch and Lawless (1985) for obtaining the maximum
likelihood estimates and corresponding asymptotic covariance matrix. The applications of this
method can be found in HIV/AIDS studies (Gentleman et al., 1994) and rheumatology (Gladman

et al., 1995), among many others.

Another feature of panel data collected from disease progression studies is time-dependence
on covariates, such as, the blood pressure observed during every clinic visit and the fat and
calories intake records taken at every interview. A commonly used method, which allows for
time-dependent covariates in continuous-time Markov models, assumes that time-dependent co-
variates remain the same between two consecutive times, and then the contribution from time-
independent covariates is replaced with the contribution from the time-dependent covariates at
the specific time (Saint-Pierre et al., 2003). This method yields the piecewise-constant intensities
with the change points specified by the observation times of the time dependent covariate in the
Markov models. However, the discontinuities of transition intensities determined by the covariate
observation times may not be plausible for some applications. On the other hand, the long-term
average, instead of the time-dependent covariate, may be the true predictor in the regression

model, such as the long-term blood pressure and the long-term diet intake. Therefore, we use the
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measurement error model to compensate for the time-dependent covariate, in which the multiple
observations of the time-dependent covariate are treated as the surrogates of the unobserved true

predictor.

A number of approaches to reduce or correct the effects of measurement error have been
discussed previously. Yi and He (2006) proposed methods for bivariate survival data with mis-
measured covariates under an accelerated failure time model. Yi and Lawless (2007) developed a
corrected likelihood method for the proportional hazards model with covariates subject to mea-
surement error. Yi (2008) developed a simulation-based marginal method for longitudinal data
with dropout and mismeasured covariates. Yi (2009) reviewed some analysis methods handling
covariate measurement error for life history data. Yi et al. (2011a) developed likelihood method
to make simultaneous inference for longitudinal data with covariate measurement error and miss-
ing responses. Yi and He (2012) developed the simulation-extrapolation method for survival data
with covariate measurement error under parametric proportional odds models. Yi et al. (2012)
developed a functional generalized method of moments approach for longitudinal studies with
missing responses and covariate measurement error. Yi and Lawless (2012) developed likelihood-
based and marginal inference methods for recurrent event data with covariate measurement error.
Yi et al. (2015) developed Functional and structural methods for mixed measurement error and
mislassification in covariates. Yan and Yi (2015) developed a class of functional methods for
error-contaminated survival data under additive hazards models with replicate measurements.
However, relatively less attention has been paid to the covariate measurment error in the panel

data.

In this chapter, we describe both structural and functional modelling approaches for inference
about two-state Markov models where a time-independent covariate is unavailable but its time-

dependent surrogate measurements are collected. In Section 5.2, the two-state Markov model and
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the classic measurement error model are introduced. In Section 5.3, two functional modelling ap-
proaches, simulation extrapolation and regression calibration, are presented. Both approaches
make no distributional assumption on the unobserved true covariate. The simulation studies are
conducted to evaluate the performance of these methods in Section 5.4. In Section 5.5, the like-
lihood analysis is proposed via an Monte Carlo EM algorithm through the structural modelling,
which assumes a parametric distribution for the unobserved true covariate, and simulation results
are also presented. The discussion is given in Section 5.6 and technical details are presented in

Section 5.7.

5.2 Model setup

5.2.1 Two-state Markov model

Consider a two-state bidirectional Markov model with the states denoted by 1 and 2. Let u
denote the transition intensity from state 1 to 2 and v denote the transition intensity from state

2 to 1. Then, the transition intensity matrix is given by

and the transition probabilities take the following forms:

Pu(t) = ——|l-ep{-(utv)t)],
Pu(t) = ——[1-en{- (@i,

Pi(t) = 1—-P(t),
Py (t) = 1— Py (t) s
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where Pj; (t) =Pr[S(t+s) =7 ]S (s) =], and S () is the state occupied at time ¢.

Let m; denote the stationary probability, i = 1,2. That is, wP (t) = =, for all ¢, where

7 = (71, m2). Then,
u

and Ty = (5.1)

u+v utv

T =

5.2.2 Transition intensity model

Let X denote an unobserved time-independent continuous covariate and Z be a p x 1 vector of
perfectly measured time-independent covariates. For the time-homogeneous Markov model, we

consider regression models

w(X,Z) = wugexp <BU$X+BLZ), (5.2)

v(X,Z) = wvpexp (%X + ,BIZZ) , (5.3)

where ug and vy are baseline transition intensities out of state 1 to 2 and state 2 to 1, respectively,
and (ﬁw, Buzys-- - ,ﬁuzp) and (sz» Bozys -+ ﬁvzp) are vectors of regression coefficients of primary

interest.

