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CHAPTER1

Introduction

One of the most common research questions in survival analysis is how the observed
covariates, Z, affect survival when data is right censored. Usually treated as a finite-
dimensional vector in Euclidean space, Z can be baseline covariates that stay constant
over time, or time changing factors. The presence of censoring complicates the estimation
since care has to be taken with respect to unknown cumulative baseline hazard function
H. Though regarded as absolutely continuous, H is either estimated non-parametrically
via approximation by a infinite dimensional step function, or is imposed with a fully para-
metric distribution form. The latter approach is less frequently used in practice compared
to the former, the semiparametric approach, since the inference is less robust due to the
parametric assumptions made. The challenge of handling infinite dimensional nuisance
parameters inspires various works in semiparametric models and that forms an important
research area in survival analysis. Cox proportional hazard (PH) model is perhaps the most
popular semiparametric model used in survival analysis, Cox (1972). Various extensionsof
the PH model avoid the proportionality assumption or any distributional form of the haz-
ard. For example, imputation methods, as in Faucett et al. (2002), Andersen et al. (2004),
Hsu et al. (2006). These methods directly fill in missing data using multiple imputation

methods; frailty models that represent heterogeneity of mortality, among other non linear



transformation models. In this thesis, we further explore the possibility of improving the
existing semiparametric analysis methods in two areas. First we develop a multiple impu-
tation method that better utilizes covariates to recover statistical information; Second area
focuses on transformation models that generalizes frailty models when time dependent
covariates are observed, or, in another word, when exposures are dynamic.

Currently most multiple imputation methods for censored survival data either ignore
covariate information when imputing a likely event time, or place quite restrictive mod-
eling assumptions on the survival distributions used for imputation. Several researchers
modeled censored restricted lifetimes as a function of patient characteristics. Karrison
(1987) used a generalized Cox model approach with piecewise constant baseline hazards,
and made appropriate transformations to the restricted mean scale that indirectly linked co-
variates to the restricted means. Extensions of this approach, also centered around a Cox
model, were given by Chen and Tsiatis (2001) and Zucker (1988). Andersen et al. (2004)
link covariate effects with the mean restricted lifetimes by using pseudo-observations in
lieu of the original outcomes and applying generalized estimating equations (GEE) by
Liang and Zeger (1986). None of these authors suggested the restricted mean as a tool
for imputation of censored lifetimes. In Chapter II, we propose a more robust multiple
imputation approach that directly imputes restricted lifetimes over the study period based
on a model of the mean restricted life as a linear function of covariates. This method
has the advantages of retaining patient characteristics when making imputation choices,
while avoiding parametric assumptions on the shapes of hazards or survival functions.
Simulation results show that our method outperforms its closest competitor for modeling
restricted mean lifetimes in terms of bias and efficiency in both independent censoring and
dependent censoring scenarios. Survival estimates of restricted lifetime model parameters

and marginal survival estimates regain much of the precision lost due to censoring. The



proposed method is also much less subject to dependent censoring bias captured by co-
variates in the restricted mean model. This particular feature is observed in a full statistical
analysis conducted in the context of the International Breast Cancer Study Group Ludwig
Trial V using the proposed methodology. The work is also published as Liu et al. (2011).

Frailty models are popular when unmeasured predictors cause heterogeneity in mor-
tality. Most often frailties represent an unobserved time-independent predictor known at
baseline, for instance, Zeng and Lin (2007), Kosorok et al. (2004). The large sample
properties of estimates are usually justified using empirical process theories, see Kosorok
et al. (2004), Zeng and Lin (2007), Zeng and Lin (2010), or martingale-based arguments
(Chen (2009) and Chen (2010)). Meanwhile there are some research propose that, when
time changing factors are present, it is quite natural to believe a latent stochastic pro-
cess is implied and it also affects survival. Typical examples are Gjessing et al. (2003)
and Yashin and Manton (1997). Those works also discuss asymptotics of estimates. In
Chapter III, we extend the modeling of frailty as a stochastic process in a general setting.
We provide the estimation and inference framework for this type of model based on full
likelihood approach, and build more rigorous theoretical justifications for large sample
property using Martingale theory. We also discuss the asymptotic properties of estimates
using a profile likelihood approach as in Murphy (1994), Murphy (1995), and Murphy
and van der Vaart (2000). We show that in general no explicit covariance function form
are available. Simulation studies are presented to illustrate the method, assuming frailty
as a non-homogeneous Poisson process (NHPP), using a time-dependent covariate. We
also present simulation studies that, assuming an oberved frailty process, Cox model gives
biased estimate.

In Chapter IV, we develop a mechanistic modeling approach to explain dynamic effect

when the disease (not necessarily cancer) has a latent development period before diagnosis.



This paper is motivated by an observational study in Tsodikov and Muller (1998), where
the natural process of tumor initiation/promotion/progression is modulated by radiation.
Radiation triggers lesions (initiation) that adds to the process of spontaneous formation of
lesions in the host. Those lesions then compete as they develop into tumor during pro-
motion. The same radiation may also kill some of the lesions. This non-linear interplay
of these complex effects may result in improved survival of the subjects. Classical semi-
parametric models with time dependent risks, including Cox model, fail to account for the
dynamic irradiation effects on latent tumor process. We propose an incidence model based
on the lesion initiation, promotion, competition and death modulated by the radiation to
interpret the diversity of such complex exposure effects. The estimation procedure is based
on the idea of iterative weighted algorithm introduced by Chen (2009). The advantage of
this modeling approach is that we can interpret the time changing exposure effect as a
stochastic process while retaining the power of rigorous statistical inference. As a result,
we develop statistically and numerically efficient NPMLE techniques essentially as con-

venient as those for Cox models.



CHAPTER 11

Multiple Imputation Based on Restricted Mean Models
for Censored Data

2.1 Introduction

In survival analysis, estimation of expected life over a fixed time window is often of
interest, either non-parametrically or as a function of covariates. In addition, it is common
to desire estimates of survival probabilities within particular subgroups. For example, in
the International Breast Cancer Study Group (IBCSG) Ludwig Trial V, investigators would
like to estimate a long-duration treatment effect on patient lifetimes over the 9 year study
period, adjusting for tumor size, estrogen receptor (ER) status, number of positive nodes
and age. They also want to compare marginal survival curves for the two treatment groups.
The presence of right censoring makes standard analysis methods for fully observed data
inappropriate, although they would be much simpler to implement if available.

We propose that since restricted means are of interest and may be modeled already
as part of a thorough analysis of the IBCSG study, that we take advantage of the re-
stricted mean model structure to augment censored outcomes via Multiple Imputation
(MI). The resulting final analyses (regression parameters, estimated restricted means and
non-parametric quantities) are based on more standard analytical tools using multiply im-

puted datasets and are hypothesized to be more efficient since imputes better utilize co-



variate information.

Several researchers have given attention to modeling censored restricted lifetimes as
a function of patient characteristics. Karrison (1987) used a generalized Cox model ap-
proach Cox (1972) with piecewise constant baseline hazards, and made appropriate trans-
formations to the restricted mean scale that indirectly linked covariates to the restricted
means. Extensions of this approach, also centered around a Cox model, were given by
Chen and Tsiatis (2001) and Zucker (1988). Andersen et al. (2004) link covariate effects
with the mean restricted lifetimes by using pseudo observations in lieu of the original out-
comes and applying generalized linear models (GLM) Liang and Zeger (1986). None of
these authors suggested the restricted mean as a tool for imputation of censored lifetimes.

Meanwhile, increasingly researchers have come to view censored data in the more
traditional role of missing data, where multiple imputation is a popular strategy for appro-
priately addressing missing information in an analysis. For example, Faucett et al. (2002)
multiply impute survival outcomes via joint modeling of a change-point model and a time-
dependent Cox proportional hazards model. Taylor et al. (2002) develop non-parametric
MI methods that reproduce Kaplan Meier Kaplan and Meier (1958) estimates when no
covariate information is available. Hsu et al. (2006) use Cox models to more selectively
build risk sets of individuals with similar hazards for multiple imputation, utilizing a non-
parametric imputation procedure within this risk set. The advantages of imputation are
longstanding, because many different analyses may be conducted using the multiply im-
puted datasets once they are obtained. An overview of several effective imputation strate-
gies based upon observed data is given in Rubin (1987) and Little and Rubin (2002). Most
existing MI methods either assume parametric models acting on (and linking) the hazards
of interest or are non-parametric in nature.

Our goal in this research is to produce multiply imputed datasets that directly model



the missing outcomes of interest via a restricted mean structure. The resulting multiply
imputed datasets incorporate individual information to gain efficiency in restricted mean
model parameter estimation as well as in other analyses of interest, such as survival curve
estimation and two sample testing. The rest of the manuscript is structured as follows: in
Section 2.2, we describe the mean structure for restricted lifetimes given covariates. Sec-
tion 2.3 introduces the restricted mean lifetime based MI algorithm with some technical
details of implementation included in an appendix. In Section 2.4 we summarize sev-
eral commonly used standard analyses applied to multiply imputed datasets. Section 2.5
presents finite sample simulation results. We return to the IBCSG study in Section 2.6 and
report various analyses of interest. Discussion follows in Section 2.7.

This work is also published as Liu et al. (2011).

2.2 Structure for restricted mean lifetimes used in multiple imputa-
tion

Suppose lifetime, 7', has survival function, Sp(t), with mean life E(T) = [ Sr(t)dt.
With right censored data, the data tends to support only estimated lifetimes restricted to
the study period, or restricted means, E{min(r,T)} = [ Sr(t)dt, where 7 is within the
range of the observed data Irwin (1949).

To examine the restricted mean as function of covariates, /Z, regression models have
been developed. For instance, one approach is to assume a transformation model taking
the form, g(T') = 31'Z + ¢, where 3 = (Byg), By, ---, Bp)) is a (p + 1)-dimensional vector,
€ is residual vector with mean zero, and ¢ is some link function (e.g., Buckley and James
(1979), Dabrowska and Doksum (1979), Fine et al. (1998)). Fully parametric models can
be implemented if the residual distribution is known. Andersen et al. (2004) use pseudo

observations to model this mean structure, with the added advantage that few assumptions



are required on the distribution of € for their model to hold.

In particular, for each individual, pseudo observation i (z = 1, ..., n) is defined as:

n / SEM(t)dt — (n — 1) / SEMED (1)t
0 0

where SXM () is the Kaplan Meier (KM) estimate for survival and S5 (=9 (t) is the KM
estimate excluding patient 7. These pseudo observations are comparable in expectation to
the distribution of the original restricted failure times, similar to the jackknife. Hence this
modeling approach addresses the censoring issue through transformation to uncensored
values with identical restricted mean regression parameters. Andersen et al. recommend
GLM analysis on log transformed pseudo observations using an identity link.

We assume a similar mean structure with the idea of imputing for log min(, T') rather

than using log transformed pseudo observations. That is:
Q.1) Ellog{min(r,T)}|Z] = 37 Z.

The log transformation of min(7,T) continues to ensure that regression parameters
apply to the real line rather than merely to positive values. Also, transforming min(r,T")
before model fitting seems to produce better estimates of the intercept than if a log link
were applied, which is useful in the context of imputation. We suspect that this is the
case due to Jensen’s Inequality since log E{min(7,T)|Z} > E[log{min(r,T)}|Z] and
we impute on the scale of log{min(7,T")}. Standard linear models can be used to fit (2.1)

once multiply imputed datasets are created.

2.3 Multiple Imputation Algorithm

With the mean structure in (2.1), we have a natural way to fill in missing event times
during the study window. We achieve this goal by developing restricted mean Multiple

Imputation (MI) algorithm. The algorithm has two parts: first, we obtain desired parameter



estimates as in (2.1); Second, we append appropriate residuals to the estimated means to
form an impute that better approximate variability of the original data.

The proposed algorithm is summarized in Step 1-4, with further details of implemen-
tation following.

Step 1: By fitting GLM model (2.1) treating censored data as failures, we obtain
initial parameter estimates B\(O). Next we use a pseudo EM algorithm described in the
Appendix (A.1), to obtain a converged and improved B . This algorithm takes into account
the current estimate of B, its variability and the observed censoring time C; for each value
requiring imputation.

Step 2: We form imputes for censored patients by adding error terms to the estimated
means BTZ where B is obtained in Step 1. For patients with similar B\TZ , observed residu-
als are sampled; the detailed sampling procedure is described in Appendix (A.2). Sampled
error terms are required to yield an impute larger than the original censored value.

Step 3: Repeat Step 2 until we have M imputes for each censored value.

Step 4: Combine analysis from M imputed datasets to get the final parameter estimates
and the associated variances.

Next we describe the details of the algorithm. Suppose 71, ..., T,, come from a non neg-
ative random variable, 7', with survival function, S7, and (1, ..., C,, come from a random
variable, C', that may or may not depend on covariates in model (2.1), but are otherwise
independent of T'. Let X; = min(T;,C;),i = 1, ...,n be the observed times to event. Let
Y = log{min(r,T)} with 7 a fixed positive constant.

In Step 1, we fit (2.1) to obtain initial values B () treating all observed data as failures.
In practice we have not found the initial value to have much influence on final parameter
estimates, although several alternative choices for obtaining B(O) were explored. Naturally

the more censoring in the data, the further away B(O) is from the true 5 when censored
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values are treated as failures. The next part of the algorithm is an iterative procedure to

obtain 3@, 31, 3@ Bk where the procedure is said to converge when mazx;(]| B[(ﬁ) —

Béﬁ_l) |) < a for some small tolerance a, with ﬁA[(ﬁ) being the jth element of the vector B (k).
Steps of the iterative procedure are located in Appendix (A.1).

In Step 2, with the converged parameter B, E (Y;|Cs, Z;) is calculated as BTZZ- for a
censored patient ¢, then residual errors are added to E (Y;|Cs, Z;) to reproduce appropriate
variability. Details of sampling residuals are in Appendix (A.2). Our assumption for con-
structing residuals is that patients with similar £(Y;|Z;) will have a similar distribution of
residuals and can be used to create an appropriate pool for selection. Residuals that result
in imputes of log{min(7,T)} < log C; are removed from further consideration. In the
case of models with discrete covariates only, this residual pool reduces to patients with co-
variates identical to Z;, and the impute (3TZ1' + residual) will essentially select one of the
failed patients’ death times from the pool as the imputed value. For continuous covariates,
we sample residuals from patients whose £(Y'|Z) fall within some small b—margin of the
censored patient’s E (Y:|Z;), so that the impute does not necessarily match any observed
failure time from the original dataset, but is shifted higher or lower depending on BTZi. In
either case, when a patient from the residual pool is selected with event times > 7, we use
log 7 for the imputed value since a reasonable shift from BTZZ- is not available in this case.

Finally in Step 4, for each censored value, we sample M of those residuals and add

them to E(Y;|Z;) as described above, resulting in a total of M imputed datasets to be

analyzed.

2.4 Analyse multiply imputed datasets

Since we fill in the missing outcomes for censored people, many research problems

become complete data problems and we can apply standard procedures to analyze M
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imputed datasets. In practice, M = 10 multiply imputed datasets are usually sufficient.

Next we summarize some most commonly desired analyses.

2.4.1 Estimating regression parameters based on multiply imputed datasets

Using a standard GLM modeling approach, each of the M imputed dataset yields es-
timates 3M7 = (3M1 o By -+ B [p]) = 1, ..., M under model (2.1). The final esti-
mates based on the multiply imputed datasets are BM I — "M BMIJN The associated
variances are composed of within imputation variances W/ and between imputation vari-
ances B respectively, see Rubin (1987) and Little and Rubin (2002).

The variances become
Var(BM)y =W + (1+ M~ Y)B.

where W = Y01 Var(3)1)/M and B = Y"1 (M1 — M2 /(M = 1).
Similarly, covariances between the jth and kth elements of 54! = (ﬁ[ﬁ L 6[1] s @[% Ty

are calculated as in Rubin (1987) and Little and Rubin (2002):

Cov(B", ") Z Cov{ By, ML /M
M
L+ MY BN = BHHM L = SR/ (M =),
m=1
where ﬁM[J] j=0,1,...p,m = 1,.., M is the jth element of estimate 3%/ from mth
dataset.
The hypothesis test for BM Iand significance level is determined by the ¢ distribution:

(BMI _ ﬁ)Var(BMI)_l/Q ~ t,, where v = {1+ (M + 1)‘1W/B}2 (M — 1) based on

Satterthwaite approximation (Rubin (1987), Little and Rubin (2002)).
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2.4.2 Saurvival curve estimates based on multiply imputed datasets

Using the M imputed datasets, we calculate KM survival estimates S5 (¢), ..., SEM (),
and obtain associated variances V; (t), ..., \A/M(t) based on Greenwood’s formula. For com-
plete datasets, the KM survival estimates reduce to simple sample proportions of those

alive at times ¢. The combined survival estimate 5™ (¢) and V™! (t) are calculated to be

i) = MUY SEM ()
PHI0 = M7 ST+ (1 M) SIS0}/ - )

2.4.3 Log-rank test based on multiply imputed datasets

For the mth imputed dataset (m = 1,..., M), let 7" < ... < T}"* denote the ordered
failure times , D} and Y} denote the number of failures and number at risk for group ¢
attime 7}",7 = 1,2,k = 1, ..., L. Furthermore, let D} and Y;”* denote the corresponding
values in whole sample, E7}, = D;*Y]'/ Y™ be expected failures in group 1 and V}}} =
DYy (Y — D) /(Ym) (Y™ —1). The log-rank statistic for the mth imputed dataset
is given by:

L L

Q= Qv Y (DY — B
k=1 k=1
The combined log-rank statistic and corresponding variance then become:
M
QM = Y Qn'/M
m=1
M

VM = 1 (1 M) Y@M - QM /(M - 1),

m=1

since Q™! is asymptotic standard normal for large samples.
The hypothesis test for treatment difference and significance level is determined by the
2
t distribution: QM1 /\/VMI ~ t, = {1 +(M+1)7 M QM — QMI)} (M —1)

based on Satterthwaite approximation (Rubin (1987), Little and Rubin (2002)).
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2.5 Simulation Study

In this section, we study finite sample properties of selected analyses based on re-
stricted mean MI datasets, including restricted mean regression parameter estimation and
marginal survival curve estimation.

