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1 | INTRODUCTION

Neurocysticercosis (NC) is an infection of the central nervous system (CNS) with the larval stage of Taenia solium,! the
pork tapeworm. NC is the most common parasitic disease of the CNS and a major cause of seizures and other neurological
symptoms in endemic countries.? The World Health Organization has estimated that there are 50 million new NC cases
and 50000 deaths related to NC worldwide each year.> When located in the human brain, the larval stage of T. solium
appears to pass through three distinct stages of evolution before total disappearance (eg, References 4,5). In the first stage,
the parasite is viable or alive, and able to avoid detection by the host's immune system by secreting immunomodulatory
molecules. These cysts are classified as being in the active phase. In the second phase, the parasite is degenerating (col-
loidal and granular-nodular forms) and is targeted by the host's immune system. This stage is called the transitional or
degenerative phase and is most frequently associated with symptomatic disease. After the parasite dies, a calcified nodule
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3 FIGURE 1 Anirreversible disease progression
w| calcified evolution with four states for neurocysticercosis [Color
S~ figure can be viewed at wileyonlinelibrary.com]
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sometimes remains in its place; this is termed the calcified phase, while in other cases the cysts disappear, referred to as
complete resolution.

Existing NC research has primarily focused on aggregated patient-level measures such as the presence of any NC cysts
and number or percent of a certain type of cyst.®® Studying cysts at the patient level may help identify factors associated
with differences across patients, but has limitations in understanding the natural history of cysts in the brain such as the
intensity of transition and the length of time cysts take to progress through each phase. For example, it appears that anti-
helmintic drugs, such as albendazole (ALB), decrease the burden of active cysts in the brain parenchyma; however, studies
on the impact of ALB on degenerative cysts and cysts located in extraparenchymal brain locations are inconclusive.®!0
Also, to what extent and length cysts stay in each particular phase, with or without the treatment, are largely unknown.

In this paper, we are interested in formulating a flexible multistate model to describe the evolution of NC cysts and
estimate the treatment effect on evolution. The data motivating the proposed research come from a randomized clin-
ical trials conducted in Ecuador assessing the effectiveness of ALB for newly diagnosed NC patients.® The trial has
been deemed one of only two high-quality trials on the impact of ALB for treatment of NC.! Brain image on cyst type
and location were obtained over five time points (at baseline and 1, 6, 12, and 24 months) from 2001 to 2005. These
cyst-level data provide a unique opportunity to understand the intrabrain distribution of the life course of NC cysts to
guide future treatment (see Reference 12). We characterize the NC evolution with three transient states (active, degen-
erative, calcification) and one absorbing state (disappearance), as seen in Figure 1. For NC, only these transitions from
state r to state s, (r,5) € {(1,2),(2,3),(2,4),(3,4)}, are biological meaningful, that is, a cyst transits from active phase to
degenerative phase and then to either calcification or be dissolved. Although rare, calcified cysts can also be dissolved
occasionally.!?

The multiple cyst phases of the NC data over time construct a multivariate event-history data. The data are
interval-censored due to the fixed-schedule for imaging, meaning that we have data on the cysts phases only at
pre-specified time points and the exact timing of a cyst transition to a new phase is known only within an interval.
Additionally, when multiple NC cysts evolutions were abstracted from the brain of the same patient, those evolu-
tions were correlated (intrabrain correlation). Moreover, we have missing data on our outcome due to missed clinic
visits, loss to follow-up, and death, which might be nonignorable (or informative) in the sense that the missingness
may be related to the unobserved values.'* Several researchers have considered multistate models for interval-censored
multivariate event-history data, see, for example, Kalbfleisch and Lawless,'> Satten and Longini'® and Jackson et al.!”
For nonignorable missing data, Hout and Matthews!® took a selection model based approach for independent disease
progressions. For intrasubject correlated data, Pak et al'®>?° extended frailty survival model for interval-censored data
and used approximated likelihood methods, for example, Gaussian-quadrature and the so-called h-likelihood?! for the
inference.