For the time-homogeneous model, the parametric form of the baseline transition intensity, i.e.

up = exp (Buo) and vy = exp (Buo)

is considered (e.g. Kalbfleisch and Lawless, 1985; Jackson et al., 2003). The transition intensity

matrix Q incorporating the covariates is then used to calculate the likelihood.
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5.2.3 Measurement error model

Let X* (t) be the time-dependent surrogate measure of X at time ¢. The replicate measurements

{X*(t): t >0} of X follow the additive error model

X () =X+U(t), (5.4)

2

where U (t) is independent of X and normally distributed with mean zero and variance o;,.

5.3 Functional methods of reducing measurement error effects

In this section, as opposed to the naive analysis which ignores measurement error, we develop
functional methods which reduce the effects of measurement error. Suppose n independent sub-
jects are under study. The data for subject ¢ consist of the observed states s; = {s;o0, Si1, - - -, Sim, }
and the error-prone covariates x; = {:vfo,:cfl, ... ,xz‘mi} at the times t;0 < t;1 < -+ < ti, and

the time-independent covariates z;.

5.3.1 Naive maximum likelihood estimation

If the true covariate value x; were known for each subject, then the log-likelihood for subject i is

m;
t; (B) = log { Pr (sio | zi, 25 B) } +) log { Pr (sij | sij-1,%i,2i; B) }7 (5.5)
j=1
where Pr (s;0 | xi,2;; 3) is defined to be the statinary probability 7,,,, and Pr (si; | sij—1, %:, 2i; 3)

is the transition probability P. (tij — tij—1) defined in Section 5.2.1. The log-likelihood over

8i,j—1,8ij
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all the subjects takes the form

L(B) = Zei (8). (5.6)

The first and second order derivatives of the logarithms of stationary probabilities and transition
probabilities are presented in Section 5.7.2. The Newton-Raphson algorithm can be used to

obtain the maximum likelihood estimates.

5.3.2 Simulation extrapolation

The simulation extrapolation (SIMEX) method (Stefanski and Cook, 1995) is a simulation-based
functional method for measurement error problems, in which no distribution assumption is made
on the true covariate. The idea of the SIMEX method is to establish the trend of naive estimates
towards the variance of the induced measurement error by incorporating additional variability to
the observed measurement and then extrapolate the trend back to the case of no measurement
error to obtain parameter estimates for the true covariates. When replicate measurements are
available for each subject, Devanarayan and Stefanski (2002) developed the empirical SIMEX,
which allows for unknown measurement error variance. This method does not require the assump-
tion of homogeneity of error variance and uses the replicate measurements directly to compute

pseudo data.

The empirical SIMEX procedure consists of two steps, a SIMulation step and an Extrapolation

step. In the simulation step, naive estimates are obtained from the pseudo data generated with

the measurement error variance (1 + &) O'Z-Qu. Without knowing o2 , the pseudo data are generated

)

by the linear combination of replicate measurements. For subject i, (m; + 1) independent and

identically distributed standard normal random numbers, {yp;;: j =0,...,m;}, are generated
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and the empirical pseudo data are defined to be

:Bbz —.T —|—“ _|_1ZCbU
~1/2

where Z} = (m; +1)7' {Z;mo ﬂﬁw} Chij = {ZT:io (Ybij — @bi-)2} (Ybij — Ybi-), and

Upi- = (M + 1)71 {Z;”:io ybij}, b=1,...,B,i=1,...,n. The naive estimates from the simulated

data, denoted by 3 (b, &), are obtained from maximizing the log-likelihood (5.6) by replacing x;

matrix

with xp; (). The corresponding covariance estimate, denoted by Q (b,&), is computed by the
{_zn: Ui {B; i i (€) , 2}
=1

-1
808" ﬂzmb,@} |
where ¢; {3;si, xpi (€) ,2;} is determined by (5.5) with x; replaced by xp; (£).

To avoid the simulation variability, the estimation procedure is repeated a large number, say

B, times and then the following quantities are computed:

and T(6) = Q- (5

The procedure is also repeated for a sequence of £, such as {0.0,0.5,1.0,1.5,2.0}, and the average
of resulting naive estimates 3 (&) and T (&) are plotted versus £. In the extrapolation step, a

regression model (e.g., a quadratic model) is fitted to the average of naive estimates as a function
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of £&. The SIMEX estimates and the associated covariance estimates are obtained by extrapolating

the regression model to the value £ = —1. That is,
Bsivex = lim B(¢) and var (BSIMEX) = lim T'().
E——1 E——1

5.3.3 Regression calibration

The basis of the regression calibration (RC) method (Prentice, 1982; Rosner et al., 1989; Carroll
and Stefanski, 1990; Gleser, 1990) is to replace the true covariate X by the conditinal mean
E (X | X*,Z), which can be obtained based on the regression of X on observed covariates and then
perform the standard analysis. When replicate measurements of the error-prone covariate exist,
the best linear approximation is suggested to estimate the regression calibration function (Carroll

et al., 2006, Section 4.4.2).