GLM parameter estimates for the restricted mean model are produced using the fol-
lowing methods:

(a) model (2.1) with an identity link where log{min(7,T)} is multiply imputed for
censored observations using the restricted mean MI approach,

(b) model (2.1) with an identity link applied to log transformed pseudo observations
(PO) as in Andersen, Hansen and Klein Andersen et al. (2004),

(c) the model in (a) applied to the uncensored (fully observed) data.

We first study the independent censoring case. In each of 1000 simulations, we perform
the following procedure with a sample of size n = 100 and 7 fixed at 1.5:

Step 1: For covariates, we generate bivariate normal (0, 1) pairs (Zy; = 215, Z2; = 22;),
i = 1,...,n with correlation 0.3. We then transform one of these into a Uniform(0, 1)
distributed covariate by applying the inverse transform method, that is, U; = P(Zy; < zy;).
The second normal is transformed into a Bernoulli(0.5) covariate, B; = I(Zy; > 0).

Step 2: We obtain the outcome of interest, min(r,1;), ¢ = 1,...,n. Each failure time
T; is simulated from an exponential distribution with hazard rate, \;, that satisfies the mean

structure (2.1) for a pre-specified 3 = (0o, 41, 52), B;, U; and 7. That is, for this simulation
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setup,

+o00
B(Y)|Cs, B, US) — / ydFy,(y)

logT—

= / yfr,(e’)dy + P(Y; > logT) x logT

[e.e]

logT—
= / y\ele M dy + e M x log 7.

o0

Therefore \; is a numerical solution to

logT—
/ yhieYe M dy + e N xlogT = fy+ B x B+ B x U,

in terms of (3y, (1, B2, B;, U; and 7. This step gives us an uncensored dataset for analyses
using method (c).

Step 3: We generate independent censoring from an exponential distribution with rate
chosen to yield approximately 30% censoring prior to 7. Censored data analyses are based
on min(t, X;) where X; = min(T;, C;).

Step 4: Using the censored dataset generated from Step 3, we apply the MI algorithm
described in Section 3 and obtain multiply imputed datasets. Then we estimate model (2.1)
regression parameters as in Section 4.1, and survival percentages as in Section 4.2.

Step 5: Using the censored dataset generated from Step 3, we apply the PO approach to
estimate model (2.1) regression parameters. We estimate survival percentages using KM
method. These analyses will be compared to those in Step 4.

Step 6: Using the uncensored dataset generated from Step 2, we estimate model (2.1)
regression parameters and survival percentages. These analyses represent the upper bound
of available efficiency that is attainable for this setting.

The simulation for the dependent censoring case uses n = 1000 and 7 = 2. C}
is simulated using the exponential distribution Exp(A x U;), where A is chosen to give

approximately 30% censoring. Otherwise the procedure for simulation is similar to the
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independent case.

Table 2.1 displays the simulation results in the independent censoring case, where the
true values of /3 are (—1,0.5,0.5). For each approach (a), (b) and (c), we present bias as
B — f3, and the corresponding average estimated standard errors (SE). We also calculate
the empirical standard deviation (ESD) of the 1000 estimates and the proportion of simu-
lations that cover the true values (empirical coverage probability, CP). To assess gains in
efficiency, we give average 95% confidence interval (95% CI) widths over the 1000 simula-
tions. The asymptotic relative efficiency (ARE) is defined as Var([? ro)/ Var(ﬁ of interest),
where Var(ﬁ o), the variance of estimates using the PO approach, is used as the reference
variance.

The results show that the MI approach and uncensored data analysis yield approxi-
mately unbiased estimates. Aside from the intercept term, the PO method also appears
unbiased. Because of difficulty in estimating the intercept term, the PO approach tends to
have a lower coverage rate for the true E{log{min(r,T)}] (83% for the PO approach as
opposed to 93% for the MI method and 94% for the uncensored data case).

The 95% CI widths for regression parameters are around 12% narrower using the MI
method compared to the PO approach. Furthermore, they are very close to the 95% CI
widths based on uncensored data. The MI parameter estimates are 27—28% more efficient
in terms of the ARE than the PO approach. Hence by assuming the mean structure as
in (2.1) and including minimal assumptions on the variance, we are able to recover much
of the efficiency lost due to censoring.

Additional simulations under different parameter settings show similar patterns of re-
sults. For simplicity, we present one additional scenario where the true values of /3 are
(—1,0,0.5), (—1,0.5,0) and (—1,0,0) as in Table 2.2, 2.3 and 2.4 and we skip the boot-

strap stages for all these scenarios. An interesting fact worth mentioning is that even
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Table 2.1: Independent censoring: Comparison of estimates based on model (1) using
method (a) restricted mean MI (MI) approach, method (b) pseudo observation (PO) ap-
proach, method (c) uncensored observations (Uncensored), and method (d) restricted mean
MI (MIS) approach with a bootstrap procedure added, method (n = 100).

Parameter Method Bias) SE® ESD®) CP®  Width of CI® ARE®
0o =—1 Uncensored -0.005 0.286 0.314 91.7% 1.12 1.36
PO -0.193 0333 0383 89.1% 1.31 1.00
MI 0.002 0.295 0316 92.8% 1.15 1.27
MIS -0.012 0.262 0.297 91.1% 1.03 1.62
By =0.5 Uncensored 0.005 0.220 0.233 93.8% 0.86 1.35
PO 0.055 0.256 0273 92.9% 1.01 1.00
MI 0.011 0.227 0.240 93.5% 0.89 1.27
MIS 0.002 0.228 0.250 91.4% 0.90 1.26
0 =0.5 Uncensored 0.005 0.437 0.456 94.4% 1.71 1.36
PO 0.059 0.510 0.537 93.8% 2.00 1.00
MI -0.042 0.451 0452 95.1% 1.77 1.28
MIS 0.010 0.391 0413 93.4% 1.77 1.28

1. Bias is the average of 8 — (3 over the simulations. Le., the average estimated parameter is the shown bias plus the true
parameter in column 1.

2. SE is the average estimated standard errors over the simulations.

3. ESD is empirical standard deviation (ESD) of the 1000 estimates.

4. CP is the empirical coverage probability, i.e., the proportion of simulations that cover the true values.
5. Width of CI is the average 95% confidence interval (95% CI) widths over the 1000 simulations.

6. ARE is asymptotic relative efficiency, defined as Var(ﬁpo)/Var(B), where Var(Bpo), the variance of estimates using
the PO approach, is used as the reference variance.
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Table 2.2: Independent censoring II: Comparison of estimates based on model (1) us-
ing method (a) restricted mean MI (MI) approach, method (b) pseudo observation (PO)
approach, method (c) uncensored observations (Uncensored), method (n = 100).

Parameter Method Bias® SE® ESD® CP@YW  Width of CI® ARE®
Gy = —1 Uncensored 0.010 0.254 0.281 91.7% 1.00 1.37
PO -0.176  0.298 0.339 88.5% 1.17 1.00
MI 0.000 0.262 0302 91.0% 1.03 1.29
6y =0 Uncensored -0.011 0.221 0.236 92.1% 0.87 1.37
PO 0.041 0.259 0284 92.0% 1.02 1.00
MI -0.002 0.228 0.249 91.6% 0.89 1.29
By =0.5 Uncensored -0.001 0.380 0.387 94.3% 1.49 1.37
PO 0.046 0444 0448 94.7% 1.74 1.00
MI 0.000 0.390 0419 93.3% 1.53 1.30

1. Bias is the average of 8 — (3 over the simulations. Le., the average estimated parameter is the shown bias plus the true
parameter in column 1.

2. SE is the average estimated standard errors over the simulations.

3. ESD is empirical standard deviation (ESD) of the 1000 estimates.

4. CP is the empirical coverage probability, i.e., the proportion of simulations that cover the true values.
5. Width of CI is the average 95% confidence interval (95% CI) widths over the 1000 simulations.

6. ARE is asymptotic relative efficiency, defined as Var(Bpo)/Var(B), where Var(Bpo ). the variance of estimates using
the PO approach, is used as the reference variance.

though the covariates, in the scenario where true values of /3 are (—1, 0, 0), are not predic-
tive of the outcome, efficiency gain is still observed. This is because the algorithm utilizes
the covariates information regardless their predictability. In another word, the model itself
will not be able to tell whether the covariates are predictive or not.

The results for dependent censoring case are presented in Table 2.5, where the true
values of (3 are (—1,1,0.5). The sample size used (1000) is comparable to the sample size

in the IBCSG example in Section 6. Parameter estimates using the restricted mean MI
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Table 2.3: Independent censoring III: Comparison of estimates based on model (1) us-
ing method (a) restricted mean MI (MI) approach, method (b) pseudo observation (PO)
approach, method (c) uncensored observations (Uncensored), method (n = 100).

Parameter Method Bias® SE® ESD®) CP®  Width of CI® ARE®

Bo=—1 Uncensored 0.004 0.283 0.292 94.2% 1.11 1.37
PO -0.185 0.330 0.350 91.4% 1.29 1.00
MI -0.011 0.292 0310 93.1% 1.14 1.28
By = 0.5 Uncensored -0.012 0.246 0.250 93.9% 0.96 1.36
PO 0.034 0.287 0.301 93.7% 1.13 1.00
MI -0.002 0.254 0.266 93.4% 0.99 1.28
By =0 Uncensored 0.012 0.422 0407 95.9% 1.66 1.36
PO 0.012 0493 0472 96.1% 1.93 1.00
MI 0.019 0436 0430 94.7% 1.71 1.28

1. Bias is the average of E — [ over the simulations. Ie., the average estimated parameter is the shown bias plus the true
parameter in column 1.

2. SE is the average estimated standard errors over the simulations.

3. ESD is empirical standard deviation (ESD) of the 1000 estimates.

4. CP is the empirical coverage probability, i.e., the proportion of simulations that cover the true values.
5. Width of CI is the average 95% confidence interval (95% CI) widths over the 1000 simulations.

6. ARE is asymptotic relative efficiency, defined as Var(Bpo)/Var(B), where Var(Bpo). the variance of estimates using
the PO approach, is used as the reference variance.
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Table 2.4: Independent censoring IV: Comparison of estimates based on model (1) us-
ing method (a) restricted mean MI (MI) approach, method (b) pseudo observation (PO)
approach, method (c) uncensored observations (Uncensored), method (n = 100).

Parameter Method Bias® SE® ESD®) CP®  Width of CI® ARE®
Bo=—1 Uncensored -0.019 0.281 0.275 94.3% 1.10 1.17
PO -0.216 0.330 0.333 92.2% 1.29 1.00
MI -0.093 0.280 0.285 93.3% 1.10 1.17
6y =0 Uncensored 0.005 0.254 0.259 95.0% 1.00 1.17
PO 0.012 0298 0.312 94.3% 1.17 1.00
MI 0.003 0.254 0.268 93.5% 0.99 1.17
By =0 Uncensored 0.004 0.503 0.493 94.8% 1.97 1.17
PO -0.005 0.591 0.580 954% 2.32 1.00
MI 0.001 0.503 0.516 93.2% 1.97 1.18

1. Bias is the average of E — [ over the simulations. Ie., the average estimated parameter is the shown bias plus the true
parameter in column 1.

2. SE is the average estimated standard errors over the simulations.

3. ESD is empirical standard deviation (ESD) of the 1000 estimates.

4. CP is the empirical coverage probability, i.e., the proportion of simulations that cover the true values.
5. Width of CI is the average 95% confidence interval (95% CI) widths over the 1000 simulations.

6. ARE is asymptotic relative efficiency, defined as Var(Bpo)/Var(B), where Var(Bpo). the variance of estimates using
the PO approach, is used as the reference variance.
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Table 2.5: Dependent censoring: Comparison of estimates based on model (1) using
method (a) restricted mean MI (MI) approach, method (b) pseudo observation (PO) ap-
proach, method (c) uncensored observations (Uncensored), method (n = 1000).

Parameter Method Bias® SE® ESD® CP@YW  Width of CI® ARE®
Gy = —1 Uncensored 0.001 0.078 0.091 90.6% 0.31 1.49
PO -0.163 0.095 0.119 573% 0.37 1.00
MI 0.002 0.082 0.099 90.0% 0.32 1.33
0 =1 Uncensored 0.001 0.066 0.071 93.5% 0.26 1.49
PO 0.131 0.081 0.093 63.7% 0.32 1.00
MI 0.004 0.069 0.074 93.5% 0.27 1.38
By =0.5 Uncensored -0.004 0.117 0.121 92.9% 0.46 1.49
PO -0.083 0.142 0.148 89.2% 0.56 1.00
MI -0.008 0.122 0.132 91.7% 0.48 1.36

1. Bias is the average of 8 — (3 over the simulations. Le., the average estimated parameter is the shown bias plus the true
parameter in column 1.

2. SE is the average estimated standard errors over the simulations.

3. ESD is empirical standard deviation (ESD) of the 1000 estimates.

4. CP is the empirical coverage probability, i.e., the proportion of simulations that cover the true values.
5. Width of CI is the average 95% confidence interval (95% CI) widths over the 1000 simulations.

6. ARE is asymptotic relative efficiency, defined as Var(Bpo)/Var(B), where Var(Bpo ). the variance of estimates using
the PO approach, is used as the reference variance.
approach are essentially unbiased, while the PO method was subject to bias as large as one
standard deviation.

As mentioned in Section 1, various analyses can be conducted based on multiply im-
puted datasets. One example is to produce marginal survival estimates. Simulation results
in the independent censoring case are shown in Table 2.6 at survival quantiles 60% through
40% ~ S(7). Survival estimates using the MI method approximate true quantiles well,

and as expected, the level of efficiency gain increases with increased censoring. Survival
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quantiles 100% through 60%, where censoring was minimal (around 16%), showed only
negligible differences in efficiency (less than 1%). For this reason, we did not present the
results for this range.

Simulations conducted in the dependent censoring case gave unbiased results for the
MI estimated quantiles whereas the KM method overestimated survival by approximately
3% after the 60th quantile. Although gains in efficiency for survival estimates were seen
using MI method in the dependent censoring case, gains were not nearly as attractive as in
the independent censoring case [data not shown].

We also conducted simulation using PO method as described in Andersen and Perme
(2010) for both censoring scenario. In these settings, PO is created according to weighted
KM estimates. We first generate Z* as 0 if U € (0,0.25], 1 if U € (0.25,0.5], 2if U €
(0.5,0.75] and 3 otherwise. In another word, Z* is the original covariate U categorized into
4 bins with the same size. Then we create weighted KM estiamte n~! Zngl ng§ M),
where §;< M () is a Kaplan-Meier estimate in subgroup g of patients with categorical co-
variate Z* = g and ng is the number of patients in subgroup g (¢ = 1, ...,4). The results
using this approach and using restricted MI method are similar as shown in Table 2.1 and
Table 2.5. The discussion of comparing the two methods in this context is in final section.

Some simulations were repeated using an additional bootstrap step to provide a further
level of variability in the selection of imputed values. That is, each of the M imputed
datasets was produced from a different bootstrap sample of the original observed data,
which further varied the distribution of parameter estimates in Section 3 Step 1 as well as
the observed residual distribution in Section 3 Step 2. The results are presented in Table
2.1 and Table 2.6. Although some authors, for example, Rubins and Schenker (1991),
Heitjan and Little (1991), Taylor et al. (2002), have found improved coverage using this

approach, coverage probabilities in the simulations did not appreciably change Table 2.6.
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Table 2.6: Independent censoring: Comparison of survival estimates using restricted mean
MI (MI) approach, restricted mean MI (MI) approach with bootstrap procedure (MIS),
KM with censored observations (Censored), and KM with uncensored observations (Un-
censored) (n = 100).

Quantile Censoring %Y  Method  Bias®® SE®) ARE®

60% 21.3% Uncensored 0.006 0.049 1.18
Censored 0.006 0.053 1.00

MI -0.005 0.052 1.01

MIS 0.003 0.052 1.03

55% 23.7% Uncensored 0.005 0.049 1.22
Censored 0.005 0.055 1.00

MI -0.008 0.054 1.03

MIS 0.002 0.053 1.05

50% 26.0% Uncensored 0.007 0.050 1.27
Censored 0.007 0.056 1.00

MI -0.007 0.054 1.06

MIS 0.002 0.054 1.07

45% 28.1% Uncensored 0.006 0.050 1.33
Censored 0.006 0.057 1.00

MI -0.009 0.054 1.09

MIS -0.002 0.054 1.10

40% 30.1% Uncensored 0.006 0.049 1.40
Censored 0.004 0.058 1.00

MI -0.008 0.054 1.13

MIS 0.001 0.054 1.14

1. Censoring % is the average censoring percentage up to corresponding quantile over the simulations.
2. Bias is the average of true survival percentages minus estimated survival percentages over the simulations.
3. SEis the average estimated standard errors over the simulations.