Our data are also left-censored because the date of infection and, therefore, the onset time for the active or degenera-
tive cysts identified at baseline is unknown. We have identified some common strategies in the literature to deal with the
left-censoring problem. Satten and Sternberg?? assume that the time elapsed before the first observation follows a given
distribution and is independent of the time to the next transition from the first observation. Satten and Longini'® develop a
procedure to estimate Markov model parameters that conditions on the initiation time in order to remove dependence on
this time. Kalbfleisch and Lawless'® simply assume that the holding time of the initial state is exponentially distributed,
rendering the time origin unnecessary due to the memoryless property of the exponential distribution. In this study, we
use this strategy to simplify our model and focus on interval-censored event-history data subject to within-brain corre-
lation and nonignorable missingness. Methods for similar data have not been studied in the literature, to the best of our
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knowledge. We propose a joint model framework where shared random effects (ie, frailty) are introduced to account for
with-individual clustering and the unobserved individual characteristics that influence the missingness. The analysis is
nontrivial since interval censoring causes theoretical difficulty for the use of counting process techniques, hence pro-
hibiting the use of martingale theory. Numerical methods are often used instead, which are often complex, inducing
difficulties for the implementation. The methods previously used in the literature, such as likelihood-approximation, can
be computationally very intensive and may have convergence problems. For the inference of the multistate joint model in
this paper, we use the Monte Carlo EM (MCEM) algorithm, which is more stable and provides “exact” likelihood-based
estimation.?®* MCEM algorithm involves multivariate Monte Carlo sampling with rejection, which is intrinsically chal-
lenging for interval-censored data. Incorporating the handling of missing data and correlated data leads to additional
computational complexity.

The rest of the paper is organized as follows. Section 2.1 introduces the joint model and the likelihood. Section 2.2
discusses the MCEM method and inference. In Section 3, we apply the method to the NC data, and in Section 4, we
conduct a simulation study. Section 5 gives some concluding remarks.

2 | STATISTICAL METHODS
2.1 | Joint model and likelihood

For an individual i with cystj, i=1,...,n,j=1,...,n;, we consider the cyst evolution process yij(t) = Yy for contin-
uous time t (¢ > 0). The transition intensity from state r to state s at time ¢, defined as instantaneous probability,
lims;—.oPyije+50 = S|Yije = 7, X1, 0i5), is modeled by

0
Qrs(tlxij, a)i,rs) = q;s)(t) eXp(ﬂrTsxi + C‘)i,rs)’ (1)
where qﬁ(s))(t) is the transition-specific baseline intensity function which is assumed to follow an Exponential distribution,
B, are the transition-specific regression coefficients, x; is the covariate vector (eg, treatment, demographic variables), and
i s is the individual random effects for the transition. Defining @; = (w12, @i 23, W; 24, ®;34)T, We assume
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Here the random effects are introduced to account for the intrabrain association of the cysts progressions among different
locations, but also represent the heterogeneity in cysts transition intensities between subjects that is not captured by
the observed covariates. In addition, the correlation among the transition specific random effects reflects the association
among the within-brain transitions. For example, a positive p1;24 implies that the two intensities evolve similarly (for
example, if the transition from 1 to 2 is fast and so is 2 to 4).

For the missing state problem, let y‘i;. be the complete-data trajectory of the cyst over the prescheduled imaging visits
indexed by k,k =1, ...,m, thus, yl.”j = Wij,» --- > Vijt,)- Denote ry; as the observation indicator of visit k at time f; such
that ry, = 1 if state y;;,, is observed and r;;x = 0 otherwise. We assume that the baseline state is always observed; that is
rij1 = 1. Using the conditional Markov assumption, the contribution of the cyst to the likelihood of yfj given the covariates
and the random effects can be written as

m
L0 = Pya) [ | (PG Wia, X @0Pryalyiis, X1 00)] » ©)
k=2

where P(ys, |yij.i,_, - Xi» @;) is the transition probability for a cyst to move from state y;;;,_ atvisit k — 1 to state y;;, atvisitk.
The quantity P(7yj k|Vi.q, , Xi» @;) in (2) represents the selection model approach for non-ignorable missingness where “miss-
ing is not at random" (MNAR) is assumed for the missing data mechanism.'* Other mechanism, for example, missing at
random (MAR) can also be specified (see Data Analysis Section) for sensitivity analysis. For the NC data, we assume that
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the probability of observing a state y;;;, = ys, ys € {1,2, 3,4}, can be described by a logistic model

exp(ay X; + .’,’yTS ;)

(3

Dy, Fijk = 1|yije, = Vs, Xi, @) = ,
‘ 1+ exp(a; X; + &) ;)

where a,_are the coefficients for the covariates, ljyx are the coefficients for the random effects. For ease of notation, we
use the same covariate vector as in model (1) while other choices are available as will be illustrated in the Data Analy-
sis section. We include the random effects to capture the possible association of latent individual characteristics and the
missingness. In other words, the probability of missing data is related to the random effects w; for unobserved covariates,
which appears to be reasonable for the NC data. Therefore, the random effects are used to account for within-brain cor-
relation and to account for variability of the missing data probabilities in our model setting, under the shared-parameters
modeling framework.?*?% Note that the same modeling framework apply to the problem of intermittent missing states
and the missing due to loss to follow-up. We use the 24-month imaging time as the end of study. For each cyst in the
study, we can classify its progression stage as either active, degenerative, calcified, resolved or missing, therefore, right
censoring is not an issue.

