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Joint modelling of longitudinal and
survival data: incorporating delayed
entry and an assessment of

model misspecification

Michael J. Crowther,”*" Therese M-L Andersson,’
Paul C. Lambert,*® Keith R. Abrams? and Keith Humphreys®

A now common goal in medical research is to investigate the inter-relationships between a repeatedly measured
biomarker, measured with error, and the time to an event of interest. This form of question can be tackled with a
joint longitudinal-survival model, with the most common approach combining a longitudinal mixed effects model
with a proportional hazards survival model, where the models are linked through shared random effects. In this
article, we look at incorporating delayed entry (left truncation), which has received relatively little attention. The
extension to delayed entry requires a second set of numerical integration, beyond that required in a standard
joint model. We therefore implement two sets of fully adaptive Gauss—Hermite quadrature with nested Gauss—
Kronrod quadrature (to allow time-dependent association structures), conducted simultaneously, to evaluate the
likelihood. We evaluate fully adaptive quadrature compared with previously proposed non-adaptive quadrature
through a simulation study, showing substantial improvements, both in terms of minimising bias and reducing
computation time. We further investigate, through simulation, the consequences of misspecifying the longitudi-
nal trajectory and its impact on estimates of association. Our scenarios showed the current value association
structure to be very robust, compared with the rate of change that we found to be highly sensitive showing that
assuming a simpler trend when the truth is more complex can lead to substantial bias. With emphasis on flexible
parametric approaches, we generalise previous models by proposing the use of polynomials or splines to capture
the longitudinal trend and restricted cubic splines to model the baseline log hazard function. The methods are
illustrated on a dataset of breast cancer patients, modelling mammographic density jointly with survival, where
we show how to incorporate density measurements prior to the at-risk period, to make use of all the available
information. User-friendly Stata software is provided. © 2015 The Authors. Statistics in Medicine Published by
John Wiley & Sons Ltd.
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1. Introduction

Joint modelling of longitudinal and survival data has been extensively studied in the methodological
literature, as it provides an efficient method to not only account for measurement error in a longitu-
dinal biomarker included in a survival analysis but also alternatively account for informative dropout
when the longitudinal process is of primary interest [1, 2]. It has been shown through simulation
that simply including the observed longitudinal outcome as a time-varying covariate in a survival
analysis can severely underestimate the true association [3]. The most common form of joint model uses
shared parameters, which links the longitudinal and survival components through random effects. With
the increasing availability of user-friendly software [4—7], this form of joint model is beginning to find
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its place in applied clinical research [2, 8,9]. However, there is a multitude of further research needed, in
particular, to utilise joint models fully in application to registry-based datasets.

In this article, we incorporate delayed entry (left truncation) into the standard joint model framework,
an aspect that has received relatively limited attention. Delayed entry occurs when a patient is not at
risk of the event of interest until a time ¢ > 0. Within a survival analysis setting, this occurs, for example,
when using age as the timescale, which can be an improved way of controlling for the effect of age [10].
Here, we can draw parallels with the challenges that arise when incorporating random effects into a
delayed entry survival model [11, 12]. Not only do we have the ‘weeding out’ process induced by the
frailties, where patients with smaller frailties are more likely to have longer survival times, but the delayed
entry causes a second selection issue, where patients with smaller frailties are more likely to reach the
threshold set by an entry time.

Standard shared frailty survival models allowing delayed entry have received limited attention, which
is particularly highlighted by the limited availability of software. The extensive frailtypack [13]
in R allows left truncation with clustered survival times, in particular, a shared frailty model [14], an
additive frailty model with two correlated random effects (intercept and slope) [15] and a nested frailty
model with two levels of clustering allowing for independent gamma distributed random effects [16].

Incorporating delayed entry into the framework of joint longitudinal-survival models has also received
limited attention. Dantan et al. developed a joint model for longitudinal data and an illness—death
process in cognitive ageing [17]. They also allowed for an intermediate pre-diagnosis state through
a random change point. Estimation was conducted through maximum likelihood, using non-adaptive
Gauss—Hermite quadrature to evaluate analytically intractable integrals, using 20-point quadrature in
their simulation study, and state that use of fewer points leads to bias. Piccorelli and Schluchter [18]
developed an expectation—maximization algorithm to jointly model repeatedly measured pulmonary
function (FEV 1% predicted) and survival in cystic fibrosis patients using registry data. Not all patients
were followed from birth, which subsequently results in left truncation when using age as the timescale.
They assumed a linear mixed effects model for the longitudinal outcome, with random intercept and
slope, which, along with a transformation of age at death, were assumed to follow a trivariate normal
distribution. Van den Hout and Muniz-Terrera [19] developed a joint model for repeatedly measured
discrete data, arising from tests of cognitive function, and survival in the analysis of an older population.
They allowed for a random intercept and linear slope in the longitudinal submodel, assessing a binomial
or beta-binomial formulation, and a Weibull or Gompertz survival model. As interest was in prediction,
they emphasised the benefits of adopting a parametric survival submodel. They looked at specific
association structures to ensure that the cumulative hazard function could be calculated analytically and
used 13-point non-adaptive Gauss—Hermite quadrature to integrate out the random effects. Within the
alternative joint latent class modelling framework, Proust-Lima et al. incorporated delayed entry into a
joint model of multivariate longitudinal outcomes and a time to event [20].

The previous approaches described earlier can be considered limited to a random intercept and single
random linear slope in the longitudinal submodel and standard parametric choices such as the Weibull
or Gompertz for the survival submodel. Limited association structures, describing how the longitudinal
and survival components are linked, were also implemented. Furthermore, the choice of non-adaptive
quadrature can be highly computationally intensive, particularly as a large number of quadrature points
have been shown to be required to obtain appropriate standard errors [21]. In this article, we emphasise
the use of flexible parametric approaches, where in particular, we propose to incorporate fixed and
random effect polynomials of time into the longitudinal submodel. This generalises previous approaches,
allowing a highly flexible way of capturing nonlinear trajectories of the longitudinal outcome over
time. Furthermore, to allow flexibility in parametric survival submodel formulations, we propose to
model the baseline log hazard function using restricted cubic splines, which can capture multiple turning
points/more complex shapes in the underlying event rate [22,23]. The extension to delayed entry requires
a second set of numerical integration, beyond that required in a standard joint model, to evaluate the
likelihood, which we propose to evaluate using fully adaptive Gauss—Hermite quadrature.

