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Chapter 1

Introduction

1.1 Biomarkers

When the disease status of a patient/subject is of interest it is crucial that high quality
and accurate data are obtained to assist the clinicians in the decision making process.
These decisions are of great importance since they may affect the quality of life as well
as its prolonging when fatal diseases are involved. Biomarkers play a significant role
in decision making and are considered as the key to early diagnosis which may in turn
lead to complete cure of a disease or the limitation of its progress. It is desired that the
development of new biomarkers will contribute to obtaining more predictive information
regarding the disease status of a patient as well as to providing a better understanding
concerning the biological mechanism of various diseases. But what is considered as a
biomarker (or medical/diagnostic test or simply marker)? The Biomarkers and Surrogate
Endpoint Working Group provides the following definition (see Biomarker Definitions
Working Group (2002)): “A characteristic that is objectively measured and evaluated as
an indicator of normal biological processes, pathogenic processes or pharmacological
responses to a therapeutic intervention”. This Working Group also defines a further
three type classification for biomarkers. Type O biomarkers involve measurements of
the history of a disease through time that is expected to be affected by known clinical
indicators. Type I biomarkers refer to the effect of a clinical intervention (i.e. a cure,
or a drug). Type II biomarkers refer to Surrogate Endpoints markers, namely markers
that are expected to predict clinical deterioration or amelioration based on epidemiologic,
therapeutic, pathophysiologic or other scientific evidence.

Another group at Bayer Corporation state the following definition for a biomarker (see
Colburn (2003)): “It is a measurable property that reflects the mechanism of action of
the molecule based on its pharmacology, pathophysiology of the disease, or an inter-
action between the two. A biomarker may or may not correlate perfectly with clinical
efficacy/toxicity but could be used for internal decision making within a pharmaceutical
company”.

As mentioned in Naylor (2004) the definitions and classifications of biomarkers are
still being discussed and debated. However, this field is developing and as the discovery
of new biomarkers moves forward the use of reliable techniques for evaluating their accu-
racy is a crucial matter. Diagnostic biomarkers not only provide important information
for the patients’ health status, but also they contribute to reducing the cost of diagnosis
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and may help us understand the underlying mechanism of a disease.

The evaluation of diagnostic markers is a necessary procedure before a medical test
is used. Early detection of a disease may imply its complete cure or a slower progression
given that an effective treatment exists. An ideal medical test should be accurate and
harmless. Accurate, meaning that it is able to correctly distinguish the healthy from the
diseased subjects, and harmless, meaning that it causes no physical pain, emotional
discomfort, psychological stress or side-effects. A disadvantage of medical tests is the
cost. The medical cost may also depend on the accuracy of the medical test itself.
For example, when a healthy subject is falsely categorized as "positive", then this may
lead to unnecessary further tests increasing the cost as well the subject’s discomfort.
An inaccurate test may have a more serious impact when a diseased subject is falsely
categorized as healthy. Some criteria to be considered before applying a medical test in
practice have been discussed in the literature and a detailed overview is provided in Pepe
(2003). The main criteria are that the disease under study should be serious, treatable,
and that the test should be harmless to the subject and accurate.

In this thesis we will introduce new methodologies that contribute to the evalua-
tion of a marker regarding mainly its diagnostic accuracy in the presence of censoring.
Censoring is a phenomenon primarily met in survival analysis in which patients are
monitored over time until they experience an event. This event is usually death when
fatal diseases are involved. In many cases, due to practical, psychological or other rea-
sons many patients decide to leave/quit the study (for example due to their relocation to
another country or due to the end of a study when some patients are event-free). The
time at which these patients have or will experience the event is unknown to the clin-
ical researchers and the only information available is that they were event-free until a
given time. The time points at which these subjects left are considered as censored time
points, and in particular right censored since the event will occur or has occurred at a
time greater that the censoring time. Two other common censoring schemes that occur
in survival analysis are left and interval censoring. In the first case the event occurred
at some time point prior to the time of entering the study and interval censoring involves
cases where the event time lies in a closed interval defined by two time points. It might
be the case that a marker’s measurements change with time and are used to predict the
future disease status of a subject. An example of such a biomarker is the Framingham
risk score (FR-score), which is considered to be predictive of myocardial infarction and
stroke (see Wilson et al. (1998) and Grundy et al. (1998)). The FR-score is a score
system (different for men and women) that is computed based on factors such as age,
blood pressure, diabetes mellitus, blood cholesterol, and high density lipoprotein choles-
terol. It is used to predict the risk of a cardiovascular event of an individual within the
next 10 years. For such biomarkers it is expected that measurements taken closer to
the event will be more indicative of the disease or its progression so it is natural to as-
sume that biomarker measurements are related to the time to event variable. Hence, the
phenomenon of censoring naturally arises in the concept of evaluating such a biomarker.

Censoring can also occur on the biomarker value itself. There are cases where due to
practical reasons or technological limitations marker measurements cannot be provided
below or beyond some known limit, usually called limit of detection (LOD) which may
vary from batch to batch. In such cases the biomarker is itself subject to left or right
censoring respectively. In this thesis we examine settings where censoring may occur on
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the time to event as well as settings where the biomarker measurements themselves are
subject to censoring.

In the following sections of the Introduction we give quantities that refer to the clas-
sification problem in medical decision making. Marker measurements may be binary,
ordinal, or continuous. With ordinal or continuous measurements an ROC curve (for
the two class case) or an ROC surface (for the three class case) can be constructed for
assessing the accuracy of the biomarker. We also briefly discuss the framework where a
biomarker is time dependent. We end the first chapter by discussing in more detail the
basic features of the proposed techniques that are to be presented in this thesis.

1.2 Classification probabilities and the ROC

Diagnostic testing is an imperfect procedure. Assuming that there are two groups for
classification (healthy and diseased), a perfect diagnostic marker would perfectly dis-
criminate the diseased from the healthy group. On the other extreme, the classification
procedure of a non-informative biomarker would be equivalent to deciding the health
status of a subject by tossing a fair coin. In practice, the discriminatory capability of
most biomarkers falls between these two extremes.

The diagnostic accuracy of a binary biomarker is completely summarized by its sen-
sitivity and specificity. The sensitivity is defined as the probability of getting a positive
marker result, given that the subject has the disease, while the specificity is the proba-
bility of getting a negative marker result given that the subject is healthy. We denote with
Y the outcome of the diagnostic marker, and with D the binary indicator (which equals
to 1 if the disease is present and 0 otherwise) of the true health status of a subject. The
sensitivity and specificity are defined respectively as

Sensitivity = Se = P(Y = 1|D = 1),
Specificity = Sp = P(Y =0|D = 0).

We desire high values of both sensitivity and specificity. The marker result can be one
of the following: A true positive is said to occur when the marker outcome is positive for
a subject that suffers from the disease, a true negative occurs when the marker outcome
is negative for a healthy subject, a false positive occurs when the marker outcome is
positive for a healthy subject, and finally a false negative occurs when the outcome of

the marker is negative for a subject that has the disease. The false positive rate (F'PR)
and the true positive rate (T'PR) are defined as:

FPR=P(Y =1|D =0),
TPR=P(Y =1|D=1) = Se.

Note that the 7' PR is the sensitivity, and that the false negative rate equals to 1-T PR.
Thus, the two components of the misclassification probability are 1 — T'"PR and F'PR.
The impact of the misclassification errors referring to these two probabilities is generally
different. A false positive error is likely to lead to further examination of the health status
of the subject. This unnecessary procedure may increase the medical cost or cause
discomfort to the subject. The impact of a false negative error is usually more serious.
Based on a false negative marker value people may forego a suitable treatment which
may lead to death.
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1.2.1 ROC curves

The most popular tool for evaluating the discriminatory capability of a continuous (or
ordinal) biomarker is the receiver operating characteristic (ROC) curve. ROC curves were
initially used in signal detection (Green and Swets (1966)). Lusted (1971) indicated their
potential for medical diagnostic testing in which a decision must be made regarding the
presence or absence of a disease. For a thorough overview regarding the ROC curves we
refer the reader to Zhou et al. (2002) and Pepe (2003).

There are many examples of continuous markers. Cancer and liver disease biomark-
ers measure the serum concentration. Other examples are temperature, blood pressure,
serum cholesterol etc. Ordinal markers usually involve the subjectiveness of a medical
expert. For example a radiologist reading a mammography may classify the subject as
‘definitely yes’, ’probably yes’, ’probably no’, ’definitely no’ regarding the presence of a
disease. Similar classification rules may be also applied regarding the severity of the
stage of progression of a disease. Also in psychology, it is common to base classification
on frequency, that is use a scale such as ’always’, 'sometimes’, ‘never’ etc.

In most applications higher marker measurements, Y, are regarded to be more indica-
tive of the presence of the disease. However, when this is not the case one can simply
work with —Y. In practice a threshold c, is used to dichotomize Y so as to define a
decision rule. Conventionally if ¥ > c then the marker value is regarded as ’positive’,
and otherwise as 'negative’. The choice of ¢ depends on the tradeoff of the cost of a false
negative and a false positive result. The ROC curve is a tool that considers all possible
threshold values depicting all these tradeoffs.

Using a threshold c, the sensitivity and false positive rate can be written as:

TPR(c) = P(Y > c|D =1)
FPR(c) = P(Y > ¢|D =0).

The ROC curve is defined through:

ROC(c) = (FPR(c),TPR(c)), ¢ € (—o0,00).

Hence, the ROC curve consists of all possible pairs of the false positive and true
positive rate constructed by the threshold c. Since PR and F'PR are probabilities, the
ROC is a non-decreasing curve lying in the positive unit square:

{(t,ROC(t)), t € (0,1)}.

An ROC curve is invariant to strictly increasing transformations of Y and it holds
that ROC(0) = 0 and ROC(1) = 1. The ROC curve referring to a perfect medical test,
that is a test that perfectly discriminates the healthy from the diseased, starts from the
point (1,1), moves on the upper left corner of the positive unit square (point (0,1)) and
drops down to point (0,0). The ROC curve referring to a useless biomarker coincides with
the unit square’s diagonal with endpoints (1,1) and (0,0). In practice most biomarkers
yield an ROC between those two extremes (see also Figure 1.1).

An ROC curve can be also represented by the survivor function of Y for the diseased
and the healthy group. If we denote by So(y) = P(Y > y|D = 0) and by Si(y) =
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Figure 1.1: Example of four ROC curves referring to four hypothetical biomarkers. The
diagonal line refers is an ROC curve that corresponds to a useless marker and the dashed
thick line refers to an ROC curve of a perfect biomarker. The other two ROC curves
indicate that marker B is better than marker A.

P(Y > y|D = 1) the survivor functions corresponding to the heathy and the diseased
respectively, it can be shown that (see result 4.2. in Pepe (2003)):

ROC(t) = S1(S5 (1)), t € (0,1). (1.1)

Under the assumption of binormality, that is when both populations are assumed to
be normally distributed, the ROC curve can be written in closed form. This is not always
the case and the derivation of such closed form expressions depends on the complexity
of the assumed parametric models for the underlying populations.

The two most popular approaches for estimating an ROC curve is the empirical
(Lusted (1971) first adopted this for medical decision making) and the parametric one.
Green and Swets (1966) first employed the Gaussian model to estimate an ROC curve.
The empirical ROC curve involves estimating the T"PR and F'PR as follows:

TPR(C) = ZI:I(YM Z C)/?’Ll
i=1

FPR() = 3. 104 = )/no
j=1

where np and n; are the number of healthy and diseased individuals, Yp; and Yj;
are the marker values of the i—th and j—th subjects that belong to the healthy and
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diseased group respectively. The empirical ROC curve is constructed by plotting T’ PR(C)
versus F'PR(c) for the whole spectrum of ¢. The parametric approach involves fitting a
parametric model to each population and then simply plugging in the survival estimates
in (1.1).

1.2.1.1 Area under the ROC curve

The most commonly used index of a biomarker’s performance is the area under the ROC
curve (AUC). Bamber (1975) was the first to focus on the AUC as a measure of accuracy
of a biomarker. He first showed that the AUC equals to the U statistics of the Wilcoxon
2 sample nonparametric test. McClish (1989) employed parametric methods (binormal
model) for the estimation of AUC and noted that it is a global measure of a biomarker’s
accuracy. The AUC is defined as:

1
AUC = / ROC (t)dt.
0

A biomarker that perfectly discriminates the two groups yields an AUC=1, while a
useless marker yields an AUC=0.5. It can be shown that the AUC for a continuous
marker equals to

AUC = P(Y; > Yp).

This means that if we randomly select a pair of two individuals, one of each group,
the probability that the marker will correctly classify them equals to the AUC. In the case
of an ordinal marker where ties may be present the AUC can be shown to equal to (see
Bamber (1975) and Hanley and McNeil (1982)):

AUC = P(Y1 > Yp) + 0.5P(Y1 = Yp).

Generally marker B is considered better than marker A if AUCE > AUC 4 (see also
Figure 1.1). However, in many cases one may be particularly interested in a specific
range of FPR values. It might be the case that two ROC curves, that correspond to two
different markers yield the same AUC without coinciding. One marker may be better than
the other for a specific range of FPR values. In these cases a commonly used index is the
partial area under the curve (pAUC) which is defined as

to
pAUC (t1,t2) = / ROC(t)dt, 0 < t; < tg < 1.
1

The pAUC' can be interpreted as the average sensitivity for the considered range of
specificities (see McClish (1989)).

For biomarkers subject to lower LODs, where measurements are undetected below
some value replacement values are typically used in order to proceed to the calculation
of the AUC. Nehls and Akland (1973) propose imputing the undetectable lower values
with dy, /2, while the replacement value of dj / V2 has also been proposed (see Hughes
(2000) for an overview). However, these replacement values apply only to biomarkers that
are allowed to yield non-negative scores and this is not always the case. Although most
biomarkers yield positive scores, we often work with transformations that project the
score values to the real line. Furthermore, Perkins et al. (2006) showed that even in the
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case where the scores are non-negative any replacement value for the censored marker
scores will cause bias in estimating the AUC. One can always proceed by maximum
likelihood that takes into account the censored values after assuming parametric mod-
els for the marker measurements of the healthy and the diseased. However, parametric
models make strict assumptions that may not always be justified by the available data.
Non-parametric methods that would accommodate the censored nature of the measure-
ments still remain unexplored. In this thesis we propose a spline based approach for the
ROC estimation when the biomarker measurements are subject to a lower or an upper
LOD.

1.2.1.2 ROC surfaces and the VUS

In a situation where a discrimination of three populations is needed an ROC surface is
preferable and provides a natural generalization of the ROC curve in three dimensions
(see Mossman (1999)). For example, mammogram readings are evaluated by radiologists
who need to decide between between cancerous, benign growth or no nodules. In these
situations, where interest focuses in discriminating simultaneously three populations an
ROC surface is constructed, which in turn provides pairwise ROC curves for each pair of
the disease status. For an overview see also Nakas and Yannoutsos (2004).

In the three class case where Y3 tends to yield higher values than Y5 which in turn
tends to yield higher values than Y7, there are three rates referring to a correct decision:

TPR;=P(Y =ilD=14),i=1,2,3

Since there are three populations for discrimination we consider that there are two
ordered decision thresholds c; < cz. Then the following decision rule applies: if Y < ¢;
then classify as ’group 1’, else if ¢c; < Y < ¢y then classify as ’group 2’, else classify as
‘group 3’. As we vary the two thresholds to the support of all three underlying distribu-
tions, a three dimensional graph of an ROC surface can be constructed in the unit cube
with axes T PR, TPR>, and T PR3. Hence the ROC surface is

ROC(Cl,Cg) = (TPRl(Cl),TPRQ(C17CQ),TPR3(CQ), c1 < 02).

IfY) ~ Fi(-), Yo ~ Fy(+), and Y3 ~ F3(-) the parametric representation of the corre-
sponding ROC surface value is

ROC(TPRy,TPR3) = Fy(F;'(1 — TPR3)) — Fa(Fy Y(TPRy)). (1.2)

As in the two class case, the two most popular ways to estimate an ROC surface is
the parametric and the empirical one. Under a parametric assumption of each of the
three underlying distributions one can construct the corresponding ROC surface based
on (1.2). The empirical estimate of an ROC surface can be obtained in an analogous way
as presented in the two class case. An appealing property of an ROC surface is that one
can simultaneously assess the discriminatory capability of a marker referring to three
groups without foregoing the pairwise analysis since the projections of the ROC surface
on the sides of the unit cube are actually the pairwise ROC curves referring to each of
the 3 couples of interest.