4. ARE is asymptotic relative efficiency, defined as Var(gggf )/ Var(gK M) where Var(gggf ), the variance of estimates
using the PO approach, is used as reference variance.
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A conservative recommendation would be to perform the analysis both with and without
the bootstrap step, particularly for smaller sample sizes than the simulations shown here

(n < 100).

2.6 IBCSG Ludwig Trial V Example

We now apply standard analyses to restricted mean-based multiply imputed datasets
from the IBCSG Ludwig Trial V study. The data consist of 1229 patients, where 59
patients are still at risk at 108 months, 551 have died and 669 are censored prior to 108
months of followup. Observed covariates include long-duration (LD) or short-duration
(SD) treatment assignment, estrogen-receptor ER status (positive vs. negative/unknown),
tumor size (greater or less than 2cm), number of nodes (0-3, 4-9 or 10+), and age (in
decades).

The primary interest of the study is to examine the treatment effect over the study
period. Just as in a traditional medical journal results section, we first describe marginal
treatment effects via plots and point estimates using the KM method and our restricted
mean MI method. Then we test for treatment differences using the traditional log-rank
test and the MI augmented log-rank test. Multivariate analysis results then assess adjusted
treatment effects and other useful predictors.

As part of performing the MI procedure we estimate the restricted mean in terms of

available data as follows:

Eflog{min(108,T)}] = o+ (1 x I(LD treatment) 4+ 3, x I(ER positive)
+ (B3 x I(Tumor > 2cm) + (4 x I(positive nodes 4-9)

+ 5 x I(positive nodes 10+) + G5 x (Age in decades).
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In other words, using the methods described in Section (2.3), for censored patients
we multiply imputed failure times incorporating information on treatment assignment, ER
status, node group categories, tumor size and age.

Marginal survival curves based on the KM method and the MI method are shown in
Figure (2.1), with confidence intervals at year marks shown in Table 2.7. The rightmost
column of Table 2.7 summarizes the differences in point estimates of S (t), according to
method. Estimates between the two methods are similar during the first couple of years,
but as censoring increases, so do differences between survival estimates across time. Par-
ticularly in the short-duration therapy, the difference in S (8 years) approaches 6%. This
pattern was similar both with and without a bootstrap step included in the analysis. When
investigating possible reasons for differences in tail survival estimates, we identified de-
pendent censoring captured by age (Hazard Ratio for censoring: 0.81 per decade age in-
crease, 95% CI: (0.70, 0.93), p-value=0.004). That is, older patients who entered the trial
were both less likely to be censored and had longer restricted lifetimes (to be discussed
shortly in Table 2.8 as part of the multivariate analyses). The MI procedure accounts for
this setting, giving lower survival estimates over time when compared to the KM method.
The treatment differences are much larger once the dependent censoring bias related to
age 1s accounted for. This is reflected in the much higher significance of the logrank anal-
ysis on the restricted mean MI datasets (without bootstrap: p=7 x 10~%; with bootstrap:
p=2 x 10~?) compared to the traditional logrank test (p=0.0001). The marginal survival
plots also indicate some non proportionality early in the study duration, perhaps arguing
the merits of a multivariate model not dependent on proportional hazard shapes to hold.

The significant treatment difference is maintained once we adjust for other risk fac-
tors (full results in Table 2.8). The first 3 columns of Table 2.8 give the GLM model fit

using the pseudo observation (PO) approach as in Andersen et al. (2004). The remaining
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columns give the analysis based on our restricted mean MI procedure. We report ef , where
B = (BO, B1, Ba, B3, Bu, Bs, 36) with associated 95% Cls and p-values. The parameters eB
are interpreted as multiplicative effects, so that parameter estimates higher than one give
longer estimated restricted lifetimes and estimates smaller than one give shorter estimated
restricted lifetimes. For example, using the MI approach, long-duration treatment tends to
prolong restricted lifetime by a factor of e = 1.14 (95% CI: 1.06, 1.23), compared to
the restricted lifetime on the SD arm, adjusted for other factors. Across covariate effects,
we observe similar or slightly narrower 95% CI widths and 1% efficiency gains for the
MI method versus the PO approach. These minor efficiency gains in the variability of
the parameter estimates were also seen when including a bootstrap step. The multivariate
analysis confirms the role of age as a factor causing some dependent censoring since age
is both related to the event time as well as the censoring time as noted above. The signif-
icance of age straddles the p-value=0.05 depending on methodology used. According to
all methods used, older age is associated with longer restricted lifetimes. The MI method
without a bootstrap step indicates that for each decade increase in age, the estimated re-
stricted lifetime increases by 4.1% {e%"" = 1.041, 95% CI: (1.002, 1.082), p-value=0.040
}. This seems to be capturing the known risk of more aggressive breast cancer tumors
diagnosed in younger patients. Incorporating a bootstrap step into the MI procedure gave
corresponding results for age as {1.036, 95% CI: (0.996, 1.076), p-value=0.076}, while
the PO method gave {e%° = 1.038, 95% CI: (0.998, 1.079), p-value=0.060}.

The MI procedure seems to be accounting for dependent censoring through slightly
better estimation of the intercept, which affects estimation of restricted lifetimes, and
therefore the values imputed in the MI algorithm. For instance, we may estimate restricted
lifetimes for a typical patient in the SD treatment arm, using average patient profile values

for other risk factors, i.e., (58.3)(0.79)%27(0.55)%16(0.88)%77(1.23)%%4(1.04)>%° = 61.6
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months for the MI method (95% CI: 57.9, 65.5), and similarly 62.1 months for the PO
method (95% CI: 58.3, 66.0). That is, a 50 year old patient with a 27% chance of hav-
ing 4-9 positive nodes, a 16% of having 10+ positive nodes, a 54% chance of being ER
positive, and a 77% chance of having tumor greater than 2cm is expected to live 61.6
months out of a possible 108 months on study based on the MI method. The PO approach
estimates a slightly longer restricted mean for this type of patient, likely connected to de-
pendent censoring biases associated with age. Since younger (sicker) patients are being
censored more often, the PO approach seems to be slightly overestimating the expected

number of months lived during the 108 month duration.

2.7 Discussion

Using the restricted mean formulation, the shapes of the survival curves in relation
to one another are not specified. Our method merely requires the mean structure to be
correctly specified, i.e., the area under the survival curve to 7 follows (2.1). It is also
possible, of course, to recover restricted mean estimates from a Cox modeling framework
using S(t|Z) = So(t)e’éTZ, and in cases where hazards are truly proportional these es-
timates should be fully efficient. In two sample testing literature when hazards are not
proportional, Pepe and Fleming (1998) indicated a substantial improvement in detecting
treatment effects using differences in restricted means as opposed to the logrank test (score
test for Cox model). Previous authors advocating restricted mean models have not clearly
laid out inference performance issues in relation to hazard based models beyond the intu-
ition gleaned from the two sample testing setting.

Andersen et al. (2004) use pseudo observations to create a modified dataset and ap-
ply a similar mean structure as (2.1) for analysis. In studying the PO method and how

it might be modified to provide imputes larger than the observed censoring times, we
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discovered a potential loss of statistical information available from Z. We considered im-
putes for C; that add C; plus a conditional pseudo observation created from the patients
at risk at C;. Suppose SEMED (4T > ;) is the KM estimate with the person censored
at C; left out among those otherwise at risk at C;. Then a conditional pseudo observation
defined as n [/, SEMHT > C)dt — (n — 1) ¢, SEM)(t|T > C;)dt would reduce
to f¢. SEM({|T > C;)dt. The non-parametric estimate S“™ (¢|T" > C;) does not fully
utilize covariate information from Z. Pseudo observation calculation for this special case
may indicate why our restricted mean MI approach outperforms the traditional PO method
in simulation with respect to efficiency. Looking at this special case of pseudo observa-
tion creation may also suggest why dependent censoring might influence the PO method
in terms of bias. That is, a conditional pseudo observation SXY (t|T > C;) may still be
biased if censoring depends on Z, and the traditional PO method seems also subject to this
same source of bias.

More recently, Andersen and Perme (2010) suggested the use of pseudo observations
based upon weighted Kaplan-Meier estimates (Murray and Tsiatis (1996)), n~! Zle ng§ f M (1),
where S ;( M () is a Kaplan-Meier estimate in subgroup g of patients with categorical co-
variate Z = ¢ and ng is the number of patients in subgroup g (¢ = 1, ..., G). When only
a single categorical covariate is associated with the survival and censoring distributions,
corresponding calculations of conditional pseudovalues created from those at risk at C;
reduce to [/, §f Mt T > C;)dt, which is a maximum likelihood estimate of the restricted
mean life for someone from group ¢ surviving past C;. Since all available covariate infor-
mation is utilized in this scenario, we suspect that the pseudo observation approach will
be fully efficient and unbiased for estimation of parameters in (1). Simulations using cat-
egorical covariates yield very similar results for parameter estimates based on weighted

Kaplan-Meier based pseudo observations and restricted mean MI method, see Table 2.1.
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The approach of creating pseudo observations with Kaplan-Meier estimates averaged
across categorical covariate strata may be impractical in regression settings with many
covariates. As covariate strata become more finely partitioned, technical difficulties of
estimating survival consistently in the tails of the distribution arise since each stratum
specific Kaplan-Meier curve is only guaranteed consistency in the range of the observed
outcomes for that stratum. When only a single continuous covariate is related to survival
and censoring distributions, averaging Kaplan-Meier estimates across categorical strata
of the continuous covariate may still be viable since simulations by Murray and Tsiatis
demonstrated that most efficiency gain and bias correction may be captured using roughly
3 to 5 strata.

With a single categorical covariate our restricted mean MI approach reduces to that of
Hsu et al. (2006) since risk set groupings based on either similar restricted means, as in
our work, or similar hazards, as in Hsu et al.’s work, will result in groups with the same
categorical covariate to impute from. As indicated in Hsu et al., this special case produces
marginal survival estimates similar in expectation to the weighted Kaplan-Meier estimate
described by Murray and Tsiatis as well as the survival estimates proposed by Malani
(1995). Similarly, rank-based tests based on MI analyses with categorical covariates would
be expected to perform similarly to those proposed by Mackenzie and Abrahamowicz
(2005).

To our knowledge, this is the first instance when the restricted mean lifetime has been
used to impute censored survival data based on risk factors, increasing efficiency. Ef-
ficiency gains when using covariate information in marginal survival curve estimation
have been seen in many other contexts by authors including Finkelstein and Schoenfeld
(1994),Gray (1994) and Robins and Rotnitzky (1992) . The MI method retains essential

characteristics of the observed data and approximates the original distribution well. Final
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parameter estimates have good operating characteristics and have improved finite sample
properties. Particularly appealing to clinicians is that the interpretation of the parameter
estimates apply directly to days, months or years of life saved for different risk profiles. In
addition, our method preserves the traditional benefits of MI such as transparency of vari-
ance calculation and availability of standard statistical software to analyze the augmented

datasets.
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CHAPTER III

Stochastic Process Frailty Model

3.1 Introduction

Frailty models are commonly used when population heterogeneity is not fully ex-
plained by individuals’ observed risk factors. The idea of using a non-negative random
variable, U, to represent additional variability in the population was first introduced by
Vaupel et al. (1979). Frailties are often incorporated into variations of the Cox propor-
tional hazard (PH) model Cox (1972); In the case of Vaupel et al., the survival function
becomes S(t|z) = E (e‘UeBTZ JodH+) where H, is a baseline cumulative hazard function
at time s, z is an observed time-independent covariate vector, and [ is a parameter vector
associated with the influence of z on survival. U is typically assumed to follow a non-
negative parametric distribution, such as gamma {Klein (1992), Nielson et al. (1992) and
Hougaard (1996), compound Poisson family {Aalen (1992)}, among other distributions
Hougaard (2000).

Several authors extend frailty models by allowing z to be a function of time ¢. For

example, Kosorok et al. (2004) considered the following survival model:
t gl .
(3.1) S(tl=[0. 1)) = B(e= e ),

where z[0, t] represents the history of z;, s € [0,¢]. Here U remains a time-independent

frailty unrelated to z[0, ¢]. Asshown in Appendix ( B.1), the corresponding hazard function
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becomes

)\(t|z[07t]) _ E{UeXp(—U f(f eﬂTzsst)}eﬁTthHt/dt
E{exp(-U f(f ePr=dH,)}

= E(U|T >t,2[0,t])e” *dH,/dt,

where T is the failure time distribution.

Zeng and Lin (2007) considered an extended model in the same spirit where time accel-
erates according to a function of the observed time-dependent covariate, z, for s € [0, ¢]. In
the context of univariate frailty models, the work of Zeng and Lin (2007) reduces to (3.1)
extended by an additional power transformation, and where the distribution of U has no
unknown parameters. The frailty, U, is characterized by the Laplace transform, £(z) =
E(e7Y"). Their transformation function G(z) = —log E(e~Y*) acts on the cumulative
hazard. That is, suppose Z is the subset of observed time independent covariates in 2. The
cumulative hazard becomes A(%|z[0,t]) = G(z), where x = < fot B dH5>exp(’YT2)

Various authors have contributed to the literature on estimation and inference for mod-
els with time-independent frailties. Murphy (1994) and Murphy (1995) provide asymp-
totic theory in the case U has a gamma distribution and covariates are recorded at baseline.
For general U, Tsodikov (2003) proposes a Quasi-EM procedure for estimation of (3.1).
Kosorok et al. (2004), Zeng and Lin (2007) and Zeng and Lin (2010) study properties of
estimated hazards and model parameters for their respective models using empirical pro-
cesses. Bagdonnavicius and Nikulin (1999) and Martinussen and Scheike (2006) use a
modified partial likelihood approach to argue normality of estimates in (1). Chen (2009)
and Chen (2010) outline a weighted Breslow-type estimation approach for (3.1), basing
associated asymptotic results on martingale theory.

In the majority of the existing literature, U is treated as time-independent. However,

with observed z; being dynamic, there is no reason to assume that the unobserved explana-
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tory variable U is not. We will use the notation U, to represent an unobserved stochastic
process that changes over time ¢ € [0, 7]. The history of U for s € [0, ¢] will hereafter
be denoted as U0, ¢]. For instance, Tsodikov and Muller (1998) use a non-homogeneous
Poisson process (NHPP) to incorporate a frailty, Uy, that captures induction of cancerous
lesions in mice by a time changing radiation exposure. Yashin and Manton (1997) propose
a Gaussian frailty process for U;. Gjessing et al. (2003) model U, as a Levy process. Yue
and Chan (1997) extend stochastic frailty modeling to the bivariate survival setting.

In this work, we consider a general process U; and an non parametric maximum like-
lihood estimate (NPMLE) framework for the corresponding models for S(t|z[0,¢]). Esti-
mation and inferential tools are developed within this general framework, where the dis-
tribution of U, is left unspecified except for Laplace functionals Shiryaev (1960) of the
process. Section 3.2 outlines the stochastic process frailty model. Estimation procedures
outlined in Section 3.4 and asymptotic derivations in Section 3.5 continue to keep U, in its
most general form; this latter section gives asymptotic properties of estimates for model
parameters and the cumulative hazard function. A special case of the stochastic process
frailty model is elucidated in Section 3.6, the non-homogeneous Poisson process (NHPP)
frailty, assuming observed covariate is a time-dependent binary factor. Examples of a
known frailty, Poisson frailty and Poisson process frailty are given in Section 3.7, assum-
ing observed covariate is a time-independent binary factor. A simulation conducted in this

special case is given in Section 3.8. A discussion follows in Section 3.9.

3.2 Stochastic Process Frailty Model

Suppose the frailty process, U;, follows an unspecified distribution that is a func-
tional of the observed history of time-dependent covariates, z[0, ¢t]. The survival function

S(t|z[0,t]) will be a weighted average over possible histories of U, s € [0,¢], or U|0, t].
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That is,
(3.2) S(1]200,4]) = Eypy (e* I Usst> .
with corresponding cumulative hazard function
(3.3) A(t]z[0,1]) = —log Eyjg(e Jo UsdHs),

In the case when U, = U engZS, (3.2) reduces to (3.1), however other functional forms
of Uy in terms of z; or z[0, s] would also fit into this framework.

Based on (3.2), the hazard function becomes

Eypo.g {Ut exp(— fot Usst)}
At|z[0,1]) = dH,/dt

By {exp(— I Usst)}
(3.4) — E(U|T > t,2[0,))dH, /dt,

by an argument shown in Appendix ( B.1). Thus, the hazard is the product of the baseline
hazard and an expectation that can be interpreted as an imputation of the unobserved value
of the frailty process at time ¢, given the individual is alive at ¢. In the case of the traditional
Cox model, U, = eﬁTZS, so that the traditional Cox model can be thought of as having an
(imputed) non-random frailty.

Let H|0,t] denote the history of baseline hazard values from 0 to t. To emphasize
that the imputed frailty, E(U;|T > t, z[0,¢]), depends on H |0, t], as well as the history of

observed covariates, z[0, t], we introduce the notation
0%t, H|[0,t]|z[0,t]) = E(U,|T >t,z[0,t]),

so that A(¢|z[0,t]) = ©°(t, H|0, t]|2[0, t])dH,/dt. Importantly, under independent censor-
ing, conditioning upon 7" > t is equivalent to conditioning upon X = ¢,A = 0. This
corresponds to the usual idea of relating net and crude hazards under independent censor-

ing.
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We will see that in the more general stochastic process case the impute,
0°(t, H[0,t]|2]0,t]), allows the ability to multiplicatively increase or decrease A(¢|z[0, t]).
This differs from the more standard case with a time-independent frailty, where the im-
putes only decrease the hazard multiplicatively over time Vaupel et al. (1979). In Sec-

tion 3.6 we will see an example where U; gives non monotonicity of the imputes.