Let 0 be the collection of baseline hazard parameters, regression coefficients for the transition intensity model (1) and
the missing data logistic regression model (3), as well as the dispersion parameters in D for the frailties. Also, let f{-) denote
a generic density function. Under the assumption that the cyst evolution processes are independent across subjects, the
joint log-likelihood of the observed data Y is

o M

l(Y|9)=Z;10g / Il X Lojxe:0) |f(@;6)de|, (4)

—e =1 |yt eQyy)

where the integral can be multidimension, y;; is the observed profile for the cyst, and Q(y;) is the set with all the trajectories
where missing states are replaced by feasible latent states. For our four-state survival model, only patterns with monotone
increase are possible. For example, if Y= (1,1, 3, o, o) where the o represents missed state, that is, patient loss to follow-up
after the first three visits, then we have Q(yij) =1{@1,1,3,3,3),(1,1,3,3,4),(1,1,3,4)}.

2.2 | Inferences method— A MCEM algorithm

As described in Section 1, the transition times between cyst phases in the NC study are only known up to an interval
between two consecutive imaging visits. The within-brain correlation and missing data further complicate the estimation
of the multistate model for NC evolution. When transition onset time can be exactly measured, transition-specific par-
tial likelihood and Breshlow's estimator (see section 8.3 of Reference 27) can be used, even after conditioning on random
effects. Without clustering, for nonignorable missing data, the transition intensities and the parameters for state obser-
vation probabilities can be estimated separately estimated as shown in Reference 18, assuming distinct parameters. For
our data, full-likelihood-based joint modeling is proposed in Section 2.1. The key implementation difficulty is that the
integral in the likelihood (4) which is typically quite intractable due to the interval-censoring and nonignorable missing
induced structural complexity. When the dimension of the random effect, that is, dim(w;), is not low, numerical meth-
ods such as Gaussian quadrature can be computationally very intensive and may offer non-convergence. We, therefore,
propose a Monte Carlo EM algorithm.

The EM algorithm is a standard approach for likelihood estimation in the presence of missing data. When the E-step
is highly complicated, Monte Carlo methods can be used to approximate the expectation, leading to a MCEM algorithm.
In our case, by treating the random effects @; as additional “missing data”, we have “complete data" {y;, x;, ®;} — where
Y, represent the observed cyst profiles for individual i — and the “complete-data” log-likelihood function for individual i
can be expressed as

() = log f(y;|x:, @;; 0) + log f(w;; 6), (5)

where f(y;|x;, @;; 0) = Hj"=1 Zy; GQ@U)ij(yfj|xi, @;; 6)]. Note that we denote f{X|Y) a conditional density of X given Y.
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The EM algorithm iterates between an E-step and a M-step until convergence. Let 8 be the parameter estimates
from the vth EM iteration. The E-step for individual i at the (v + 1)th EM iteration can be expressed as

Qi(616™) = [[logfW;|xi, @3 6V) + log f(@s; 6™ f (@ily;, xi; 0”)da;. (6)

The above E-step again involves an intractable integration. However, because expression (6) is an expectation with
respect to f(@;[y;, x;; 8), it can be evaluated using the MCEM algorithm 282

Specifically, for individual i, let {(I)ED, ,(Z)Ehv)} denote a random sample of size h, generated from [w;|y;, x:; oM
by multivariate rejection sampling (see section 3.2 of Reference 30) using the result f(w;ly;,X:; 0) « f(w;; 0V) -
f;|xi, @;; 6™) (see also Appendix Al1). Then we can approximate the conditional expectation Q;(8]6") in the E-step by

its empirical mean, with missing data replaced by simulated values, as follows

h
1 v
QUOI0™) ~ - 3 1OV x1.y; )
Voy=1
1 h, 1 h,
_ = W), o) 1 ). pv)
= ;logf(vilx,,wi 0+ 5 Z{logf(wi o).

We may choose a reasonable h( and at the vth iterations, and set h, = h,_; + h,_1/c, v =1,2, 3, ..., for some positive
constant c. This way, h, will increase with each EM iteration, which may speed up the EM convergence.3! The M-step
then maximizes Q(0|60™) = Z;’zl Qi(616™) to produce an updated estimate 9(v+1) for the (v + 1)th iteration. Note that for
both E-step and M-step, the evaluation of the probability transition functions in Equation (2) is required (see Appendix
A2 for details).

To obtain the asymptotic variance-covariance matrix of the MLE 0, we can use the formula of Reference 32, which
involves evaluating the second-order derivative of the complete-data log-likelihood function. Alternatively, we may con-
sider the following approximate formula.** Let S. = 0l.(6)/06. Then an approximate formula for the variance-covariance
matrix of 0 is

-1

n
Cov(®) = | Y E(Sily;. xi: OBy, x::0)" |

i=1

where the expectation can be approximated by MC empirical means, as above.