The clinical example that we use to illustrate this work comes from a study in breast cancer [24],
where interest is in investigating the association between changes in mammographic density after diag-
nosis, and the time to death due to breast cancer. Mammographic density, which reflects the amount of
fibroglandular tissue in the breast, is one of the strongest risk factors for breast cancer [25]. It has also
been suggested that, in women diagnosed with breast cancer, change in mammography density over time
may be associated with prognosis/response to treatment [24,26]. The original study of Li ez al. considered
only the first two measurements/mammograms (diagnosis and follow-up) to focus on the relationship
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between early response to treatment (in terms of mammography density change) and survival. We now
re-analyse the data and include information on all available measurements during follow-up. Given that
all patients have at least two measurements, by definition they cannot experience the event of interest
until after the time of second measurement. Therefore, analysis requires delayed entry to be accounted
for; however, we can still incorporate the baseline mammographic density measurement prior to entry
within the longitudinal submodel.

In Section 2, we derive a joint model, incorporating delayed entry and flexible parametric formulations
for the longitudinal trajectory, and baseline hazard function. In Section 3, we describe the estimation
approach using adaptive Gauss—Hermite quadrature. In Section 4, we conduct a simulation study to
(1) evaluate the performance of fully adaptive Gauss—Hermite quadrature, comparing with previously
proposed non-adaptive quadrature, and (ii) investigate the impact of misspecification of the longitudinal
trajectory on estimates of association. In Section 5, we illustrate the methods in application to the breast
cancer dataset, investigating the association between change in mammographic density over time and
breast cancer survival. We describe user-friendly Stata software, written by the first author, which was
used to fit all the models in this paper, and describe a variety of other models available in the Supporting
Information. We conclude the paper in Section 6 with a discussion.

2. Model framework and likelihood

We begin with some notation. Let 7, be the observed survival time of the ith patient, where i = 1, ..., n,
with 7; = min(S;, C;), the minimum of the true survival time, §;, and C; the censoring time. We define an
event indicator d;, which takes the value of 1 if §; < C; and 0 otherwise. We also have 7|y, the time at which
a patient becomes at risk of the event, with 7\, < T}. Let y; = {y,(#;),j = 1,....n;} denote the observed
longitudinal responses, with y,(7;) the jth observed longitudinal response of a continuous biomarker
for the ith patient taken at time ;. Each patient has n; repeated measures. We further define a vector of
time-independent baseline covariates, U;. To maintain flexibility, different subsets of U; can be included
in either the longitudinal or survival submodels. We define a vector of patient-specific random effects,
b;, which serve to capture the correlation between measurements of the same patient and the association
between the longitudinal and survival outcomes.

2.1. Model framework

2.1.1. Longitudinal submodel. We assume a linear mixed effects model for the continuous longitudinal
outcome, with

yi(tij) = mi(tij) + €ijs €~ N (0’ 0_62) (1
mi(t;) = X! (t;)B + Z! (t;)b; + u 6 2

where X; and Z; are design matrices for the fixed (f) and random effects (b;), respectively. Baseline
covariates can be included, represented by u;, with a vector of corresponding regression coefficients, 6.
Measurement error is incorporated through ¢;;, which we assume is independent to the random effects.
We also assume that cov(ey, €x) = 0 (where j # k).

Previously joint models with delayed entry have assumed a linear growth curve (random intercept
and random linear slope); however, here, we wish to generalise to allow for the possibility of nonlinear
trajectories by allowing both X; and Z; to contain (fractional) polynomial functions of time [27].
Alternatively, we could use restricted cubic splines; however, in this article, we concentrate on the use of
polynomials, but splines may be used in the associated Stata software (Supporting Information).

2.1.2. Survival submodel. We define the proportional hazards survival submodel
hi(t) = exp [s(log(D)|y. ko) + w'v; + a;m,(1)] 3)

where s(log(?)|y, k) is a restricted cubic spline function of log(#), that is, the log baseline hazard function
with knot vector k,, and coefficient vector y. Using splines to model the baseline log hazard function can
provide a very flexible framework to capture turning points in the underlying hazard function, while the
restricted nature ensures a sensible form in the tails, that is, linearity is imposed beyond the boundary
knots that are placed at the minimum and maximum event times. Further details on this form of survival
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model can be found elsewhere [22,23]. A recent extensive simulation study showed that the AIC and
BIC can be used to guide knot selection effectively [28]. We also have v; € U;, which is a set of baseline
covariates with associated vector of log hazard ratios, y, and «, is termed the association parameter, rep-
resenting a log hazard ratio for a one-unit increase in the longitudinal outcome at time ¢. This association
is termed the current value association structure, which is one of the many ways to link the longitudi-
nal and survival components. In the illustrative breast cancer example, we study how the rate of change
of mammographic density is associated with survival, which can be investigated using the following
association structure:

hi(t) = exp [s(log()|y. ko) +y'v; + aym|(1)] )
where

(@) = L o)

The interpretation of @, under the slope association is the log hazard ratio for a one-unit increase in the
rate of change of the longitudinal outcome at time . Both the current value and slope associations can
be considered time-dependent association structures, and therefore, it is of direct interest to investigate
the impact of model misspecification in terms of capturing the longitudinal trajectory and how it impacts
on the estimates of association, our a parameters. Other association structures have been studied, for
example, time-independent structures, linking say the random intercept; however, we refer the reader
elsewhere for further details [29, 30].