3.3 Imputation of U,

In this section, we expand our understanding of the role of imputed frailties, their

interpretation within likelihoods, estimating equations and their NPMLEs.

3.3.1 Data structure and notation

Suppose failure time, 7', and right censoring time, C, are independent random vari-
ables. C'is also independent of Uy, s € [0,7]. We observe a vector of time-dependent
covariates, z(t), through time ¢, with ¢t € [0, 7] and 7 < oo, appropriately constrained to
be during the study period. Let X = min(T,C) and A = I(T < C). Each independent
individual, 7, contributes observed data {X;, A;, z;[0, X;|}, ¢ = 1,...,n, where z][0, X;]
is the subject-specific trajectory of the covariate process in the interval where the subject
is at risk. The observed data can be represented equivalently in counting process notation
as {N;(t), NE(t),Yi(t), zi(t)}, i = 1,...,n, where N;(t) = I(X; < t)A,; gives the failure

counting process, Nf(t) = I(X; < t)(1 — A;) gives the censoring counting process, and

Yi(t) = I(X; > t) gives the at risk process Nielson et al. (1992).

3.3.2 General form of imputes, U,, given knowledge to time ¢

In this paper we begin by considering imputes of U; based on full knowledge of
death and censoring information for the subject, including the future beyond ¢; that is,

E(U] X, A, [0, X]), or equivalently, E(U;|N(s),Y (s),2(s),s € [0,7]). In other words,
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the impute of U, involves information not only at ¢, but also observed death or censoring
information in the future. In Appendix B.1, Bayes rule is used to obtain the distribution of
U, given {X, A, z[0, X|}, or more particularly, given {X = ¢, A, 2[0, t]}, for ¢ > x. The

resulting expectations become

Euioq { Uz exp(— fy UsdH,) |
EU[O,t] {GXP(_ fot Usst)}
By {UIUt exp(— ! USdHS)}

Buio {Urexp(— [y UsdH,) }

(3.5) EUX =t,A=0,2[0,t]) =

(3.6) and E(U,|X =t,A=1,2[0,t]) =

For simplicity, we introduce the following notation for the above expressions,

EU[Ovt] {UZUUtA eXp(_ fot USdHS)}

Ly {UtA exp(— [, Usst)}
(.7 — B(U|X =t,A, 2[0,)).

02 (z, H[0,1]|2[0,1]) =

Recall that in the case when A = 0, this definition of ©°(z, H[0,t]|z[0,]) is identical
to that in equation (3.5), so that imputes based upon knowledge of observed censoring
at time ¢ are the same as imputes for survivors in the absence of additional information.
These imputes, ©2 (z, H[0, t]|2[0, t]), become useful in describing the form of the NPMLE
for H;.

For ¢t > x, define

Q°(x,t, H[0,1)|2[0,t]) = E(UU|X =t,A=0,2[0,])
Euion { UsUsexp(— fy UsdH,) |
Eypg {exp(— s USdHS)}

This term algebraically relates ©°(¢, H|0, t]|2[0, t]) to ©'(z, H[0,t]|z[0, ]), since

O%x, t, H|0,t]|2[0,t])
O0(t, H[0,t]|2[0,t])

— Ol(x, H[0,1]|2[0,1)).
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In the following section, it will be convenient to have the functional derivatives of
0%, H[0,t]|2[0,t]) and log ©°(t, H[0,t]|z[0,¢]) with respect to the baseline hazard at
time z, dH,.

First, for t > z,

0
0dH,

5 Euoy {Ut exp(— [! Usst)}
OdH, Eupy {exp(— fot Usst)}
By {UxUt exp(— [! USdHS)}
B Evo {eXP(— fot Usst)}
Euoy {Ut exp(— [! USdHS)} Euoy {Ux exp(— [! USdHS)}

Eupy {exp(— fot USdHS)} Eyioq {exp(— fot USdHS)}
= —0%x,t, H[0,t]|2[0,t]) + 6°(z, H|0,t]|z[0,])0°(t, H[0, t]|2]0, t])

e°(t, H[0,1t]|z[0, )

= —BUU|X =t,A=0,2[0,1])
YE(ULX =t,A = 0,2[0, ) E(U| X = t,A = 0, 2[0, 1))

(3.8) = —cov(U,, U | X =t,A=0,2[0,t]).

Hence this term is known based on the covariance structure of the stochastic process, Uy,

without requiring an explicit form for U,. Using this result, we also get for ¢ > x

0
S 8 € (¢, H[0.1)(0.1)

- 0%z, t, H[0, #]|2(0, #]) — ©°(x, H[0,]|2(0, #))©°(t, H[0, 1]|2[0, ])
e(t, [0, 1]|2[0, ]

(3.9) = —O'(z, H[0,4|2[0,]) + O°(x, H[0,1]|2[0,1]).

The above relationship expresses the difference in the value of the imputed frailty process
U, at time z < t for a subject known to survive past ¢t (0°(x, H|0,t]|2[0,])) vs. the one

known to fail at ¢t (©'(z, H[0,]|[0,¢])), the history on [0, x] being the same for both.
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In the time-independent frailty case, cov(U,, Uy| X = t,A = 0,z[0,t]) = Var(U|X =
t,A = 0,2[0,t]) > 0, and consequently from (3.8) and (3.9) the failing subject always
has larger imputed risk. This is still the case with frailty being a stochastic process with
positive conditional covariance. That is, cov(U,, U| X = t, A = 0, z[0,¢]) > 0. However,
when this covariance is negative, smaller U, is generally associated with larger future U,
leading to potentially greater risk of failure. Inverting the previous sentence, information
that subject failed at ¢ may lead to smaller imputed U, compared to the subject known
to survive past ¢, ©'(z, H[0,]|2[0,¢]) < 0%z, H[0,t]|2]0,t]). Consequently, the frailty
process has a sense of a measure of relative risk only when the conditional covariance is

positive, and the risk of failure is positively “correlated” with the frailty.

3.3.3 NPMLE based on imputes of U;
Using S(t|z[0,¢]) as in (3.2), A(¢|z[0,¢]) as in (3.3) and A(¢|z]0,t]) as in (3.4), the
log-likelihood becomes

I = ZI:/OT{bg)\(tlzi[o,ﬂ}d]\fi(t)—{dNiC(t)+dNi(t)}A(t|zl-[0,t])

— i/ {log ©°(t, H[0,]|2[0,t]) + log dH, } dN;(t)

(3.10) + {dNE(t) + dN;(t)} log B(e Jo UsdHsy

The role of the impute, ©°(¢, H[0, t]|2;]0, ]), in the likelihood is to represent the frailty of
a person with a similar history to individual ¢ given this person survived beyond time ¢; in
the Cox model, the non-random impute, "% would stand in for this individual.

Based on taking the functional derivative with respect to d H,. in (3.10), the correspond-
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ing estimating equation for H; becomes

U (H[0,7),t,8) = i;/ot (dNi(x)
N [/ {@O(x,H[O,qui[O,u]) - @l(x,H[O,U]|Zi[07u]>}dNi(u)
_ / 60, H[0,1) [0, u]) (i) + dNE(w)} } de)
_ i; /0 t (dNZ-(x)
_{/ Oz, H[0, ul 1[0, u])dN;(u)
+/; @O(x,H[O,u]|zi[07UDde(u>}dH$)
_ Zl /0 t (dNi(x)
_ { / "0, H[0, u]| 5[0, u]) {dV; (u) + de<u>}}de)-

x
Set this equation to zero, then take derivative with respect to ¢, we may obtain an
equation for dH,. Integrating this equation for dH, from 0 to ¢, we have the following

NPMLE equation for H;.

(3.11) dH, = Z/t I dNi(x) .
—Jo X1 [, 0% (@, H[0, ul[%[0, u]) {dNi(u) + dNj(u)}

The same form of NPMLE can be found in traditional Cox models, models with time
independent frailty as in Tsodikov (2003), Kosorok et al. (2004), Zeng and Lin (2007),
Chen (2009), and Chen (2010). In the special case where U0, t] is fully observed, (3.2)
reduces to a traditional Cox model with observed time dependent covariates and (3.35)
reduces to the Breslow estimator for that case. In the special case where the frailty is time-
independent, (3.35) reduces to the estimator developed by Tsodikov (2003), Kosorok et al.
(2004), Zeng and Lin (2007), 9Chen (2009), and Chen (2010). In each case, the imputes

©%i(x, H[0, u]|2]0,u]) in (3.35) capture the full information available on the subject.
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We build our estimation procedure and asymptotic theory on the log-likelihood repre-

sented in next section as that form yields convenient martingale property of the score.

3.4 Estimation of model parameters and baseline cumulative hazard

Consider the log-likelihood (3.10) in Section 3.3. The trailing term involving
— [y log E(e™ Jo UsdHs) £ANE () 4 dN;(t)} can be rewritten as
s Yi(t)©°(t, H[0,]|z[0, t])dH, upon noting that

A(t|2]0,1]) = [5 ©°(s, H[0, 5]|2[0, s])dH,. So the log-likelihood in (3.10) becomes

- i;/OT{logdl—[t+log@o(t,H[O,tHzi[O,t])}dNi(t)

(3.12) Yi(£)€°(t, H[0, 8]4[0, £)dH,

where here and below the subscript ¢ denotes individual level information, and

O°(t, H[0,1])|2[0, 2] = %@O(t,H[O,tHz[O,t]).
Also, let
(3.13) dM(t) = dN(t) —Y(t)0°t, H[0,t]|[0,t])dH,.

Then differentiating the likelihood we can obtain the following score functionals for
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n

Uy (H[0, 7,1, 3) — /{dN +dH/ {@OxH[O ]| %[0, u])

=1

—@l(x,H[O,u”zi[o,u])}d]\fi(u)
~Y;(2)0°(x, H[0, x]|2]0, x])dH,
+dH, / { 0%, 1, H[0, 1]|2(0,4])

+0°(x, H|0,1]|2[0,))©°(t, H[0, ]| 2[0, t])}dHu]

- zn:/t (dMi(x)—F {/T{@O(a:,H[O,U]IZi[O,UD

(3.14) —0!(x, H|[0,u]|%][0, u] }d]\/[Z ]dH)

|ZZ[Oa x]

(3.15)  Ug(H[0,7],8) = Z/ 0,2 TP x]de,-(x).

Solutions to the above estimating equations, when set to zero, give ]/-L and B .
3.5 Asymptotics of estimates

To demonstrate the consistency and asymptotic normality of (}AIt, B) for a time point
t, we follow the ideas presented in Chen (2009) and Chen (2010). For models like (3.1),
Kosorok et al. (2004), Zeng and Lin (2007), and Zeng and Lin (2010) establish the asymp-
totic properties of the NPMLE using empirical processes. We follow an alternative ar-
guments of Chen (2009) and Chen (2010), who elucidate the weak convergence of the

NPMLE using martingales.

3.5.1 Martingale properties of estimating equations

We show that (3.14) is a multivariate martingale if (H;, 3) are evaluated at their true
values (Hy, f3p).

After exchanging integrals and some algebra, (3.14), scaled by n~'/2, can be written
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as:

n VUL (H[0,7],t,5) = m”?il/ot [1—1—/0”{Go(x,H[O,u]\zi[O,u])

—0'(x, H[0,u]|2i[0, u])}de] dM; (u)

L2 /t:/ot{@O(x,H[O,qui[O,u])

—0!(x, H|[0,u]|2][0, u]) }dedMi(u)
(3.16) = n /2 Z /OT & (u, t)dM;(u)

where & (u,t) = I(u < t)+ [} {@0(:1:, HI0,u]|2[0,u]) — ©(z, H[0, u]|2]0, u])}de,
is a bounded and predictable process up to w.

Prvious authors have studied stochastic integrals of the form |, OT &(u, t)dM (u) Lachout
(2001), calling them linear transformation of Wiener process. In general, [ &(u, t)dM (u)
is not a martingale unless & (u, t) does not depend on ¢ for u < ¢, as in this case. That is,
E(u,t) = E(u) =1+ [ {@0 x, H[0, u]|2][0,u])— @1(x,H[O,u]|zi[0,u])}de, foru < t.
Further details are provided in Appendix (B.3).

The corresponding predictable variation process for (3.16) is:
(3.17) nlz/ E2(u, )Yy (u)O°(u, H[0, u]|[0, u])dH,,,
that converges in probability to the following deterministic functional as n — oo:
/T €(u, ) P(T > u)©° (u, H[0, ul] [0, u])dH,
0

Assume &(u, t) and ©°(u, H[0, u]|2]0, u]) are bounded and smooth, under certain reg-
ularity conditions (listed in Appendix (B.2), Martingale Central Limit Theorum (MCLT)

gives the following weak convergence:

(3.18) n~Y2Uy(H(0,7],t, 8) = Wy, (L, 5),
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where WUH (t, ) is a zero-mean Gaussian process with the following covariance function:
(3.19) o3 (s,t) = / E(u, 8)E(u, t)P(T > u)O°(u, H[0,u]|2[0,u])dH,,
0

fort,s € [0, 7].

Similarly, assuming O, H0.2llze) i hounded and smooth, = /20 5(H 0, 7], 3y) is also
00 (z,H[0,z]|22) B

a martingale with predictable variation process:

- [ (O HO 0
o2 "2, e HD wl )

that converges to the following deterministic functional ag(ﬁ) asn — oo:

{@B H [0, u]) }?
(3.21) / 20, 4]) P(T > u)dH,.
By MCLT,
(3.22) n~PU(H(0, 7], Bo) = Wu,(8),

where W~Uﬂ is a zero-mean Gaussian process with the covariance og(ﬁ).
Meanwhile, n=Y/2U (H|0, 7], t, (), for some ¢, and n~*/2U(H[0, 7], 3) is also a mar-

tingale that has the following predictable covariation process:
6.2 w0 H0 =0 i),
i=1
that converges to the following deterministic functional U%L 5(t, 3), as n — oo:
0% (6. 5) = / " (w107 (u, H[0, ul|[0, ul) P(T > w)dH,.
0

Hence, by MCLT, n='/2 {U(H|0, 7], t, Bo), U(H|0, 7], o) } converges weakly to a Gaus-
sian process with covariance function o, 5(t, 3).
Therefore, (3.14) is a martingale that coverges to a zero-mean Gaussian process Wy, (t, ).

That is,

U H07 ) Uy ~
(3.24) n~? #(H0, 71,1, 0) = Wy(t, )

Us(H[0,7],5)
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The covariance function of WU(t, ) is characterized by the following:

O’%{(S,S) U%—I(Sat) U%f,ﬂ(&ﬁ)

(3.25) (st 8) = | ok(t,s)  oH(t,t) o4t B)
0?{,5(575) U%J,ﬁ(taﬁ) Ug(ﬁ)

for s, t € [0, 7].

The components in (s, t, ) can be consistently estimated by the corresponding pre-
dictable variation (covariation) processes as in (3.17), (3.20) and (3.23) by replacing dH
with dH and replacing (3 with B .

Remark 1: We can also write (3.14) as

Uy(H[0,7),2,08) = ZdN ZY )@°(z, H|[0, x]| 20, x))w; (x, 7)dH,,

0°(x, HO x|x|z10, z
Us(B) = Z/ O0(z, H[O x]|,|2'1[([) xﬁ)dM,(x),

where

N {@O(x, HI0, u]|%[0,u]) — ©(x, H[O,u]|zi[0,u])}dMi(u)
©0(z, H[0, x]|2][0, z])

As discussed in Chen (2009) and Chen (2010), w(x) has unit expectation, which is a
consequence of the martingale property of the score. Also as discussed in Chen (2009),
the martingale suggests:

{Zcuv m} = STV IO 0, 1),

=1

that leads to inefficient NPMLE as:

dN;(x)
(3.26) Z S Yi(x)O0(t, H[0,t]|20,t])

In this way, we can interpret the weight w as correcting for the loss of information by

using only past histories in the imputation operators vs. the full available information on
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each subject. In expectation, this quantity is 1, suggesting that both (3.35) and (3.26) lead
to consistent estimate for 1.

Remark 2: The implication of weak convergence of (3.14) is that n=!(Ug, Ug) con-
verges to zero in probability by Lenglart Inequality. The consistency of {(El ) B )} follows
immediately, see, Fleming and Harrington (2005).

Remark 3: Murphy (1994), Murphy (1995) and Murphy and van der Vaart (2000)
showed weak convergence of the NPMLE based on the similar models as (3.1). In Ap-
pendix (B.8), we present the works using profile likelihood and show that the converging
process for H satisfies second order non-homogeneous stochastic equation. In general,
there is no explicit solution to this type of equation. The difference between profile likeli-
hood approach and the approaches used by Bagdonnavicius and Nikulin (1999) and Mar-
tinussen and Scheike (2006), is that the latter used modified profile likelihood similar to
partial likelihood as in Cox (1972). The parital likelihood approach is not fully efficient

for models (3.1) and (3.2), because the hazard functions are usually not linear in H.