3 | DATA ANALYSIS

Between 2001 and 2005, researchers at Columbia University and the University of Cuenca, Ecuador conducted a multisite
randomized clinical trial.® A total of 178 patients with newly diagnosed NC were recruited from six hospitals in Ecuador.
Patients were eligible to participate if they had experienced a new onset of symptoms associated with NC within two
months before recruitment and had active or transitional NC cysts identified on Computed Tomography (CT) or Magnetic
Resonance Imaging (MRI) image of the brain. Patients with calcified lesions were eligible to participate if they also had
active or transitional cysts. Patients were randomly assigned to receive either ALB or placebo, given twice a day orally for
8 days. At enrollment, patients were interviewed to collect information about demographics, symptoms, and risk factors
for NC. A brain CT or MRI with and without contrast was taken at baseline, 1, 6, 12, and 24 months of follow-up.
Radiologists read the CT/MRI images and completed a form documenting the number of cysts of each phase within
each region of the brain from which patient-level summaries were evaluated.® In order to conduct cyst-level analysis, we
disaggregated the data from the patient to the cyst level, generating a cyst-level dataset with a total of 210 cysts from 112
patients. Due to the difficulty in following the evolution of each individual cyst when there are multiple cysts in a single
brain location, we excluded such cysts. Among the patients included in this sample, 59 (52%) individuals were treated with
ALB. The average number of cysts per patient was 1.87, ranging from 1 to 8. Over the study period, five patients were lost
to follow-up between 6- and 12-month, and 25 patients had 12-month imaging but were missing 24-month imaging data.
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TABLE 1 Frequencies of observed transitions between states (act: active; deg: degenerative; cal: calcified; dis: dissolved; mis:

missing)

ALB Placebo
To To

From act deg cal dis mis From act deg cal dis mis
act 36 9 2 47 7 act 58 8 0 24 6
deg 0 32 3 30 2 deg 0 52 5 32 7
cal 0 0 42 20 8 cal 0 0 28 14 10
mis 1 1 0 2 1 mis 0 1 2 3 0

We excluded patients who died in the study (n=7) to allow plausible data augment to the latent states. The objective of
our data analysis was to assess the therapeutic effect of ALB on the individual NC cysts evolution, incorporating statistical
methods to handle the complexities inherent in the data.

Table 1 presents frequencies of observed transitions between the states in the NC data stratified by the treatment
group. Note that we removed the cases (n=13) of “reverse transitions,” which are most likely related to challenges in
comparison of images taken at different times where the height or the level of cut in the images is difficult to align for
a patient/location. Therefore, there are no backward transitions from late-stage to an earlier stage in our data for these
analyses. Transitions initiated from a missing state represent the intermittent missing, and there are 10 such cases. In
addition, a total of 30 patients were lost to follow-up in this dataset. Among the 10 intermittent missing cases, six has
nonconstant pre- and postmissing states. Although it is possible to treat the intermittent missing as data generated from
wider interval, to seek missing data related insights, we model such missingness together with the lost to follow-up case
in the same framework described in Section 2.

There are a variety of possible reasons why patients might have missing data. If an individual is missing imaging data
for reasons unrelated to the outcome of cyst evolution, then the missing data does not violate model assumptions. How-
ever, if an individual is missing imaging because s/he recently had experienced a symptom, such as seizure, that prevented
her/him from making the clinic appointment and is related to the outcome of NC cyst phase, then the missing state is
nonignorable.'* Our preliminary analysis indicates that there is no association between missing status and the treatment
assignment, but there was an associations between missing status and the age, gender and imaging time variables. We
therefore, fit the following joint model for the NC data.

log(qrs(xi, wirs)) = Bors + Brstrti + @i, 7

logit(py, (ryjx = 1[Yyjs, = Vs, Xis @) = oy, + X1y b + a2y age; + asy sex; + 1M o, (8)

where the quantities g,,(-) and py, (-) are defined in model (1) and (3), fio s is the log-transformed baseline hazard function
parameter. The quantity trt; is the treatment assignment for individual i with a value of “1" for ALB and “0" for placebo,
is the imaging time at visit k, age; is a dichotomized baseline age with “0" for patients younger than 40 years old and “1"
otherwise, sex; is coded with “0" for female and “1" for male. Note that the random effects are included in the models to
account for the within-unit clustering, also to partially explain the variability of the probability observing a state y, where
we use an “offset” type of modeling for the random effects due to the relative small sample size.