2.2. Likelihood

We define the parameter vector to be 8 = {0,, Oy, 0,}. The likelihood for the ith patient, L;, conditional
on entry time 7|y, can be written as

/mn%mﬁ»hImmmﬁﬁp@wwm
j=1
L. =

' S(To;10)

&)

where
S(Ty10,) = / S(Ty;1b;, 0,)p(b;|6,,)db; (6)

The numerator in Equation (5) is the likelihood under a standard joint model, with the addition being the
denominator due to the delayed entry aspect.
Assuming a continuous normally distributed longitudinal outcome, we have

[yi(t;;) — m(1;)1?
ol e e l_% (1)
and assuming normally distributed random effects gives
~o/2 bi=™'b,
pb,10,) = Qx|Z|) % *exp |- . ©

with variance—covariance matrix, %, where Q is the dimension of the random effects. Under a proportional
hazards survival model, we have

p(T,,d;|b;,0,) = W(T,|b,, 0,)% x S(T;|b,,0,)

= I(T;IB;, 8,)" x exp <— /
0

with h() defined in Equation (3) or (4). Maximising the likelihood in Equation (5) is a computation-
ally challenging task, as integrating out the random effects, in both the numerator and denominator,

T, 9
h(ulb;, 9,)du> ©
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requires separate numerical integration. Furthermore, each set of numerical integration has a nested inte-
gral required to calculate the cumulative hazard function and subsequently the survival function, because
of the use of splines to model the log baseline hazard function. However, this is also often required when
using time-dependent association structures combined with standard parametric choices for the baseline
hazard, such as the Weibull [6].

3. Estimation

The overall log likelihood, L, is given by

logL = ZlogLi (10)
i=1

and can be maximised using the Newton—Raphson technique in the m1 engine in Stata, with derivatives
calculated using finite differences. However, we must employ numerical integration techniques to calcu-
late the joint likelihood. The implementation of adaptive quadrature has been shown to be far superior
to non-adaptive within a standard joint model context [21]. With the extension to delayed entry, this
requires a second set of numerical integration, to be conducted simultaneously, in order to calculate the
denominator in Equation (5).

We briefly describe our implementation of adaptive quadrature to evaluate the joint likelihood [31-33].
Beginning with the numerator in Equation (5), which is equivalent to the joint likelihood when delayed
entry is not present, the integrals can be evaluated employing adaptive Gauss—Hermite quadrature.
Following [32], consider the kernel normal distribution of ¢(b;|b;,Q;), multiplying and dividing the
numerator of Equation (5) by the kernel give

p(T;,d;,y;;0) =/ T,,d;|b;;0,) al (tl,)lb,’ y}] p(b;;0,)db;

) / T, d1b;6) [T pLyiIb;:0,)] b3 6))
i o (b0

an

¢ (bill;liﬂéli> db,

with subject-specific random effect posterior means and variance—covariance matrices, 51 ; and le i
Equation (11) can then be evaluated using Gauss—Hermite quadrature usmg this alternative normal kernel

density, with the nodes appropriately transformed using #,; = b,; + Q db by Whered,, , are the
vector of nodes based on the multivariate standard normal kernel, Wthh is pre- multlphed by the éholesky

decomposition of the estimated subject-specific variance—covariance matrix of the random effects, Q
This gives

p(T;,d;,y;;0) = 2m)°/7|Q, |1/22 2p<T,,d|rh,9>[Hp{yal,nrmey}]
bi=1  by=I (12)

1
xp@,10.Drexp (5d7 4y, ) [,

,,,,,

where v, are the quadrature weights from the standard normal kernel. Similarly, the denominator in
.4 . . .

Equation (5) can be evaluated using a separate set of adaptive Gauss—Hermite quadrature as follows,

where

S(Ty10) = / S(Ty;1b,, O)p(b,16,)db,
:/S(TOilbi’G)p(bilez)

0] (biV;zi’ in)
[¢)

m m
A A " 1
QD20 Y Y S (Tyl#yi60,) $El0.Dexp (a7, dy ) [T,

b=l by=1 g=1

¢ (bi|l;2i’f22i) db, (13)
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where 7y, = by, + fl db ..... by
We implement the followmg algorithm:

* Obtain starting values for °. These are obtained by fitting a separate linear mixed effects model,
obtaining patient-specific predictions from the mixed effects model and including them as a
time-varying covariate within a standard survival model (this assumes the current value association
but is appropriately altered under different association structures). This is a computationally efficient
way of obtaining excellent starting values for the full joint model. We also obtain initial values for

. ~0 A . .. ..
the quadrature node locations, b,; and Q‘l}i using empirical Bayes predictions of the random effects

from the same separate linear mixed effects model, and use a default of 0 and 1 for lArgl. and Qgi.
* Repeat for k = 1,2, ... until Newton—Raphson iterations have converged.

. . . . .. ~k A~k Ak A
— Predict the subject-specific posterior means and standard deviations, {b,;,b,.} and {Q,, Qzl.}:

* Predict the subject-specific posterior means and standard deviations, {b1 »bzl}
N kO A -1
{Q 1 Q } usmg adaptive quadrature based on previous estimates, {b b, } and

{Q, , }.
* Repeat for j=1,2,... until convergence:

- Predict the subJect specific posterior means and standard deviations, {bh bzl}

and {Q Q } using adaptive quadrature based on previous estimates,

~k(=1) k(/ s kG—1) A k(Gi—1)
{b,, b, '}a d{Q in }.

. . . . pk ok N
— Update the parameter estimates to 6, using adaptive quadrature using {b,,,b,;} and {Q, ., Q, }.

We use a tolerance of 1.0E — 08 for the convergence of the quadrature node locations in the j iterations
and standard convergence criteria for the k iterations, that is, the full Newton—Raphson iterations.