10 CHAPTER 1. INTRODUCTION

The summary index of interest when constructing an ROC surface is the volume
under the surface (VUS) and is defined as

1 1
VUS:i/u/1&&;%1—TPR@)—FxF;%TPRQMTPRMTPR&
0 JO

In the case of a continuous biomarker it can be shown (Dreiseitl et al. (2000)) that
the VUS equals to:
VUS = P(Yl <Yy < YQ),

and when ties are present
1
VUS = P(Y1 < Y2 <Y3)+0.5P(Y1 =Ys < Y3)+0.5P(Y1 < Yy = Y3)+6P(Y1 =Yy =Y3).

If for two biomarkers, A and B, VUSp > VUS4, then biomarker B is considered to
discriminate better between the three groups compared to marker A. A perfect marker
would yield VUS = 1. The ROC surface referring to a useless marker would be a trian-
gular surface with edges at (1,0,0), (0,1,0), (0,0,1) yielding VUS = 1/6 (see also Figure
1.2).

Figure 1.2: Example of three hypothetical ROC surfaces. Left: Yi,Y5,Y5 follow the
standard normal distribution yielding an ROC surface for a useless marker, Middle: Y7 ~

N(0,1),Ys ~ N(0.5,1),Y3 ~ N(1,1), Right: Y; ~ N(0,1),Y5 ~ N(1,1), Y3 ~ N(2,1)

As in the two class case, more research is needed in developing non parametric
estimates for the ROC surface when the measurements are subject to a lower or an
upper limit of detection. This is an issue that will be explored in this thesis.

1.3 Time dependent biomarkers

1.3.1 Binary case

When two populations are under study, it may be the case that the diagnostic accuracy
of a marker may depend on time and thus the need of defining time dependent sensi-
tivity and specificity as well as the development of time dependent ROC curves arises.
Recently, such methodologies were explored by Heagerty et al. (2000) as well as Cai et al.
(2006) in the context of survival studies where the biomarker’s outcome is supposed to
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depend on the time to event. Interest also grows in modeling such a biomarker so as to
understand how its results vary over time and derive valuable information regarding its
(time dependent) accuracy.

In the case of a binary marker, one can model the sensitivity and FPR by using
generalized linear models. The available data would be of the form {Y;,T;,A;, Z;}, i =
1,...,n, where A; is the event indicator, that is A; = I(X; < C;), where X; is the time to
event variable and T; = min(X;, C;). With C; we denote the censoring variable. Z; refers
to other fully observed covariate(s) that may be available. The models assumed would be
of the form

TPR = PYi=1X==x,7Z)=0g(z,Zi;¢1), 0<t<rt (1.3)
FPR = P(Y; = 1‘X > T, Zl) = gD(Zi;'l.bO) (1.4)

where gy and g; are known link functions that relate a linear predictor to the FPR and
TPR respectively, 99 and 1; are the unknown parameter row vectors of the generalized
linear models assumed for FPR and TPR. Note that FPR does not depend on time. If we
denote all unknown parameters with the vector ¥ = [¢)¢ 1], then the corresponding
likelihood would be

[Tpi@) " (1 = pi(wp)) (1.5)
=1

where p;(¢) = P(Y; = 1|T;,A;, Z;) which can be shown to be equal to (Cai et al.
(2000)):

TPRTi,Zi 1fT,§T,AZ:1
— [ TPR; 7.dSz.(z)+FPR; 7. Sz,

pily) = LT SZZZ.((xJZi) 250 T <A =0
FPRyz, , if T, > 7,

where the first and third group can be considered as cases and controls respectively.
Individuals of the second group have been censored before 7 and hence have unknown
case/control status. A consistent estimator of 1) can be obtained by using only data that
fall into the first and third group (see also Leisenring et al. (1997)). The survival function
Sz,(+) can be consistently estimated by assuming a proportional hazards model. In the
case when all data are exactly observed and measurements are repeatedly taken for each
subject over time, the so called ALR (alternating logistic regression) models have been
proposed (see Carey et al. (1993)). Handling a binary response that also depends on a
censored covariate when the data are longitudinal in nature is also a case that falls in
the class of generalized linear models and in need of further exploration.

1.3.2 Continuous case

Under the same notion it may be reasonable to assume that marker values of diseased
individuals may be a function of time, whereas healthy individuals exhibit marker values
that are independent of time. Under such a setting there is a time lag between the time of
the measurement and the occurrence of the event. One should take under consideration
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the time lag since measurements made closer to the time of the event tend to be higher.
Examples are the Framingham risk score (FR-score) and gene expression profiles of tumor
tissue that are used to predict survival in cancer patients. Note that the time to event
might be subject to right censoring, that is 7' = min(X, C') where X is the time to event
random variable and C is the censoring variable. The definition of sensitivity and FPR
for a continuous marker must be extended in a way that time dependency as well as
available covariates can be accommodated. One such extension is discussed in Cai et al.
(2006):

TPRz+(y) = PY >yl X=2,2), 0<z<r (1.6)
FPRz, +(y) P(Y > y|X >T1,7Z;) (1.7)

where Y is the marker, Z; is the covariate, and 7 is some known ‘distant’ time point.
Individuals who experience the event before 7 are considered as diseased while individu-
als who survive beyond 7 the control (healthy) group.

In a more general setting we assume that individuals are measured repeatedly at
various times s;;. The data would then be of the form {Y;;, Ti;,A;, Z;}, i = 1,...,n,
where Y is the marker measurement at s;; and T;; = T; — s;; is the time lag between
the time of the event or censoring and the time of the measurement. When censoring is
not involved the use of popular techniques such as the Generalized Estimating Equation
method or the well known mixed models could be used (see Fitzmaurice et al. (2004) for
an in depth overview of both techniques). However, methods that could accommodate
both the longitudinal nature of the data as well as the presence of a censored covariate
are not available in the class of generalized linear models. In this thesis we evaluate the
sensitivity and FPR after modeling the marker process using generalized linear models.
We explore both the simple setting when one measurement per subject is available as
well as the more general longitudinal setting.

1.4 Thesis Overview

In this thesis we initially explore parameter estimation in the class of the generalized
linear regression models when one covariate is censored. As previously mentioned, this
is the typical situation that one may have to deal with when modeling a time depen-
dent biomarker, with the time to event being the censored covariate. More specifically
in Chapter 2 we propose a method for such a setting that is based on an estimating
function approach. This method need not assume a parametric form for the distribu-
tion of the response given the regressors and is computationally simple. In the linear
regression case the proposed approach implies the use of mean imputation of the cen-
sored regressor. We use flexible parametric models for the distribution of the covariate.
When survival time is considered as the covariate subject to censoring, we use the gen-
eralized gamma distribution, since it is considered as a platform distribution covering
a wide variety of hazard rate shapes. We further robustify our method by considering
models of nonparametric nature typically used in survival analysis such as the logspline
for the censored covariate. For models involving additional, fully observed, covariates we
employ the generalized gamma accelerated failure time regression model. In this setting
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no parametric family assumption for the extra covariates is needed. The proposed ap-
proach is broader than likelihood based multiple imputation techniques. Moreover, even
in cases with a known parametric form for the response distribution, our method can be
considered a feasible alternative to likelihood based estimation due to its computational
simplicity which allows use of standard software. In cases where a parametric model is
not justified by the data at hand we develop a spline based approach that can provide
an on parametric alternative. This spline approach involves convex optimization and
convergence is guaranteed unlike other likelihood based methods that assume complex
parametric models. We conduct simulation studies for continuous, binary and count
data to evaluate the performance of the proposed method and to compare the estimates
to standard ones.

In Chapter 3 we consider the generalization of the previous approach to the longitu-
dinal framework where the data are taken repeatedly over time. Our approach focuses
on population based characteristics and is different from the joint modeling approach
typically used in such situations (see Rizopoulos (2011)). The main advantage of our ap-
proach is that it does not require any assumptions regarding the parametric form of the
distribution of the marker measurements or the censored covariate. We do not assume
in any stage of our approach a model that incorporates random effects. We instead use
a working correlation matrix to accommodate the within subjects’ correlation of marker
measurements. For the survival function of the censored time to event covariate we em-
ploy our monotone natural cubic spline model and the accommodation of other baseline
covariates is done through semiparametric models.

In Chapter 4 we discuss and apply the above methodologies to the construction of
time dependent ROC curves and the evaluation of the biomarkers through AUC' over
time. We consider the definition of 1.6 for the time dependent sensitivity and specificity
since we explore fitting a broken-line model where a distant time point is used to sep-
arate the healthy from the diseased group. We also consider another definition for the
time dependent sensitivity and specificity introduced by Heagerty et al. (2000)) for an
application where longitudinal data are involved.

In Chapter 5 we study the construction of a smooth ROC curve (or surface in the
case of three populations) when there is a lower or upper limit of detection. Again, we
use spline models that incorporate monotonicity constraints for the cumulative hazard
function of the marker distribution. The proposed technique is computationally stable
and can accommodate other covariates.

In Chapter 6 we state some issues for further research and mention cases where our
approaches may apply outside the field of biostatistics.

In the end of each chapter some technical notes regarding the proved results are
provided when necessary. In the Appendix we provide some additional simulations for
completeness of the results presented in the main body of the thesis. An algorithm
for a new survival estimation approach, along with the corresponding package/software
description built with MATLAB 2011a are also provided. An updated version of the soft-
ware will soon be available by the author’s current website:

www.leobantis.net23.net

or available upon request via e-mail:
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lbantis@aegean.gr or leobantis@gmail.com.

All graphs, simulations and computational development of the proposed methods
were done using MATLAB. Some of the competitive approaches were simulated in R. The
SAS was also used for applying traditional methods during data analysis.



Chapter 2

Generalized Linear Models with a
Censored Covariate

As discussed in the introduction time dependent ROC analysis involves modeling the
marker values as a function of time, and generalized models may need to be employed.
However, in such settings the time to event covariate may be subject to censoring. Pa-
rameter estimation and statistical inference in models where the response variable is
subject to censoring has been thoroughly studied in the past with the Cox proportional
hazards (PH) model and the accelerated failure time (AFT) model being the most cel-
ebrated models. Less attention has been paid to the situation where the covariate is
subject to censoring though. Gomez et al. (2003) consider a regression model with an
interval-censored covariate and develop an algorithm for the nonparametric maximum
likelihood estimation of the regression coefficients. In their setting no distributional form
is assumed for the covariate. However, this is not the case for the response distribu-
tion. Pawitan and Self (1993) consider a repeated marker measurement setting and use
Weibull regression models for infection and disease occurrence times that are subject to
censoring. They also present arguments in favor of constructing models that consider
modeling the disease marker process given the time variable (in their case, time to AIDS).

Another area where censored regressors are encountered frequently is econometrics
where the covariate includes unlimited top and bottom categories (Rigobon and Stoker
(2007)) or are categorized in groups (Hsiao (1983)). For instance observed household
income would have a top coded response. In survival studies, which is our focus, the
time to event variable may play the role of a covariate, and it is obvious that random
or bound censoring may be present in such a setting. Note, that in survival studies
bound censoring (or top coding) occurs due to the end of study (cutpoint). This type of
censoring is also known as a ceiling effect in many scientific disciplines. Left censoring
is somewhat less common in survival studies, but occurs frequently in econometrics and
other scientific fields where it is typically referred to as bottom coding or the floor effect.

A related problem that has received attention in the past deals with surrogate pre-
dictors. Some strategies based on approximate quasi likelihood techniques, including
Regression Calibration, are discussed in Carroll and Stefanski (1990). Prentice (1982)
and Armstrong (1985) discuss the regression calibration technique under the frame-
works of proportional hazards and generalized linear models respectively. Regression
calibration in failure time regression models when some covariate values may be missing

15
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or mismeasured is addressed in Wang et al. (1997). More recently Wang and Pepe (2000)
discussed the use of Expected Estimating Equations in problems with measurement error
in the covariate.

When dealing with a censored covariate the simplest approach is to discard the cen-
sored data and perform the analysis only with the observed data. This is called a Com-
plete Case (CC) analysis. The CC method provides consistent parameter estimates under
noninformative censoring. Obviously the CC method suffers from low efficiency which
can be dramatic when heavy censoring is involved. In the case where both the distri-
bution of the response given the covariates and the covariate distribution are assumed
to lie within known parametric families, one can estimate the parameters via maximum
likelihood. This is the approach taken by Austin and Hoch (2004) in the simple fully
parametric setting where a ceiling effect is present on the covariates and where the joint
distribution of the response and covariates is a multivariate normal distribution. How-
ever, when dealing with distributions other than the normal, computational issues arise.
The method proposed in this chapter is both computationally simple and can be used
without assumptions about the response distribution given the covariates. In many cases
a parametric model, regarding the censored covariates, may be justified. Consider, for
example, a situation where a new time dependent biomarker is to be evaluated. It is
not uncommon to have historical data that allow us to use a parametric model for the
distribution of the time to event covariate. Moreover, other fully observed covariates of
interest may be utilized via an accelerated failure time (AFT) model. A flexible parametric
model is the AFT generalized gamma regression model, which is considered as a platform
for parametric analysis for survival data (see Cox et al. (2007)).

This chapter is organized as follows: In Section 2.1 we discuss the simple linear
regression problem with the covariate being censored. In Section 2.2 we present our
method, based on Estimating Equation theory that deals with the generalized linear
model. We give details regarding the three most common settings, a continuous, a binary
and a count response. We show how our method can be extended to accommodate
other observed covariates, via the use of an AFT parametric model and in section 2.3
discuss the use of the Generalized Gamma distribution for the censored covariate. We
also present some simulations for this case. We apply our method on real data from a
randomized placebo controlled trial of the drug D-penicillamine (DPCA) for treatment of
primary biliary cirrhosis (PBC) conducted at the Mayo Clinic (Fleming and Harrington
(1990)). We continue with Section 2.4 where we explore a new spline approach (named
as HCNS) that is used to model the censored covariate. Our spline approach is evaluated
via simulations and compared to other non-parametric approaches. We discuss how this
spline approach can be used in the context of a GLM with a censored covariate as well as
in the case where additional (fully observed) covariates are present. Finally we present
some additional simulations to evaluate the non-parametric spline technique.

2.1 Simple Linear Regression with a Censored Covariate

Consider the case of the simple linear regression model

Y;:ﬁO+BIXi+€i7 izla"'an (21)
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with the covariate subject to random right censoring, Type I censoring, or both. The data
for the i-th subject consist of (Y;,T;, A;), where Y; is the response T; = min(X;, C;), C;
being the censoring variable and 4; is the indicator variable that informs us whether the
i-th subject’s covariate value is censored (A; = 0) or observed (A; = 1).

We assume that F(¢;|X;) = 0. If we want to apply the Complete Case (CC) analysis,
then we use only data with A; = 1. For the regression model to be well specified and for
the CC to yield unbiased estimators, we assume that the mean of ¢; does not vary with
A;, that is E(¢;|A;) = 0. Given the A;’s, a parametric approach is to assume that both
fyix (yilz;) (the conditional distribution of Y; given X; = z;) and fx(z;) (the marginal
distribution of X;) lie within known parametric families. Given that the censoring and
event times are independent we have

fY Z/
Sy r,a=1(yilti, 0 = 1) - fX cpy (ti,clyi)d

fx(ti t

where Sc(t) = P(C > t), and y;,t;,0; are the realizations of the random variables
Y;, T;, A; respectively. Furthermore, if we assume conditional independence of censoring
and event times given the response value Y = y we obtain

fYX y ’t
fyira=1(yilti; 00 = 1) = | ] / foyy (clyi)d

'L

The contribution of an event (A; = 1) to the likelihood is

fyra=1(yiti, 6 = 1) = Sy (tily:) fx () fyrx (yilts)-

Similarly, for observations with a censored covariate value we have

fyra=o(yi, ti, 6 = 0) = fory (tilyi) fyxse(yilwi > ) Sx ().

For the case of the simple linear regression model in (2.1), let 3 = (B, £1)’, 72 = var(e;)
and define 0 to be the parameter vector of the distribution of the covariate. Assuming
that the distribution of the censoring variable given the marker depends on a parameter
vector, A, which is not a function of the parameters of interest, we maximize the likelihood
L(yi, t;, 0;; 3,72, 0) which is proportional to

n o0 1_51'
11 {fy|x(yi|ti;[3,7)fx(ti;9)}6i{ / fY|X<yi|x;ﬁ,T>fx<x;0>dx} ] 2.2)
=1

i

A perfectly reasonable assumption in most settings would be to simply assume joint inde-
pendence of C', X and e which also implies independence of C' and Y. These assumptions
result in the same likelihood.