The joint model (7) resembles the MNAR (missing not at random) missing data mechanism where a logistic regres-
sion model is used for the probability of observing a state. In our study, we have a reasonable sense that those who skipped
the imaging or dropped out of the study are not random, although such assumption is not verifiable with the current
data.'* Following Reference 18, we implemented the models corresponding to mechanism of MAR and MCAR (miss-
ing completely at random) as a sensitivity analysis. Both MNAR and MAR mechanisms augment the data to include the
latent missing states but only MNAR incorporates the missing data probability models. The implementation for MCAR
is an observed data analysis where the missing states are ignored and in such case, the likelihood is degenerated to
interval-censored event-history data subject to within-unit clustering.
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We apply our method on NC data under the three model assumptions. In addition, a so-called IND (for “indepen-
dent") model is fitted where we assume no within-individual correlation; also, for the missing data problem, an approach
similar to that in that in Reference 18 is applied. For example, the transition density parameters, f, ., are obtained by
fitting standard multistate model with R's msm package assuming independent data and for the state observation prob-
ability parameters, a. ) , we fit four separate generalized linear mixed-effects models corresponding to y, = {1, 2, 3,4},
using R's Ime4 package. Although biases are expected, the IND model provides reasonable initial values for other more
advanced models. When fitting the MNAR, MAR, and MCAR models using R, for the random effects, we start with an
identity variance-covariance matrix and allow the MCEM algorithm to estimate the full structured variance-covariance
parameters. We start the MCEM estimation procedure with hy = 100 Monte-Carlo samples and increase the Monte-Carlo
sample size as the number of iteration v increases: h,.; = h, + h, /c with ¢ = 5 (see Reference 31). The convergence of the
EM algorithm was considered to achieve when the maximum percentage change of all estimates was less than 0.01 in
two consecutive iterations. We observe that it takes about 30 iterations to achieve convergence, so the final Monte Carlo
sample size for the standard error calculation is about 20 000.

Table 2 presents the results. There is not much difference between the MCAR and the MAR models in the point esti-
mates, while the MAR missing data model tend to report larger standard error as the incorporation of missing data leads
to higher degree of uncertainty. All models report significant treatment effect on transition from “active” to “degeneration”
(B1.12) and on the transition from “degenerative” to “disappearance” (f; »4). The estimates from the MNAR model shows
larger differential magnitude than other models. In particular, the treatment effect on the transition from the “active”
stage to the “degenerative” stage is estimated to be (f1.12 = 1.24, se = 0.40) under MNAR while the estimates from other
models are all smaller, (f;1, = 0.96,se = 0.21), (f1.12 = 1.04,se = 0.27) and (f11, = 1.21, se = 0.32) for the IND, MCAR
and MAR model, respectively. On the other hand, MNAR model'’s estimate for effect on the transition from “degen-
erative” to “disappearance” is f; 4 = 0.87, with SE 0.37 while the estimates and SEs for this effect are estimated to be
(B124 = 0.64,SE = 0.21), (f124 = 0.79, SE = 0.26), (f124 = 0.78,SE = 0.26) under IND, MCAR, and MAR, respectively. It
is worth noticing is that, negative point estimates were produced from all three missing data models for the treatment
effect on transition from the state “degenerative” to the state “calcification”, although nonsignificant.

Regarding the estimation of missing data model parameters, both the IND model and the MNAR model detect sig-
nificant intercept and time effects on the probability of observing a state for the “active phase,” . 1, and the “calcified
phase,” a. 5. The effect of age is only significant for the “active phase” while the effect of gender is only significant for the
“disappearance phase.” Similar estimations of the variance-covariance matrix D for the random effects are obtained from
the three missing data models, as seen in Table 2. Notice that the random effect for the transition from state “degenera-
tive" to “calcification” is negatively correlated with the other three random effects, for example, the one for the transition
from state “active” to “degenerative,’ the one for the transition from state “degenerative” to “disappearance” and the one
for the transition from state “calcified” to “disappearance” while among these three random effects, positive correlations
are obtained among those random effects.

4 | ASIMULATION STUDY

In this section, we evaluate the proposed model and method when there are different amounts of missing data and dif-
ferent degree of within-unit correlation, and we also assess model misspecifications through simulation. We generate the
data based on the MNAR joint model for interval-censored event-history data subject to clustering and missing data, and
then we conduct data analysis using the MNAR joint model and the misspecified IND model where both within-unit
clustering and missing data are ignored and MCAR model where the missing data are ignored. We omit MAR in the sim-
ulation as its implementation incorporates the within-unit clustering and missing data handling, although differing from
MNAR in that it dose not model the missing state probability. The true parameter values in the simulations are chosen to
be the same (or similar) as those obtained from fitting the same models in the real data analysis. This setting allows us to
validate the analysis results, in addition to the evaluation of model performance.