4. Simulation study

In this section, we conduct a simulation study with two primary aims: (i) to investigate the performance of
fully adaptive Gauss—Hermite quadrature in calculating the joint likelihood with delayed entry, comparing
with previously proposed non-adaptive quadrature, and (ii) to investigate the impact of misspecification
of the longitudinal trajectory on estimates of association.

We assume the following longitudinal trajectory:

m(t) = (By + byy) + (By + byt + fot* + psr (14)

boi\ _ 0 62  po,o
(b?,) - N<[O] ’ [P‘foo‘fl ‘7012 1]) )

that is, a random intercept and random linear slope with fixed squared and cubic powers of time. To
investigate the impact of misspecifying the longitudinal submodel on estimates of association, we sim-
ulate scenarios using either the current value structure shown in Equation (3) or the rate of change
structure shown in Equation (4). This allows us to directly compare their robustness. Therefore, we
simulate under the following survival submodel, with a Weibull baseline hazard function and current
value structure,

where

hi(t) = Ayt~ exp [ay (B + bo; + (By + by )t + ot + B5t) | (16)
or the rate of change structure,
hi(t) = Ayt~ exp [a2 (B + by + 261 + 3ﬂ3t2)] a7

Parameter values are given as follows: f, = 4.348, f;, = —0.239, §, = 0.0264, f; = —0.00108,
= 1.143, 6, = 0.0704, p = —0.0923, A = 0.00574 and y = 1.197. These were based on fitting
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separate survival and longitudinal models to the breast cancer dataset to provide plausible functions from
which to simulate. The assumed true underlying baseline hazard function, longitudinal trajectory and rate
of change of the longitudinal trajectory are shown in Figure 1.

In scenarios that assume the current value structure, we vary a; = {0.1,0.25,0.5}, and in scenarios
that assume the rate of change structure, we vary a, = {1,2,3}. Survival times are simulated using the
general survival simulation algorithm of Crowther and Lambert [34]. In each simulation, 1000 patient
survival times are generated using Equation (16) or (17), with accompanying entry times generated from
a uniform distribution U(0, 3). Any patients whose survival time is less than their entry time are deleted.
Observed longitudinal measurements are then simulated at a patient’s entry time and annually thereafter,
with up to 10 measurements per patient, from N(m,(?), (762), where o, = 0.591. Finally, administrative
censoring is applied at 15 years. Any measurements simulated after the patients survival/censoring time
are deleted.

To each simulated dataset under each set of parameter values, we apply both the joint model defined
by Equations (14)—(16) or (17), that is, the true model (either current value or rate of change structure,
as appropriate) and a joint model assuming just a random intercept and random linear slope in the longi-
tudinal submodel, with no squared or cubic fixed effect time terms to assess the impact of misspecifying
the trajectory. Each model is applied using 5-point adaptive Gauss—Hermite and 5-point and 15-point
non-adaptive quadrature. We conduct 200 repetitions of each simulation scenario and present results in
Tables I and II. Bias, percentage bias and coverage are calculated on the parametrised scales, for example,
standard deviations and the shape and scale parameters are on the log scale, and the correlation between
the random intercept and slope is parametrised using the inverse hyperbolic tangent transformation
(this is the standard parametrisation used in Stata for correlation parameters [35]).

4.1. Results — current value

Results for the current value simulation scenarios are presented in Table I. When fitting the true model,
we generally find unbiased results and coverage probabilities around the optimum 95% from 5-point
adaptive quadrature across all scenarios, compared with substantial bias in estimates of variance and
correlation parameters in the longitudinal submodel from 5-point and 15-point non-adaptive quadrature,
in particular, underestimating random effect standard deviations. For example, in scenario 1 under
5-point adaptive quadrature, we observe 0.08% bias and 94% coverage probability in estimates of the log

Baseline hazard rate Longitudinal outcome over time
0.015 4.501
© 0.010 —~ 4.004
i a
S a
° =
g =
N s
T 0.005 ® 350
0.000 : 3.00+ ‘
0 5 10 15 0 2 4 6 8 10 12 14
Follow-up time (years) Follow-up time (years)
(a) Assumed baseline hazard function. (b) Assumed longitudinal trajectory.

Gradient of longitudinal outcome over time
0.004

gradient of sqrt(MBD)
S 5 o ©
N - - o
e ¢ e @

o

)

a
1

4 6 8 10 12 14
Follow-up time (years)

o
N

(c) Assumed gradient of longitudinal
trajectory.

Figure 1. Assumed functions based on models applied to the breast cancer data to inform the simulation study.
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standard deviation of the random intercept, compared with 13.96% bias and 0.0% coverage probability
from 5-point non-adaptive quadrature. All numerical integration techniques provide generally unbiased
estimates of the association parameter, with coverage probabilities close to 95%.

Looking specifically at the 5-point adaptive quadrature results, comparing the true model with the linear
misspecified joint model, survival parameters appear to be minimally effected by the misspecification.
Estimates of the association parameter appear to be generally unbiased in both the true and misspecified
models. All simulations for each scenario converged except one iteration in scenario 3, with 5-point
adaptive quadrature when fitting the true model.

4.2. Results — rate of change

Results from the rate of change simulation scenarios are presented in Table II. When fitting the true
model, 5-point adaptive quadrature produces results with minimal bias and with coverage probabilities
broadly close to the optimum 95%. Comparing this with moderate to high levels of bias under 5-point non-
adaptive quadrature and sub-optimum coverage probabilities, which are slightly alleviated by 15-point
non-adaptive quadrature, both, however, do not approach the performance of adaptive quadrature.

Looking at estimates under 5-point adaptive quadrature and comparing between the simpler linear
model and the true polynomial model, we observe substantial bias in the estimates of the associa-
tion parameter (a) in the linear model compared with the true model. For example, in scenario 2, we
observe percentage biases in estimate of —95.80% and 1.90% under the linear and polynomial models,
respectively. This is consistent across all three scenarios.