Computational issues may arise when evaluating of the integral in (2.2) for subjects
with a censored covariate (§; = (). The case where both X and Y|X are assumed
to follow normal distributions leads to a multivariate normal distribution for (X,Y),
with the X variable subject to censoring. In this case the integral is computationally
tractable and likelihood inference becomes feasible as investigated in Austin and Hoch
(2004). However, when dealing with survival data we expect the covariate distribution
to be positive supported. The case of a simple normal linear regression with a censored
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exponentially distributed covariate is computationally relatively simple. In this case it
can be shown that

. y=5o
/t fyixWla; B,7) fx (z;0)dr = ;qb(jgj:zezll)

T

=]

(tﬁl —(y—Bo - 72%;1))
sign(B1)T

pett @ y_Tﬁ _ —(y — B — 720871
fyix>t(y) ° (2>1 q)<t51 (y = Bo — 7265, ))
1l g (vro=rom ) sign(Br
O - °(7) @<y_ﬁ0_729ﬁfl>

181l (M) sign(BL)T
|B1|m7 e 175171(?{:59;72%171)

fxpy (@) <y—ﬂ0—726|)[;11_1 )

@ (L)

We note that in this setting f(x|y) is simply a truncated Normal distribution, truncated at
0,ie. XY =y~ TN (B (y—Bo—720671), (7]B1]71)?). In cases where the covariate
distribution is more complex, such as the Weibull or the Generalized Gamma, it is harder
to derive the likelihood function explicitly. Thus, maximization problems naturally arise.
An alternative to the direct maximization of the likelihood is to apply multiple imputation
to the censored covariate values based on the conditional distribution f X|X>tY (z|x >
t,y). With the use of multiple imputation one avoids possible numerical difficulties
associated with the maximization of the likelihood. However, use of multiple imputation
in practice depends on the complexity of the form of fx|x~:y (z|z > t,y). In the setting
of an exponentially distributed covariate and a simple normal linear regression model
for fy|x, one can show that the distribution fx|x~y(z|r > t,y) is a truncated normal,
truncated at ¢, i.e. TN ) By (y — Bo — 72087 1), (7]41]~1)?) and multiple imputation is
straightforward. We note that both maximum likelihood and multiple imputation require
the distribution of the covariate given the response.

Another approach would be to forego the normality assumption for the error term
in (2.1) and perform a weighted least squares regression. In this case the regression
model would be E(Y;|T;, A;) = Bo + S1E(X;|T;, A;). The expected value E(X;|T;, A;) is
equivalent to mean imputation of the censored values of the covariate. Note that the
mean imputation is performed only by the information given from 7" and A. As weights
one can select the inverse of Var(Y;|T;, A;), i.e. w; = (72)~! for data with the covariate
being uncensored, and w; = (87Var(X|T, A)+72)~! for the ones with censoring present.
The estimator produced is 3 = (X’WX) ' X'Wy, with W = diag(w, ..., w,) and X the
design matrix with ones in the first column and the :—th element of the second column
equal to F(X;|T;, A;). This estimator is dependent on the slope ; and hence an iterative
procedure is needed. Moreover, an estimator of the first two moments E(X;|T;, A;) and
E(X?|T;, A;) is required which leads to the use of a parametric model on the covariate.
In the next section we propose a method for parameter estimation in generalized linear
models (GLMs). The above estimator turns out to be a limiting case of the proposed
method.
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2.2 Parameter Estimation when a Single Covariate is Censored

We are interested in estimating the parameters of a GLM when the covariate suffers from
censoring. We consider the generalized linear model specified by

E(Y;|X; = xi,2;) =
g(lh‘) [X;vz;]/[ﬁ()vﬁlnglﬂ,
Var(Yi|X; = zi,25) = 720(p); i=1,...,n, (2.3)

where ¢(-) is the link function, [y is the intercept, /3; is the coefficient of the censored
covariate, 32 is the vector of coefficients corresponding to the fully observed covariates,
the vector x; = [1, ;] refers to the covariate values that may be censored, the vector
z; = [zi1,...,2ip—1] refers to the fully covariates values, v(y;) is the variance function
and 72 is the dispersion parameter (McCullogh and Searle (2001)). The model (2.3) in

vector form can be written as
E(Y|X) = p, g(p) =X, Var(Y|X)=7>V(p), 2.4)

where Y = [yl; s 7yn]/’ X = [(Xlla le)v vy (X'/rzaz/n)]/’ B = [507 617/6/2]/’ n = [,ulu s 7Mn]/;
g(m) = [g(m),- .., 9(un)]" and V(p) = diag(v(p1), ..., v(pa)). The data is

y1 t1 01 z11 ... Zlpo1
{Y.T.AZ}=| :+ + + &+ : ) (2.5)

Yn tn on Zn,l .-+ Znp-1

where t; = min(z;,¢;), ¢; is the censoring time for the i—th subject and §; = [ (zi<ci)s
where I(4) denoted the indicator function of the event A.

2.2.1 Optimal estimating functions in the case of a single covariate

In order to develop our method we recall the notation and the general theory regard-
ing optimal estimating functions and Og-optimality, as introduced by Heyde (1997). Let
{D,,n < N} be asample of discrete or continuous data. Let also the class G of zero mean,
square integrable estimating functions Gy = Gy ({D,,n < N}, 3) of dimension p with
EGny(B) = 0 and for which the p-dimensional matrices F G ~ and EG G/ are nonsin-
gular. The dot denotes the derivative with respect to 3, that is EGy = EdGy;(3)/dp;.
If we consider H C G, then optimality within H is acquired if the covariance matrix
of the standardized estimating functions Gg{?) = —(EGy) (EGyG/y)G y is maximized.
Equivalently, if the score function (Uy) exists, an optimal estimating function within
is one with minimum dispersion distance from Uy, or alternatively, one with maximum
correlation with the generally unknown score function. Op-optimality is achieved by
choosing the estimating function that maximizes the information criterion

E(GYGY) = (EGN) (EGNGy) (EGy) 2.6)

which is a generalization of the Fisher information. It can be shown that G}, € H is an
Op-optimal estimating function within A if (EG ) 'E(G NG’]*\}) is a constant matrix for
all Gy € H.
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In the following theorem we present a plausible family of estimating functions that
can be considered when a censored covariate is present in a generalized linear model and
derive the Op-optimal one. We assume a parametric model for the covariate, X, such
that V(Y) = E(Var(Y|X)) + Var(E(Y|X)) < oco.

Theorem 1. Consider the generalized linear model in (2.4). Assume our data, {Y,T, A},
are the first three columns as in (2.5) with no fully observed covariates. Let the class H of
square integrable estimating functions G = Gy(3):

H:{G=APB)(Y —uB)) , AB)is T, A measurable} . 2.7)

where the i —th component of pu° is ji§ = Ex, 1, A, {g_l(x;ﬁ)} . Assume that E {A(ﬁ)ﬂc}

and E {A(ﬁ)W‘lAl (,8)} are nonsingular, where W~ = diag {Var(Y;|T;, A;)}. If the
unconditional variance of the response is finite then the Op optimal estimating function

(G*) for estimating B within H is given by

n

D

i=1

. EXiITi’Ai {g_l(xé,@)} Ex, 1., {d(g_l(xlﬂg))} 2.8)
T2Ex, 1,0, {00 (X8))} + Varx,moa, Lo L (x;8) ) N5 i3

Proof. The proof is given in the technical notes section of this chapter. O

When no censoring of the covariate occurs then (2.8) reduces to the well known es-
timating function used in generalized linear models presented in McCullogh and Searle
(2001). Other computationally simpler alternatives to the Or—optimal estimating func-
tion may exist in the family (2.7). For example, here we propose the use of an unweighted
method, defined by the estimating function GU" = [I:C,(Y — p€). Thus the unweighted
estimator BU" is the solution of

n

; |:{yz — Ex,r.a,(97 (xi8))} {EXiTi,Ai (W) H =0. (2.9)

Of course the computationally simplest method is to perform Complete Case analysis
which is a limiting case of the family we considered, obtained by setting the weights of
observations with a censored covariate to zero.

Under some natural conditions the asymptotic behavior of B in the family defined by
(2.7), is derived using the results of Yuan and Jennrich (1998). They present three general
conditions for the existence, consistency and asymptotic normality of estimating function
estimators. 1. %G* — 0 with probability one, 2. There is a neighborhood of 3 on which
with probability one all G* are continuously differentiable and %G* converges uniformly
to a nonstochastic limit which is nonsingular at 3, 3. %G* 4N (0,X). Assumptions
1 and 2 are for the existence and consistency of the estimator and assumption 3 for its
asymptotic normality.

In our case the proposed estimating function can be written as

PN o (5 dpi  dug N\ SANIR
G :Z{wi(yi—m)<dgo,dgl,...,dﬁ51) }:Z{wi(ﬁyi_ﬂi)ui,}:;qi.

i=1 =1
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The expected value of the derivative of the estimating function is E(G*) = —E(uc W p°)
with (s, t)-th element:

dg~(x, dg~(x,
n Ex. 1A, {g dé’:“@) } Ex, 1, A, {g d/(;:ﬁ)}

dpg dpg
E X . i - VAV 7 ’
oot (;w dﬁs dﬁt) s Z TQEXHTi,A {v(gil(xiﬁ))} + VCLTXHTL'»Az: {gil(xiﬁ)}

i=1

The derivative is G* = 37| §; where the (s, t)-th element of the §; equals to

d dus
o (wi(yi — 115) MZ) .

dﬁs dﬁt
Since the estimating equations are unbiased, the Strong Law of Large Numbers (SLLN)

implies that n~'G* 2% 0 and the first assumption is satisfied. The third assumption
follows from the central limit theorem ﬁ Yom,4i = N(0,Var(q;)), where Var(q;) =
E (uf/wZ uf) For the second assumption it can be shown that %G* = % > i, q; converges
to —E( ﬂflwi ,uf) If we further assume that the convergence is uniform, then the estimate
(3 exists, is consistent and asymptotically normally distributed with mean 3 and variance
{E (;iC,W;iC)}_l. An estimate of the covariance matrix is given by (u¢ Wg€)~!. The
Fisher scoring iterative algorithm may be applied for solving the estimating equations,

1
Al (Y —

where for the m + 1 iteration we have ,é(m_H) = ,é(m) + (;icl(m)W(m) ﬂc(m)>
Hfm) )-

Similarly and under the same assumptions, the estimator BU" of the Unweighted es-
timating function exists, is consistent and asymptotically normally distributed with mean

VS -1 . . VS
3 and variance {E(ucluc)} E(uC/W_luC) {E(ucluc)} where the (s, )-th element

of the matrix E(,u'clu'c) isy o, [EXi\Ti,Ai {%/g’:éﬁ)} Ex, 1A, {%H .

The previous discussion assumes that the dispersion parameter, 7, and the parame-
ters of the distribution of the censored covariate, X, are known. In practice we estimate
the dispersion parameter using the CC analysis by the usual moment estimator (Mc-
Cullagh and Nelder, 1983). The parameters of the distribution of X are estimated by
maximizing the likelihood based solely on the observations of the censored covariate
which essentially defines additional estimating equations. Hence, strictly speaking the
asymptotic variance has to be adjusted for estimating these unknown parameters. Given
the high degree of complexity and difficulty in calculating this asymptotic variance we
propose inference based on the bootstrap. We evaluated the performance of confidence
intervals based on the unadjusted asymptotic variance and the bootstrap via simulation
which we present in Section 2.3.3.

We note here that our method is applicable even when we can assume a paramet-
ric model for the conditional distribution of Y|X. As discussed in Section 2.1 its main
advantage in this case is that it can be considerably easier to compute our estimates
compared to the direct maximum likelihood approach or the methods of multiple impu-
tation. In the parametric setting, knowledge of the marginal distribution of X and the
conditional Y| X (and hence the joint distribution of (X,Y")) allows the computation of
the conditional distribution of X |Y. As for example in survival studies, with X being a
survival time and Y a biomarker value, it is the predictive distribution, X |Y, that may
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ultimately be of interest. We can view Y| X as the biological or diagnostic model and X
as the marginal lifetime distribution. A parametric model of Y| X is not needed if one
is simply interested in assessing the diagnostic accuracy of a time dependent biomarker
(see Cai et al. (2006) and Heagerty et al. (2000)). However, given the parametric forms of
the distributions of X and Y| X, our methods allow a computationally convenient way of
obtaining estimates of the parameters in the predictive model X |Y in prospective survival
studies. The complete treatment of predictive inference based on this approach is beyond
the scope of this study.

2.2.2 Examples
2.2.2.1 Continuous data with identity link function

In this case we have

clay — oAy ) Bo+ Biti, if Ay =1
”Nﬁ_ﬂmﬂA”_{%+&Euw&>m,ﬁ&:o

and
2 if A =1

-1 _ AT AL =
wi = Var(WilTi, &) _{ BIVar(Xi|X; > t;) + 2, if A; = 0.

The matrix £ will be an n by 2 matrix with its first column equal to 1,,, and the ¢—th
element of the second column equal to ¢; when the covariate is observed and F(X;|X; >
t;) when censoring occurs. This simply amounts to mean imputation of the censored
covariate values followed by computation of the appropriate weights. An estimate of
the variance 72 can be derived from the CC analysis. In the linear case our method is
applicable provided that F(X?) < oo.

2.2.2.2 Binary data with the logit link function

In this case

_cop(BotBrts) -
E

exp(Bo+B1X;) ' ‘ A
PPN IX, > ) i A =0

and it can be shown that

w; b =Var(Yi|T;, &) = p5(B)(1 = 5 (B)).

The matrix p¢ is an n by 2 matrix with the i—th element of the first column equal

exp(Bo+P1ti) ; i exp(Bo+B1X;) ) )
to (reep(Bot it ]2 when the covariate is observed and F ({1+ezp(ﬂo+ﬂlXi)}2|XZ > tz)

when the covariate is censored. The i:—th element of the second column equals to

tiexp(Bo+PBits) . . Xiexp(Bo+P1Xs) ) )
teap(Bot B1t)) when the covariate is observed and F ({1+6zp(ﬂo+ﬁ1Xi)}2 | X, > tz> when

the covariate is censored. Since Var(Y) < oo, our method is always applicable. Of
course one should be aware of the well known problems that occur in logistic regression
such as total separation or the ‘only successes’ or ‘only failures’ scenarios.
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2.2.2.3 Count data with the log link function
We have

exp(Bo + Piti), if A, =1

wi = BT, Ai) = { E{exp(Bo+ B1.X:)|Xi > t;}, if A; =0.

Assuming that the mean to variance relationship is Var(Y;|T;, A; = 1) = 72u(8) =
m2E(Y;|X; = x;), as in the Wedderburn (1974) quasi likelihood setting, we get

2 .
1 oAy T i(B), ifA; =1
v ‘V“’“(E'E’A’)‘{ P2E{(B)X: > i+ Var {u(B)|X: > 1}, if A= 0.

In this case the i—th row of u¢ equals to [exp(By + Biti), tiexp(Bo + Bit;)] when the covari-
ate is observed and [F {exp(Bo + 51X:)| X > ti}, E{Xiexp(Bo + f1X;)|X; > t;}] when
censoring occurs. Our method is applicable when Var {exzp(5y + $1X;)} < oo or equiva-
lently F {exp(201x)} = Mx(2831) < 0o, where Mx(.) is the moment generating function
(m.g.f) of the distribution of X. For example, if X follows the exponential distribution
with mean 6, then we require that 3; < (26)7!.

2.2.3 Accommodating other observed covariates

The method can be extended to accommodate additional fully observed covariates. We
propose the use of accelerated failure time (AFT) models to account for information that
the additional covariates may carry about the censored regressor.