3.5.2 Weak Convergence

In this section we derive the asymptotic distribution for \/n(H; — Hj, 3- Bo)-

Taylor expansion suggests the following, ignore o,(1) terms:

~ ~

Uy(HI[0,7],t,8) — Ug(HI[0,7],t,3)

Us(H|0,7], B) — Us(H[0, 7], 3)

n1/2

Jyn WUH(H[0,7],t,y, B)d(H — H)(y) +n"Up(H[0,7],t,8)(3 — B)

Sy n U (H(0, 7]y, B)d(H — H)(y) +n~ U (H[0,7], 8)(3 — )

— Vi

_ Jo GH(HI0,7),t,y, B)d(H — H)(y) + ¢ (H[0,7], . 3)(G — 5)

Sy OH(HI0,7],y, B)d(H — H)(y) + ¢3(H[0, 7], 8)(5 — B)

- va

where UH, U g U BH and U, g , together with their corresponding converging functions, ¢*f,
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o ¢} and gbg are given in Appendix B.5.

-~

First, UH(ﬁ[O,T],t,B) and Ug(ﬁ[O,T], ) are zero. Meanwhile, based on (3.24) in

Section 3.5.1, we have

o oR(H[0,7), t.y, B)d(H — H)(y) + ¢4 (H[0, 7], 1, 5)(B — 5)
Jy O (HI0,7],y, B)d(H — H)(y) + ¢3(H[0, 7], 8)(5 — B)

= WU(tvﬁ)v

Vn
(3.27)

where WU(t, () has covariance matrix X(s, ¢, 3) in (3.25).
l 5)(3—5), where V () =
7—]7 ﬁ) (5 - ﬂ)

The covariance for the left hand side of (3.27), as shown in Appendix C.2, is

Let W, (t) denote [ % (H[0,7],t,y, 3)dV (y)+¢y (H[0, 7],

(H — H)y and W, denote [ oH (H[0,7],y, B)dV (y) + ¢5(H0,

oi(s,8)  o(s,t)  on (s, )
X (s, t,0) = | oyl (t.s) owt (t,1) v (. )
| S5 8) o t8) o8

Based on (3.27), we have ¥*(s,t,3) = &

(s,t,3). As aresult, the covariance function

of \/ﬁ(ﬁt — Hy, B — o) are expressed as solutions to this system of Volterra integral
equations.

The observed information matrix I will be used to give estimate of the covariance of

the estimating equations. The form of Iis given in Appendix (B.7).

3.6 Example: U; as a non homogeneous Poisson process (NHPP)

In this section we illustrate our method in a special case where U, is a non-homogeneous
Poisson process (NHPP) characterized by cumulative intensity fot psds with pg = eh' %,
This process is well suited to describe accumulating lesions or other damages in a system

induced by time-varying environmental exposure linked to the NHPP intensity. For now
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we keep z, general; in the simulation section that follows z, is a time-dependent indicator
function of progression that turns on at a random point during followup.

Asin (3.2), S(t|[0,t]) = Eypg(e” Js UsdHs) 1n the case of NHPP, U, is a count over
time taking values, 0,1,2, ... at times 0,7},75,.... Let N; be the number of events in

0,t]. Thus, S(t|z[0, t]) becomes

Eyjo (e I Usst)

= Eujpy {E <e‘ Jy UsdH

U, s € [0,t]>}
Ne—1 Tu+1 t

(3.28) = EypqnE {exp —Z/ udHg — N dH; | |Us, s € 0,t] ¢,
u=1 u

T,
where the inner expectation is taken with respect to event times 7}, 75, . .., Tl,. And since
after cancellations of like terms

Ntfl Tu+1 t Nt
-3 / udH, — NdH, = > Hr, — NH,
u=1 u=1

u TN +

(3.28) becomes

Ny
(3.29) Euvjon [exp(—Nth)E {exp (Z HTu> U, s € [0, t]} } .
u=1

From McDonald (1947), given N, events in [0, ¢], the unordered events 17, T3, .. ., T,
are independent and identically distributed random variables with density

ftizd = bz (fot e? 2 ds)~1, for x € [0, ], so that (3.29) becomes
o Hs@S

u=1

Us [o,ﬂ)}Nt]

—H, t H Ni
e~ | et ugds
(3.30) = EU[M{< fo ) }

Jo nsds

Euo {exp(—Nth)E {exp (i HTu> |Us, s € [O,t]}}

= EU[U,t] |:eXp(—Nth){E(€HT*

t _
_ fO eHs Htﬂsds

Let B; = Tieds The remaining random variable in the expectation of (3.30),
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N, is distributed as a Poisson random variable with mean fot wsds. Hence (3.30) becomes:

Ny

(o ¢] 1 t ) . 8
N;=0 ty: 0
b 1 t Ny .

B P / Msds} exp (—B / usds)
NtZ—o {Nt}'{ t 0 ¢ 0

t t
X exp (Bt/ ,usds—/ ,usds)
0 0
t t
= exp (Bt/ ,usds—/ usd5>.
0 0

After minor calculations when substituting B; into the above, the survival function

becomes:
t
(3.31) S(t|z[0,t])) = exp {—/ ps(1 — eHS_Ht)ds} :
0
with corresponding hazard function :

At)|2[0,t]) = (e—Hf /OtuseHsds) X (%).

The imputed frailties for this case, according to (3.7), become

0%z, H[0,1]|2[0,#]) = S(t|z[0,¢])~"

t
X@di[ [—exp{—/o ,us(l—eHs_Ht)ds}]
‘0 Hy—H
= ps(l—1—e"*7"t)ds
|, e )

x
= / peefls=He s
0

@1(x,H[O,tHz[O,t]) = / /LseH57th5 X (1 + t;) .
0 Jo

ses—Hidg
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Based on (3.14), the estimating equations become

Ug(H[0,7],t,8) = Z/t dN;(z) — Yi(z)(e = /1’ s ds)dH,
i=1 70 0

! fox NS,ieHS ds
+[ T paceds dN;(u)

i) (e [ paseas) att, | art,
0

n T

T dpts,i €HSdS
up) = Z M{dl\&(qj)

xT
H
i—1 0 fo fhsi€7=ds

(3.32) —Y;(x) (e_H” /x ,us,ieHSds) de}.
0

H and (3 are solutions to the above equations when they are zero. The associated vari-

ances can be obtained using the Hessian information matrix as shown in Appendix (B.7).
In practice, it is common to numerically solve for H and B in estimating equations like
(3.32). Similarly, it is common to numerically compute second order derivatives based
on the full likelihood when calculating variances. This is the approach we adopt in Sec-
tion 3.8, for the NHPP example.

Remark 4: When U, is a Poisson process with a constant mean function ps = pu,
the results obtained in this section also apply. Recall that in deriving the form of survival
function based on (3.29), given N, events in [0, ¢|, the unordered events 77, T3, . . ., Ty, are
independent and identically distributed random variables with density 1/¢, so that (3.29)

becomes, for U; as a Poisson process,
Ny
Euoq {exp(—Nth)E {exp (Z HTu> \Us, s € [O,t]}}
u=1

t Nt
(3.33) = E{ <tlth / eHSds> }
0

This will be useful in next section where we further look at survival function and hazard

function of U; when it is a Poisson process.
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3.7 Other examples of known U, time-independent U

As mentioned in Section 3.2, Cox models and time-independent frailty models are spe-
cial cases under our modeling framework in (3.2). For simplicity and clarity, we give some
simple examples where observed covariate, z, is assumed to be a time-independent binary
factor, we compare the different behaviors of survival functions and hazard functions based

on the same z and baseline hazard function H; = log((1 + t).

3.7.1 U is known

When U is fully observed, (3.2) is simply Cox PH model, where U = ¢”#. The survival

function and hazard function are
S(tlz) = exp{—e”log(l+1t)}
Atlz) = (1+1t)~"e”

3.7.2 U is Poisson random variable

When U is a Poisson distributed random variable, where the mean of U is e®*. We
can see that (3.2) will also reduce to a Cox PH model, The survival function and hazard

function are
S(tlz) = E(e7'™")
= exp{e”(e ™ -1)}

= exp{—e”t/(1+1)}

A(tlz) = (1+1)2"
3.7.3 U, is a Poisson process

Interestingly, when U, is a Poisson process with mean ¢, (3.2) is still a Cox PH

model. Based on (3.33), using the similar arguments as shown in Section 3.6, the survival
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function is

S(t)z) = E{ (t—le—Ht /OteHsds>U}

(e 9]

= > (Bt e (B
U=0 "’
x exp (Be”t — e*t)

= exp {(B, — 1)e”*t},

where B, = t7! fot efls=Htds. The corresponding hazard function becomes

1+ s
AMtlz) = 1+tleﬁz/
() = (et [

= (1—1—15)_1652( L £ )

1+t 242t

ds

The figures for a 3 = —0.5 are presented to compare the different forms of survival
functions (Figure 3.1) and hazard functions (Figure 3.2) under three assumptions of U or

Us.

Survival Function

0.0

Time

Figure 3.1: Survival functions with observed covariate z=0 and z=1, for known frailty
(dotted and dot-dash), Poisson frailty (long-dash and two-dash) and Poisson process fraitly
(solid and dash)
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1.0 94 1

hazard function

Time

Figure 3.2: Hazard functions with observed covariate z=0 and z=1, for known frailty
(dotted and dot-dash), Poisson frailty (long-dash and two-dash) and Poisson process fraitly
(solid and dash)

3.8 Simulation results for NHPP special case

We take the NHPP setting described in the previous section as the context for our
simulation, where H; = log(1 + s) and 2z, = I(A > s). The unobserved frailty U,
is an NHPP with cumulative intensity, f(f BT 1(A>s) 45 For instance this frailty can be
thought of as capturing accumulating, and unobserved, metastasis sites. A is generated
from an exponential distribution with rates chosen to produce P(z, = 0) between 70% to
90%; A can be thought of as the time of observed progression. Hence, survival function,
S(t]2[0,]), becomes e:gp{— st eﬁTf<A>s>(§;+§)ds}. That is, when t < A, S(t|2[0,1]) =
exp {—e’t?/(2+ 2t)}. When t > A, 5(t|z[0,]) equals to
exp{—ePAt/(1+t)+ePA?/(2+2t) — (* — At) /(1 +t) + (2 — A%) /(2 + 21) }.

Based on the inverse transform method, the survival time 7' is created by solving

S(t|z[0,t]) — B = 0 for t, where B is generated from a Uni form(0, 1) distribution. Cen-

soring is simulated from a Uni form(0, 7) distribution with 7 chosen to yield the desired
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degree of censoring (10%, 30% or 50%).

Table 3.1 and Table 3.2 give results for scenarios varying 5 = (0, —0.5),
N = (200, 300, 500) and censoring rates = (10%, 30%, 50%). For purposes of comparison,
we estimate model parameters based on (3.31) (NHPP method) as well as parameters
from the more traditional Cox model with observed time-dependent z; = I(A > s) (Cox
method).

Recall that when 3 = 0, model (3.31) reduces to Poisson process frailty model, which
turns out to be a Cox PH model as we discussed in Section 3.7. In this case, [ stands for
the log odds ratio for both NHPP method and Cox method. Hence it is not surprising that

they give similar results for B

When § = —0.5, (3.31) is no longer a Cox model. In order to compare to a Cox model
assuming observed U, with the same interpretation of (3, we simulate from the following

Cox model

A(t|2[0,4]) = (/Otusds> x dH,/dt

t
(3.34) = ( / eﬁTf<A>S>ds) x dH, /dt
0

with log-partial likelihood

n X; n X;
| = Z A; {10g/ oPLA>s) gg 10%23/}()(1;)/ eﬁI(Aj>s)dS} 7
i=1 0 j=1 0
and NPMLE is:
~ " dN;(t
dHt - n ZZ:I N A(sz .
j=1 Y;(t) fo eP(45>3)ds

when accounting for the unobserved frailty U0, ¢] using our NHPP model, bias is

negligible, estimated variability is close to empirically derived variability and coverage
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rates are within a reasonable range near 95%. When using the Cox model in (3.34) where
[0, t] is observed, but U[0, ¢] is assumed to be fixed at its mean fot sds, bias is 10 times
bigger than those using NHPP model, variance is over estimated that resulting in coverages

over 97% on average.

3.9 Discussion

Oftentimes in medicine, economics, reliability and other fields of science, unobserved
processes mature over time before manifesting themselves in the observed failure of the
system or organism. Our methodology lays a foundation for statistical analysis of such
systems in the univariate survival setting. We present a modeling framework and infer-
ential tools for research scenarios where both observed and unobserved covariates change
over time that affect survival responses.

Our methodological development does not require that the unobserved stochastic pro-
cess (frailty) be explicitly specified. Characterization of the conditional covariances of
the frailty process is sufficient to estimate regression coefficients and the corresponding
baseline cumulative hazard NPMLE. Connections are made between the martingale and
the imputation rational behind the NPMLE score equations.

A formal martingale-based approach for inference is also developed. We borrow from
Chen (2009) to elucidate the martingale structure of the estimating equations and sub-
sequently use martingale machinery to study asymptotics. Empirical processes offer an
alternative, if more complex, tool that is potentially more powerful, particularly if strong
consistency is desired.

As an instructive example, we lay out a special case of a non-homogeneous Poisson
process frailty that is currently not available in the literature. Simulations contrast our

modeling approach to that of a traditional Cox model using observed time-dependent co-
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variates. Results indicate that inference using traditional methods can be very misleading
when the stochastic frailty process is ignored.

Our methodological framework allows for many additional formulations of stochastic
frailties. Development and careful study of mechanistic failure models custom-built for
specific subject matter problems may bring further useful literature to the emerging field
of frailty models. Extending the approach to multivariate survival and general multivariate

process models is a promising avenue for future research.



CHAPTER 1V

Estimate Dynamic Exposure Effects Using A
Semiparametric Incidence Model

4.1 Introduction

The development of cancer lesions can come from more than one source. In many
cases cancer forms spontaneously, unrelated to any exposure. An alternative, and often si-
multaneous, process that may induce lesion formation is exposure to a carcinogenic agent,
for instance radiation prescribed for treatment. Lesions from these two processes, back-
ground and induced, continue to progress until one or more of the lesions become de-
tectable. Of course the primary hope of the radiation therapy is that existing cancer cells
will be killed, dominating any role that induced cancer cells would have on progression.
This complicated, generally favorable, interplay between cancer cell induction and death
is often called hormesis Yakovlev et al. Yakovlev et al. (1992). In this paper we develop
a general survival modeling framework and corresponding nonparametric maximum like-
lihood estimation (NPMLE) tools that build in hazards due to background and induced
lesion development, with parameterization that allows for mediation of hazards as a func-
tion of dose or other predictors.

In particular, this research is motivated by a mouse survival study (n = 691) with

three radiation exposure groups Tsodikov et al. Tsodikov and Muller (1998). The mice

60
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are of a special breed that generally show a high background incidence of lymphomas in
the absence of any exposure. Two hundred ninety four (42.5%) of the mice were injected
with 0.15 Gy of radiation at baseline (acute dosing), two hundred ninety nine (43.3%) of
the mice were given 0.15 Gy of radiation parcelled out over 36-week period (protracted
dosing) and the remaining ninety eight mice (14.2%) were not given radiation (control).
Mice were followed for periods varying up to approximately 1000 days, depending on the
entry into the study; with censoring % was approximately 44.6% (42.3% for acute dosing
group, 47.6% for protracted group, 42.9% for control).

Figure 4.1 shows lymphoma-free survival estimated via Kaplan Meier (KM) Kaplan
and Meier (1958), with the end of the protracted dosing period shown as a vertical dashed
line at 252 days. The hormesis effect can be appreciated when viewing time to lymphoma
detection. The acute dosing group has the highest survival rates over time, indicating that,
compared to the control group, any induced lesion development from the radiation dose is
counteracted by cancer cell death from that single dose at time 0. However, when the same
radiation dose was spread over 252 days in the protracted dosing group, survival declined
dramatically before eventually recovering to control group levels approximately 500 days
after dosing stopped. A semiparametric approach is attractive since we do not have suffi-
cient information about the dynamics of lesion progression and their influence on baseline
hazards originating from background and induced lesions. The Cox proportional hazard
model Cox (1972) is a popular semiparametric approach that links risk factors to a hazard
function, and this is our starting point. Fitting dose as an observed time-dependent covari-
ate fails to capture the non-proportional hazards in the three dosing groups shown in Figure
1. Stratification of the baseline hazard by the three dosing groups with a time-varying dose
covariate could be employed to capture non-proportional hazards. For example, one might

attempt a model of the form A(¢|dose[0, t]) = Ao, (t) exp{3 x dose(t) }, where the subscript
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Figure 4.1: Lymphoma Free KM Survivals by Groups
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g represents dosing group. However, a shared parameter for 3 across dosing groups is not
plausible for this setting. In the acute dosing group, # would stand in for the effect over
the entire study period of total dose at time 0, whereas for the protracted dosing group,
[ represents the effect of partial dose over smaller time periods. Another parameteriza-
tion option would be to assume that the total dose over time acts on survival through 3 as
A(t]dose[0,t]) = Aoy(t) exp(5 x total dose). However, as seen in Figure 1, markedly dif-
ferent survival curves for groups with the same total dose over the study period precludes
assuming a shared parameter of this form.

Our goal is to provide a modeling framework allows parameterization of a protracted
dosing setting where induced hazards as linked to continued exposure to radiation, this
framework also allows for simultaneous modeling of hazards of the more traditional pro-
portional hazards form, where for instance, a single dose at baseline affects subsequent
hazards.