Finally, comparing computation time under scenario 3, when a = 3, the median computation time to
convergence on a standard laptop with 4 GB of RAM and i5 processor, with 5-point adaptive quadrature,
was 30 s (range 26, 57), compared with 114 s (range 85, 205) with 15-point non-adaptive. Full compu-
tation times for each scenario are not shown as the simulations were not all run on the same computer.
All simulations for each scenario with the linear model converged; however, one out of 200 simulations
failed to converge in each of the true model fits, across numerical integration types. Results are presented
for simulations that converged.

5. Joint modelling of repeatedly measured mammographic density and breast
cancer survival

The clinical example that we use to illustrate this work comes from a population-based, case—control
study conducted in Sweden between 1993 and 1995 of patients diagnosed with breast cancer [24]. The
original study by Li et al. looked at change in mammographic density between baseline mammographic
density measurement and first follow-up measurement, as a prognostic marker. No modelling of mam-
mographic density was carried out. Mammographic density, which reflects the amount of fibroglandular
tissue in the breast, is one of the strongest risk factors for breast cancer [25]. It has also been suggested
that, in women diagnosed with breast cancer, change in mammography density over time may be asso-
ciated with prognosis/response to treatment [24, 26]. Joint modelling provides the possibility to use all
available measurements during follow-up and to learn about how mammography density changes through
time as a function of treatment, accounting for dropout and measurement error, as well as providing a
framework for formulating hypotheses relating to density change (as a marker of response to treatment)
to survival. Because of patients having at least two measurements, they are not at risk of the event of inter-
est until time of their second mammographic screening, and therefore, delayed entry is required. Primary
interest is therefore in the rate of change association structure, shown in Equation (4); however, we also
investigate the current value formulation shown in Equation (3), as it is the most commonly used asso-
ciation structure, and we can investigate whether the results shown in the simulation study are echoed
in the applied analyses.

The dataset consists of 974 patients, of which 121 (12.4%) died during follow-up. Maximum follow-
up is 15.45 years. A total of 6158 measurements of percentage mammographic density are available.
The median number of mammograms per patient was 6, with a range of (2, 13). This dataset was used to
inform the simulation study in the previous section. The following covariates were used in our analysis:
age at diagnosis (years), body mass index (BMI) (kg/m?, measured at interview), tamoxifen treatment
(yes/no), oestrogen receptor status (negative/positive/missing), tumour size (mm, range 1-80), num-
ber of metastatic nodes (range 0-38), grade (1 = well differentiated, 2 = moderately differentiated,
3 = poorly differentiated and 4 = missing), chemotherapy (yes/no), ever used hormone replacement
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therapy (yes/no) and radiotherapy (yes/no). Some missing data were present in oestrogen receptor status
(27.4% missing) and grade (30.1% missing), which are included by using missing categories. In all
analyses, we use the square root of percentage mammographic density to account for some right
skewness, and consequently now all subsequent references to percentage mammographic density mean
the square root of it. The Kaplan—Meier curve is shown in Figure 2.

We begin with preliminary modelling of the survival data only, investigating the shape of the baseline
hazard function using restricted cubic splines on the log hazard scale [22,23]. We use the AIC and BIC
to guide the selection of the number of spline terms to capture the baseline hazard function [28]. Results
are presented in Table III, with up to 5 degrees of freedom (6 knots), plus an intercept for each baseline
hazard function.

Table III indicates that both the AIC and BIC select 2 degrees of freedom (3 knots). We illustrate the
fitted baseline hazard functions in Figure 3.

Kaplan-Meier survival estimate

0 \
2 0754
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[
Qo
o
a 0.504
©
2
5
» 0.25-
0.00
T T T T
0 5 10 15
Number at risk Follow-up time (years)
918 815 129

Figure 2. Kaplan—Meier survival curve of the breast cancer dataset, with 95% confidence interval.

Table III. AIC and BIC for spline hazard mod-

els with varying degrees of freedom (d.f.).

d.f. AIC BIC
1 935.764 941.356
2 922.638 931.025
3 924.126 935.309
4 925.828 939.807
5 925.926 942.700

Baseline hazard functions
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Figure 3. Predicted baseline hazard functions across differing degrees of freedom.
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When d.f. = 2, we can see from Figure 3 the presence of a turning point in the baseline hazard function,
which would be missed if a simpler Weibull model would have been used.

We can also conduct preliminary separate modelling of the percentage mammographic density
measurements to obtain an idea of the trend over time, to inform the full joint model. Beginning with
a random intercept and random linear trend to allow for patient-to-patient variability, we can also
investigate a more flexible trend by adding fixed polynomials of time. Results from adding a squared,
cubic and quartic powers of time are shown in Table I'V.

Now moving to the joint modelling framework, we apply the following joint model, based on the
aforementioned separate modelling, and therefore assume that

mi(t) = (Bo+ bo;) + (B +by;) t+ Bot® + st + Byt (18)

modelling percentage density over time with a random intercept, random linear slope and fixed effects
of time squared, cubed and to the fourth power. In the survival submodel, we use 2 degrees of freedom
to model the baseline hazard function, and the rate of change (slope) association structure, as follows:

hi(t) = ho(t)exp [a (B, + by; + 2B, + 351° + 45,7 )| (19)
with A (¢) the baseline spline function. We also fit a simpler joint model,

hi(t) = ho(t)exp [a (B, + by;)] (20)

assuming a random intercept and random linear trend, and compare estimates of association. However,
we have a variety of important covariates that could impact on the longitudinal and survival estimates.
In the longitudinal submodel, we adjust for age at diagnosis (years), BMI (kg/m?), ever used hormone
replacement therapy (yes/no) and tumour size (mm, range 1-80), and in the survival submodel, we
also adjust for age, BMI, tamoxifen treatment, oestrogen receptor status (negative/positive/missing),
tumour size, number of metastatic nodes (range 0-38), grade (1 = well differentiated, 2 =
moderately differentiated, 3 = poorly differentiated and 4 = missing) and chemotherapy (yes/no).
Results are presented in Table V, comparing the linear and polynomial models.