For the :—th subject, denote the additional covariate values by z; = [zil, ... ,zi,p,l].
Assume a generalized linear model that relates Y; to x; and z; and is of the form (2.4).
Assume further the AFT model with unknown vector of coefficients &

log(Xil|zit, .oy Zip—1) = [1, z;]é + ou; (2.10)

where u; follows some distribution that depends on a parameter vector k. For sim-
plicity, consider the case where in addition to the censored regressor, one covariate z is
fully observed (p = 2). We define ¢ = [, {1, k] and denote as 7 the parameter vector of
the distribution of the covariate z. Then, under similar assumptions that we made for
(2.2), the likelihood [, L(y;, ti, 6, zi; 3, ¢, m, 7°), is proportional to

n

H [{fy\x,z(yﬂti,Zi;@C’Tz)fX\z(Mzi;C)}&i {fyix>e.z(ylw: > ti,Zz';ﬂ,C,Tz)fx>t\z(ffi|zi;C)}l_éi] .

i=1

The maximization of the above likelihood is a difficult task due to the presence of
censoring. Here, we assume that the additional, uncensored, covariates are fixed at their
observed values. In this setting and for the case of one additional fully observed covari-

ate the O —optimal estimating function will be of the form G* = ¢ W (Y — u€) where the
i—th element of u°is uf = Ex |1, A, {g_l([xg, zl]ﬁ)} and Wt = diag {Var(Y;|T;, Ai, Z;)}.
Thus, the optimal estimating function can be written as
n {yi — Ex,i1,,0:,2; (9_1([)(;721'},3))} {EXilTi,A,;,Zi (%W)}
G* - ’ ’
; TQEXLv\Ti,A,y,Zi {’U(gil([xzﬁ ZL]B))} + VarXHTi,Ai,,Zi {gil([xzﬁ ZL]B)}

(2.11)
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An estimate of the asymptotic variance matrix is provided by (;iC,W;iC)_l where the

! I
dg~1(1x;,%18) dg~1(1x;,218)
EXiTi’Ai{ dﬁz : }EXﬂTivAi{ d,BZ: . }

2 Ex, 11, a{v(07 (x},2:)8) }+Varx, i1y a, {9 ((x;,%18) }

s, I-th element of (1€ W i) is Yo

The extension of our method to accommodate additional fully observed covariates,
that will be considered fixed (p > 2), is straightforward. Also, one can consider only a
subset of the additional covariates in the AFT model in equation (2.10). As in the case of
a single covariate, 7 is estimated via the CC analysis, and the parameter vector £ and o
via maximum likelihood.

2.3 Parametric model for the censored covariate.

2.3.1 Case I: A single covariate

In many instances, historical data from previous studies suggest the use of a specific
parametric model for the censored covariate. In the absence of such information, we
propose the use of a flexible parametric model. Here, we explore the use of the Generalized
Gamma distribution which is considered as a platform for parametric analysis for survival
data. The generalized gamma is a parametric family which was initially introduced by
Stacy (1966). It includes most of the commonly used distributions in survival analysis
(e.g. exponential, Weibull, gamma, log-normal,...) either as special or limiting cases. Its
hazard function can be monotonically increasing, decreasing, arc-shaped or U-shaped
(bathtub). For a detailed study regarding the generalized gamma family see Cox et al.
(2007). Its density can be written as (see Lee and Wang (2003))

Flria A7) = o X097 eap {—y(a)")
I'()
where a # 0 and v > 0 are the shape parameters, and A > 0 is the scale parameter.
When o = 0 the limiting case of the lognormal distribution is obtained. When v = 1 or
a = 1 we obtain the Weibull or the Gamma distribution respectively. Here, we denote
the Generalized Gamma distribution by GG(a,A,7). The survival function is

Sl A7) = { 1= I{y(Ax)%~}, ifa>0.

where I {-,-} is the incomplete gamma function. The r-th moment is given by:

1, T{(ay+r)a=? -
(Aye) { }(7) }a if o=
00, otherwise.

B(X") = {

The hazard rate of the GG(a, \,7) distribution takes the form of the four most common
types, i.e. increasing, decreasing, arc-shaped and bathtub-shaped. The shapes of the
hazard can be described using the parameters «, v as follows

1. {(a,7) : @ > max(1,1/7)} the hazards are increasing

2. {(a,7) : 1 < a < 1/~} the hazards are bathtub-shaped
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3. {(a,7) : (1/y < a<1)or (a <0)} the hazards are arc-shaped
4. {(a,7) : 0 < @ <min(1,1/7)} decreasing hazard rate.

A graphical representation is given in Figure 2.1. A similar graph is provided by Cox et
al. (2007) for another parameterization of this distribution.

1
=
3 1=
|
[ increasing
2 |
| (Exzponential)
bathtub 1/
(Gamma)
1 S
S i
decrea‘siN arc-shaped
0 | (Log-Normal)
ety e
-1 _ - -
-
-,
arc—shap’ed
/
-2 /
L
0 1 2 3 4 5 6

Figure 2.1: The various forms of the hazard rate of the GG(x,\,7) distribution depend
on the parameters o and 7. The three solid curves define five regions that include the
most common forms of the hazard rate. When the identity link function is used, then the
method is inapplicable in the shaded region.

The computational issues of fitting the generalized gamma distribution to data are
still under study when either the sample size is relatively small or the proportion of
censored data is very high (or both).

To illustrate the applicability of the proposed method using the GG(a, \,7) distribution
for the covariate we focus on the three most widely used generalized linear models,
discussed in Section 3.3. We observe that (i) in the linear case the constraint £ (X E) < 00
implies that « > 0 or @« < —2/7, (i) in the binary case, no problems arise since the
response variance is always finite and (iii) in the case of count data with the log link
function, the constraint Mx (2/1) < oo implies that our method can be used

(I) in the region {(a, v)ia=1,v< 1} for slope values 31 < “’%‘ (Gamma distribution)
(D) in {(a,7) : @ =1,y > 1} for slope values /31 < % (Gamma distribution)
(1) in {(c,7y) : @ < 1,7 > 0} for slope values ; < 0

(V) in {(a,7) : @ > 1,y > 0} for all slope values.
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Thus, for count data with the log link, the method can be used if the slope 5; < 0
regardless the shape of the hazard rate. When the hazard is bathtub shaped the method
is always applicable. For decreasing hazard rates the only case where the method works
for positive slopes is when X follows the Gamma distribution. For increasing hazard rates
the method works for all positive slopes except when X follows the Gamma distribution.
In any other case one should refer to the restrictions above.

2.3.2 Case II: Additional fully observed covariates
Assume an AFT model of the form (2.10) with unknown vector of coefficients & where u;
follows the log—generalized gamma distribution with density

flu;) = 612)\5| {exp(5ui)/52}1/62 exp {—exp(éui)/62} , if § #0.

I'(
When § = 0, f(u;) is taken to be a standard normal density. The AFT model implies that

Xilzi1, ..., zi p—1 follows the GG(a,\;,y) with \; = ea:p(—[l,z;]ﬁ), a= g, v = 5%.

flu;) = 61_2)\6] {exp(éui)/52}1/62 exp {—exp(éui)/dz} , if 5 #0.

I'(
When § = 0, f(u;) is taken to be a standard normal density. The AFT model implies that
Xilzit, ..., zi p—1 follows the GG(a,\;,y) with \; = exp(—[l,z;]ﬁ), a= g, N = 6%

The required moment condition for continuous data is F(X?|z;) < oo,Vi . Observe
that in the generalized gamma AFT regression model the covariate z; affects only the
parameter \; which plays no role in the existence of the moments of X;. Thus, if the
moment condition is satisfied by one value of z then it will be satisfied for all values of z.

In the case of count data, we require that My »(2P1) < 00,Vi. Note that according
to the discussion in Section 2.3.1 the method is applicable, irrespective of the covariate
values, (i) for all /1 when o > 1 and vy > 0, (ii) for 51 < 0 when o < 1 and v > 0. When
« = 1 then the method may or may not work for 1 > 0, depending on the observed
values of 2 in our data set.

2.3.3 Simulation Studies

We conducted Monte Carlo simulations for each of the three examples in Sections 2.2.2.1,
2.2.2.2, 2.2.2.3 as well as for the scenario of a linear model with one additional regressor
(section 2.3.3.2).

In all simulations with a single covariate, X was generated from an Exponential
distribution with mean 3. The censoring variable, C, was equal to min(C*, cutpoint)
where C* had an exponential distribution. The mean of C* and the cutpoint were chosen
so that half of the censorings were expected to occur due to the cutpoint and the other half
due to random censoring. Two scenarios, one with 30% and one with 70% of expected
total censoring, were considered. Simulations were conducted for sample sizes of n = 300
and n = 100 in the linear case and of n = 300 in the cases of binary and count data.
We used the proposed method assuming the following distributions for the censored
covariate: (i) the Exponential, (ii) the Weibull, and (iii) the generalized gamma. We denote
the methods by QS(Exp), @S(Weib), QS(GG) respectively. Since the Exponential belongs
to the family of the Weibull distributions, which in turn belongs to the family of the
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GG distributions we were able to assess the loss in efficiency when moving to a broader
family of distributions. We also performed the Unweighted method (denoted by Un(Exp),
Un(Weib), Un(GG)) in the linear model. We did not apply the Unweighted method in
the cases of binary and count data since very slow convergence of the Fisher Scoring
algorithm was observed. We compared results of our methods to those obtained by the
Complete Case analysis (CC).

Due to the known computational problems regarding the fitting of the GG distribution
to the data (see also Gomes et al. (2008) for a detailed overview), especially when censor-
ing is present, we did not consider the QS(GG) or the Un(GG) method for the scenarios
of n = 100. For sample sizes of n = 300 and 70% censoring, we ended up discarding
approximately 0.03% of the repetitions. In all tables presenting the simulation results
the columns titled as, ‘Bias’, ‘SE’, and ‘MSE’ contain the simulation based estimates of
the Bias, Standard Error and Mean Squared Error of the estimates. The columns titled
as ‘Width’ and ‘Cover’ contain the observed average width and coverage of the asymptotic
95% confidence intervals. We note again that the asymptotic covariance used is an esti-
mate not adjusted for the estimation of the dispersion parameter and the parameters of
the censored covariate. For some cases where the performance of our confidence inter-
vals was extremely poor, we also show the corresponding results for the bootstrap based
coverage.

2.3.3.1 Simple Linear Model

We first simulated from the simple normal linear regression ¥ = 5 + 1 X + ¢, where
€ ~ N(0,1). Simulations were conducted for the values of 31 corresponding to correlation
values of p = 0.2,0.3,0.5,0.8. The results are presented in Table 2.1. The proposed
methods outperform the CC analysis for all values of p considered with more dramatic
differences in MSE occurring the lower the p is. We note here that most often in practice
p is less than 0.5 and for those situations our simulations indicate a clear superiority of
our methods. As expected the use of the Exponential or the Weibull distribution yielded
even better results since fewer parameters needed to be estimated.

When p is large the asymptotic confidence intervals may have poor coverage, caused
by the estimation of the asymptotic SE. We performed some additional simulations (not
presented here) in order to explore the coverage properties when the dispersion parame-
ter, T, is set to its true value. We observed no differences compared to the cases where the
use of the CC estimate of 7 was used. However, when the parameter of the distribution
of the covariate X (here the Exponential) was set to its true value (and 7 was estimated
by the CC) we noticed significant improvement in terms of MSE as well as nice cover-
age properties. Thus we conclude that the poor coverage observed in some scenarios
is primarily due to the estimation of the parameters of the distribution of the covariate.
However, when the percentile bootstrap technique was employed, the corresponding cov-
erage was satisfactory. This is highlighted in the footnotes of Table 2.1, as well as in
Tables A2 and A4 of the Appendix A. We see that when the correlation is very high and
the GG is assumed as the covariate distribution the coverage of the confidence intervals
that use the estimated asymptotic variance is unacceptable (lower than 30%). In con-
trast, the confidence intervals based on the resampling technique attains coverage close
to the nominal one. We note that in order to apply the bootstrap technique we resample
pairs of values of the response and the covariate. The dispersion parameter as well as
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the parameters of the distribution of the covariate are re-estimated in each bootstrap
iteration. Thus, it is not surprising that inference based on the bootstrap considerably
outperforms inference based on the estimated asymptotic covariance matrix.

We also present results for the maximum likelihood method (ML), assuming the true
form of the distribution of our data. As noted in Section 2.1, estimation of the MLE in
this special setting of a simple normal linear regression with an exponentially distributed
covariate is computationally feasible. Note that in the case of 30% total censoring the
results of the maximum likelihood method and the proposed method are relatively close.
Minor differences in MSE occur between the QS and the Unweighted method and one
might be tempted to choose the latter due to computational simplicity.

In order to investigate the robustness, we also considered a t distribution with 4
d.f. for the error term. In these simulations the ML method falsely assumed a N (0, 1)
distribution for the error term. In such scenarios, although the ML method proved fairly
robust to misspesification of the error term, it exhibited a higher MSE for lower values of
p. The results are presented in Appendix A (Tables A2 and A3).

We also performed simulations for small (n = 100) and large (n = 1000) sample sizes.
Since computational problems occur when fitting the GG distribution for small sample
sizes, we did not perform simulations based on the GG for n = 100. All the results of
simulations regarding sample size n = 100 are presented in Appendix A (Tables Al and
A3). We further considered one simulation study with sample size equal to 1000. The
results are presented in Appendix A (Table A4) and the conclusions are similar to the case
with n = 300. In this scenario the proposed methods continue to outperform the CC and
yield minor differences in terms of MSE compared to the likelihood approach (where the
correct model for the response and the covariate is assumed). Finally we note that when
the GG distribution is used as the censored covariate distribution, our estimates and the
CC estimates are close, in terms of MSE, when p is large. The CC actually outperformed
our estimates for p = 0.8, n = 1000, and 70% censoring.