Suppose that there are m replicate measurements X7, ..., X, of X. The best linear approx-
imation to X given (Z,X*) is

-1

2 2 Vk
. oz 4o /m Y. X* — g
E(X|z,3)~py+ (02,5:.) | © " |

E-xrz EZZ Z— [,

where 1, and 02 denote the mean and variance of random variable A respectively, and X, denotes
the covariance matrix between two random variables A and B. Based on observations (z;, Z} )

with replicate sample size m; 4+ 1, those quantities can be estimated by

n -1 n m;
ﬂz’ = ﬂx*:{Z(mi+1)} szi} )

i=1 i=1 j=0
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and 62 = v} [{Z(mz- +1) (z} ﬂx*)Q} —(n— 1)55] .
i=1
The resulting best linear approximation to the calibration function F (X; | z;, z}) is
~9 —1
~2 94 <« _ N
~ o+ b )
sT 3., zi — [,

After replacing the true covariate x; by the estimated regression calibration function E (Xi | zi, 7)),
we can carry out the standard maximum likelihood procedure for parameters estimation. The

bootstrap method can be used to obtain standard errors for parameter estimators.

5.4 Simulation studies for functional methods

In this section, simulation studies are conducted to evaluate the performance of the SIMEX and
RC methods, and to illustrate the consequence of ignoring the measurement error by the naive

method.
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5.4.1 Simulation setting

A total of 2000 replicates are used and the number of subjects is n = 1000 in each simulated
dataset. The number of observation for each subject is generated from the uniform distribution
over the set {2,...,6},7=1,...,n. The gap between two adjacent observation times, ¢;; —t; j_1,

is uniformly distributed over the interval [1,2], where i =1,...,n, j =1,...,m;.

The initial state for each subject at time t;; = 0 is generated from a Bernoulli variable with

values 1 and 2 according to the stationary distribution (5.1), where transition intensities are

u; = exp (Buo + Burzi + Puzwi) and  v; =exp (Boo + Bu12i + Boawi),  i=1,...,m,
where z; is generated from N (0,1), and z; is generated from the linear model
Ti =0 + V1% + €x; (5.7)

with ey; generated from N (0, O'%).

The time dependent surrogate measurements xfj is generated by the measurement error model

*

where u;; is generated from N (0, ag).

The sojourn times from state 1 to 2 and from state 2 to 1, 7;1; and 795, are simulated from
exponential distributions with mean 1/u; and 1/v;, respectively, where the subscript j denote the
jth transition. Then, the states {s;;: j =1,...,m;} can be determined by the exact transition

and observation times, where ¢ = 1,...,n.

We set Bug = —0.8, Bur = —0.5, Buw = 0.3, Buo = —0.9, By1 = —0.4, Buy = —0.5 in the
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transition intensity model, and vy = 0.5, 73 = 1.0 in the linear model, such that the mean sojourn
times from state 1 to 2 and from state 2 to 1 are 2.04 and 5.37, respectively (see Section 5.7.1).

In addition, we set 02 = 02 = 0.5.

5.4.2 Simulation results

We analyze the simulated data using the naive method and the proposed functional methods.
The naive method is carried out by subsituting the average of time-dependent covariates, z7 , for
the true covariate z;. In the SIMEX approach, the estimation procedure is repeated B = 500
times; the sequence of £ is set to be {0.0,0.5,1.0,1.5,2.0}; the quadratic function is used in the
extrapolation step. In the RC approach, we generate 500 bootstrap samples to obtain the variance

estimates.

Table 5.1 summerizes the averages of biases of point estimates and their asymptotic and
empirical standard errors (ASEs and ESEs), as well as coverage rates (CRs) of corresponding 95%
confidence intervals. For comparison, we also display the results obtained using the true covariate
x;. The results show that functional methods perform well in finite samples, and illustrate the
relatively large biases and low coverage rates yielded by the naive method. Compared with the
RC method, the SIMEX method has relatively smaller biases. However, the associated ASEs in
the SIMEX method are slightly underestimated compared to ESEs, thus resulting in coverage
rates slightly lower than the nominal level. In the RC method, the associated ASEs agree well

with their empirical counterparts; the resulting coverage rates are close to the nominal level.