The rest of manuscript is structured as follows: Section 4.2 introduces intuition and
notation driving the model. Section 4.3 gives estimation and inferential procedures. Then
we will revisit the mouse study and interpretation of results in Section 4.4. A discussion

follows in Section 4.5.
4.2 The incidence model and its generic form

We treat radiation dose as a dynamic time-changing factor. A detailed parametric
mechanistic model for dynamic exposure effects was proposed in Tsodikov and Muller
(1998), and we generally follow a similar idea here with the aim to arrive at a generic
semiparametric form inherrent to such models.

Consider a competing risk with a cumulative hazard H originating at the point in time

x. Mechanistically, this can be thought of as a cancer lesion formed at time x and capable
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of producing an observed survival response (incidence of observed tumor) at some later
time ¢ > x following a progression period ¢ — x. Associated with this risk is a survival

function

@.1) F@—I)==emﬂ—HU—wH=ﬂmp{—AZUﬂy—@},

where integration (accumulation) of hazard occurs in follow-up time y € [z, ], and the
lesion-specific risk has a time origin at y = x, the point of risk formation. Suppose now
that a dynamic exposure has a multiplicative “treatment” effect 7(z, y) accumulating in
follow-up time period [z, y] and affecting the risk of progression. Incorporating this effect

into (4.1) we get the dynamic Cox model

(4.2) Bt —zn) = eXp{—/xtn(x,y)dH(y—x)}

with the hazard function n(z, y)h(y — z), h(t) = dH (t)/dt.

Now let &(x)dr summarize a multiplicative effect (acting on h) of exposure on the
strength of the risk induced at time [z, 2 + dx]. The quantity {(x) can be thought of
as linked to the dose rate with the meaning of the amount of risk induced per unit time
exposure to a certain dose in the time interval [z, x + dz].

Finally, assuming the risks at different times x compete with each other. We have the
host risk represented by a sum (integral) over the exposure period = € [0, t| preceding the

time point ¢ of interest
t
Al = [ s@mt.an(e—a)da
t
43) _ / 0(s,t|2[0, 1)) dH (s),
0

where 0(s,t|z[0,t]) = &(t — s)n(t,t — s) is some parametrically specified functional of

the exposure trajectory z[0, t] that ¢ and n depend on.
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Thus, we deduce the key feature of the survival model where risks of exposure are
induced over time, competing, and affecting each other multiplicatively, as the hazard
function represented as a linear integral functional of the baseline hazard with a paramet-
rically specified kernel. Note that in the traditional Cox model, the model hazard A is
related to the baseline hazard A directly rather than A\ being a cumulative form of 7 as in
this case.

Reflecting back at the mice lymphoma study that motivated this paper, we describe
the background or acutely induced cancer using the traditional time-dependent Cox model

with the hazard function of the form
(4.4) u(t|z[0,t])d A /dt,

where A is some generally different baseline cumulative hazard, and y is a generally time-
dependent predictor. Time-dependent y is needed to describe a possible dynamic “treat-
ment” effect of exposure on background latent disease (the hormesis effect).

Assuming that the risks of different types of exposure or background are additive (that
would be the case if they compete and are independent) we arrive at a generic functional
transformation model serving a broad range of examples. The class is defined by the

following expression for the hazard function:
t
4.5) A(t|z[0,t]) = /L(ﬂZ[O,t])dAt/dt—{—/ (s, t|z[0,t])dHs,
0

where H, and A, are two nonparametrically specified baseline cumulative hazard func-
tions at time s; 6(s,t) and u(t) are functionals of the observed history of dynamic expo-
sure, z[0, t]. Incorporated into the parametric kernels 6 and j are regression parameters 3

measuring sensitivity to exposure and effects of possible other covariates.
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4.3 Estimation and inference

4.3.1 Data structure and notation

Suppose failure time, 7', and right censoring time, C', are independent random vari-
ables. We observe a vector of time-dependent covariates, z(¢), through time ¢, with
€ [0,7] and 7 < oo, appropriately constrained to be during the study period. Let X =
min(T,C)and A = [(T < C'). Each independent individual, ¢, contributes observed data
{X;,A;,zi(t)},i =1,...,n. The observed data can be represented equivalently in count-
ing process notation as { N;(t), Yi(t),z;(t)}, i = 1,...,n, where N;(t) = I(X; < t)A;
gives the failure counting process and Y;(t) = I(X; > t) gives the at risk process,see Niel-

son et al. (1992).

4.3.2 Estimating Equation

Under independent censoring assumption, the log-likelihood becomes

zn:/ [log {u(ﬂzi[O,t])dAt + /te(s,ﬂzi[(),t])st} dN;(t)
4.6) —Y(){ (t]400,1 dAt+/ (s, t)dH, H

where here and below the subscript 7 denotes individual patient level information.
Differentiating the likelihood we get the following score vector for (Hy, (3), for t €
[0, 7]:

(t, |20, x])
(x]2]0, x])

U (H[0,7], A[0,7],£,8) — Z/ﬁ Ot 2210, 2]) 1y )
Us(H[0,, A, 1), 8) = Z / ()M ()
Us(H[0,7], A[0,7],8) = Z/ {A(t|z:0,4])} {1()611475

(4.7) + / 07 (s, t)st}dMi(t)
0
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where
AM;(t) = dNi(t) — Yi()A(t|z0, 4])dt
and
0P (s,t) = %9(3,1&)

0
Bls,t) = ==puls,t
1 (s,1) 5 ﬁu( )
Solutions to the estimating equations setting score to zero give f[t, ﬁt and 5

4.3.3 Asymptotics of Estimates

In this section we show the consistency and asymptotic normality of (ﬁt, Et, B), for
one time t. We follow the ideas described in Chen (2009). The arguments are similar to
those developed in Chapter III, therefore, we present the key results without going into
technical details.

Since M (t) is martingale with the filtration:
Fi- = of{N(s),Y(s),z(s):s€0,1)}.
Combining terms in (4.7), we obtain

Un(H0,7, A0, 7,1.5) = 3 [ il (o)

n

Uﬁ(H[OwT]vA[O’TLﬁ) = Z/OTPZ(JI)dMZ(w)

=1

where

0(t, x)

et = S — AN (x, ][0, 2)) {/:G(s,a:)st}.
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Therefore, (4.7) is multivariate martingale if (H;, A;, 5) are evaluated at their true val-

ues. It converges to a zero-mean Gaussian process Wy (¢, 3) with the covariance function

[ G3(s5) o0 ohalss) O o305 5) |
Bt oD 0 Thaltt) Thalt,B)
@660 = | Asis) oAt hass) 0 o al5.5) |
Alhs)  AD) 0 Faltst) %5t )
| ha5.0) ThptB) AulsiB) At B) B

where the forms of each component in (s, t, ) are given in Appendix C.1.

Next we outline the study of weak convergence of \/ﬁ(ﬁt — H;, Et — Ay, 3 — Bo)-
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Taylor expansion gives (ignoring o, (1) terms):

Un(H|0, 7], A[0, 7], ¢, B) — Uy (H[0, 7], A0, 7], ¢, B)
n”V2 L UL(HI0,1], Al0,4], B) — Ua(H[0, 1], A0, 1], 3)

~

i Uﬁ(H[()»T]’A\[O’T]aB) - Uﬂ(H[O’T]’A[()»T]aﬁ)

[ UL, 7, A0, 7 £y, B)A(H — H)(y) |
+ Jy n WUAH[O, 7], A[0, 7], 1y, B)d(A — A)(y)
+nUG(H(0, 7], A0, 7], £, 8)(B — B)

Jo n U (H[0, 7], A[0,7),t,y, B)d(H — H)(y)
= V| + [y n U (H0, 7], A0, 7], y, B)d(A — A)(y)
+n WUS(H[O, 7], A[0, 7)1, B)(B — B)

Jo n1UH (H[0, 7], A[0, 7], y, B)d(H — H)(y)

+ [T T USH[D, 7, A[0, 7], y, B)d(A — A)(y)

+n U (H(0,7], A[0,7], 8)(5 - 5)

[ Lo, 7], ADD, 7, by, B)A(H — H)(y) |
+ Jy o (H[0, 7], A[0, 7], £y, B)d(A — A)(y)
+e5 (H[0,7], A0, 7],¢,8)(8 — B)

Jo $H(H[0,7], A0, 7], t,y, B)d(H — H)(y)
@9) = V| 4 [ToA(H[0,7), A0, 7], t,y, B)d(A — A)(y)
+@A(H[0,7), A0, 7], £, B)(B - B)

Jo 5 (H[0,7], A[0,7],y, B)d(H — H)(y)
+ Jy ¢3(H[0, 7], A[0,7],y, B)d(A — A)(y)

+¢2(H[07 T]> A[()? T]? ﬁ)(g - ﬁ)
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Then we have

SN0, 7], A0, 7).y, B)( — H)(y) ]
+ Jy oA (H[0, 7], A[0, 7], £y, B)d(A — A)(y)r
+¢5(H[0,7], A[0,7],¢, 8)(3 — 8)

Jo @H(H[0, 7], A[0,7], £, y, B)d(H — H)(y)
4.10) Vi | 4 [ToA(H[0, 7], A0, 7], t,y, B)d(A — A)(y) | = Wult,B).
+A(H[0, 7], A0, 7], ¢, 8)(B — B)

Jo 85 (H[0,7], A0, 7],y B)d(H — H)(y)
+ Jy &3 (H[0,7], A0, 7], y, B)d(A — A)(y)

+e5(H[0,7), A[0, 7], 3)(5 — B)

Let Vi(y) = (H — H)y, Va(y) = (A — A)y and let W (t), Wa(t) and W; be the

following:

W) = [ G107 A7t ) Vi)
+ [ A1) 407 o Vi)
+¢4 (H[0,7], A[0, 7], ¢, 8)(B — 5)

Walt) = [ S0, 5) Vi)
+ [ o407, A0t )V
+64(H0, 7], A[0, 7], 2, 8)(B - B)

W = [ o107, A0 B)aVi (o)

v L GA(HI0,7), A0, 7],y B)dVa(y)
+5(H0,7], A[0, 7], 8)(3 - B).

The covariance function of left hand side of (4.10), denoted as ¥*(s, t, ), is equivalent

to (4.8). The covariance functions of {dW(t),dW5(t), W3} can be found as solutions to
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the system of Volterra integral equations expressing this equivalence.

The associated variances can be estimated using the Hessian information matrix, sim-
ilar to Chapter III. In practice, it is common to numerically solve for H, A and B in esti-
mating equations like (4.7). Similarly, it is common to numerically compute second order
derivatives based on the full likelihood when calculating variances. This is the approach

we adopt in Section 4.4 for the Mouse study.

4.4 Mouse Study

We now revisit the mouse study described in Section 4.1. Let \.(¢) denote the hazard
for the control group. Let \,(¢) represent the hazard for acute dosing group. And let \,(t)
denote the hazard for the protracted group.

In agreement with the general modeling of Section 4.2, the components of the hazard
are specified as follows with each line representing the respective group in each subclass
of exposure (Background, A, and induced, B).

A. Background hazard:

(4.11) Control \2(t) = dA,/dt
(4.12) Protracted dosing A () = exp{—3(t A 252)}dA,/dt
(4.13) Acute dosing A2 (1) = ndA,/dt

B. Induced hazard:

(4.14) Control X.(t) = 0
252Nt

(4.15) Protracted A/(t) = / exp{—a(t — x)}dH,
0

(4.16) Acute \(1) = ~dH,,

The hazard models can be summerized as in Table 4.1.
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Table 4.1: Hazard models for three dosing groups, background and induced.
Group Background Induced

Acute ndA;/dt ~ydH,;
Protracted e P"%0dA, /dt [ e 0 dH,

0

Control dA;/dt 0

Background and induced hazard components are summed up for each group, respec-
tively. For example, the hazard for protracted dosing group is the sum of e #2524 A, /dt,
the component at background process, and fot e~*=¥)d [, the component on the induced
process. Baseline hazard H is used to model the risk of latent tumor in induced process
while A is reserved for background process. There is no induced hazard in the control
group, hence the corresponding component is set to 0. The beneficial effect, or treatment
effect, of the radiation on background cancer for acute dosing group is the hormesis effect
we observe. This is the traditional Cox hazard model since only one dose at baseline is
involved. The harmful effect of the same dose that induces new lesions is also modeled by
a Cox component. The time-dependent component of background cancer in the protracted
dosing group, e~ #2524 A, /dt, models the “treatment” effect of protracted exposure on
the background cancer. Induced cancer hazard function in this group is represented by an
integral form of the baseline hazard modeling accumulating harmful effects of exposure
over time, as it is the combination of the independent competing risks that originated at
different (continuous) times of exposure.

Shown in Figure 4.2 are observed (Kaplan-Meier) and model-predicted survival curves.
Overall, the agreement is very good.

The estimates for the model parameters together with the corresponding 95% confi-

dence intervals are presented in Table 4.2. The algorithm converges when 7 = 0, hence
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Figure 4.2: Lymphoma Free Survivals by Groups - Predicted vs. Observed

we do not give the associated 95% confidence interval and p-value.

n gives the estimate of hormesis effect. That is, the acute dosing group has lower
hazard (0.872, 95% CI: 0.684, 1.110, p-value: 0.133) than control group (null hypothesis
is n = 1), resulting higher survival at the beginning of study period. The radiation effect is
protracted dosing group is more complicated. The treatment effect of the radiation dose at
the background B = 0.008, (95% CI: 0.001, 0.014, p-value: 0.008) seems to be dominated
by the harmful effect on the induced process, where & = 0.822, (95% CI: 0.418, 1.226,
p-value <0.0001) stands for the unit dose harmful effect and overall harmful effect should

be integrated over the radiation period.

4.5 Discussion

In this work, we propose a mechanistic model that accounts for complexity of radiation

on tumor growth. The model reproduces the diversity of hormesis effect. The rapid decline
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of survival in [0, 252] for protracted dosing group implies that the latent period for lym-
phoma of the induced process is very short. This can also be confirmed by the observed
improved survival soon after time=0 for acute dosing group, where a single radiation dose
kills background more than it induces lymphoma, or in another word, the induced lym-
phoma has such a short latent period that it is killed by the same dose before it surfaces.
When the radiation stops, both acute dosing group and protracted dosing group seem to
behave similarly as the control group. This indicates that, in the long run, the system is
governed by the background process.

In recent years, transformation models have been studied to evaluate the relationship
between dynamic risk factors and survival outcomes when Cox PH assumption does not
hold. The method we propose can mechanistically model the effect of the radiation in
mouse study that demonstrates hormesis effect. We develop a specific transformation
model class that is capable to reproduce the diversity of hormesis effect caused by radia-
tion. We provide rigorous theoretical justifications for such models.

The method developed in this chapter will be applicable to many situations when ex-
posure is time changing and effects are complicated. Mice data used as a test for the
methodology to be developed in this project are only one example of such data. With this
project we are laying the ground work to be able to model any situation where the risk
and exposure is time-changing, and the disease has a period of latent development before
diagnosis.

The modeling component in (4.5) that models the protracted radiation effect (combi-
nation of harmful and beneficial effect) is considered as in integral form since the dose is
continuous. However, in some situations, the exposures are not necessarily continuous.
For instance, in recent years, as the rapid development of therapy, many cancer patients

have better survival and longer intervals between cancer relapse. This creates the discrete
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experience for those patients to receive treatments through out their lives. The opportunity
of having multiple treatments increases. Our method can be modified for such discretized
treatment (exposures) easily by modifying the accumulating risk component in our inci-
dence model as a summation of risks generated at discretized times when the treatment
takes place.

Some other examples where the model could be used are: in clinical trials, patients re-
ceive drugs on continuous basis, however, when drug cures the disease, its side effect also
can be counteracting the treatment effect; bone marrow transplant patients experiencing
abnormal platelets, effects of air pollution on pulmonary disorders and other environmen-
tal exposure problems.

Though the method developed in this work assumes exposure is continuous, the exten-
sion to discretized exposure could also be studied. In modern medical practice, patients
with chronic disease who experience relapse usually received multiple treatments during
their lifetimes. As the quality of therapy improves, the interval for patients to receive next
treatment during relapse is getting longer. This results in discretized exposure (treatment).
The incidence model that takes into consideration of the effect of continuous and accu-
mulated radiation, could be modified to account for those situations. A good example is

Hodgkin’s disease.



CHAPTER V

Conclusion and future work

This thesis explores two topics in semiparametric survival analysis area, 1) predic-
tion of patients’ lifetimes based on their risk profiles; (2) estimation of dynamic exposure
effects on survival outcomes among patients with chronic disease.

In Chapter II, we develop restricted mean MI method that has several advantages. First,
we can retain patients characteristics when making imputation choices, therefore improve
precision and efficiency in estimation and inference procedures. This can be observed in
both independent censoring and dependent censoring scenarios. Due to the utilization of
covariate information, the method can also correct the bias caused by dependent censoring.
Second, the MI method does not require assumptions on hazard distribution, so that we
bypass the challenge that authors should consider when they use Cox modeling approach.
We also maintain the traditional advantages of MI method, for example, we make the
censoring data analysis into complete data analysis and standard statistics analytical tools
are widely available.

The method serves as a base for MI choices when dependent censoring is caused by a
time-changing factor. It also will be modified to impute Quality-of-Life outcomes, based
on observed information. I am one of the co-authors in both of these projects.