2.3.3.2 Linear Model with an additional fixed covariate

We conducted an additional simulation considering the case of two covariates, one
being censored and the other fully observed. The true values of the parameters for
this simulation, were close to the corresponding estimates of the application presented
in Section 2.5 (n=318). We performed the method based on the optimal estimating
function using the Weibull (QS(Weib)) as well as the GG AFT model (QS(GG)). In the
first scenario, we generated the time variable from the Weibull AFT model log(X|z) =
6.5038 — 0.0263z + 0.7828u where u follows the extreme value distribution. The model of
interest is Y = B + (1 X + B2z + ¢, where € ~ N(0,0.9%), and the true values of 3y, 31
and (s were set at 3.4, —0.007 and —0.036 respectively. The censoring variable follows a
Weib(93,2.6), thus the expected censoring was approximately 70%. The values of age (z)
were held fixed at the observed values of the data in the application. We compared our
results to the ones provided by the CC analysis and observed that the proposed method
(@S) outperformed the CC analysis in terms of MSE. The O optimality based method
using the Weibull AFT regression model yielded smaller bias and standard error for all
three coefficients. The results are presented in Table 2.2.
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Table 2.1: Simulation results for 1000 repetitions for the linear case (n = 300). Half of
the censoring is due to the cutpoint (end of study). The noise ¢ is from N (0, 1).
Bo B1
Cens. P Method Bias SE MSE Width Cover Bias SE MSE Width Cover
Likelihood -0.0199 0.0719 0.0056 --- --- 0.0064 0.0153 0.0003 --- ---
cc -0.0025 0.1152 0.0133 0.4521 0.9530 0.0016 0.0558 0.0031 0.2197 0.9450
QS(E:cp) -0.0005 0.0894 0.0080 0.3537 0.9610 -0.0001 0.0232 0.0005 0.0918 0.9550
0.2 U'n(Ea:p) -0.0005 0.0893 0.0080 0.3537 0.9690 -0.0001 0.0232 0.0005 0.0918 0.9540
QS(Weib) -0.0008 0.0897 0.0080 0.3542 0.9590 0.0000 0.0235 0.0006 0.0920 0.9580
Un(Weib) -0.0008 0.0897 0.0080 0.3542 0.9570 0.0000 0.0235 0.0006 0.0920 0.9580
QS(GG) -0.0000 0.0900 0.0081 0.3538 0.9580 -0.0005 0.0243 0.0006 0.0917 0.9460
Un(G'G) -0.0000 0.0900 0.0081 0.3539 0.9570 -0.0005 0.0243 0.0006 0.0917 0.9460
Likelihood 0.0020 0.0855 0.0073 --- --- 0.0002 0.0225 0.0005 --- ---
cc 0.0055 0.1161 0.0135 0.4530 0.9510 -0.0019 0.0565 0.0032 0.2205 0.9460
QS(Ezp) 0.0021 0.0890 0.0079 0.3537 0.9560 0.0001 0.0241 0.0006 0.0344 0.9330
0.3 Un(Ezp) 0.0020 0.0890 0.0079 0.3537 0.9560 0.0001 0.0241 0.0006 0.0348 0.9330
QS(WEib) 0.0016 0.0896 0.0080 0.3558 0.9500 0.0004 0.0248 0.0006 0.0343 0.9320
Un(Weib) 0.0015 0.0896 0.0080 0.3560 0.9530 0.0004 0.0248 0.0006 0.0343 0.9310
QS(GG) 0.0031 0.0898 0.0081 0.3540 0.9560 -0.0007 0.0264 0.0007 0.0335 0.9240
Un(GG) 0.0031 0.0989 0.0081 0.3554 0.9560 -0.0007 0.0264 0.0007 0.0335 0.9260
30% Likelihood 0.0062 0.0903 0.0082 --- --- -0.0015 0.0257 0.0007 --- ---
cc 0.0013 0.1140 0.0130 0.4542 0.9590 0.0010 0.0554 0.0031 0.2199 0.9540
QS(Exp) 0.0045 0.0932 0.0087 0.3591 0.9470 -0.0012 0.0263 0.0007 0.0989 0.9410
0.5 Un(Ez'p) 0.0047 0.0934 0.0087 0.3599 0.9460 -0.0012 0.0265 0.0007 0.0993 0.9400
QS(Weib) 0.0043 0.0938 0.0088 0.3593 0.9430 -0.0012 0.0279 0.0008 0.0989 0.9230
Un(Weib) 0.0043 0.0938 0.0088 0.3593 0.9430 -0.0012 0.0279 0.0008 0.0989 0.9230
QS(GG) 0.0055 0.0974 0.0095 0.3594 0.9340 -0.0021 0.0333 0.0011 0.0990 0.8570
Un(GG) 0.0059 0.0979 0.0096 0.3604 0.9300 -0.0023 0.0340 0.0012 0.0995 0.8500
Likelihood 0.0005 0.0954 0.0091 --- --- -0.0004 0.0334 0.0011 --- ---
cc 0.0014 0.1140 0.0130 0.4520 0.9530 -0.0010 0.0560 0.0031 0.2196 0.9480
QS(E(Ep) 0.0013 0.0971 0.0094 0.3761 0.9480 -0.0007 0.0340 0.0012 0.1243 0.9320
0.8 Un(E:vp) 0.0001 0.1009 0.0102 0.3885 0.9460 -0.0004 0.0365 0.0013 0.4282 0.9380
QS(W&ib) -0.0010 0.1004 0.0101 0.3761 0.9420 0.0005 0.0387 0.0015 0.1244 0.8930
Un(Weib) -0.0024 0.1055 0.0111 0.3880 0.9340 0.0011 0.0429 0.0018 0.1313 0.8750
QS(GG) 0.0018 0.1112 0.0124 0.3765 0.9100 -0.0016 0.0516 0.0027 0.1253 0.7660
Un(GG) 0.0035 0.1215 0.0148 0.3907 0.8460 -0.0032 0.0605 0.0037 0.1330 0.7190
Likelihood -0.0324 0.0850 0.0083 --- --- 0.0103 0.0218 0.0006 --- ---
cc 0.0044 0.1868 0.0349 0.7521 0.9510 -0.0113 0.2607 0.0681 1.0403 0.9460
QS(Ezp) -0.0024 0.1203 0.0145 0.4713 0.9430 0.0001 0.0354 0.0013 0.1381 0.9500
0.2 Un(E.Ip) -0.0024 0.1204 0.0145 0.4714 0.9410 0.0001 0.0354 0.0013 0.1381 0.9520
QS (Weib) -0.0029 0.1210 0.0146 0.4731 0.9480 0.0010 0.0378 0.0014 0.1404 0.9350
Un(Weib) -0.0030 0.1210 0.0147 0.4731 0.9430 0.0010 0.0378 0.0014 0.1404 0.9350
QS(GG) -0.0038 0.1227 0.0151 0.4763 0.9460 0.0024 0.0503 0.0025 0.1465 0.7980
Un(GG) -0.0036 0.1224 0.0150 0.4752 0.9470 0.0020 0.0492 0.0024 0.1430 0.7850
Likelihood 0.0012 0.1036 0.0107 --- --- -0.0000 0.0315 0.0010 --- ---
cc 0.0048 0.1944 0.0378 0.7544 0.9550 -0.0005 0.2697 0.0727 1.0437 0.9470
QS(Ezp) 0.0038 0.1210 0.0147 0.4733 0.9420 -0.0008 0.0378 0.0014 0.1398 0.9300
0.3 U'rL(Ea:p) 0.0037 0.1210 0.0147 0.4734 0.9440 -0.0008 0.0378 0.0014 0.1399 0.9310
QS(Weib) 0.0025 0.1224 0.0150 0.4751 0.9360 0.0011 0.0425 0.0018 0.1426 0.8990
Un(Weib) 0.0023 0.1224 0.0150 0.4753 0.9390 0.0011 0.0425 0.0018 0.1426 0.9000
QS(GG) 0.0001 0.1226 0.0159 0.4781 0.9320 0.0038 0.0648 0.0042 0.1479 0.6940
Un(GG) 0.0001 0.1258 0.0158 0.4763 0.9330 0.0037 0.0647 0.0042 0.1440 0.6840
70% Likelihood 0.0083 0.1039 0.0109 --- --- -0.0021 0.0356 0.0013 --- ---
cc 0.0003 0.1871 0.0350 0.7513 0.9560 0.0056 0.2599 0.0676 1.0329 0.9430
QS(Ezp) 0.0046 0.1187 0.0141 0.4747 0.9590 -0.0011 0.0398 0.0016 0.1451 0.9320
0.5 Un(Elp) 0.0046 0.1187 0.0141 0.4759 0.9590 -0.0011 0.0397 0.0016 0.1453 0.9330
QS(WEib) 0.0030 0.1198 0.0144 0.4762 0.9610 0.0006 0.0507 0.0026 0.1466 0.8480
Un(Weib) 0.0030 0.1197 0.0143 0.4772 0.9610 0.0005 0.0506 0.0026 0.1468 0.8580
QS(GG) -0.0032 0.1295 0.0168 0.4813 0.9460 0.0110 0.1018 0.0105 0.1588 0.5320
Un(GG) -0.0023 0.1290 0.0167 0.4775 0.9350 0.0095 0.1014 0.0104 0.1466 0.5042
Likelihood 0.0015 0.1063 0.0113 --- --- -0.0009 0.0548 0.0030 --- ---
cc -0.0020 0.1868 0.0349 0.7517 0.9490 0.0061 0.2562 0.0657 1.0375 0.9580
QS (Ezp)) 0.0020 0.1246  0.0155  0.4815 09430 -0.0016  0.0574  0.0033  0.1723  0.8590
0.8 Un(Ezp) 0.0010  0.1277  0.0163 04940  0.9480 -0.0015  0.0576  0.0033  0.1747  0.8620
QS(Weib)(z) -0.0051 0.1330 0.0177 0.4837 0.9260 0.0078 0.0971 0.0095 0.1752 0.6460
Un(Weib) -0.0061 0.1358 0.0185 0.4961 0.9290 0.0082 0.0977 0.0096 0.1776 0.6560
Qs(GG)®) -0.0158  0.1762  0.0300  0.4881  0.8530  0.0286  0.2204  0.0494  0.1864  0.2730
Un(GG) -0.0157 0.1763  0.0313  0.4782  0.8370  0.0272  0.2240  0.0509  0.2176  0.2190

(1) Coverage of CI for Bg and 31 based on 100 bootstrapped samples per iteration is 95.3% and 93.2% respectively
(2) Coverage of CI for Bg and 31 based on 100 bootstrapped samples per iteration is 93.0% and 94.3% respectively
(3) Coverage of CI for Bg and 31 based on 100 bootstrapped samples per iteration is 95.2% and 96.1% respectively
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Table 2.2: Simulation when an additional fixed covariate is present. The true values of
the parameters 3y, 51 and (2 are 3.4, -0.007 and -0.036 respectively. The time variable
was generated from an AFT model using the extreme value.

Method Parameter Est. SE Bias MSE Asympt. Cover. Boots. Cover.
Bo 3.4299 0.5231 0.0299 0.2746 0.9540 -
ccC B1 -0.0069 0.0030 4x107° 9x10°° 0.9370 -
B2 -0.0366  0.0095 -0.0007 9 x 107° 0.9490 -
Bo 3.37927 0.4531 -0.0207  0.2057 0.9090 0.9410
QS(Weib) B1 -0.0069 0.0012 1075 106 0.7490 0.9510
B2 -0.0356 0.0083  0.0003 7 x 107° 0.8990 0.9390
Bo 3.3962 0.4222 -0.0037 0.2136 0.9020 0.9510
QS(GG) B1 -0.0074 0.0022 0.0004 5x107¢ 0.4210 0.9640
B -0.0356 0.0084  0.0003 7 x107° 0.8730 0.9590

2.3.3.3 Binary data

The real value of the intercept was set at 5y = log(9) so that P(Y = 1|X = 0) = 0.9.
If Y = 1 denotes a positive marker result, this implies a 90% chance of a positive test
at the time of death (!). Three values of 3 were studied, 51 = —2,—3, —4. These (;
values were chosen in order to avoid total separation and the ‘only successes’ or ‘only
failures’ scenario. A graphical representation of the scenarios considered is given in
Appendix A (Figure Al). The results are presented in Table 2.3. The simulations showed
superiority of the proposed method (@S) over the CC in all cases. Moreover, negligible
gains in MSE are obtained using the likelihood method. As in the linear case, when the
exponential distribution was fitted to the covariate the results were even better, because
fewer parameters needed to be estimated. The likelihood method was not implemented
here due to its computational cost. We also omitted the Unweighted method since very
slow convergence of the Fisher Scoring algorithm was observed. The results are presented
in Table 2.3.

2.3.3.4 Count data

For count data we considered the same censoring mechanism as in section 2.3.3.1.
The real value of the intercept was 5y = 1. For the slope we considered 51 = —1
and 3; = —1/3 for each scenario. Note that the relative change in mean (E(Y|X =
0) — E(Y|X = median))/E(Y|X = 0) is 0.875 for 5 = —1 and 0.5 for §; = —1/3. We
set the overdispersion parameter at 7 = 2. The proposed method (@S) was superior to
the CC in terms of MSE in all cases. The results are presented in Appendix A (Table
AB). 14% of the repetitions in @S(GG) were discarded when the censoring was 70% and
B1 = —1/3, due to violations of the conditions discussed in section 2.2.2.3. Overall,
the coverage seems satisfactory. However, we observed that when fitting the GG in the
presence of high censoring the proposed method yielded lower coverage when (31 = —1/3
with censoring level of 70%. This problem can be circumvented with the use of the
percentile bootstrap as in the linear case.
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Table 2.3: Simulation results of 1000 repetitions in the case of binary data. Sample
size is n=300, with 70% and 30% censoring, half of which is due to the cutpoint (end of
study), and the other half due to random censoring. The logit link function was used.
The real value of the intercept is log(9) so that P(Y = 1|X =0) = 0.9.

Bo B1
Cens. B1 Method Bias SE MSE Width Cover Bias SE MSE Width Cover
cc 0.0685 0.3796 0.1488 1.4574 0.9490 -0.0654 0.3081 0.0992 1.1604 0.9530
Likelihood 0.0643 0.3683 0.1405 - - -0.0599 0.2927 0.0893 - -
-2 QS(Ezp) 0.0641 0.3693 0.1405 1.4381 0.9390 -0.0598 0.2927 0.0892 1.1226 0.9550
QS (Weib) 0.0644 0.3694 0.1406 1.4382 0.9390 -0.0599 0.2928 0.0893 1.1226 0.9550
QS(GG) 0.0640 0.3695 0.1406 1.4381 0.9390 -0.0595 0.2929 0.0893 1.1223 0.9530
cc 0.0610 0.4329 0.1912 1.6801 0.9490 -0.0990 0.5124 0.2723 1.9103 0.9360
Likelihood 0.0588 0.4295 0.1879 - - -0.0951 0.5000 0.2591 - -
-3 QS(Exzp) 0.0587 0.4295 0.1897 1.1042 0.9520 -0.0951 0.5000 0.2590 1.5126 0.9440
30% QS (Weib) 0.0589 0.4294 0.1879 1.6673 0.9520 -0.0949 0.4998 0.2588 1.8722 0.9440
QS(GG) 0.0589 0.4295 0.1879 1.6672 0.9430 -0.0949 0.5000 0.2590 1.8723 0.9520
cc 0.0956 0.5025 0.2616 1.9035 0.9610 -0.1716 0.7412 0.5788 2.8175 0.9570
Likelihood 0.0941 0.5001 0.2589 -0.1712 0.7323 0.5656
-4 QS (Exp) 0.0941 0.5001 0.2589 1.8928 0.9680 -0.1712 0.7323 0.5656 2.7776 0.9560
QS (Weib) 0.0942 0.5001 0.2590 1.8930 0.9480 -0.1709 0.7321 0.5651 2.7772 0.9560
QS(GG) 0.0942 0.5004 0.2592 1.8930 0.9670 -0.1713 0.7323 0.5656 2.7777 0.9550
cc 0.0957 0.5662 0.3297 2.1175 0.9520 -0.1039 0.6944 0.4931 2.6001 0.9480
Likelihood 0.0651 0.4370 0.1952 - - -0.0620 0.3753 0.1447 - -
-2 QS(Exzp) 0.0623 0.4368 0.1967 1.6518 0.9520 -0.0590 0.3760 0.1449 1.3689 0.9400
QS (Weib) 0.0673 0.4430 0.2008 1.6532 0.9430 -0.0635 0.3937 0.1590 1.3694 0.9270
QS(GG) 0.0689 0.4499 0.2071 1.6524 0.9550 -0.0583 0.4179 0.1781 1.3657 0.9270
cc 0.0853 0.5381 0.2969 2.0700 0.9550 -0.1490 0.7417 0.5723 2.8563 0.9640
Likelihood 0.0602 0.4759 0.2301 -0.1002 0.5653 0.3296
-3 QS (Exp) 0.0587 0.4760 0.2300 1.8079 0.9520 -0.0984 0.5662 0.3303 2.0917 0.9380
70% QS(Weib) 0.0634 0.4780 0.2325 1.8080 0.9540 -0.1054 0.5731 0.3395 2.0905 0.9380
QS(GG) 0.0635 0.4799 0.2343 1.8076 0.9525 -0.1046 0.5764 0.3431 2.0885 0.9360
cc 0.1163 0.5557 0.3223 2.1594 0.9740 -0.2219 0.9260 0.9083 3.5378 0.9640
Likelihood 0.1049 0.5150 0.2763 - - -0.1918 0.7775 0.6413 - -
-4 QS(Exp) 0.1040 0.5150 0.2761 2.0101 0.9690 -0.1909 0.7777 0.6413 3.0124 0.9660
QS (Weib) 0.1061 0.5156 0.2771 2.0100 0.9710 -0.1938 0.7788 0.6441 3.0112 0.9660
QS(GG) 0.1077 0.5166 0.2785 2.0118 0.9710 -0.1976 0.7811 0.6491 3.0147 0.9650

2.4 Exploring non parametric models for the censored covari-
ate in a GLM

Modeling the covariate by a parametric model has the disadvantage of making strong
assumptions that in practice may be not justified. At the other extreme lies the non
parametric product limit estimator introduced by Kaplan and Meier (1958) (KM). How-
ever, the crude product limit estimator does not allow estimation of survival probabilities
beyond the greatest event time. There are settings where the largest time value may
correspond to a censored observation. In this case even if the last event is followed by
(greater) censored values, the estimation of the survival function is limited to the last
event (¢02).

Some strategies have been imposed to remedy this drawback. Efron (1967) proposes
setting survival probabilities at time points beyond ¢,,,; equal to O while Gill (1980)
proposes setting them equal to S (tmaz)- Efron’s and Gill’s approaches turn out to be
negatively and positively biased respectively. An approach regarding the completion of
the tail of the Kaplan Meier estimator by an exponential curve is discussed in Brown et
al. (1974) and the use of the more flexible Weibull parametric model was suggested by
Klein and Moeschberger (1985). Another approach may be the use of even more flexible
parametric models for completing the tails such as the generalized gamma model. In
general simulation studies have shown that smooth estimates of the survival function
are more efficient than the crude non parametric one (Pan (2000)).

The most celebrated methods to smooth non parametrically the survival function are



32 CHAPTER 2. GENERALIZED LINEAR MODELS WITH A CENSORED COVARIATE

based on kernel smoothers and splines. The kernel based methodologies are discussed in
detail by Silverman (1986) in the case of no censoring. Standard references that include
issues of censoring are Wand and Jones (1995) and Bowman and Azzalini (1997). Kernel
smoothers are widely used in survival analysis, but they too suffer from the drawback of
the last is censored’ phenomenon.

In section 2.4.1 we briefly recall the logspline density estimation approach, as well
as the standard kernel smoothing method. In section 2.4.1.3 we introduce a new con-
strained natural spline based approach in estimating the survival function and discuss
the case where covariates are present.

2.4.1 Non-Parametric Approaches for Survival Estimation of a Censored
Variable

2.4.1.1 Log-spline Models

Logspline models have been studied in Stone and Koo (1986), Stone (1990) and Kooper-
berg and Stone (1991). In Kooperberg and Stone (1992) logspline density estimation was
developed for censored data. Here we briefly recall their methodology.

Consider the data (7;,D;) i = 1,...,n, where T; = min(X;, C;) is a survival time
random variable, C; is the censoring variable, and D; is a binary indicator variable
taking values 1 for an event and O for censoring, i.e. D; = I(X; < C;). Let the integer
K > 3, and the knot sequence 71,...,7x withwith —co < L <71 < ... <7 < U <@
where L and U are some numbers.