5.4.3 Robustness investigation

We further investigate the robustness of the SIMEX and RC methods to illustrate that the

functional methods, SIMEX and RC, do not require the correct specification of the model for X.
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Table 5.1: Simulation results for the functional methods in the two-state Markov model with a
time-dependent covariate

True Covariate Naive Method

Bias ASE ESE CR% Bias ASE ESE CR%
Buo .006 .079 .078 95.70 .010 .075 .074 96.05
Bui  —.001 115 .114 94.90 073 .107 .107 88.20
Buz —.001  .095 .096 94.40 —.065 .084 .085 &7.00
Buo 003 .079 .078 95.45 —.072 .076 .074 82.45
Ber  —.006 .116 .114 95.40 —.095 .108 .107 &6.60
Box .002 .096 .095 95.30 109 .084 .085 73.45

SIMEX Regression Calibration

Bias ASE ESE CR% Bias ASE ESE CR%
Buo .005 .080 .083 94.45 —.033 .083 .084 93.25
But .005 .120 .125 94.40 015 121 .121 94.55
Buz —.008 102 .105 94.70 —.008 .102 .101 94.95
Bvo —.007 .082 .085 93.35 —.007 .083 .083 94.55
Byr  —.019 120 .123 94.85 —.003 .121 .120 95.20
B .018 .102 .103 94.25 .018 .102 .101 94.65
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The same setting as in Section 5.4.1 is used to generate the data, except the linear model (5.7)
for X. Here, the error term ey; in the linear model (5.7) is generated from the mixture normal

distribution suggested by Li and Lin (2003)
AN{=(1 =N p,o?} + (1= AN (A, 0?),

such that E (ey;) = 0 and var (ez) = A(1 — A\) p? + 02 We set A = 0.25, u = 1.5, and 0% =
0.5—X (1 — \) %2 = 5/64. This choice of ), 4 and o2 allows the distribution of e,; to be bimodal (Li
and Lin, 2003).

Table 5.2 summarizes simulation results based on the likelihood method using the true covari-
ate, the naive method by replacing the true measurement with the average of surrogate measure-
ments, the SIMEX method, and the RC method. The results show that the functional methods
perform well in finite samples, when the true covariate is simulated from a mixture distribution.
The SIMEX and RC method give comparable results, except that the bias of Buo obtained using
the RC method is larger than that obtained using the SIMEX method. The coverage rates in the
SIMEX method are slightly lower than the nominal level due to the underestimated ASEs. In
the RC method, the associated ASEs agree well with their empirical counterparts; the resulting
coverage rates are close to the nominal level. The lower coverage rate of 3,9 in the RC method

is caused by the large bias in the estimate.

5.5 Maximum likelihood estimation via an Monte Carlo EM al-
gorithm

In this section, we develop a likelihood method that yields consistent estimators under the cor-

rect model setup. Specifically, we propose an MCEM algorithm to obtain maximum likelihood
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Table 5.2: Robustness investigation of the function methods for the two-state Markov model with
a time-dependent covariate

True Covariate Naive Method

Bias ASE ESE CR% Bias ASE ESE CR%
Buo .007  .080 .079 95.50 .008 .076  .075 95.60
Bui .001 11 110 95.40 .064 .103 102 89.45
Buz —.002 .091 .091 9545 —.058 .079 .079 88.80
Bvo .007 .080 .078 95.65 —-.070 .077 075 &3.75
Bu1 —.001 111 112 95.50 —.080 105 .107 8&7.65
Bz —.002 .091 .092  95.00 104 082  .083 74.15

SIMEX Regression Calibration

Bias ASE ESE CR% Bias ASE ESE CR%
Buo 0.009 0.081 0.084 94.70 —0.040 0.084 0.083 91.25
Bu1 0.010 0.114 0.118 94.15 —0.001 0.118 0.116 95.55
Buz —0.013 0.096 0.098 94.35 0.004 0.099 0.098 95.05
Bwo  —0.002 0.083 0.085 94.85 —0.006 0.083 0.083 95.55
By1 —0.009 0.116 0.120 93.55 —0.004 0.118 0.117 95.55
Bz 0.007 0.098 0.102 93.85 0.017 0.099 0.101 94.00
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estimates. The true covariate X is postulated by the linear regression model
X =y +7.Z+es, (5.8)

where v = (fyo,'yz)T is an unknown parameter vector, and e, is independent of U (¢) in the
measurement error model (5.4) and follow N (0, 0’%). We also assume that the measurement error

. . . . . T
is non-differential and the measurement error variance o2 is known. Let 8 = (ﬁT,'yT, O’%) .