Specifically, for each sample y, the transition intensity and state observation probability can be calculated from the
multistate joint model as
qg’}sl) = eXp(BO,rs + Bl,rstrtg}/) + w?))9

Py’ =1/ + expl(@oy, + oy, ti+ o)1),
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TABLE 2 Results of multistate model under different assumptions, ess), for neurocysticercosis data

o IND MCAR MAR MNAR

Transition model

Boaz —2.4200.11) —3.22(0.24) —3.27(0.27) —3.10¢0.21)
Bo23 —4.440.26) —4.15(0.47) —4.13(0.48) —3.98(0.75)
Bo24 —2.03(0.10) —2.51(0.21) —2.510.31) —2.52(0.21)
Bos4 —3.13(0.15) —2.940.30) —2.89(0.39) —2.910.41)
Pr1z 0.96(0.21) 1.04(0.27) 1.21(932) 1.24( 40)

P23 0.12¢62) —0.15¢.72) —0.15¢.73) —0.21( 01)
P24 0.64(0.21) 0.790.26) 0.78(0.26) 0.87(0.37)

P34 —0.03(9.30) —0.53(9.45) —0.52(0 41) —0.62(0.47)

Missing data model

IND MNAR
int ty age sex int ty age sex
a1 6.79201) —6.320104 —5.57083) 0.8l(146) 5.5061) —5.09166) —5270142) 0.721.94
L) 443331y  —5.023326) 0.76(111) —1.43(, 07) 7724569 —4.09353 0.070213) —2.67(322)
a3 454006 —517023 1.78(18s) 1.33(1.49) 484125y  —5.32125)  2.653.76) 0.44(1.72)
g 5.97G11)  —5.34Ges 043067 —1.33(0.74) 4.0118y —6.1616) 0.7501.56) —3.42(1.46)

estimates of the variance-covariance matrix parameters of random effects D

MCAR MAR

10.22¢451y —0.89043  3.341127) 0.670.40) )[9-56335y —0.71042  3.2410) 0.65(0.39)

1.22(0_45) _1‘23(0.56) —0.60(0_41) 1~44(0.46) —1.02(0_71) —0.61(0_43)
6.32(3(11) 1-34(078) 5.82(3‘33) 1.00(0.71)
1'72(0,66) 1.44(0.43)
MNAR

10.26411)  —0.66(9 32 3.450.7) 1.01 3g)

1.11(0'41) _1-44(0.82) _0'81(0-44>
5‘80(3_12) 1~31(0.87)
1.48.45,

Abbreviations: IND, independent; MAR, missing at random; MCAR, missing completely at random; MNAR, missing not at random.

where we suppress (x;, ;) in g, and p, to ease the notation hereafter. The treatment assignment trt”” is obtained from
binomial distribution with probability 0.5. For computational resource consideration, we generate random effects from
univariate normal distribution, cogy) ~ N(0, 6?) which is shared by the four transitions; also, we simplify the missing data
model to include only the intercept and the time variable.

We then generate the continuous-time transitions within the study period, from baseline to 24 months as below.

g
14

)

« From state 1 at T; = 0. A draw from the exponential distribution with rate 4 = g,

set state 2 at T,; otherwise, set T, = 24 and corresponding state as state 1.

yields a time to event T,. If T, < 24,

+ From state 2 at T, (where g = 1 for cyst started with degenerative phase or g =2 for cyst progressed from active
phase). A draw from the exponential distribution with rate A = q(zy; + q(zz) yields a time to event Tgyq. If Tgyq < 24, then
at Tg,1, choose state 3 with probability q(zy;/l‘l and state 4 with probability q(y)/l‘l; If Tgy1 >= 24, set Ty =24 and

24
corresponding state as state 2.

 From state 3 at T, (where g = 1 for cyst started with calcified phase or g = 2 for cyst evolved from degenerative phase
or g = 3 for a cyst started with active phase then evolved to degenerative phase and then progressed to degenerative
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phase). A draw from the exponential distribution with rate 4 = q&) yields a time to event Tg.. If Tgyy < 24, choose

state 4 at Ty, otherwise, set Ty, = 24 and corresponding state as state 3.

Note that for the transitions from state 1 to state 2 and from state 3 to state 4, we employ the commonly used inversion
method for random number generating. For the transitions from state 2, the scheme is a Gillespie algorithm3* —it is a
stochastic approach to the differential equation that describes the relation between transition intensities and the transition
probabilities.> Ideally, we would like to be able to observe exact transition times. However, in practice it is not always
possible to monitor the process continually and the states are observed only at a limited number of times and within
the limited time window of the study. We simulate this scenario by imposing our original RCT's study design on the
simulated continuous time transitions, for example, imaging take place at 0, 1, 6, 12, and 24 months. Also, at the imaging
time beyond the baseline, we simulate the missing state status by generating a binary state observation indicator using
the missing data model generated probability p;f) defined above. We assume that 50% of the cysts start in state 1 (active
phase), 30% in state 2 (degenerative phase), and 20% in state 3 (calcified phase). This is to mimic the distribution in the
RCT. These baseline states are assigned randomly.