The logspline density model is stated as

f(z;0) = exp(b1B1(z) + ...+ 6,Bp(z) —C(0)),L <z < U, (2.12)

where
U

C(6) = log( / cxp(01B1(z) + ... + 0, By (x))dz)
L

is the normalizing constant and the basis functions B;(z), B2(z), ..., By(z) can be cho-
sen such that B; is linear with negative slope on (L, 7], Bs,..., B, are constant on
(L, 7], By is linear with positive slope on [7x,U), B, ..., B,_1 are constant on [7x,U),
and in each of the intervals |11, 72), ..., [Tk—1, Tk] We have a cubic polynomial. This way
a natural cubic spline is formed. Note that for the above model the feasibility condition
fLU exp(61Bi(x) + ...+ 0,B,(z))dxr < oo is required. The survival function is then given
by

S(:c;@)zl—/ f(2,0)dz, L<z<U.
L

Note that if we set U = oo, then the density function is exponential on [7x,0)
and if L = —oo then the density is exponential on (—oo, 71]. Here, we consider time
to event data, thus we expect the density to be positive supported, hence L = 0. If
X; is right censored (7; < X;) or observed exactly (T; = X;), then A; = (T;,U;) or
A; = X; respectively. Under the assumption that the random sample is independent of
the censoring mechanism, a maximum likelihood estimate of the vector 8 is then obtained
by maximizing the log-likelihood
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10) => ¢(4;,0),0 €0,

where ¢(A4;0) = log([, f(x;0)) and f(x;0) is given by (2.12). The maximization of the
likelihood is possible via the Newton Raphson iterative procedure. Note that when there
is no censoring the Hessian is globally negative definite and the log likelihood function
is strictly concave, and hence the maximum likelihood of 6 is unique. However, in the
presence of censoring, this is not always the case (Stone (1990)).

For choosing the number of knots Kooperberg and Stone (1992) apply a stepwise
procedure for addition and deletion of knots depending on their statistical significance
and model selection is based on AIC or BIC. Since the primary target of their methodology
is the estimate of the density, they present a sophisticated initial knot placement based
on experience. The knot placement in the density estimation setting is crucial, since
many peaks of the density may have to be detected without making the estimate very
noisy.

2.4.1.2 Kernel Smoothing

Kernel smoothers have received much attention in the literature. See for example Sil-
verman (1986) and in the case of censoring Wand and Jones (1995) and Bowman and
Azzalini (1997). The formula for the kernel density estimator in the case of no censoring
is

flash) = (mpi[{{w hXi}

where K (-) is the kernel function for which K (z) = 1 and h > 0 is called the bandwidth.
The most popular kernels are the Epanechnikov, the Biweight, the Triweight, the Nor-
mal, the Triangular and the Uniform, mentioned with order of efficiency. We refer the
reader to Wand and Jones (1995). The efficiencies of the Epanechnikov and the Uniform
kernel are 1 and 0.930 respectively. It is evident that one loses very little in terms of
performance by using a suboptimal kernel. In effect, the choice of the kernel may be
relied on computationally simplicity. Note also that in practice the Epanechnikov kernel
is sometimes avoided due to its discontinuous first derivative. In contrast to the choice
of the kernel function, the bandwidth selection is a crucial issue. Various approaches
have been made regarding bandwidth selection, from computationally simple that can be
written in closed form, to computationally more cumbersome such as the cross validation
based techniques. For a review of common bandwidth selection approaches see Wand
and Jones (1995).

In the presence of censoring the kernel density estimator is based on the Kaplan
Meier estimator. Let T(;), D(;), i = 1,...,n be {T;, D;} ordered with respect to the 7;’s.
The Kaplan Meier survival estimator is given by:

i _i \Pw . .
1—[3211 (nilll) y lf T(j—l) S X S T(j), ] = 2, R




34 CHAPTER 2. GENERALIZED LINEAR MODELS WITH A CENSORED COVARIATE

and the estimated kernel density is
n
fx(@) =) sikp(z —T)),
i=1

where Kj(u) = h™!K(u/h) and s; is the size of the jump of the KM estimator at 7;.
Survival probabilities can be estimated through the density estimator. Note that s; = 0
if and only if 7; corresponds to a censored observation. This is where the drawback of
kernel smoothing in the presence of censoring arises. The kernel estimate is constructed
by centering a kernel at each event time. In effect, the density estimator is not extended
further than the tail of the kernel placed at the last event, even if the last event is followed
by censored data. Similarly, the same problem would rise in the case of estimating the
distribution function by integrating the density (see also Azzalini (1980)). In effect, if one
wants to use the kernel methodology when censoring is present, then the condition that
the largest time is an event time is needed.

2.4.1.3 The HCNS Approach

In this section we consider the use of a positive monotone natural spline to smooth
the nonparametric estimate of the cumulative hazard function (HCNS method: Hazard
Constrained Natural Spline). The monotone increasing nature of the data obtained from
the Kaplan Meier estimator of the cumulative hazard function

H5M (2) = —log(§5™ (z))

is expected to set the ground for a cubic spline to be adequately flexible to be fitted to the
points (T}, HEM (T;)|D; = 1), i.e. the jumps of the Kaplan Meier estimator, and provide a
smooth estimate of the survival function.

Consider the K knots placed at ; < ... < 7 and let the natural spline for the
cumulative hazard

H(x) = 91W1(:L‘) + QQWQ(LU) 4+ ...+ QK,QWK,Q(JJ), (2.13)
where for j = 1,..., K — 2 we have
Wyla) = (@ — ) — CoTRoE TR o) o m e (re =),
TK — TK-1 TK — TK-1

where 2 = max(0, z). It can be shown that W;(z) is linear in « for z > 7. Model (2.13)
can be written as

H(l’) = 01(1’ — 7'1)3_ + ...+ 9[(_2(.%' — TK_2>§_ + 9[(_1(.% — TK—l)i_ + 9}((1’ — TK)3+[2.14)

where

(91(7'1 —TK) —|-92(7'2 —TK) + ... +9K—2(7'K—2 —TK)
TK —TK-1

O—1 = (2.15)

01(11 — Ti—1) + 02(m2 — Tr—1) + ... + Ok —2(TK—2 — TK—1)
TK-1— TK '

Ok =
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Due to need of extrapolation beyond the last knot, Stone and Koo (1985) state advan-
tages of linearly extrapolating the model, which is also the case for our model. The model
(2.14) has the following properties:

(i) It is linear beyond the last knot,

(ii) It equals to zero before the first knot,

(iii) Its first and second derivative are continuous,
(iv) Its first derivative is zero at the first knot,

(v) It has K — 2 parameters to be estimated.

For the model above to be fitted to the cumulative hazard step function monotonicity
conditions are required. Necessary and sufficient conditions for the monotonicity of a
cubic spline are given in Fritsch and Carlson (1980). Consider a cubic polynomial P in

the interval [7;, 7j41] and denote its first derivative by P’. Let a; = %P'(Tj)
J J

and b; = %P, (Tj+1). be the respective ratios of the endpoint derivatives to
the slope of the secant line. Consider the region M = Mj; U Ms, where Mj is the
square defined by ¢ = 0,3 and b = 0,3 and M, is the ellipse defined by ¢(a,b) =
(a—1)2+(a—1)(b—1)+ (b—1)? = 3(a+b—2) = 0, which is tangent to the coordinates
(0,3) and (3,0). Monotonicity in the interval [Tj, Tj+1] holds within region M but outside
this region the cubic polynomial is non-monotone. Under the further condition that
0 < min(P'(r;), P'(7j41)) the function is ensured to be non-decreasing. Note that any
subregion of M provides a sufficient condition for monotonicity.

Note that the exact region defines a nonlinear condition for monotonicity and one
might be tempted to consider other linear subregions such as M, at the cost of excluding
other candidate models that may provide a significantly better fit to the data at hand.
On the other hand, one may try to approach the problem by using the entire region
of monotonicity, M. This would be computationally cumbersome because non linear
constraints would be applied for each of the subintervals that are defined by the knots.
In effect there would be no guarantee of convergence during an optimization procedure,
and very good initial values satisfying the initial constraints would be necessary.

In Figure 2.2 we illustrate a linear approximation, A, of the exact region M with the
use of 16 line segments. These correspond to a linear spline beginning from (a,b) =
(0,0) where the a values are depicted on the horizontal axis. We move counterclockwise
starting from (0,0) for the values of a=(0, 3.0000, 3.4664, 3.8024, 3.9778, 3.9777,
3.8021, 3.4663, 3.0000, 2.4461, 1.8517, 1.2700, 0.7529, 0.3474, 0.0889, 0, 0). These
values yield the optimal inscribed decahexagon within region M in terms of the enclosed
area. Note that the captured area from A is approximately 98.4% of the entire region,
M. This linear approximation reduces the problem to a linear programming one.

We derived the values of a that correspond to the optimal decahexagon by numerically
maximizing the area with respect to the points in the perimeter of region M. However,
there is a suboptimal way with minimum computational cost for calculating a linear ap-
proximating inscribed polygon within the area M. In Smith (1970) an easy to implement
algorithm for computing a piecewise representation of an ellipse is presented. This al-
gorithm computes the optimal placement of a fixed number of points for an ellipse, in
terms of inscribed area. However, only a part of our region M matches the curve of an
ellipse and we need to fix three of our available points to the locations (0,0), (0,3) and
(3,0). Thus, one computationally simple way to construct an efficient, but suboptimal,
inscribed polygon within region M would be to fix these three points ((0,0), (0,3) and
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(3,0)) and to include any points indicated by the algorithm of Smith (1970) that lie above
the line b = —a+ 3. This way one can easily fit very fine linear approximations. Moreover,
note that in the case that one chooses to construct a 12k—gon, k = 1,2, ... to approxi-
mate the ellipse ¢(a, b) using Smith’s algorithm, then as discussed in the technical details
at the end of this chapter, it happens that the points (0,3) and (3,0) are included in the
approximation. In this case, we can discard all points below b = —a + 3 and use (0,0)
instead, to derive the optimal inscribed (8% + 2)—gon within region M. Thus by using
Smith’s algorithm we can easily optimally inscribe any (8k + 2)—gon within the region
of monotonicity and hence approximate M to any desired degree of accuracy. See also
the Appendix B. In the simulation studies we considered both the 16 line approximation,
as well as the 18 line approximation in all scenarios and observed no differences in the
results.
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Figure 2.2: Linear approximation with 16 line segments of the entire region of monotonic-
ity (M = M;UMy3) which is defined by the square (a = 0,3 and b = 3, 0) and the ellipse
é(a,b) = (a—1)2+(a—1)(b—1)+ (b—1)®> = 3(a + b — 2) = 0 that are overlapping. The
linear approximation .4 of region M is given by linearly joining the consecutive points
beginning from (0, 0) and moving counterclockwise starting from (0,0) for the values of
a=(0, 3.0000, 3.4664, 3.8024, 3.9778, 3.9777, 3.8021, 3.4663, 3.0000, 2.4461, 1.8517,
1.2700, 0.7529, 0.3474, 0.0889, 0, 0). The area captured by region A is approximately
98.4% of entire region M.

Under the constraints that force the cumulative hazard to be monotonically increas-
ing, it is easy to show that all moments of the r.v. X exist if we force the derivative of
the cumulative hazard to be strictly positive at the last knot (H'(7x) > 0). We require
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no further monotonicity restrictions beyond 7x since the linear tail will ensure that the
model H () will be strictly increasing beyond 7.

We can choose the first knot to be placed at 71 = min(event times) = min(T;|D; = 1),
and the last knot at 7 = max(event times) = max(T;|D; = 1). Note that model (2.14)
will always be smaller than the Kaplan Meier based estimate of H(x) at 71 = min(T;|D; =
1), since we assume to have zero values before the first knot and H'(7;) = 0. Thus,
we expect to underestimate the cumulative hazard function near the interval (0,77 =
min(T;|D; = 1)). Alternatively, one may choose to set 71 = 0 so as to allow positive
values of the cumulative hazard function near zero. The choice of 71 = min(T;|D; = 1)
may be justifiable if we expect that min(T;|D; = 1) >> 0.

A usual way of placing the knots is at equally spaced quantiles (Harrell (2001)).
Another possible approach is to select equally spaced knots between min(T;|D; = 1)
and max(T;|D; = 1). We expect, again due to the nature of monotonically increasing
data, that such knot placement strategies will be robust enough since no modes or
valleys are need be detected and a sophisticated procedure such as the one presented
in Kooperberg and Stone (1992) may not be needed. Note that if the first knot is placed
at min(T;|D; = 1), then property (ii) provides an imitation of the behavior of the Kaplan
Meier estimator, in that it is zero before the first event.

In this chapter, we consider three knot placement schemes based on the non censored
data: 1. Equally spaced knots from min(T;|D; = 1) to maxz(T;|D; = 1), 2. Knots at
min(T;|D; = 1), 5th, 25th, 50th, 75th percentiles and max(T;|D; = 1), 3. Knots at O,
5th, 25th, 50th, 75th percentiles and maxz(T;|D; = 1). In a given application we choose
the one that yields the smallest distance to the Kaplan Meier based cumulative Hazard
estimator

v(9) = Z(ﬁ(Ti\Di =1) - H"™(T;|D; = 1))?,

i

where H is the fitted model defined in (2.14) under the appropriate constraints of mono-
tonicity, and HEM s the Kaplan Meier based cumulative hazard estimator.

Another approach is to consider the knots as free parameters that have to be es-
timated. Since we fit the model under study to the Kaplan Meier estimator a criterion
regarding the goodness of fit would be to consider again ¥ = ¥ (6, 7), where 0 is the vector
of the parameters of interest, 7 is the vector of knots |71, 72, ..., Tx]. After the estimate of
the vector parameter 0 is obtained, it can be considered fixed and we can set ¥ = \Il(é, T)
where U now depends only on the knot placement. Minimizing W with respect to vector
T, one can derive an improved fit of the model. However, function ¥ depends non linearly
on the knots and the convergence of the optimization is not guaranteed. The three pre-
viously mentioned knot placement schemes presented no computational problems and
seemed to be adequate in the simulation studies.

To derive the linear constraints we regard the points (0, 0), (0, 3) and (3, 0) as included
in the set of points that will define a linear approximation of the entire region M. Thus,
the set of distinct points we consider to define a linear approximation of M is (ag, by) =
(ag+2,bq+2) = (0,0). (a1,b1) = (3,0). (az,b2). ... . (aq,bq). and (ag+1,bg+1) = (0,3).
Denote the i—th segment that joins (a;, b;) with (a;+1, bi+1) by g;, with its equation given
by gi(a,b) = b+ fll)a + &gl) =0, wherei=1,...,(Q (see also Figure 2.2 where () = 14).

First, we need to adjust for the direction of the inequality that will allow us to be on
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the correct half-plane for each of the Q line segments. The curve on the perimeter of M
is convex for b < 1 and concave for b > 1.

For the 1—th segment:
1. If b1 < 1 then we require g;(a,b) > 0 (and set v; = —1)
2. If b; > 1 then we require g;(a,b) < 0 (and set v; = 1)
3. If b; < 1 and b;; > 1 then
e if a; < a;41 we require g;(a,b) > 0 (and set v; = —1)
e if a; > a;11 we require g;(a,b) < 0 (and set v; = 1)

We derive the Q(K — 1) constraints defined by (2.16) that deal with capturing the
region A. See the technical details section of an example of K = 6 knots with an
inscribed decahexagon () = 14). For each of the J, (J = 1,2,..., K — 1), knot intervals
[T1, 72|, [T2, 73], ..., [Tk -1, TKk] the restriction required for the i—th segment is given by

vi{a‘] [3(TJ+1 — )2+ & (i — TJ)Q}

i < 0(2.16)

+ 122 ) Y; [3(TJ+1 — )2+ 360 (5 — 1) + £

TJ+1 —TJ

j=1

(1 = 1)* = (7 = ms} }

where ¢t = 1,2,...,0) and [(j>9) = 1 if J > 2 and O otherwise. Further we require that
the derivatives before the last knot be non negative. Based on our model (2.14) we have
H'(m1) = 0. We also require H'(7;) > 0, for j = 2,..., K — 1 which yields the following
(K — 2) constraints

J—1
= 30i(ry—7)? <0, J=2,...,K—1 (2.17)
j=1

The strict inequality of the derivative at the last knot yields the additional constraint

K-1
— > 36;(rk —5)* < 0. (2.18)
j=1

We can add an arbitrary small value u > 0 on the left of (2.18) to achieve u—zjK:_ll 30 (T —
2

7j)° < 0.
Note that the inequalities a; > 0 and b; > 0, Vj = 1,..., K — 1 are trivially satisfied since
T < T9 < ... < Tk and due to the restrictions (2.17) and (2.18).