From Table V, looking at the polynomial-based model, we observe no statistically significant asso-
ciation between the rate of change of percentage mammographic density over time and breast cancer
survival, with an association estimate of 0.192 (95% CI: —0.998, 1.382). We find a marked difference in
the estimates of association when assuming a simpler longitudinal trajectory, with an estimated associa-
tion of 4.756 (95% CI: —4.100, 13.612). We also note that as the association estimate is non-statistically
significant, we obtain identical estimates of the random effects, to 3 decimal places, to those from the
separate longitudinal model shown in Table IV.

We now fit joint models with the current value association structure, comparing the polynomial
longitudinal trajectory model,

hi(t) = ho(t)exp [a (By + by; + (By + byt + Byt* + st + But?)] (21)

Table IV. Longitudinal mixed effects model results for percentage mammographic
density over time.

Parameter Estimate  Standard error  p-value 95% CI

Time —0.3513 0.0292 <0.001 —-0.4086 —0.2940
Time? 0.0840 0.0128 <0.001 0.0589 0.1091
Time? —-0.0103 0.0019 <0.001 -0.0141 —0.0065
Time* 0.0004 0.0001 <0.001 0.0002 0.0006
Intercept 4.3744 0.0409 <0.001 4.2942 4.4546
Random effects

sd(Time) 0.0703 0.0042 0.0626 0.0789
sd(Intercept) 1.1428 0.0290 1.0874 1.2009
corr(Time,Intercept) —0.0918 0.0556 —0.1993 0.0179
sd(Residual) 0.5895 0.0063 0.5773 0.6020

e ___________________________________________________________________________________________|
© 2015 The Authors. Statistics in Medicine Published by John Wiley & Sons Ltd. Statist. Med. 2015



Statistics

M. J. CROWTHER ET AL.

uowaoe[dar ouowrioy “YH $101dooor uaZonsoo YH ‘xopul ssew Apoq ‘TINFG

090 LLSO — 900°0 6850 ¥19°0 6850 — 900°0 109°0 (renprsay)ps
48] wo- — 090°0 $00°0— 7110 9210~ — 1900 L000— (1daoraur ‘o ],) 1109
080°1 SL60 — LT00 920'1 6L0°1 ¥L6°0 — LT0°0 ST0'1 (1doordruy)ps
6L0°0 €90°0 — £00°0 0L0°0 8L0°0 190°0 — 000 690°0 (o )ps
$109JJ0 Wwopuey
€0LCT— LIT'L— 0000 9TI'l 016%—  +¥9TT1— 9089—  +00°0 PIv1 SE0v— ydoosayug
6+S°0 wro—  CITo IL1°0 Y120 9TH'0 1L00—  291°0 LT1°0 LLTO 7 ourds
weo 1LE0— 7890 951°0 #90°0—  8€T0 $6T0—  9¢8°0 9¢1°0 820°0— [ surds
w80 I8€0—  09%°0 T1€0 1€2°0 1980 68¢'0—  ¥S¥0 81¢°0 8€T°0 Adexoyroway)
0TS'1 §TTO—  9¥1°0 S0 LY9°0 wh'l 09C0— 8910 Ly0 9190 SuISSIN = 9peID
66¢°1 89¢'0—  €ST0 IS¥°0 9150 LLE'T 86¢°0—  6LT0 €S¥°0 060 € = opeln
687’1 96T0—  991°0 SHP0 L19°0 S8Y'1 §9T0—  TLIO 90 0190 T =9pe1n
SIT°0 790°0 0000 €100 880°0 911°0 6500 0000 #1070 L80°0 SOpou d1EISEIoW JO "ON
6£0°0 0100 1000 L000 ¥20°0 1700 1100 100°0 800°0 920'0 (ww) 9z1s nown,
€S1°0 6£0'T—  SPI0 $0€°0 Srr0—  TETO 966°0— €20 €1¢°0 78€°0— snye)s Y SUISSIIA
9¢0°0 €56'0— 6900 7570 8St'0— 1600 76'0— 8010 6ST°0 91+0— smyels Jd
808°0 900°0 LY00 S0T°0 LOY'0 8180 €100 €v0°0 90C°0 91+°0 UQJIXOWE],
7900 1€0°0—  L0SO ¥20°0 9100 090°0 S€0°0— S09°0 $20°0 €100 (w/3y) ING
€100 9%0'0—  ¥97°0 S10°0 L100— 0100 860°0—  6S1°0 L10°0 $20°0— (s1894) 93Y
8¢l 8660—  TSL0 L09°0 61°0 TI9El  001'v— €62°0 8ISV 9SL'Y UoNeI0SS Y
[BATAING
LEL'6 I8 0000 S1+°0 §26'8 905°6 68°L 0000 [4840) 669'8 ydooaug
7100 7000—  8TI0 ¥00°0 S00°0 €100 10000—  LOT°0 $00°0 900'0 (ww) 9z1s mown,
or1°o 9¢1'0—  SL60 0L0°0 7000 710 9€1'0—  TL6O 1L0°0 €000 Aderoyy yH
€600— 62I'0— 0000 6000 ITT0—  7600— 6C1'0— 0000 600°0 011°0— (cw/3y) ING
810°0— 0v0'0— 0000 900°0 620°0—  8100— 6£0°0— 0000 900°0 620°0— (s109K) 93y
1000 0000 0000 0000 0000 — — — — — WL,
900'0—  ¥100— 0000 7000 010°0— — — — — — couy,
601°0 850°0 0000 €100 ¥80°0 — — — — — ellving
¥620— 60¥'0— 0000 6200 ISE0—  0800— 9600— 0000 000 880°0— ouy,
[eulpmISuUO|
1D %S6 onjea-d 10119 pIepuelS  QlewWNSH 1D %56 anfea-d 10119 pIepuelS  QjewINSH JIo)owrered
[erwouA[od Jeaur|

‘Topour A10309(e1) [erwouk[od pawLIOjur 9y} pue [OpOW JEaul|
Jo1dwirs oY) usamlaq UONEBIJ0SSE AFULYD JO eI AY) JO sAewNsd SuLredwod 110109 Jooued Isealq ay) 03 parjdde synsar [opow jurof [[n *A I[qeL

Statist. Med. 2015

© 2015 The Authors. Statistics in Medicine Published by John Wiley & Sons Ltd.