We simulated our original RCT with the same level of missing data and degree of correlation by using the estimated
parameters as the true value. Then we adjusted the value of ay,, , a1, , and 62 to simulate another scenario with a higher
amount of missing data and a higher degree of within-unit correlation. We use the sample size of 112 as in our RCT data.
For each individual, we generate the nonzero number of cysts by using a Poisson distribution with a mean value of 1.87,
where the value was obtained from the real data. For each scenario, we produce 100 datasets and then fit the data with
the IND, MCAR, and MNAR models for the methods described in the last section.

Table 3 summarizes the simulation results for the transition parameters. We present the average estimates and aver-
age percent biases (Bias%) (percentage on the difference between the estimated parameter and the true value relative to
the true value) as well as the coverage rate (CR) of the 95% confidence intervals of the parameters. We see that under
both simulation scenario, the MNAR joint model produces the most accurate estimate and near the nominal cover-
age for both the distributional parameters fy s and the treatment effect parameters f; ». Ignoring the data complexity
leads to less accurate results, as seen with the IND model where within-unit clustering is ignored and MCAR model
where the missing data is ignored. For example, with 20% missing data and larger magnitude of frailty, ¢ = 1.6, the
IND approach results in more than 10% percent biases for half of the parameters while the coverage can be as low
as 27%.

5 | CONCLUSIONS AND DISCUSSION

We have proposed a continuous-time four-state Markov joint model for cyst-level NC life course data that was measured
at prescheduled imaging time points and subject to within-brain clustering and informative missingness. By consider-
ing several states and related evolutions simultaneously under the multistate model framework and by incorporating
the handling of data complexities, we may better understand the evolutionary pathway of NC cysts and how treatment
impacts that evolution. Applying our methods to the NC data from the Ecuador RCT, we found that ALB treatment
significantly accelerated the evolution from the active phase to the degenerative phase, which had been identified in
the patient-level analysis,® as well as the evolution from the degenerative phase to disappearance, which had not been
definitively determined through patient-level analysis.>!® Thus our findings suggest that ALB also has an effect on
degenerative cysts, which warrants further research using these cysts-level analytic techniques. We also found that ALB
hastened the movement of active cysts to the degenerative stage, and from there the majority of cysts transited to com-
plete resolution, not calcification. Therefore, we infer that ALB does not lead to an increase in calcified cysts. These
findings on cyst-level transitions and corresponding estimates are useful for treatment planning for better care of NC
patients.

Our joint model can be viewed as an extension of the frailty model in References 19,20 and the selection model in Refer-
ence 18 for the multivariate interval-censored event-history data to account for the within-unit clustering and informative
missingness. Our results indicate that when incorporating the handling of both data complexities, a larger ALB's treat-
ment effect on the active to degenerative transition and the degenerative to disappearance transition was obtained. The
simulation further validated the joint model's performance under finite sample and models that ignore data complexity
can lead to severe biases.
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TABLE 3 Simulation results
Bo12 Bos Boa Boa B2 P23 P24 Bra
Model True -3.10 —4.00 —2.50 —-2.90 1.20 —0.20 0.90 —0.60

02 = 0.8%(10% missing)

IND Est —2.47 —4.20 —2.03 -3.13 0.87 —0.39 0.82 —0.52
Bias% —4.20 6.05 -1.19 2.08 -7.18 10.97 -3.18 -5.13
CR 0.79 0.98 0.64 0.66 0.62 0.99 0.75 0.90

MCAR Est —3.34 —-4.19 -2.19 -3.10 1.00 -0.31 0.78 —0.55
Bias% 3.94 5.33 -1.10 2.96 —5.56 6.79 —2.53 —3.49
CR 0.85 0.92 0.80 0.79 0.83 0.93 0.86 0.92

MNAR Est -3.18 —4.12 —2.50 —2.93 1.14 —0.16 0.89 —0.58
Bias% 2.53 2.99 —0.07 0.95 -3.07 -7.52 -1.41 —2.85
CR 0.91 0.96 0.89 0.93 0.92 0.96 0.90 0.94

02 = 1.6% (20% missing)

IND Est —2.61 —4.48 —2.12 -3.09 0.76 —0.34 0.57 —0.40
Bias% -3.98 15.86 -1.93 4.96 —14.55 15.62 —10.81 -7.35
CR 0.57 0.73 0.49 0.63 0.27 0.95 0.42 0.83

MCAR Est -3.94 —4.31 -2.15 -3.11 0.94 -0.35 0.63 —-0.43
Bias% 5.67 10.33 -1.93 5.03 —6.47 7.62 =777 —6.57
CR 0.73 0.82 0.77 0.88 0.93 0.89 0.84 0.85

MNAR Est -3.21 —4.16 —2.53 —-2.97 1.15 —0.10 1.02 —0.60
Bias% 3.66 3.98 1.05 2.12 —4.42 -10.87 1.90 —0.66
CR 0.84 0.94 0.82 0.91 0.85 0.94 0.82 0.90

Abbreviations: CR, coverage rate; IND, independent; MAR, missing at random; MCAR, missing completely at random; MNAR, missing not at random.