5.5.1 The MCEM algorithm

The complete data log-likelihood function contributed from subject i is

0°(0;84,2i, 74,%X;) = log{Pr (si, X}, 2i | 23 8,7, 02,00) }
= log{Pr (si | xi, 243 8) } +log{Pr (XZ‘ } LUZ‘;O'Z) } —l—log{Pr (mz ‘ zi;'y,az) }
= log { Pr (si0 | 24,24 B) } + Zlog { Pr(si; | 8ij-1,%i, 24 08) }
j=1

m; T 2
. 2 1 T — Y Z
(xij — xz) —3 log (27r0926) — 7( ! 20% Z) ,

(5.9)

where z; = (1, ziT)T, Pr (sio | @i, zi; B) is defined to be the statinary probability 7s,,, and

Pr (sij | sij—1,%i,2;; 3) is the transition probability Ps, ;_, s, (tij — tij—1) defined in Section 5.2.1.
The expected complete data log-likelihood at the (k + 1)th iteration is

Q(0,0) = iE {EC (0:si,2i, T4,X]) | 8,2, X ; 9(1@)’03} ;

i=1

where 8%) is the estimate of @ at the kth iteration.
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From (5.9), we can see the parameters 3 and (’yT, ag)T are disctinct from each other. The

estimates of v and o2 at the (k + 1)th iteration take the form of

—1
W = {2z} 2T, (5.10)
(k+1) - T 72
{02} — pt ZE {Xi _ {,.y(kJrl)} 2| | si 2, x5 0®, o2
i=1
i=1
T
where Z = (z-lr, .. ,zl) y My = (ulk,...,unk)T,
Hik = E{Xl Si,Zi,X:;G(k),O'Z}

= /Xm-f{x‘si,zi,x;k;H(k),Ug} dez,

u

f {x ’ Si, Zi, X, ; 9(’“), 02} is the conditional probability density function of X; given the observed

data (s;,zi,x}), and X denotes the sample space for the latent variable Xj;.

The estimate of 3 at the (k + 1)th iteration can be obtained by maximizing the function

QB.6%) — 3B [log {Pr(sa [ 212:8) } | si 2 x1:60, 7
i=1

+ZZE [log{Pr (85 | 8i,j-1, i, 2i5 B) } ‘ Si,Zme;e(k)Jﬂ

i=1 j=1

— izn;/xlog{Pr(sio | z,2zi; 3) }f{x ‘ si,ziyxf;g(k)’gz} dx

+§:§/Xlog{13r (8ij | Sij—1,2,2i; B) }f{x ) Si>Zi,Xf;0(k),Jg} de.

i=1 j=1
(5.12)
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The E step is to calculate the expected complete data log-likelihood, and the M step consists
of updating v**1) and {U%}(kﬂ) as well as maximizing @ (3, O(k)) with respect to B to obtain
the update ,6(’”1). The EM algorithm iterates between the E and M steps until the convergence
of the sequence {O(k), k> 1}. Wu (1983) showed that, under regularity conditions, the sequence

of values {O(k), k > 1} converges to maximum likelihood estimates 6.

To perform the integration in (5.10), (5.11) and (5.12), we use the Monte Carlo method. In

particular, we obtain a sample a:gf ), . 7371(5) from the conditional distribution

f{ﬂf ‘ SivziaX:;H(k)vo-g}7

and estimate p;; and (5.11) by the Monte Carlo sum

n 2

d
pora = a3l and {2 = ) S (ol - {20} )
t=1 j

=1 t=1
as well as the quantity in (5.12) by

Qu(B0) = a3 3 o Pr{si | ol 28} |
=1 t=1
n my d

+d_122210g [Pr{sz-j

i=1 j=1 t=1

Si,5—1, %(?,Zi;ﬂ} }a (5-13)

where the subscript d denotes the dependence of this estimator on the MC sample size.

By Law of Large Numbers, p;xs and both estimators in (5.11) and (5.13) converge in proba-
bility to their corresponding theoretical expectations. Then, the EM algorithm can be modified
into an MCEM in which the expected complete data log-likelihood is estimated by the Monte

Carlo method. In the M step, v*) are obtained by substituting pixq for s, {Jg}(k) is estimated
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by {Jg}((fﬂ), and ,B(k) is obtained by maximizing the Monte Carlo sum (5.13) using the Newton-
Raphson method with respect to 3. More details on the convergence of an MCEM algorithm can
be found in Chan and Ledolter (1995) and McCulloch (1997).

We now describe the independent Metropolis-Hastings algorithm (e.g., Robert and Casella,
2004, Section 7.4) to generate a random sample from the conditional density (target density)
f {x ‘ Si, Zi, X, ; H(k), 02}. The algorithm can be summarized as follows: given z(*),

1. Generate y ~ h (y), where h (y) is a proposal density.

2. Simulate u ~ Uniform [0, 1] and let

. . *. 2 (t)
Y ifugmjn{f(y}Suzuxl,a,du)h(x ) }’

1) f (@ |siyzi,x750,05) h(y)’

z(

x®  otherwise.