In Chapter III, we lay a foundation for statistical analysis of any dynamic systems

77
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where observed covariate z; dynamically affect the latent process that links to the response
of the system. The method may well be suited for many cancer research that usually
involves tumor growth process before diagnosis. The method can also be extended to
non-survival outcomes. For instance, the imputation framework developed for a stochastic
process that is informed by some external dynamic factors can be used to describe the
status of a system. For instance, if we observe a changing PSA score for a prostate cancer
patient, it may well be associated with the underlying tumor growth process that links
to the disease status of a patient. In this case, the imputed frailty, given the dynamic
PSA score, could be interpreted as how sick the patient is at the time of observed. The
imputation of a process can also be applied in fields other than medical science. For
example, in financial market, people observe stock indices change constantly over time,
and they are interested in predicting the future strength of the economy based on those
changing factors. Then the driving force of the economical change can be seen as a latent
process and we can make similar predictions as described in this work.

Though the method proposed is designated in the univariate survival setting, the ex-
tension to multivariate survival setting is possible. A preliminary thought about Laplace
functional for a bivariate survival setting would be Epp (e~ // Us#H:4H3) where H! and
H?2 correspond to the baseline cumulative hazard functions of the bivariate survival.

In Chapter IV, we propose a method that can mechanistically model the complex effect
of the radiation. The advantage of our modeling approach is that we are able to reproduce
the diversity of hormesis effect, while retaining the power of rigorous theoretical justifica-
tions for such models. The method developed in this chapter will be applicable to many
situations when exposure is time changing, effects are complicated, and the disease has a
period of latent development before diagnosis.

Extensions to discretized exposures can be easily made. A good example is Hodgkin’s
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disease. In modern medical practice, patients with chronic disease who experience relapse
usually received multiple treatments during their lifetimes. As the quality of therapy im-
proves, the interval for patients to receive next treatment during relapse is getting longer.
This results in discretized exposure (treatment). The incidence model that takes into con-
sideration of the effect of continuous and accumulated radiation, could be modified to
account for those situations.

Some other examples where the model could be used are: in clinical trials, patients re-
ceive drugs on continuous basis, however, when drug cures the disease, its side effect also
can be counteracting the treatment effect; bone marrow transplant patients experiencing
abnormal platelets, effects of air pollution on pulmonary disorders and other environmen-

tal exposure problems.
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APPENDIX A

Appendices for Chapter 11

A.1 EM algorithm in restricted mean MI procedure

We assume the mean structure as in 2.1, but keep the distribution of Y otherwise un-
specified. The goal is to predict each censored individual’s mean restricted lifetime based
on the converged 37 Z; values.

We calculate B(O)TZi as the initial expected value of Y; based on covariate profile Z;.
We use B () to estimate the initial expected value of Y; based on B OT 7. for each censored
individual s.

To get the next iterated estimate, 3, we sample from N{3O7 Z;, Var(3©7 Z;)} for
each patient censored at X; = C;. We retain sample values that are greater than log C;,
and then use the sample average to estimate £(Y;|C;, Z;), our E-step of the pseudo EM
algorithm. After the 'E’ step is completed for each censored individual, this completed
dataset is used to calculate B (1) under (2.1), our M-step. We repeat 'E’ and "M’ steps until

the convergence of 3.

A.2 Residual sampling procedure in restricted mean MI algorithm

In order to generate an augmented dataset, we append an appropriate residual to pre-

dicted mean, E (Y;|Cy, Z;), for each censored patient i. We achieve this goal by creating
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an imputing pool with patients whose categorical covariates match Z;, and whose E(Y|Z )
fall within some small b—margin of E(Y;|Z;) [to account for similarity in continuous co-
variates]. Once we form the imputing pool, we estimate the pool’s survival curve using
the Kaplan Meier method. Then we randomly select a probability, s;, from a Uniform(a,1)
distribution, where a is the minimum survival probability in this pool. Next we select a
failure time where the estimated survival probability from the KM curve equals to s;. The
corresponding residual is taken from the patient with the observed failure time that was
selected. This is then the error term to be appended to £(Y;|C;, Z;). This approach is sim-
ilar to the nearest neighborhood approach in Hsu et al. (2006) modified for the restricted

mean setting.

A.3 Nonparametric Estimate for £ {logmin(7,T)}

Suppose random samples 77, ..., T;, come from a non negative random variable, 7', with
survival function, S7, and (1, ..., C}, come from a random variable, C, that is independent
of T. Let X; = min(T;,C;),i = 1,...,n be the observed times to event. Suppose Y =
g{min(r,T)} with 7 a fixed positive constant, and g some strictly monotone function with

associated inverse ¢(~! that satisfies:

g : [0,4+00) — (—o0,+00)

g : (—OO, +OO) - [07 +OO)
Without loss of generality, assume g to be monotone increasing. Then

g D) PN 5
i / (BT > ) — 1}dg(t) + / P(T > t)dg(t) + P(T > r)g(r)
X1y 9(=1(0)

is a consistent estimator of F(Y), where P(T > t) is Kaplan Meier estimator for
P(T > t).

Proof.
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For Y = g{min(r,T)}, the distribution can be characterized as:

Fy(y) = Plg{min(r,T)} <yll{y < g(1)} + Plg{min(7,T)} < y|I{y > g(7)}

= Fr{g" V) {y < g(n)} + I{y > g(7)}.

The random variable, Y, has a range of (—oo, g(7)], with a discontinuity point of jump

size dFy{g(7)} = Fy{g(7)} — Fy{g(77)} = Sr(7), at g(7).

E(Y) can be written as:

g(o0) g(7)
1= /0 {P(Y > —y) — 1}dy +/0 P(Y > y)dy + dFy{g(7)} x g(7).

where dFy{g(7)} = Fy{g(7)} — Fy{g(7)"} = Sr(7). Denote the three terms on the
right hand side of the equation and corresponding estimates as u; and fi;,7 = 1,2, 3 re-
spectively.

For (i1, it can be shown that:

g(c0)
W = / (P(Y > —y) — 1}dy
g(o0)
- / PLg(T) > )} — 1)dy
g(00)
- / P(T > g™\ (—y)} — dy

A ()
-/ {P(T > 1) — 1}dg(t),

D {—g(c0)}
where the last line is obtained by the transformation ¢ = ¢g~'(—y),y = —g(t). To obtain
a consistent estimate of 1, we replace P(T" > t) with its corresponding Kaplan-Meier
estimates, and change the lower bound of the integral to X (), the first observed failure
time. This is because ﬁ(T > t) remains 1 until £ = X3y and monotone transformation

~ . =1 35
preserves the ranks of observed event times. Hence [i; is: [ (1)1 ©) {P(T >t)—1}dg(t).
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Similarly, for po, we have

g(T)
12 =/0 P(Y > y)dy
g(7)
_ / P{g(T) > y)}]dy

= /Og( )P{T > g (y)}dy
= [ P dgto)
9(=1(0)
where the last line is obtained via the transformation ¢ = ¢~ '(y),y = g¢(t). The corre-
sponding consistent estimate i, becomes ngH)(O) P(T > t)dg(t).
For the third term pu3 = dFy{g(7)} x g(7), with dFy{g(7)} = Sr(7), the consistent
estimate is P(T > 7)g(7).
Combining fi;,7 = 1,2, 3, we obtain a consistent estimate of . Particularly, if g is the
log function, we obtain:
1

E(Y) = ; {P(T >t) — 1}dlogt +/1 P(T > t)dlogt + P(T > 7) x log 7,
(1)
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APPENDIX B

Appendices for Chapter 111

B.1 Expectaion F(U,|X, A, 2|0, t])

Based on the survival function in (3.2) and the data structure described in Section 3.3,
we derive that E(U,| X, A,, z[0,t]), that is, the conditional expectation of U, given full
knowledge of the individual’s failure and censoring information.

First, let A = 0. Then we have

BULX = t,A = 0,20,1]) — /sz(Um|X — £ A =0, 2[0,4])dU,

J U f(C = t|Us, 2[0,1]) P(T > #|Us, 2(0, ¢]) f (Us)dU,
J(C = t]z[0,2])5(¢]2[0, 1])

JUP(T > t|U, = u, 2[0,t]) f(U,)dU,
S(t]z[0,])

which becomes, based on (3.2)

J Upe™ o Uttt (U, )dU,
J e fovttt f(U,)dv,

Finally, we have
By {Ux exp(— [! USdHS)}
EU[O,t} {exp(— fot Usst)}

The imputed frailty, ©°(¢, H[0,]|z[0,]) as in (3.4), is a special case of the above

E(U | X =t,A =0,2[0,]) =

quantity when x = ¢.
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Now let A = 1, then we have

JUP(C > Uy, 2[0,8]) f(T = t|Us, 2[0, 1) f (U.,)dU,
P(C > t|z]0,t]) f(T = t|z]0,¢])
JU(T =t|U,, 2[0,4]) f(Uy)du
J(T" = t]2]0,1])

which becomes, based on (3.2) and the relationship —£5(t[z[0,¢]) = f(T" = t|[0,])

[ UpUse Jo Usdts £(17,)dU,
f Ue™ Il USdHSf(Ux)dUI .

Finally, we have

o {UxUt exp(— ! USdHS)}

BUJX =t,A=1,2[0,1]) = : .
Euoy {Ut exp(— [ Usst)}

This reduces to the impute for Kosorok et al. (2004) hazard model, as we described in

Section 3.1, in the special case where Ug = U ez,

B.2 Regularity conditions

(a) The true function H is strictly increasing and absolutely continuous, with differentials
exist everywhere.

(b) True values of parameter vector (3, are in the interior of a compact Euclidean space.
(c) The covariate process Z (t) is left continuous with total bounded variation within [0, 7].
(d) For at risk process Y (t), P(Y (1) = 1|Z;) > 0.

(e) The at risk set will not shrink to empty, i.e., when 7" = 7, P(censoring|Z;) > 0.

(f) The posterior frailty © and its derivatives with respect to dH and /3 are bounded within
0, 7].

(g) Hessian matrix / evaluated at true values of H and (3 is positive definite.
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B.3 Property of martingale transform [ &(u,t)dM (u)

We denote process [, &(u,t)dM (u) as V (t). To see when V(t) is a martingale, we
only need to check when E{dV (t)|F;-} = 0, where F;- = o{N(s),Y(s),z2(s) : s €
[0,¢)} is the same filtration of martingale M.

First, we notice that:

dv(t) = /0 (€t + A M (u) — €(u, )dM (u)}
- /OT{S(u,t)dt}dM(u),

where ¢ (u, t) denotes the partial derivative of £ with respect to t.
Next, if we assume the boundness and smoothness of determinisitc function &, we

have:

E{dV(H)|F -} = / "B € (u, t)dedM ()| -}

0
" / () E {dM ()| F )
0
0 ifu>t
dt [ & (u,t)dM(u)  ifu<t
Furthermore, [ &' (u, t)dtdM (u) will be zero only if &'(u,t) = 0. That is, when u < t
and &(u,t) does not depend on ¢ (giving &'(u,t) = 0), V(¢) will be a martingale. This
establishes the martingale property of the score.
Similarly, for a process with the form V*(t ft u, t)dM (u), u always lies in the

future of ¢, hence E{dV*(t)|F;-} = 0.

B.4 Covariance for martingale [ &(u,t)dM (u)

Suppose M is a F-martingale and the corresponding counting process has compen-

sator A. Let V() = [ &(u,t)dM (u). Let £(u) be a funciton of u only, and in the special
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case of this paper, {(u) = 1+ [ %Jé fg[s‘]uﬁzl[g ;j]] dH,. So V(t) = [, &(

[ &(u, t)dM (u). Both &(u) and &(u,t) are predictable given filtration with respect to

either u or ¢, giving the variance seen in (3.17) for (3.16).

B.5 Second order Derivatives of estimating equations

The estimating equations are given in (3.14). The second order derivatives of equations

include the following four terms:

VR0 8) = 5 Un(H0.70.5)

y)0°(y, H[0,y]|2[0, y])

>
/ O(u, H[0,u],y|z0,u])dH,
o],

{ u, H[0, u], y|z[0, u])
O%(u, H|0, u)| 20, u])

—Y;(u)O(u, H[0, u],y|z[0, u])dH, }

o [ (e

J Otu, H[0, u], y|=[0, u]) 2 .
{ 00 (u, H[0, u]| [0, u]) } }sz( )

—<mmﬂmmymeMH)

/ / H u, H[0, u], x, y|2]0, u])
y+ o+ O0%(u, H[0, u)| 20, u))
(u, H[0, u], x|2[0,u))O(u, H[0, u], y| 20, u])

{©°(u, H[0,1]|i[0, u])}*

}dwu)

—Y;(u)O(u, H[0, u], z,y|]0, u])dHu} dH,

—/O Yi(y)O(y, H[0, y], z|2,)dH.



Ug(H[0,7],t,3)

U5 (H10,7], 3)

U5 (H[0,7], )
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—Un(HI0,7],t, )

Z/ (2)0°(y, H[0, y]|=)dH.

HiH, / (o T“;'To[ouﬁ”

O(u, H[0, u, z|2][0, u])©° (u, H[0, u]| 2|0, u])
{©°(u, H[0, u][20,u])}"

] dN; (1)

~Y;(u)©° (u, H[0, u], ;] 20, u])dHu>

0
ar Vo0, 71,

"L [T 16%(x, H[0, z]|2][0, 7))
;/W ([ ©0(z, H[0, x]|2]0, z])
_@5(%H[O,x]|zi[0,x])@(x,H[O,x],y|zi[0,x

{©°(x, H[0, z] [0, 2])}*
—Y;(x)©"¥(x, H|0, x]|zi[0,x])de)

D]dzvi(@

—ZY (1)©°(y, H|0, y]]z)
8

%Uﬁ(H[O , 7], )

e

{gﬁé 10 ﬂ\f %O B } }dN (@)

~Y;(2)0%P (x, H|0, x]| ][0, x])dﬂx} ;
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where

é(u, H[0,u), z,y|z[0,u]) = E(UuUwa|ef0u UsdHs)
—E(U,U,|elo UsH\0 (y, H[0, u]|[0,u]))
+O(u, H[0, u], x|2[0,u))O(y, H[0, u]| 20, u])

+O(u, H[0, u]|z[0, u])O(y, H[0, u], t)] 20, u])

©°(u, H[0, u], z|z[0,u]) = %@(u H[0, u], x| 20, u])
0% (u, H[0,u]|2[0,u]) = adaHy (u, H[0, u]|2][0, u])
09 (u, H[0, u]|z[0,u]) = %@(U,H[O,uﬂzi[o,u]).

When scaled by n, those derivatives will converge in probability to some deterministic

functions that can be expressed as follows:

o (H[0, 7], t,y. B)
&5 (H[0,7],y,3)
o} (H[0, 7], B)

nTWUS(H0,7],8) 5 oH(HI0, 7], ty. ).

1

n'UH(H0,7],t,y, B)

1=

n UG (H[0, 7).y, 3)

I

n'US(H[0,7],¢,3)

B.6 Covariance matrix for {dW;(t), W5}

Based on Section 3.5.2, Wy (¢ fo PE(H(0,7],t,y, )V (y) + ¢ (H[0, 7], t,3) (B~
(). Therefore, we have
W) = SOV + [ 0T V)
+i (H[0,7), 8, B)( — ),

where 63 (H[0,7],t,y, 8) = 501 (H[0,7],t,y, §) and

O (H[0,7],t,8) = 27, (H[0,7],t, B).
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Then for s, ¢ € [0, 7], let cr;’fl(s, t) = cov {dW1(s),dW1(t)}

GiE(s0) = G(HI0.7). 5,5 B)GHI0. 7). 1. B)E {aV (s)aV (1)
FOHH0.7)5.5.0) [ SHCHI0.7) 5,0 B (Y )0V ()}
O (H[0. 7], 5.5, A5 (HI0, 71,4, ) B {aV (5)(B— )}
FOHD, T 0,0) [ GHHD.7 5.0 BE V)V ()
w [ [ S0 s DO DE V)V ()}
+EHD,7,5) [ SlHD. 75 OE (V)G - )}
+0(H10,7). 5, B)of(H[0,7].t.. ) E{av(H) (G- B)}
+0p(H0.7)5.0) [ G0, 5,0, B (VB 9)}
O (HI0, 7)., 5, )3 (HI0,7],4. B)E { (B - )}

Similarly, for Wy = [ ¢ (H[0, 7], y, 8)dV (y)+ ¢} (H[0, 7], 5)(B— B), let o3z (3) =

var(Ws). Then we have
a2 (3) = / ' / "G (H[0,7], 5, B)6 (H]0, 7], 4", B)E {dV (4)dV (4}

+20)(H10.71.9) [ o(HD. 7008 {4V ()G - )},
+{oln. .} B{G-07}



92

The covariance between dW;(t) and W5, denoted as 0;’/21 w, (t, ), becomes

w00 = G708 [0 DBV (v (o)
+ [ 0.7t D0 5B LV )V ()}
+GHD78) [ oy E (V)G - 5}
+of(H[0,7].1,t. )0} (H[0, 7). ) E{dV (£)(F - B) |
+o0.70) [ G107 . 98 {v )3 - )
+0(H10,7). . 9)8(H[0, 7). B)E { (B - 6)%}

B.7 Hessian matrix I

Along the lines of Chen (2009), Chen (2010), Hessian matrix I involves four different
components: Iymam;> limam;, lan;s, and Igs for j,k = 1,...,p. Those terms can be

expressed as:

A
OdH;0dH,

. {Z dM(tj)} (11,

T [O(u, H[0, u],t;,t;]2][0,u])
+/ [ % (u, H[0, u]] [0, u])

+{@m,H[O,u],tjlzi[OauD} }dNi(u),

lygan;, =

O0%(u, H[0, u)| 20, u))
I A
WAt 9d HyOd H,

_ - /T {é(u,H[O,u],tk,tﬂzi[o,u])
— Jo, O0(u, H[0, u)| 20, u))
O%(u, H[0, u], tg|2][0,u])O (u, H[0, u], t;] 20, u])
{©°(u, H[0, ul| [0, u]) }?