The final equality restriction for 1 which is stated in (4). Thus, there is a total of
QK—-1)4(K—-2)4+1+41=Q(K —1)+ K constraints, consisting of Q(K — 1)+ K — 1
inequalities and one equality. Alternatively we can consider Q(K — 1) + K + 1 inequality
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constraints, since the equality can be written as two inequalities (as in Liew (1976) where
the case of an untruncated covariance matrix of the parameters 0 is studied), and so
finally the constraints in (2.16), (2.17) and (2.18) and the constraint for 6x_; can be
written as

A[@l, Oa,. .., 9[{_1]/ <o0.

where matrix A has n. = K — 1 columns and n, = Q(K — 1) + K + 1 rows.

We fit model (2.14), (2.15) to the Kaplan Meier based cumulative hazard estimated
function HEM , by minimizing their distance under the constraints (2.16), (2.17), (2.18),
i.e. minimizing the function

. 2
¥(0) =3 (H (5D = 1)~ A (5D = 1))
i
subject to the inequality constraints of the form A[fy,6s,...,0k_1]" < 0. The lagrange
function is then of the form

L(O,\) = T(0) + A,

where A is the row vector of the lagrange multipliers and o« = [ay, ..., a,, | with «; be
the :—th constraint. Note that the problem stated is always convex, and the global mini-
mum can be found through standard algorithms. The case of using the entire region of
monotonicity, M, would be computationally cumbersome because non-linear constraints
would be applied for each of the subintervals that are defined by the knots. In effect there
would be no guarantee of convergence during the minimization of least squares, and very
good initial values satisfying the initial constraints would be necessary. After fitting
model (2.14), (2.15) under the appropriate constraints we obtain the smooth estimate,
H (x), of the cumulative hazard function. The proposed estimator of the survival function
S(x), is

S(x) = exp(—H(z)),
with H (z) = H(x;0) where 0 is the constrained least squares estimated vector of param-
eters. For the derivation of confidence intervals of S (z) we use the percentile bootstrap
technique.

The HCNS approach can be further extended to accommodate other fully observed
covariates through the semi-parametric Cox model. Consider the setting where measure-
ments are taken on p additional covariates, Z1, Z», ..., Zp, not subject to censoring, and
thus the available data are {7}, D;, Zi1, ..., Zyp} = {13, D;, Z;}, i = 1,...,n. It is well
known that under the Cox model which is of the form

S(x|Z) = So(x)?'2),

where 7 is the parameter vector v = [y1,72,...,7;| that relates the survival time to the
covariates Z1,...,Z,, one can derive a consistent estimator of survival for given values
of the covariates.

We apply model (2.14), (2.15) to the baseline hazard step function derived by the
Cox model, to obtain the constrained natural spline estimator of the baseline cumulative
hazard (ﬂo). Thus the corresponding estimator of the baseline survival function is

So = exp(—Ho).
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Given the profile of a subject, the estimated survival function is then given by
S(2|Z) = (So)= PP,

where 4 is the estimated parameter vector derived by fitting the Cox model. Conditional
logspline estimation has been suggested by Masse and Truong (1995). However, their
method is not generalized to accommodate censoring. Other approaches are studied in
the literature such as the HEFT model (for the unconditional hazard function) and the
HARE model (in the case of hazard regression) presented in Kooperberg et al. (1995). An
appealing feature of these models is that the proportional hazards model is included as
a special case. However, these techniques are computationally cumbersome due to the
numerous numerical integrations required for cubic or quadratic splines, and only the
case of fitting a linear spline is addressed by the authors.

The use of medians are also used in survival analysis to summarize survival data and
a kernel based approach in the presence of a covariate is taken in Beran (1981) as well
as in Doksum and Yandell (1982) and Gentleman and Crowley (1991). At the covariate
value, weights are computed to construct a weighted Kaplan Meier survival curve, and
thus the median. In order to produce a smooth curve Wright and Bowman (1997) propose
a nonparametric regression procedure to the data representing the corners of the steps
(see also Bowman and Azzalini (1997)). The data used in constructing the Kaplan Meier
are extracted from a ‘window’ of the data, centered at a value of the covariate, from which
the local percentile of interest is computed. Repeating the procedure for several values of
the covariate, the dependence of the percentile of interest and covariate can be explored.
However, as the number of the covariates increases this approach is computationally
infeasible.

Our approach is different from the one presented in Herndon and Harrell (1995). They
consider a Cox model with a restricted (natural) spline being the baseline hazard. Under
their approach all parameters are simultaneously estimated, in contrast to the two stage
approach taken in this article. In our approach, once the Cox model is fitted, we do not
consider maximizing a likelihood function. Instead, we smooth over the Kaplan Meier step
function using a squared distance criterion. In many situations this may not be optimal
compared to a likelihood based approach. However, our method, in the first stage, relies
on the standard procedure to obtain the regression parameter estimates and during
the second stage deals with a restricted least squares problem with linear restrictions.
Thus, our method is computationally straightforward whereas likelihood based methods
usually involve nonlinear functions and the convergence of any optimization routine is
not guaranteed.

Our method can be easily adjusted to accommodate left censoring. However, when
dealing with interval censoring in the presence of covariates a simultaneous estimation
method of regression parameters and the baseline cumulative hazard function seems
inevitable. For this setting we refer the reader to Zhang et al. (2010). They consider
a spline-based semiparametric maximum likelihood approach. They approximate the
baseline cumulative hazard using monotone B—splines and extend the Rosen algorithm
to derive maximum likelihood estimates. Their approach is computationally intensive
due to the nature of estimation for interval censored data.

In Appendix B we provide a description of a user friendly software written with
MATLAB that is built to apply the HCNS method. The user can select the number of knots,
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where to place them as well as the degree of approximation of the region of monotonicity.
There is also an auto option for the knot placement where multiple knot placement
schemes are tested and the one that minimizes the distance from the corners of the
Kaplan Meier is finally chosen. For more details see the Appendix B. In Appendix C
we provide some simulation studies to evaluate the HCNS method based on the knot
schemes discussed in this chapter. We compare the HCNS approach with the Kaplan
Meier estimator, the logspline method, as well as with the restricted cubic spline approach
in the case of additional covariates. The comparisons are made with respect to the mean
integrated squared error, as well as the obtained coverage.

2.4.2 Using the HCNS model for the censored covariate

Assume again, that we are in the setting of estimating the parameters of a generalized
linear regression model when only a single censored covariate is available that might
be censored. Our goal is to non parametrically estimate the conditional expectations
E(X;|T;, A;) and E(X?|T;, A;) that appear in the optimal estimating function discussed
in Section 2.2.1.

Zn: yi — Ex,mon: {971 (x8)} > {d(g—l(x;ﬂ)) }
| P Ex s, (00 58)} + Varxyroa, o @)} 11T dB |

Due to the fact that the spline (2.14) is linearly extrapolated beyond the last knot and
the derivative at the last knot is forced to be positive, it is obvious that under the above
spline modeling approach the second moment F(X?) f > 22dF (z) is always finite,
which in turn yields V(X)) < oc.

In the case where the optimal estimating function above is employed and the HCNS
approach is used for the estimation of the covariate cumulative distribution, then pa-
rameter estimation is done with mild assumptions for the distributions of the response
and the covariate. Furthermore, the approach is computationally stable, since the opti-
mization problem involved is convex and can be handled by standard software. In effect,
convergence is guaranteed and no initial values in fitting the spline model are required.

In the case of count data and when the log—link function is used then, again, under
this spline formulation it can be shown that Mx(26;) < co. As already mentioned, in
the case of binary data, the required condition V(Y') < oo is trivially satisfied.

The conditional expectations that appear in

n {yz — Ex; i1, Z‘(gfl([x;,zl'],@))} {EX,.‘T, N (7(1(9—1([,3,%];3)))}
G" =
izzl T EX |T;,0:,Z; {U —I( [szz]ﬂ }+Va7’x |T;,0:,7; {g [szz]ﬁ)}

could be evaluated if a model that would relate the censored time variable with the
other observed covariate was available. Assume now that the fully observed covariates, let
21,23, ......, Zy, were available. The information they may carry regarding the censored
variable must be taken into account and thus the approach is divided in two stages:

e Stage 1: Model the censored variable using Z1, Z», ... ..., Z, as covariates.
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e Stage 2: Follow the estimating function approach to derive estimations of the pa-
rameters 3 of the desired GLM, using the model of the previous stage to calculate
all conditional expectations required.

Here, we explore the use of the well known semi parametric approach of the Cox
model to regress the censored variable on the fully observed covariates 21, Zo, . .. ..., Z;.
We assume the proportional hazards model of the form:

H(x|Z) = Ho(z)exp(n1Z1 +v2Z2 + - - +74Z4), (2.19)

where Fy(z) is the baseline cumulative hazard function which is completely unspec-
ified and the parameter vector v = [y1,72,...,7,] is the parameter vector that relates
the possibly censored variable to the covariate matrix Z = [Z1, Za, . .., Z4] in which each
column is one fully observed covariate. After fitting model (2.19), we obtain the Cox
based estimates, 4, as well as the baseline step cumulative hazard estimate So. Model
2.14 can then be fitted to the the corners, at which events occur, of this step estimator
in the same way as discussed in the previous section where only a single covariate was
available. Thus, one can derive the CNS estimator for any desirable profile of a subject
by

O (2|Z) = HE" (v)exp( 21 + Y222 + -+ + 4 Zy), (2.20)
with the corresponding survival estimate being equal to
Sens(2|Z) = exp(—H™ (x|Z)). (2.21)

All conditional expectations required for implementation of the estimating function
approach can be based on (2.21).

The approach presented above accommodates the additional covariates under the
assumptions of proportional hazards. This assumption, however, may no be justified
from the data at hand and a more general approach would be desirable. The Cox model
can be generalized to relax the assumption of proportionality by using time functions as
interactions with the observed covariates. For an overview of this approach see Klein and
Moeschberger (1985). Assume for simplicity that only one observed covariate, let Z, is
available, then under this formulation the Cox model takes the form

H(x|Z) = Ho(z)exp(11Z + v2Z x n(x)), (2.22)

where 7(z) is a time function. Common choices are 7n(z) = z, n(x) = /z, n(x) =
log(z). Again, after fitting model (2.22), we obtain the step estimator of the baseline
cumulative hazard, FIO (z), and then the implementation of the presented approach is
straightforward following the discussion provided for the proportional hazards model
case.
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2.4.2.1 Simulation Studies

Here, we consider some simulation studies to evaluate the performance of the estimating
function approach when the proposed spline technique is used for the censored covariate.
We generated the censored covariate from a Weibull(3,2) distribution. For the censoring
mechanism we considered a cutpoint due to which half of the expected censoring level
would occur. The censoring variable was taken to be exponentially distributed with a
proper value parameter so as to achieve expected total levels of censoring of 30% and
70%. (Half of the censoring are due to the censoring variable, and half due to the cutpoint
(end of study)).

Linear Case

The sample sizes were chosen to be n = 100 and n = 300, while the model that
generated the data was a simple linear model of the form ¥ = 5 + ;X + €. The slope
values were chosen to result a correlation coefficient equal to p(X,Y) = 0.2,0.3,0.5,0.8
and € was generated from a standard normal distribution. The asymptotic confidence
intervals are computed, and is some cases (where the desired coverage is not achieved)
we also provide the bootstrap based ones for comparison purposes. The latter, as we
observe, seem to have nice coverage properties even in the case of high correlation, high
censoring level and small sample sizes, which is not always the case for the asymptotic
one.

The simulation results for the linear case with a single censored covariate are pre-
sented in Table A4. We observe that for slope values that yield correlation coefficient
equal to 0.2, 0.3, and 0.5 the presented approach clearly outperforms the CC approach
in terms of MSE, in all cases (i.e. in all sample sizes and censoring levels). The CC ap-
proach seem to yield better results when the correlation coefficient is high (=0.8). We also
observe that the asymptotic confidence intervals based on the unadjusted variance does
not provide nice coverage properties for the QS approach as the slope and the censoring
level increases. This can be circumvented with the use of the percentile bootstrap. In this
table, results for the computationally simpler Unweighted approach are also presented.
We observe minor differences from the QS approach in terms of MSE, Bias and SE and
thus one might be tempted to use the Unweighted approach. However, with modern
computer technology the computational time of both approaches is not an issue.

We also looked at a case where an additional fully observed covariate, Z, is present.
We generated the censored values from a Cox model in which the baseline density
was taken to be a Weibull(2,3) and the true value of the coefficient, v, of the covari-
ate Z, was set to 2. The response variable was then generated by the linear model
Y = By + 51X + B2Z + €, where the true values of the parameters of interest are Fy = 5,
B1=0.5, B2 = 1,and € ~ N(0, 1). Following the two stage approach the parameter v was
estimated by simply using a Cox model. The simulation results are presented in Table
(2.5). We observe that the proposed approach outperforms the CC method an all cases
yielding narrower asymptotic confidence intervals.

Binary data

In the case of binary data we set the value of the intercept equal to 5y = log(9), which
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in turn yields P(Y = 1|X = 0). We looked at the following slope values: §; = —2, —3, —4.
The sample size is set to n = 300 with expected levels of censoring 30% and 70% using the
same censoring mechanism as in the linear case. The presented approach outperformed
the CC approach in all cases. The results are presented in Table 2.6. We note here that
we do not present results for the Unweighted method since the Fisher Scoring algorithm
needed significantly more iterations to converge, due to the absence of a weight matrix,
than the @S approach that is based on the optimal estimating functions. Unlike the lin-
ear case, in which the Unweighted method involves a simple least squares problem for the
imputed data set, in the binary data setting the time the Unweihted method needs to con-
verge may be essentially greater than the corresponding time of the QS approach. Thus,
there is no need for attempting to use the suboptimal Unweighted method in such a case.

Count data

For the count data we considered the same censoring mechanism as in the previous
settings and the sample size of n = 300. The true value of the intercept is set to fy = 1
and the slope values are set equal to f; = —1 and 5y = —1/3. The overdispersion
parameter 7 is set equal to 2 and was estimated by the well known moment estimator
(see McCullogh 2001) using the CC approach. In this setting we also observe that the
presented approach outperforms the CC analysis in all cases (see Table 2.7).

2.5 Application

We applied our methods to data from a double-blinded randomized placebo controlled
clinical trial of the drug D-penicillamine (DPCA) used for treatment of primary biliary
cirrhosis (PBC). The trial was conducted at the Mayo Clinic during 1974-1984 (Fleming
and Harrington (1990)) and involved 312 subjects. In the analysis of our results, we
included an additional 112 subjects that did not participate in the clinical trial, but
consented to have basic measurements recorded and to be followed for survival. Six of
these subjects were lost to follow up, thus the available sample size was 418. The study
established that DPCA is not effective for treatment. The data have been used to create
a commonly used clinical prediction model which is based on the linear predictor of the
Cox model. This predictor includes edema, log(bilirubin), age, log(prothrombin time) and
albumin. However, Krzeski et al. (2003) question the applicability of the ‘Mayo Model’
and argue that selecting a prognostic variable, such as serum bilirubin, as a marker is
more appropriate. We looked at a subgroup of the sample in this clinical trial, consisting
of women with no edema (n=318). Our model considered log(bilirubin) as a marker (Y),
versus survival time (X), adjusted for age (z). The plot of log(bilirubin) versus time is
presented in Figure (2.3). Initially, we considered an AFT model of X on z. We fitted
both a GG and a Weibull regression AFT model. The likelihood ratio test suggested that
the Weibull regression model is adequate (LR=0.3459, p-value=0.5564). However, we
performed analyses using both the Weibull and the GG regression models.
First, we considered the simple model

Y=0ap+ a1 X +az+¢€ (2.23)
log(X|z) =& + &1z + ou.
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Table 2.4: Simulation results for 1000 repetitions for the linear case. Half of the censoring
is due to the cutpoint (end of study). The noise ¢ is from N (0, 1). The distribution of the
censored covariate was estimated using the JCN S method.