To ensure the robust performance, it is recommended to chose the proposal density h () with a
relatively long tail (Liu, 2001). Here, we use the Cauchy distribution with location parameter

t = i, and scale parameter s = 1 as the proposal density, where

n -1 n  m;
= { S o] {331

i=1 i=1 j=0

and the probability density function of the Cauchy distribution is

1 z—t\? !
h(y;s,t):sﬂ_{1+< . >} , —00 < Yy < 00.
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5.5.2 Variance estimation in the MCEM algorithm

From the standard likelihood theory, under certain regularity conditions, the maximum likelihood

estimator 6 is consistent for 8 and asymptotically normally distributed:
Vn(@—6) 5 N{0,771(6)}, asn— oo,

where T (0) = E {—0%((6;s,z,x*) / (8080T)}, and /(0;s,z,x*) is the log-likelihood based on
the states s, time-independent covariates z, and time-dependent error-prone covariate x* of one

individual.

The variance estimation in the EM algorithm can be obtained from Louis’ Formula (Louis,

1982):
E{_a%(e;s,z,x*)} _ E{_aw%e;s,z,x,x*) s 0x0.02)
50007 90007 U
agc 0 *
—var{ ( ’2’;’$’X) S,z,x*;O,og},

where (¢ (0;s,z,x,x*) is the complete data log-likelihood of one individual.

For the MCEM algorithm, the Monte Carlo evaluation of Louis’ Formula can be divided into

)

two parts:

~ {82€C (6;s,2z,,x%)
I 00007

2 pc
S,Z,X*;H,Ji} — Z 8 gzt T
=~ 9900

1t=1

and

ar {8€C (07 S,%,Z, X*)
d
00

s,z,x*;@,ag}
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d n
_ _ o5, (0)
_ 1 1 it
=X [n { 2" 00
t=1 =1
where (5, (0) = (¢ (0;s;, 2, zi,x]) is the complete data log-likelihoohd from the ith subject with
Zit, generated from the conditional density f {IL‘ ‘ Si, Zi, X, ; 0, ag}, i=1,...,n,t=1,...,d, and

the subscript d denotes the dependence of the estimators on the Monte Carlo sample size.

5.5.3 Simulation results

Table 5.3 summarizes the averages of biases of point estimates and their asymptotic and empir-
ical standard errors (ASEs and ESEs), along with coverage rates (CRs) of corresponding 95%
confidence intervals for the likelihood method. The simulation setting is the same as Section 5.4.
In the MCEM algorithm, the first 2000 samples are thrown away and the Monte Carlo sample

size is set to be d = 3000.

The biases in the proposed MLEs of 3 are relatively small; the associated ASEs are slightly
less than their empirical counterparts; the resulting coverage rates are slightly lower than the
nominal level. However, the biases in the MLEs of 4 and o2 are slightly larger; although the

ASEs agree well with ESEs, the coverage rates are less than the nominal level.

5.6 Discussion

In this chapter, we develop estimation procedures for the analysis of panel data with time-
dependent surrogate measurements under the two-state Markov model. The panel data of
each subject consist of a binary outcome, time-dependent surrogate measurements, and time-
independent covariates. The data are under intermittent observation and thus the exact tran-

sition times are interval censored. Therefore, the two-state continuous-time Markov model is
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Table 5.3: Simulation results for the likelihood method under the two-state Markov model with
a time-dependent covariate

True Covariate Naive Method
Bias ASE ESE CR% Bias ASE ESE CR%
Buo 006 .079 .078 95.70 010 .075 .074 96.05
Bui  —.001 115 .114 94.90 073 .107 .107 88.20
Buz —.001 .095 .096 94.40 —.065 .084 .085 87.00
Buo 003 .079 .078 95.45 —.072 .076 .074 82.45
By1  —.006 .116 .114 95.40 —.095 .108 .107 86.60
Buz 002  .096 .095 95.30 109 .084 .085 73.45
MLE

Bias ASE ESE CR%

Buo —.009 .082 .083 95.10
By 009 115 122 92.80
Buz 003 100 .108 93.40
Beo 015 .082 .086 93.95
Byi  —.029 115 .125 93.25
Boe  .002 100 .108 93.45
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used for the analysis. The time-dependent surrogate measurements are treated as surrogates of
the unobserved true covariate. The additive measurement error model is used to describe the

relationship between the surrogates and the unobserved true covariate.

First, we explore two functional methods, simulation extrapolation and regression calibration.
They do not require the distribution assumption on the unobserved true covariate and provide
convenient solutions to reduce the biases due to measurement error. The simulation studies
show that both methods perform well in finite samples. Furthermore, we develop the maximum
likelihood estimation via an Monte Carlo EM algorithm. The linear regression model is used to
model the relationship between the unobserved true covariate and time-independent covariates.
The independent Metropolis-Hastings algorithm is used in the Monte Carlo sample generation.
The simulation studies show that the biases of parameters in the transition intensity model are
relatively small, and their coverage rates are slightly less than the nominal level due to the
underestimated standard errors. However, the biases of parameters in the linear model for the

covariate are slightly larger and their coverage rates are poor.