}sz‘(u),
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I foal!
aH;0 0dH;0p3
B O8 (u, H[0,u], t;|20,u])
n Z/t { OO (u, H[0, u]|2[0, u])
O(u, H[0,u], t;|2i[0,u])O% (u, H[0,u]| ][0, u]) .
(00 A0, ][0, u])}? pavico
=Yi(t;)©°(t;, H[0,t;]|z,,)

—/:yi(u)@ﬁ(u,H[o,u],tjm[o,u])dﬂw
9%l
b= " opor
o [ @ﬁ’ﬁ(u,H[O,qui[O,u])_ 08 (u, H[0, u]|2][0, u]) ? (
- 114 R e o S B e

~Yi(u)O° (u, H[0, u]|]0, u])dH,

where

O(u, H[0, u], ty, t;|2]0,u]) = E(U,U;Ujlel Vsdts)
— B(UU,|elo V=)0 (1, H[0, u]| 20, u]))
+O(u, H[0, u), tx]%]0, u))O(t;, H[0, u]|2]0, u))
+O(u, H[0, u)| [0, u])O(t;, H[0, u], 5|20, u))

8 (u, H[0,u], t;|z[0,u]) = %@(u HI0,ul, |20, u])

B.8 Properties of estimates using profile likelihood

Suppose that /1 {f[t — Ht} has limiting process V'(t), then we have the following

equation:
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We can then look at convergence behavior of {f[t(f[t, Bo) — Ht} since it is necessary

to derive property of B under profile likelihood. The derivation is as follows:
Vi { B f, o) - }

— 71/2 z( r,ﬁO)de
Z/ —122 1 l 2( x:ﬁO)wz(x>

_1/2 z Iaﬁﬂ)dH Y( ) l(f[xaﬁﬂ)dH
" Z/ U Yi(2)Ou(H, o))

+ n_1/22/ — dH, _ - X
= Jo n! 22-11 Yi(x)O;(Hy, Bo)wi(x)

( | % {AN () — (M. ﬁomw)dﬂu})

12 n t dH,
* Z/ S Yi(2)Ou(F o))

(/x % {O1(Ho 0) = ©:(H. o)} }/z’(’d)dHu)

. —1/22/ Hx _ %

7, 1 l @l(HxvﬁO)wl(x)

(/ O,(H,, Bo)Yi(u)(dH, — dH ))

— n—1/2 {1+dH @ (Hxaﬁ0>/®( zaﬁO)} AM:(x
zzl/o _1Zz 1 Yi(2)04( xuﬁo)wZ(x) )

nl/2 /t n~t Yy, Yi(x) z(Hxa 69\)([{1 — H,)dH,
0 n=t 3 Yi(@)Oi(Ha, Bo)wi(z)

n—1/2 - ! de _ z( Uaﬁo) ” }
' Z/ n=t YL Yi(2)Oi(Hy, Bo)i(w) {/:r+ Oi( uaﬁO) A
1/2 Hx
.y Z/ S .

©:(H,, 5,)© 1(Hu,ﬂo) (_x,ﬁo)ﬂii(x)
U ST HYi(0)dH,

_1/22/ = Hx : 8

z( x) ﬂo)UJ,(l’)

([ ettt svicoat, - dfm)
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The first term can be further decomposed as follows by consistency of H:

172 "{1+dH,0;(H,, B)/O:(Hy, Bo)} o )
; o YN Yi(x)04(H,, Bo)wi(x) dM;(x){1 + 0p(1)}

Furthermore, we know that

n! ZY z xaﬁo)wl(x)

@ HuaﬁO)
B.1 § Y;(2)0;(H,, § dM;(u
Asn — 00, by WLLN, n~' >~ | Y;(2)0;(H,, o) converges in probability to a deter-

ministic function ¢, = E {O(H,, §y); X > z}. On the other hand, the second term,
i(Hy, bo) ,
1 Mi\tHu, P0)
n U
Z / z u> BO ( )
is a Martingale with predictable variation process (PVP) as follows:
; (H.,, Bo)
_2 i\ us £0) 0
dH,.
Z / z w ﬁ[} ( )
The PVP converges to zero as n — oo. That is, (B.1) converges uniformly to c, as

n — oQ.

By Martingale Central Limit Theorum (MCLT),

-1/ {1+ dH,0;(H,. B)/0;(H,, 5o)} (2
Z/ TS Y @00 o, () ) = W)

where W (t) is a mean-zero Gaussian process with variance

There are two implications for subsequent derivations for (B.1). First, we can substitute
¢, as denominator when establishing asymptotics; Second, the 0,(1) term can be dropped
since the product of 0,(1) and a converged Gaussian process is still an 0,(1) term.

Similarly, the third term, independent of first term, becomes (up to op(l)):

-1/2 nooqt dH, T Gi(Hu,ﬁo) |
' ;/0 n1 30, Yi(@)04(Hy, Bo) /z+ ©;(Hu, ﬁo)dMZ(u)'
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The integrand is in fact a Martingale that converges to a mean-zero Gaussian pro-

cess Wo(x) with variance oy(z) = (dH,/c,)*E {[ { EHZ gg;} Y(u)@(Hu,ﬁo)dHu].
Hence the whole term converges to process fo Wy(x)dx. Furthermore, W) and W, are
independent, we can combine them as one zero-mean Wiener process W with variance
function o(t) = I(x € [0,t])o1(z) + I(z € (¢, 7])o2(x).

Since the second term in (B.1) includes the process \/n { Am( H,,Bo) — x}, this term

E{O(Hq,50);X>
will converge to the recursive process V; (¢ fot E{{@ i ZZ X;g V

(x)dH,. Similarly, the

fourth and fifth terms will converge to:

Va(t) zl/dH { “%)sz}vmmml

(Haz, o)’
i = [ [ e (et x 2 o} avi

In summary, \/n{H, — H,} converges to V(¢) that satisfies the following equation:
(B.2) V(t) = W(t) = Va(t) = Va(t) = Vs(1).

This is a non homogeneous second order differential equations with time changing

coefficients. In general there is no explicit solution.

We can rewrite /ni(3 — f3;) as
\/E(B_ Bo) = {n_llpr(ﬁo>}_1n_1/2Upr(50) + op(1).

We have already shown that n='1,,.(5) L L(B).
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For U,.(f3y), it can be written as:

=20 (Bo)
_ —1/22 / @i :5)0 LaN, (@) ~ Yi(w)Ou(H,. 50)dH, }
_ 4/22 / o :ﬁio {dNi(z) — Yi(2)©,(H,, fo)dH, }
n —1/22/ @i :’;OO { .(x)@i(Hx,ﬁo)dHI—E(m)@i(ﬁx,ﬁo)dﬂm}

/B —
' n*/QZ | @u—w{m<x>@i<ﬁz,ﬁo>dm—n<x>@i<ffmﬁo>d%}

_I/QZ/ o x,ﬁo dM;(x)

szﬁO
1/22/ x;ﬁO Z(x)@l(Hx,ﬁ())de(ﬁx - Hx)
z x;ﬁ@

(B.3) - n—WZ / O (H,, Bo)Yi(w)(dH, — dH,)
i=1 Y0

The first term is (up to 0,(1)) a Martingale and its asymptotic behavior is equivalent to
that of n=Y/2U(f3).

According to (3.16), n='/2U(f3,) is a Martingale with PVP:

- {@ﬁo }2 " N
Z/ o mﬁo Yi(x)dH (z),

that converges to I,(/3). By Martingale CLT, n~/2U(f3,), a realization of a martingale

process at t = 7, converges in distribution to zero-mean Normal with variance I1(3,). The

arguments are similar to Fleming and Harrington (2005).

The second term in (B.3) will converge to [ E {eﬁD(Hz(ﬁo)ﬁéf” bo). x> :L‘} V(z)dH,

Last term in (B.3) equals (up to 0,(1)) n V23" | [ O (H,, Bo)Yi(x)(dH, — dH,),

and it converges to following process:
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008y, (1) Nil2) = haYi(@)Ou(H, Bui(a)
\FZ/ " ZZHY() i(He, B)wi(x)

{1+ h,(log O( x,ﬁ)) YM;(z) + hy

[, (log ©;,,) dM;(s)

B.4p~1/? 0Py, (x) =
B Z/ i Y Yi(@)6u (. ()

Follow the similar arguments in Section 4.1, (B.4) is asymptotically equivalent to dis-

tribution of martingale M; (7) plus the integration of another indepedent martingale M (z)

over [0, 7] where:

1 h.(log ©;(H,, B))’
* —1/2 Oﬁ lOg@zs
with PVPs:

~ o~ 2
0 T

_ n T log@w’ 2
etviny £ [ {PERI Y viwenn,

that converge to

oi(r) = E / {@?f”h «(l0g O “ﬁ”} Y2(2)0:(Ha, Bha |

Ca

T VAR
/ {M} Y;(S>®i,shs] :
zt+ CSE

o3(x) = {OYi(2)h.}’E

as n — oo. Hence by Martingale Central Limit Theorum and Slutsky Theorum, (B.4) con-

verges to a mean zero Normal W (7) with variance o7 (7) plus integration of a Gaussian

process W3 (z) with variance o3 (x) over [0, 7], respectively. That is,

\/_Z/ Chade: —]/l;)ng(T)—i—/OTW;(x)dg;



99

Hence, by Slutsky Theorum, the following holds:

‘WZ/ 07Y;(x)(hy — hy) = 0.

Combining these results, we have :

V(B — o) 2 N, I7H(B)).
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APPENDIX C

Appendices for Chapter IV

C.1 Covariance matrix for (4.7)

Based on Section 4.3.3, for s, ¢ € [0, 7], the components in (4.8) are

o(s,t)

[ P > o\l{0.a])ds

(e, sV (@) P(T > 2)A 200, )da
/ST (@, s)p(x) P(T = x)M(x[2[0, 2])dx
/OM W (@) P(T z 2)A(z|2[0, 2])dx

[ @@ = 2\l

/OT P2(2)P(T > 2)\(z]2]0, 2])dz
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C.2 Covariance matrix for {dW;(t), dWs(t), W5}
Based on W (t), Wy (t) and W3 given in Section 4.3.3, we have

dWi(t) = oH(H|0,7], Al0,7],t,t,B)dV"(t)
+ [ 0.7 AT . V)
+¢i (H[0, 7], A[0, 7], t, t, B)dV(t)
+ [ b H.A A7)t V)

g (HI0, 7], A[0, 7], £, B)(B — B),

where
SHI0, T, AD. 7] .0) = S (10,7 AD, 7] 3,9
SACHI0.T), A7 by ) = o GA(HIO. ) AL, 7Lt 5)
Sp(HI0.70.0) = S RHI0. T, AL 8 5),
dWsy(t) = ¢ (H[0,7], A[0,7],t,t, B)dVg(t)
4 / SH(H[0, 7], A[0, 7], y, B)AV* (3)
+¢4(H[0, 7], A[0, 7], t, t, B)dVa(t)
T / GACHI0, 7], A0, 7). .. B)AV A (y)
—{—éi(H[O,T],A[O,T],t,ﬁ)(ﬁ— ﬁ)
where

SACHI0, 7, AD. 7] .0) = S 6 (HI0.7) AD, 7], .39
SACHID, 71, 40,7 1..0) = - 6A(HI0, 71, 40,7).1.5.9)

SAHIO 1,4.6) = £ ¢4(HI0.7] A.7],t.5),
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Then for s, ¢ € [0, 7], let cr;’fl(s, t) = cov {dW1(s)dWy(t)}

o (s,1) =

SECHIO, 7, A0, 7] 5,5, DO, 71, A0, 71, , £, O)F {dVia(5)Via (1)}
FOHIO. 7, D 5,5.9) [ G107 40,75, B)F (Vi )V (s)
IO, ), A0, 7], 5,5, D)0 (0,71, ADD, 71, , £, O)F {dVia(5)dVa(1)
FOfHI0.7) A5, 5) [ 10,7 A7) (VA V()
O CHD, 71, 410, 5.5, 8)33 (HI0,7), 410, 7, 1. ) {aVin (5)(F - 9)}
+Ol(HI0.7). 400,71, 1.0,5) [ (10,71, A, 7] 5.5 O)E {dVinly) Vi)
+ [ [ o am)s.0.5)

o1 (H[0,7], A[0, 7], 5,5, B)E{dVi (y)dVe (y*)}

+3(H[0,7], A[0, 7], 8, ¢, B) /O Or (H[0,7), A[0, 7], 5,9, B)E {dViu (y)dVa (1)}

w [ [ o sl s
SACHI0, 7], A10,7) 5,57, B)E {dVin )V (")}

+ O, 7] A0.71.0.5) [ GHHI0.71, A, 75,9 F (Vi) (B - )}
GO, 7], A7), 5,5, B)SHHIO, 71, A, 71, £, O)F {dVa(s)Vir (1)}
FORHIO. 1, A7) 5.5.5) [ SH0.71 A7) B (Vi )V}
FOACHIO0, 7], A0, 7], 5,5, DA HI, 71, A, 7], 1,8, B)F {Va(s)dVa(t)}
FOAHIO. 7, D 5,5.9) [ G107, A0, 1, DB Va) V()
O, 7], A0, 7], 5.5, 8)85 (H10,7], AD. ). £, ) E {aVa()(B - B) }

"’Cbg(H[Ov T]v A[OvTLtvt?ﬁ) /08 QSII?I(H[Ov T]’ A[0>T]> 3>yvﬁ)E{dvA(y)dVH(t)}
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b [ [ 0.1 A7), 0.1 A7) 50 5) B Ve Vi)
+OACHID, 7] A7 08 9) [ G HI. 7] AT 5.0 DB VsV (o)

b [ [ 0.1, A7), 5 IO, A7) 50 5) B Vi)V
+ECHD, T A0 7105 [ (10,7, AL 75 E {aVal) G - 0)}
+OG(H0, ), A10,7). 5, B0 (H 0.7, Al0,7]. 1., 8)E { Vi (1) B~ B) }
+HHI0.7, A0 5.5) [ SHHI0.7, A0 98 { Vi) - 9}
+O(H[0,7], A0, 7). 5, 9)7 (H[0,7), Al0,7]. 1,8, B)E {aVa()(B - 8) }

+I 0.7, A0 5.6) [ (0.7 A0 s DE (Vi) B - 91}
+O5(H[0,7), A0, 7,5, )33 (H0, 7, Al0,7), ¢, B)E { (B~ B)* }

The covariance of {dW(s), dW5(t)}, denoted as a;[’,QMWQ (s,t) can be obtained in sim-
ilar fashion.

Now let a;}’,i (B) = var(Ws3). Then we have

717 (8) =

| [ et ap.rv0

o5 (H[0,7], A[0, 7], 5", B)E{dVg(y)dVu(y*)}

+20)(H10.71.A0.7,5) [ (1071, A0 9)B { V() (5 - 0)}.
+ [ [ otto.n A07 .0

05 (H[0,7], A[0,7], 5", B)E {dVa(y)dVa(y")}

+20}(H10.71,A0.7).8) [ (0.7 A0, 7L DB {aVa) B - 5)}
+{o30.7, AR} B{(B- 57}



104

The covariance between dW;(t) and W, denoted as 0;’/21 w, (t, ), becomes

i, (1 5) =

S0, 0.7 .1.8) [ (1071 A0 7). 6) B {aVi(y)aVi(1)
+ [ [ dnon. v )

S (H[0,7), A0, 71,7, 6)E {dVig(9)aVin ()}

o ([0, 7], A[0, 7, 1,1, B) / O (H(0, 7], Al0, ), 9. B)E {dVir (y)dVaa (1)}

[ oo A

O (H[0,7), A[0,7], 5", B)E{dVa(y)dViu(y")}

+ (0.7 A0, 7L.4.5) [ G (HD.7, A7y E (Vi) (B - )}
Ol (HIO.7) AT 0,8) [ ORHI, 7 A0, 7L, B (AVa()aVi ()}
+ [ st av i)

o5 (H[0,7], A[0, 7], y*, B)E {dVi (y)dVa(y*)}

ORI, 7 A7 4.05) [ G307 A 5B {AVa)AVa(0)
+ [ [ s n. v s)

o5 (H[0,7], A0, 7],y B)E {dVa(y)dVa(y")}

G (0.7 A0.71,4.5) [ 410,71, A0, 7 5)B {Vat) B - )
651 (H[0,7), A0, 71, ., B)0(H [0, 7], Al0, 7). B)E {aVu (1) (B - )}

+ [ 10,71, A7) . .7, A0, 150 (Vi 03 - )
o (H[0, 7), Al0,7). 1, ¢, B0 (H[0, 7}, Al0,7), ) E {aVa())(B - 8) |

[ 10,71 A0 7). 0.7, A0 9 {ava) B - )}
0 (H[0,7), A0,7). 1. $)85(H[0, ), Alo. 7). B)E { (B - 6)*}

The covariance between dWs(t) and W3, denoted as 0’;;{/22 w, (t; 3), can be obtained in
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similar way.
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