Statistics

M. J. CROWTHER ET AL.

Juowaoe[dar ouowioy “YH $103dooor uaZonsa0 YH ‘xopul ssew Apoq ‘TINFG

2090 LLSO — 900°0 6850 ¥19°0 6850 - 9000 109°0 (fenpisay)ps
cIro cclo— — 090°0 S00°0— ¥01°0 €ero— — 190°0 S10°0— (1deoxayur oy 1100
0801 SL60 - L200 L2O'T 180°1 9L6'0 — L200 LT0'T (1deorayuy)ps
6L0°0 €900 - ¥00°0 0L0°0 8L0°0 190°0 — ¥00°0 6900 (eurry)ps
S109JJ0 WIopuey
181'¢— 8CI'8— 0000 Tl ¥69°6— 8¥I'c— SCI'8— 0000 69T'[ 9€9°6— 1deoreyuy
19%°0 8¥00—  TIT0 0€1'0 900 evo ¢600—  €IT0 6C1'0 091°0 ¢ ourdg
LETO L6T0— LT8O 9¢1°0 0€0'0— ¥9C°0 9LT0—  ¥96'0 8¢I'0 900°0— [ ourds
$98°0 LSE0—  CIYO cleo 1254\ ¥98°0 86€0—  LI¥O creo £5C0 Kderaypouray)
SLY'1 LLTO— 0810 L0 6650 LYl 9LT0— 0810 Lyv0 0090 SuIssI = opeID
CLE'T 86¢0— 18C°0 4544 L8Y°0 YLET 96€0—  6LCT0 4944 6810 € = 9pelD
LYl €LT0—  8LI'O 9440 009°0 ELY'1 CLTO—  8LTO S0 009°0 ¢ = 9peip
SIT0 2900 000°0 €100 8800 SIT0 290°0 000°0 €100 8800 Sopou dnelselaul Jo "ON
8¢0°0 0100 100°0 L00°0 ¥20°0 8¢0°0 010°0 100°0 L00'0 200 () 9z1s mowmn,
LETO 01— I€ro €0€0 8610~ 8¢I'0 Is0'1—  ¢el'o €0¢0 LSY0— SnJes Y SulssIA
S00°0 086'0— ¢SO0 1620 881°0— 900°0 086'0— €500 1ST0 L8Y0— smels ¥q
6080 L000 9t0°0 S0T0 8010 0180 800°0 S¥0'0 S0c0 6010 USJIXOWE],
LLOO [200—  0LT0 G200 8200 LLOO 00—  vLTO §c00 8200 (Lw/3) NG
¥10°0 SY0'0—  S0€0 S10°0 S10°0— ¥10°0 SY0'0—  LOE0 G100 S10°0— (s1eak) o3y
890 LSO0—  2T0T0 €800 9010 SLTO €90°0—  9¢T0 L800 soro UoneId0ssY
[eATAINS
8EL'6 488 000°0 Sy o §C6'8 Y056 068'L 0000 <o L69°8 1deoreyuy
€100 100°0— 1210 ¥00°0 9000 €100 10000—  OIT0 ¥00°0 9000 () 9718 mowng,
or1o LET'0—  T86'0 0L0°0 2000 8¢I'0 8¢I'0— 0001 1L0°0 000°0 Aderoyy yH
¢60'0— 6CI'0— 0000 6000 Iro- ¢60'0— 6CI'0— 0000 6000 orro— (;w/3Y) ING
8100— O0¥0'0— 0000 900°0 6200~ 810°0— 6£00— 0000 9000 8200~ (s1eaf) o8y
100°0 0000 000°0 000°0 000°0 — - — - - yOWLL
900'0— ¥10°0— 0000 000 010°0— - - — — - ¢PUWIL
601°0 6500 000°0 €100 ¥80°0 — - — - - PWIL
¥6C°0— 60v'0— 0000 6200 1S€°0— ¢80°0— L60°0— 0000 ¥00°0 060°0— CLUAP
[eulpmISuO|
1D %S6 onfea-d  IOIId pIepuelS  OJBWINSH 1D %S6 onfea-d  JO1Id pIepuel§  deWNSH Iojowrered
[erwouA[od Teaury

‘Topour A10309(e1) [erwouA[od pawLIOjur 9y} pue [opOW JBaul|

Jodwirs o) usam)aq UOHBIDOSSE ANJBA JUILIND 3y} JO sejewnse Surredwrod 9I0y0o 1adued Jseaiq ay) 0} pardde synsax [opowr jurof [[n “IA el

Statist. Med. 2015

© 2015 The Authors. Statistics in Medicine Published by John Wiley & Sons Ltd.



Statistics
M. J. CROWTHER ET AL.

with the simpler linear trajectory model,

h(1) = ho(t) exp [a(By + by; + (B + by)D)] (22)

and compare estimates of association. Results are presented in Table VI

From Table VI, under the full joint model with polynomial trajectory, we find a non-statistically sig-
nificant association of 0.106 (95% CI: —0.057, 0.268). We observe a very similar association estimate
from the simpler linear model, 0.105 (95% CI: —0.065, 0.275), in agreement with the findings of the
simulation study, showing the robustness of the current value association.

All Stata do files used in the simulation study, and applied joint model analyses of the breast cancer
data are included in the Supporting Information.