In future, we will consider a two-stage method based on the likelihood to reduce the biases of
parameters in the linear model and provide consistent estimates. In the first stage, we consider
the following linear model

X*(t) =70 +71Z+e" (t)

where

e (t)=e,+U(t) and e*(t)~N(0,0°=07+02).

The standard linear regression model can be fitted to obtain 4 and 62 = 62 — 02, where o2

is assumed to be known. In the second stage, we perform the maximum likelihood estimation

procedure described in Section 5.5 to obtain 3 by assuming the known v, o2 and o2.
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In the MCEM algorithm, it is inefficient to start with a large number of Monte Carlo samples,
when 6 at the first few iterations may be far from the true value. Therefore, it is recommended
to increase the Monte Carlo sample size as the EM algorithm iterates, in order that the previous
and current updates can be distinguished from the Monte Carlo error (Wei and Tanner, 1990).
Booth and Hobert (1999) suggested a rule for automatically increasing the Monte Carlo sample
size after iterations when random samples are directly generated from the target distribution
or by the importance weighted sampling from a candidate distribution “close” to the target
distribution. Levine and Casella (2001) presented another method based on central limit theorems
for increasing the Monte Carlo sample size, when random samples are obtained via Markov chain
Monte Carlo techniques. To improve the efficiency of our MCEM algorithm, it will be interesting

to develop a method to update the Monte Carlo sample size at each iteration.

5.7 Technical details

5.7.1 Effects of parameters in simulation studies

The mean sojourn time in state ¢ conditional on the time-independent perfectly measured covari-

ate z is

E(ri|z) = Elexp(—Bio — BiaX — Biz2) | 2}
= Elexp{-Bio — Biz (o +7:Z +¢) — BizZ} | 2]
= exp{=Bio = Bizn0 — (Biz + Biz) 2} E {exp (= fize) }
= exp{—PBio — Bixt0 — (Biaz + Biz) 2} exp (57,/2)

2

= exp {—ﬁz‘o — BizY0 + ? — (BizYz + Biz) Z} -
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By law of total expectation, the mean sojourn time in state i is

E(n) = E{E(n|2)}
B

= F [exp {—@'o - Bix70 + 7 - (/BszZ + Bzz) Z}:|

2
= €xp <_Bi0 - Biz'70 + ;) E {_ (6117z + B’Lz) Z}

2 . N2
= o (<0~ Ao+ % ) exp {W}

+

2 . 32

5.7.2 Derivatives of transition probabilities in two-state Markov models

The first derivations of the logarithm of stationary probabilities are as follows

610g7r1__810g7rl__ U and Ologm__@logm_ v
9Buo B 9Bvo C u+vw 9Buo B 9Bvo Cutv

The second derivations of the logarithm of stationary probabilities are as follows

02 log m; B 02 log m; B 02 log o B 02 log mo _w
9B 083 9B 0B% (u+0)*
and
0?log m B 0? log 9 W

8ﬁuoaﬁy0 B 3ﬁu085v0 B (U + 'U)Q‘

The first and second derivations of the logarithm of transition probabilities from state 1 to 1
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are as follows

8log P11 (t) _ 1 ut — 1
9Buo - u—l—v+u+vexp{(u+v)t}}’
dlog Py (t) [ 1 vt+1
B0 B u_u+v_u+vexp{(u+v)t}]’
92 log Py (t) . _u(ut —1) [1+ vtexp{(u+v)t}] v 2ut — 1
B2, [u+vexp{(u+v)t}]2 (u+v)? uwtvexp{(u+v)t}|’
0?log P11 (t) —w -exp{(u + )t} (vt +1)? o t
9B _[u+vexp{(u+v)t}]2 (u+wv)> utvexp{(utv)t}|’
02 log Py (t) 1 exp {(u+wv)t}(ut —1) (vt +1)
qa L2efuiy
o 0Bu09Bvo “ _(u+v)2 " [u+ vexp{(u+v) t}}2

The first and second derivations of the logarithm of transition probabilities from state 1 to 2

are as follows

PlxPu() _  w
9Buo  exp{(utv)t}—1 u+v’

Olog P (t) _ | t o
B0  lexp{(ut+v)t} -1 wu+tov]’

PlgPa) _ [ 1w ]
0B, " e {wto) iy —1 " 2—2cosh{(ut0)t}]  (ut0)?)’