In the model, we have introduced multidimensional frailty that is shared by the transition model and the missing data
model. Our results show that the frailty captures the strength of the intra-brain association of cysts progressions but also
likely captures the heterogeneity among transitional intensities and among missing data characteristics between partic-
ipants that are not captured by observed covariates. As majority transitions are evolving toward a final resolution, the
degenerative to calcification represents a divergence manifested as a negative correlation for such transition with others in
the estimated variance-covariance matrix of the frailty. Inference wise, for the frailty induced integral, which is intractable
and has high dimension, we developed a Monte Carlo EM algorithm for the joint likelihood. Information matrix estima-
tion was generated as the by-product, avoiding the hessian-matrix-based approach used by numerical methods such as
likelihood approximation.

Our statistical methods are applicable to the study of other diseases that impact various regions of the body using lon-
gitudinal designs to assess multiple disease progression endpoints measured at intermittent time points and when there is
missing data. Both intermittent missing and missing due to lost to follow-up can be addressed in an integrated approach
where different missing data mechanisms can be assessed. When constant hazard is warranted by the data as in our appli-
cation, an exponential distribution is a straightforward assumption for the baseline hazard to address the left-censoring
issue and it is easy to implement. For the cases where time-homogeneous assumption or the Markov assumption are
questionable, extension of our model is obviously needed. In that regarding, the more robust piecewise constant hazard
methods® and semi-Markov models are promising. In this paper, we follow the convention in the literature to assume
a multivariate normal distribution for the frailties. The impact of this assumption to the estimates for the joint model
will be investigated as the next step. In addition, competing risks models*® can be explored to address missing data as an
alternative.
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APPENDIX A.

Multivariate rejection algorithm

Sampling from the conditional distribution of the random effects can be accomplished by a multivariate rejection

algorithm. If the density functions are log-concave in the appropriate parameters, the adaptive rejection algorithm of Ref-

erence 37 may be used, as in Reference 29. However, for the multistate joint model, some densities may not be log-concave.

In such cases, the multivariate rejection sampling method*® may be used to obtain the desired samples3! discussed such a

method in the context of complete data generalized linear mixed models, which can be extended to our models as follows.
Consider sampling from f(@;|y;, x;; 0™). Let (@) = fy;|xi, @3 6"), and & = sup, {f*(w)}. A random sample from

f(@;]y;, x;; 6) can be obtained as follows:

Step 1:  sample @ from f(@;; 6™), and independently, sample w from the uniform(0,1) distribution;
Step2: ifw < f*(@])/¢, then accept @] as a sample point from f(e; |y;, x:; 0™), otherwise, go back to step 1 and
continue.

Transition probabilities
The transition probabilities P(y;;, |yij.,_,»Xi» @;) involved in Ll.cj(yfjlxij, ;) from Equation (2) can be written as a function
Dy i, (tx-1, tx), which can be computed using q,(t|x;, ®;) as follows (suppressing x;, ®;) for the irreversible disease
progression model in Figure 1 (see also Reference 38):

Pt 1) = exp(—Ha(t, 1))

Po(ti, ) = /tltz exp(—Hi(t1, 1))q12(0) exp(—Ha(t, t2))dt

Pis(ti, ) = [, [, exp(=Hy (11, w))q12() exp(=Ha(u, V))q23(v) exp(—Hi(v, 1)) dvelu
P14(f1, h)=1- pn(th t2) _p12(tl, t) —P13(t1, t)

D22(t1, 1) = exp(—Ha (1, 1))

pa(t, 1) = ftltz exp(—Hx(t1, £))q23(t) exp(—Hs(t, t))dt

Pt 1) =1 = py(ti, 1) — prs(ta, t2)

D33(t1, i) = exp(—Hs(4, 12))

P34(t1, t2) =1- P33(t1, t2)

where Hj(t;,t) = f[fz qu2(dt, Hy(ty, 1) = flfz q23(t) + qau(t)dt, and Hi(ty, ) = flfz qa4(t)dt are the cumulative hazard
functions for leaving state 1, 2 and 3, respectively.
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