6. Discussion

In this article, we proposed a flexible joint model incorporating delayed entry (left truncation), using
restricted cubic splines to model the baseline hazard function, and (fractional) polynomials in the longi-
tudinal submodel to capture complex trajectories of biomarkers over time. The addition of delayed entry
required a second set of numerical integration beyond that of the standard joint model. We proposed to use
fully adaptive quadrature to evaluate the likelihood, as an alternative to previously proposed non-adaptive
quadrature.

Through simulation, we investigated the performance of fully adaptive Gauss—Hermite quadrature in
calculating the joint likelihood, comparing it with non-adaptive quadrature. Our results showed substan-
tial improvement in terms of bias and coverage under the adaptive routines, particularly in estimates
of longitudinal submodel parameters. In order to achieve similar performance as the adaptive routines,
it is expected that a minimum of 30 quadrature points would be required, as has been found in stan-
dard joint models [21]. In terms of computation time, this is an important issue. For example, comparing
computation time under scenario 3 with the rate of change association structure, when a = 3, the median
computation time to convergence on a standard laptop with 4 GB of RAM and an i5 processor, with
5-point adaptive quadrature, was 30 s (range 26, 57), compared with 114 s (range 85, 205) with 15-point
non-adaptive. If 30-point non-adaptive quadrature is required, then this difference will clearly grow fur-
ther. This is an important consideration as joint models begin to be used on larger registry-based datasets
where the number of patients may be in the tens of thousands, not hundreds.

We also investigated the impact of misspecifying the longitudinal trajectory through simulation, an
issue that we believe has not been investigated before. We used scenarios that were based on a cubic
polynomial trajectory longitudinal submodel fitted to the breast cancer data, and subsequently fitted the
true joint model, and a more simplistic random intercept and random linear slope longitudinal submodel.
We assessed the impact of misspecifying the trajectory under both the current value association and the
rate of change association structures. In our scenarios, we found the current value association structure to
be quite robust to the misspecification. Conversely, we found the rate of change association structure to
be very sensitive, with substantial bias present in estimates of the association parameter when the simpler
linear trajectory was fitted. Given the assumed trajectory, shown in Figure 1b, it appears that under the
current value association structure, the linear approximation to the more complex true cubic shape did not
impact greatly. Conversely, assuming a constant rate of change when the truth is a more complex squared
function impacted greatly. If a more complex shape had been chosen for the trajectory, for example,
incorporating a turning point within the range of the data, we expect the current value to be as sensitive
to misspecification. Another aspect of the longitudinal trajectory that we could have investigated is the
assumption of normally distributed random effects; however, multiple authors have found joint models
quite robust to deviations from this assumption [36,37].

We illustrated the methodology with an example in breast cancer, where primary interest was in the
association between change in mammographic density over time and breast cancer survival. It built on
previous work that looked at change in mammographic density between the scan at diagnosis and the
first follow-up scan. In the joint model analysis, we were mainly interested in the current slope or current
value association structures (Equation (4)) to link density change to survival. In a future study, we will use
the joint modelling framework to explore other, perhaps more clinically relevant, association structures.
Discrepancy between our results and those in Li et al. may be due to the fact that they focus on the impact
of density change close to diagnosis. We have here focused on developing the joint modelling framework
for this dataset with delayed entry that can incorporate all follow-up density measurements/model density
as a longitudinal outcome. In line with the simulation study, we also compared the robustness of the rate
of change, and current value association structures to using a simpler longitudinal trajectory compared
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with the separate modelling-informed polynomial trajectory. Results from the applied analyses indicated
complete agreement to those found in the simulation study, showing robustness of the association param-
eter, compared with a substantial lack of robustness in the rate of change specification. An important
limitation to note is that in our model framework, we do not consider time-dependent feedback. This may
occur, for example, if tamoxifen therapy affected mammographic density, which, subsequently, affected
whether a patient was then asked to take or discontinue tamoxifen. However, we only had information
on whether a patient was taking tamoxifen or not, at baseline, and had no information on adherence.

In our application, we used preliminary separate modelling, utilising the AIC and BIC to guide the
selection of the functional form of both the longitudinal trajectory and the baseline hazard function. We
did not include this approach within the simulation study where we fitted the true and a misspecified
model, which is a limitation. In applied studies, we do not know the truth, and therefore, some form of
model selection must be used. The optimal method to select both these functional forms is an area of
further research [38].

For the time-to-event outcome, we used restricted cubic splines on the log hazard scale to model the
baseline hazard function, with knot selection guided by the AIC and BIC, which has been shown to be
an effective model-building strategy [28]. It must be noted that sensitivity analyses should be conducted
to assess the impact of the number of degrees of freedom used to model both the baseline and indeed the
longitudinal trajectory. Alternative flexible formulations could have been explored, for example, Proust-
Lima et al. used penalised cubic M-splines on the hazard scale [20]. We could have used age as the
timescale in our illustrative example but in this case time because diagnosis can be considered the more
appropriate timescale to use; however, in many examples, a delayed entry joint model will be required
when using age as the timescale.

In our analyses, we used missing indicator variables for covariates with any missing data present,
allowing us to use the full dataset. This is clearly not ideal, and therefore, incorporating a multiple impu-
tation approach suitable for use in a joint modelling framework would be a very useful area of future
research. A Bayesian approach may also be of use in this context. Extensions to the modelling framework
also include incorporating multiple longitudinal outcomes, within a generalised linear mixed longitudinal
submodel that would allow also binary and Poisson outcomes. Furthermore, the extension to a multi-
state survival submodel would allow event-specific associations between complex longitudinal profiles
and multiple events. Alternatives to the joint modelling framework could be investigated and compared,
such as the use of inverse probability weights to account for dropout or regression calibration approaches;
however, they give focus to either the longitudinal or survival components, whereas a joint model allows
the elucidation of inferences to be drawn about both processes simultaneously.
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