Plogul) _ [ 1w ]
B3, [ lexp{(u+v)t} =1 2—2cosh{(u+v)t}| (u+v)?]’
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ang PlosPo(® T 1 ?
OBuoBo (u+v)?  2—2cosh{(u+v)t}]’

The first and second derivations of the logarithm of transition probabilities from state 2 to 1

are as follows

Olog P (t) " t 1
9Buo B exp{(u+v)t}—1 u+v]|’
Olog Poy (t) vt L
B0  exp{(utv)t}—1 u+v’
32 log P21 (t) _ 82 log P12 (t)
9B a By
9?log Poy (t)  9%log Pis (t)
9B By
and 62 log P21 (t) _ 82 log P12 (t)
aﬁuOBvO 818U0/BU0

The first and second derivations of the logarithm of transition probabilities from state 2 to 2

are as follows

Olog Py (t)  _ ! ut+1
9Buo B U[U+v_v+uexp{(u+v)t}]’
Olog Py (t) 1 vt —1
0B _U[u+v+v+uexp{(u+v)t}]’
9 log Py (t) exp{(utv)t}(wt+1°> 1 t
B2 [v—i—uexp{(u—i—v)t}}2 (u4v)? vHuexp{(utwv)t}|’
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02 log Pao (t) ; [v(vt— 1) [1+utexp{(u+v) t}] U 2ut — 1

985 [0+ wexp {(u+v)t}]? C(utv)? vtuexp{(utv)t}|’

0% log Py (t
and o8 2l 2 (¢) = uv

35u06 Bvo

1 +exp{(u—i—v)t}(ut—i—1)(wt—1) .
(u%—v)2 [v+uexp{(u+v)t}]2

160



Chapter 6

Summary

This thesis focuses on analyzing the longitudinal data under panel observation from disease pro-
gression studies. The observation times are irregularly spaced in such sampling scheme. Another
feature is that the exact times of transitions are interval censored. The aim of the study is to

estimate transition rates and understand risk factor influences on transitions.

There are several challenges in the analysis of panel data. The first one is state misclassi-
fication. It may arise from poor quality of a diagnostic test, the impossibility of the accurate
assessment, or the reading error. The non-homogeneity of the data is another common issue.
In addition, it is not necessarily realistic that transition intensities stay constant through time.
Last but not least, the covariates are subject to measurement/classification error and may be

time-dependent.

This thesis consists of four projects. In the first project, we consider disease states subject to
misclassification and focus on progressive models. We derive three conditions for non-informative
sampling scheme. In the likelihood method, the EM algorithm with unobserved true states treated

as latent variables is used to obtain maximum likelihood estimates. However, the likelihood
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method relies on the validity of models assumptions, and the output independence assumption
may not hold in practice. To overcome the difficulty induced by the likelihood method, we pro-
pose the pairwise likelihood method. The conditions for the non-informative sampling scheme are
derived in the pairwise likelihood formulation. The EM algorithm is straightforwardly extended
to maximize the pairwise likelihood in progressive Markov models with misclassified states. The
performance of estimation procedures is evaluated by simulation studies. The proposed progres-
sive model is illustrated on coronary allograft vasculopathy data, in which the diagnosis based on

the coronary angiography is subject to error.

The second project is analysis of mover-stayer models with misclassified states. The state
misclassification is extended to a generic setting: discrete-valued surrogates are observed for true
states. In this project, we consider one particular type of non-homogeneity when the population
consists of two subpopulations. The stayer stays in the initial state, while the mover evolves
according to a continuous-time Markov process. We propose hidden Markov models to facilitate
heterogeneity for a population and to simultaneously account for state misclassification. The like-
lihood inference procedure based on the EM algorithm, which treats the mover-stayer indicator
and underlying states as latent variables, is developed for the proposed model to make statistical
inference. The performance of the likelihood method is investigated through simulation stud-
ies. The proposed method is applied to analyze the data arising from the Waterloo Smoking

Prevention Project.

In the third project, we investigate the covariate misclassification in the analysis of piecewise-
constant Markov models. In the piecewise constant framework, transition intensities are assumed
to be constant within each pre-specified interval. We show that the joint model for the state
process and reclassification process is not identifiable. To estimate parameters in the transition

intensity model, we propose the likelihood methods for two practical situations: one is that
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parameters in reclassification probabilities are known from empirical studies; the other is in the
presence of an internal or external validation data. Simulation studies are carried out to evaluate
the performance of the proposed MLEs. Our proposed methods are applied to analyze the data

arising from the psoriatic arthritic (PsA) study.

The fourth project is statistical inference of two-state Markov models for panel data with
time-dependent surrogate covariates. First, we introduce two functional modelling approaches,
SIMEX method and regression calibration. In these approaches, no distributional assumption is
made on the true covariate X. Although functional approaches enjoy the easy implementation
and reduce the effects of measurement error, they are approximation methods and do not yield
the consistent estimators. Therefore, we propose an Monte Carlo EM algorithm to obtain the
MLESs which is consistent under the correct model setup. The performance of proposed methods

is investigated based on simulation studies.
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