Bo B1

P Method Bias SE MSE Width Cover Bias SE MSE Width Cover

n = 300 :
ccC -0.0039 0.1672 0.0280 0.6722 0.9570 0.0018 0.0729 0.0053 0.2943 0.9600
0.2 QS 0.0190 0.1301 0.0173 0.5074 0.9510 -0.0018 0.0443 0.0021 0.1674 0.9230
Unweighted 0.0193 0.1300 0.0173 0.5063 0.9520 -0.0110 0.0443 0.0021 0.1662 0.9280
cC 0.0078 0.1724 0.0298 0.6741 0.9440 -0.0023 0.0758 0.0057 0.2955 0.9460
0.3 QS 0.0367 0.1341 0.0193 0.5092 0.9270 -0.0186 0.0472 0.0026 0.1686 0.8950
30% Unweighted 0.0373 0.1339 0.0193 0.5047 0.9210 -0.0189 0.0472 0.0026 0.1651 0.8880
Censoring ccC 0.0008 0.1675 0.0281 0.6713 0.9590 0.0012 0.0735 0.0054 0.2942 0.9530
0.5 QS 0.0617 0.1452 0.0249 0.5173 0.9030 -0.0321 0.0549 0.0040 0.1754 0.8270
Unweighted 0.0664 0.1464 0.0258 0.5051 0.8820 -0.0344 0.0588 0.0043 0.1654 0.7860
cC 0.0027 0.1694 0.0287 0.6717 0.9570 -0.0012 0.0742 0.0055 0.2942 0.9590
0.8 QS 0.1006 0.1810 0.0429 0.5547 0.8360 -0.0549 0.0786 0.0092 0.2059 0.7380
Unweighted 0.1413 0.2086 0.0635 0.5058 0.7140 -0.0762 0.0956 0.0149 0.1660 0.5220
cc 0.0067 0.2829 0.0801 1.1155 0.9510 -0.0071 0.2027 0.0411 0.7853 0.9450
0.2 QS 0.0476 0.1521 0.0254 0.5853 0.9240 -0.0403 0.0490 0.0040 0.1698 0.7540
Unweighted 0.0476 0.1520 0.0254 0.5867 0.9320 -0.0404 0.0489 0.0040 0.1687 0.7520
0.0070 0.2815 0.0813 1.1215 0.9490 -0.0033 0.1981 0.0392 0.7887 0.9450
0.3 QS 0.0772 0.1617 0.0321 0.5924 0.8970 -0.0608 0.0618 0.0075 0.1742 0.6110
70% Unweighted 0.0775 0.1614 0.0321 0.5890 0.8960 -0.0609 0.0617 0.0075 0.1702 0.6020
Censoring -0.0034 0.2800 0.0784 1.1131 0.9570 0.0048 0.1990 0.0396 0.7832 0.9480
0.5 QS 0.1386 0.1742 0.0496 0.5989 0.7970 -0.1099 0.0870 0.0196 0.1835 0.4230
Unweighted 0.1411 0.1736 0.0501 0.5894 0.7970 -0.1111 0.0869 0.0199 0.1712 0.3920
-0.0051 0.2752 0.0758 1.1179 0.9570 0.0051 0.1922 0.0369 0.7858 0.9580
0.8 QS 0.3070 0.2537 0.1587 0.6280 0.5030 -0.2500 0.1707 0.0917 0.2266 0.2390
Unweighted 0.3229 0.2566 0.1701 0.5891 0.4580 -0.0026 0.1729 0.0975 0.1708 0.1670

n = 100 :
ccC -0.0199 0.2900 0.0845 1.1835 0.9520 0.0090 0.1271 0.0162 0.5207 0.9600
0.2 QS 0.0254 0.2316 0.0543 0.8618 0.9250 -0.0156 0.0780 0.0063 0.2800 0.8970
Unweighted 0.0258 0.2315 0.0543 0.8606 0.9320 -0.0158 0.0779 0.0063 0.2776 0.8990
0.0025 0.3021 0.0913 1.1871 0.9500 0.0019 0.1328 0.0176 0.5210 0.9410
0.3 QS -0.0220 0.0830 0.0074 0.8725 0.9240 0.0475 0.2374 0.0586 0.2865 0.8850
30% Unweighted 0.0485 0.2372 0.0586 0.8677 0.9220 -0.0225 0.0830 0.0074 0.2809 0.8770
Censoring 0.0046 0.2932 0.0862 1.1875 0.9590 -0.0007 0.1273 0.0162 0.5199 0.9550
0.5 QS 0.0838 0.2582 0.0737 0.8891 0.8840 -0.0429 0.0987 0.0116 0.2995 0.8110
Unweighted 0.0902 0.2591 0.0752 0.8696 0.8750 -0.0460 0.0999 0.0121 0.2815 0.7850
0.0068 0.3003 0.0902 1.1858 0.9540 -0.0026 0.1304 0.0170 0.5196 0.9560
0.8 QS 0.1406 0.3406 0.1358 0.9576 0.8560 -0.0749 0.1516 0.0286 0.3538 0.7950
Unweighted 0.1993 0.3864 0.1890 0.8706 0.7620 -0.1056 0.1783 0.0429 0.2824 0.6140
ccC -0.0075 0.4977 0.2477 2.0308 0.9510 0.0002 0.3519 0.1238 1.4331 0.9580
0.2 QS 0.0391 0.2659 0.0722 1.0214 0.9310 -0.0381 0.0895 0.0095 0.2993 0.7960
Unweighted 0.0393 0.2657 0.0722 1.0259 0.9380 -0.0381 0.0895 0.0095 0.2981 0.7980
cC 0.0062 0.5192 0.2696 2.0331 0.9560 -0.0030 0.3627 0.1316 1.4288 0.9510
0.3 QS 0.0756 0.2810 0.0847 1.0228 0.9040 -0.0573 0.1086 0.0151 0.3028 0.7000
70% Unweighted 0.0761 0.2801 0.0843 1.0297 0.9150 -0.0575 0.1083 0.0150 0.2994 0.7070
Censoring cC 0.0289 0.4999 0.2508 2.0411 0.9470 -0.0277 0.3514 0.1240 1.4365 0.9570
0.5 QS 0.1443 0.3003 0.1110 1.0381 0.8540 -0.1138 0.1435 0.0335 0.3147 0.5640
Unweighted 0.1470 0.2999 0.1116 1.0267 0.8530 -0.1147 0.1438 0.0388 0.2955 0.5300
ccC -0.0030 0.5184 0.2687 2.0476 0.9500 0.0088 0.3660 0.1341 1.4426 0.9500
0.8 QS 0.3175 0.4190 0.2764 1.0940 0.6630 -0.2524 0.2806 0.1425 0.3900 0.4120
Unweighted 0.3344 0.4165 0.2853 1.0298 0.6340 -0.2611 0.2817 0.1476 0.2997 0.3360
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Table 2.5: Simulation when an additional fixed covariate is present. The true values
of the parameters 3y, 1 and (5 are 5, 0.5 and 1 respectively. The time variable was
generated from a Cox model in which the baseline density (for Z = () was taken to be a
Weibull(2,3).

Method Parameter Bias SE MSE Width  Asympt. Cover.
Bo -0.0093 0.2389 0.0572 0.9242 0.9441
CcC b1 0.0056 0.1300 0.0169 0.5103 0.9500
30% B2 0.0069 0.2467 0.0609 0.9653 0.9500
Censoring Bo -0.0051 0.2315 0.0536 0.8872 0.9381
Qs B1 0.0032 0.1227 0.0151 0.4763 0.9471
Bo -0.0005 0.2263 0.0512 0.8725 0.9491
Bo -0.0141 0.3380 0.1144 1.3424 0.9450
CccC B1 0.0166 0.2108 0.0447 0.8504 0.9520
70% B2 0.0013 0.4322 0.1171 1.3351 0.9540
Censoring Bo 0.0125 0.3087 0.0954 1.1860 0.9430
Qs b1 -0.0035 0.1757 0.0309 0.6647 0.9340
B2 -0.0164 0.2550 0.0653 0.9641 0.9390

Table 2.6: Simulation results of 1000 repetitions in the case of binary data. Sample size
is n = 300, with 70% and 30% censoring, half of which is due to the cutpoint (end of
study), and the other half due to random censoring. The logit link function was used.
The real value of the intercept is log(9) so that P(Y = 1|X =0) = 0.9.

Bo B1
B1 Method Bias SE MSE Width Cover Bias SE MSE ‘Width Cover
-2 cc 0.0745 0.5345 0.2913 2.0374 0.9590 -0.0604 0.3427 0.1211 1.2845 0.9520
QS 0.0630 0.5194 0.2738 1.9818 0.9550 -0.0519 0.3284 0.1105 1.2262 0.9440
30% -3 ccC 0.1512 0.7350 0.5631 2.7753 0.9600 -0.1737 0.6548 0.4589 2.4453 0.9580
Censoring QS 0.1432 0.7231 0.5434 2.7375 0.9610 -0.1630 0.6360 0.4310 2.3860 0.9550
-4 ccC 0.2496 1.0366 1.1367 3.6842 0.9580 -0.3720 1.2126 1.6087 4.2440 0.9520
QS 0.2426 1.0319 1.1236 3.6528 0.9590 -0.3651 1.1952 1.5618 4.1730 0.9540
-2 ccC 0.0968 0.7344 0.5487 2.7572 0.9520 -0.0808 0.5517 0.3108 2.0635 0.9560
QS -0.0257 0.5900 0.3488 2.2090 0.9330 0.0278 0.3981 0.1593 1.4114 0.9180
70% -3 cC 0.1697 0.8597 0.7679 3.2288 0.9590 -0.2026 0.8205 0.7143 3.0411 0.9550
Censoring QS 0.1345 0.7999 0.6579 2.9524 0.9460 -0.1593 0.7211 0.5454 2.6190 0.9530
-4 cC 0.2746 1.1970 1.5083 4.0398 0.9620 -0.4173 1.4667 2.3254 4.8295 0.9630
QS 0.2549 1.1500 1.3875 3.8829 0.9590 -0.3937 1.3763 2.0492 4.5006 0.9530

Table 2.7: Simulation results of 1000 repetitions in the case of count data. Sample size
is n = 300, with 70% and 30% censoring, half of which is due to the cutpoint (end of
study), and the other half due to random censoring. The [og link function was used. The
real value of the intercept is 1 and the values of the slope were set to -1 and -1/3.

Bo B1
B1 Method Bias SE MSE Width Cover Bias SE MSE Width Cover
-1 ccC -0.0317 0.3852 0.1494 1.4247 0.9340 -0.0115 0.2503 0.0628 0.9287 0.9380
30% QS -0.0345 0.3700 0.1381 1.3456 0.9250 -0.0068 0.2286 0.0523 0.8259 0.9250
Censoring -1/3 cC -0.0130 0.2583 0.0669 1.0016 0.9450 -0.0011 0.1295 0.0168 0.4952 0.9440
QS -0.0222 0.2164 0.0473 0.8523 0.9350 0.0090 0.0919 0.0085 0.3559 0.9250
-1 ccC -0.0258 0.5031 0.2538 1.9022 0.9280 -0.0247 0.4365 0.1911 1.6478 0.9080
70% QS -0.0839 0.3963 0.1641 1.4788 0.8860 0.0518 0.2632 0.0719 0.9485 0.8550
Censoring -1/3 cC -0.0416 0.3981 0.1602 1.5102 0.9360 0.0136 0.2924 0.0857 1.1263 0.9440

Qs -0.0294 0.2347 0.0559 0.9552 0.7190 0.0370 0.1065 0.0127 0.4161 0.6990
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The proposed method based on Op optimality yielded smaller standard errors for all
three coeflicients compared to the CC analysis. The results for this model are presented
in Appendix A (Tables 6 and 7).

Next, we fitted a brokenline type model

Y = B0+ BU(X — ) + B (X — )4+ foz He (2.24)
log(X|z) =&+ &z +ou

where € ~ (0,72), xy = xI(x > 0), z_ = xI(x < 0) and 7* is some time point (change-
point). We obtained an estimate of the changepoint 7" using the algorithm presented
in Kuchenhoff (1997). Although the estimate obtained was 7* = 86.6 we considered it
fixed at 84 months (7 years) for illustrative purposes. We performed analyses using the
following methods: CC, QS(Weib), Un(Weib), QS(GG) and Un(GG) and the results are
presented in Table 2.8. In the same table we also include results that correspond to the
optimal QS approach and the Unweighted approach when the HCNS technique is con-
sidered for the covariate (QS(HCNS) and Un(HCNS) respectively). Note that the estimate
of the dispersion parameter 7 = 0.91 was provided from the CC analysis. The p—value of
the covariate of age in the underlying Cox model when using the HCNS approach equals
to 0.0014, indicating that the age is a significant predictor for the time to event variable.
We computed 95% CI’s using both the asymptotic covariance matrix and the bootstrap.
For each bootstrap sample we fitted the underlying AFT model for the methods QS(Weib),
Un(Weib), @S(GG) and Un(GG). For the methods QS(HCNS) and Un(HCNS) we considered
fitting the HCNS spline approach for each bootstrap sample.

To compare the brokenline type versus the linear model we tested Hy : B%l) — B%z) =0

using 1000 bootstrap samples. The 95% CI for the difference ,8%1) — {2) using QS(Weib)
and QS(GG) were (-0.0234, -0.0065) and (-0.0230, -0.0054) respectively, indicating that
model (2.24) is more appropriate than the simpler one in (2.23). The spline based
QS(HCNS) yielded similar results for this difference as well, i.e. (-0.0233, -0.0042).

The results showed smaller standard errors for the estimates of our methods when
compared to the CC analysis. The Unweighted method provided estimates similar to the
QS method in both the linear and the brokenline type model. The asymptotic CI’s were
fairly similar to the ones obtained by the resampling technique. For both the QS and
the Unweighted method a small increase in the SE’s was observed as we moved from the
Weibull to the GG model. When using the HCNS technique for the covariate we observe
that we obtain similar results as when using the GG model.

The model in (2.24) reduces to the so called hockey stick model when ﬁf) = 0. The
hockey stick model belongs to the family of models presented in Cai et al. (2006), where
they discuss a modeling approach to address the accuracy of a time dependent biomarker.
Their approach considers sensitivity and specificity as functions of time between the
measurement and the event. A suitably chosen distant time point (changepoint) is used
to distinguish the control group from the cases. Subjects that experience the event prior
to that time point are considered as cases. Under this modeling approach the marker
values for the control group are independent of survival time, given the covariates in the
model.

We note that when using the CC method we cannot reject the hypothesis that 59) =0,
that corresponds to the hockey stick model, whereas the same hypothesis is rejected
when using our methods. A major difference here between ignoring the censoring (CC) or
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Figure 2.3: Left: Scatter plot for the pbc data of the marker log(bilirubin) vs. time to
event for women with no edema (n=318). Right: Fitted brokenline models for the age
of 50 based on the CC, the proposed method with a Weibull model for the covariate
(@S(Weib)), and the proposed method with a GG model for the covariate (QS(GQ)).

taking it into account by our methods concerns the interpretation and use of the resulting
models. The CC analysis implies a model that can be used to evaluate the accuracy of
time dependent biomarkers as discussed in Cai et al. (2006). On the other hand, our
approach implies that the second linear segment (after the changepoint) has a negative
slope. A clear framework does not yet exist for assessing the accuracy of the biomarker
in this type of setting.

2.6 Discussion

In this chapter we study the problem of estimating the parameters of a generalized linear
model when a covariate is censored. We propose a quasi score based method that requires
no parametric assumptions for the distribution of the response and is computationally
simple. One setting in which the proposed methodology may be applied, is when dealing
with modeling a time dependent biomarker. There the marker value plays the role of
the response and the time to event, which is subject to censoring, is a covariate (Cai et
al. (2006)). The methods presented here differ from the Expected Estimating Equations
(EEE) approach in Wang and Pepe (2000) and the regression calibration (RC) technique
(see Carroll and Stefanski (1990)), which address measurement error in the covariates.
Our approach can be thought of as a compromise between the EEE, where the expectation
of the estimating equation given the data is considered, and the RC method, where
E(X;|A;) is simply plugged in for censored covariate values. Apart from the method
based on the optimal estimating function, we presented the computationally simpler
Unweighted method.

Simulation studies showed good performance, for various scenarios. In some cases,
the use of the percentile bootstrap technique is recommended in order to derive confi-
dence intervals. In the linear case, the simulations showed fairly similar results between
the suboptimal Unweighted method and the optimal one. In the case of binary and
count data we presented simulation results only for the optimal method since for the
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Table 2.8: Estimates of the coefficients of the brokenline type model for the PBC data.

Method Parameter Est. Asympt. SE Asympt. CI 95% Bootstrap CI 95%
Bo 14778 05571 0.3720  2.5836 - -
i -0.0187  0.0041  -0.0267 -0.0106 - -
cc S 0.0066 0.0104  -0.0141  0.0274 - -
Ba -0.0212 00100  -0.0411 -0.0013 - -
Bo 1.9418  0.4368 1.0856  2.7980  1.2003  2.6052
i) -0.0179  0.0033  -0.0245 -0.0114 -0.0249 -0.0114
QS(Weib) B -0.0030  0.0011  -0.0052 -0.0008 -0.0055 -0.0008
Bs -0.0291  0.0068  -0.0424 -0.0158 -0.0400 -0.0170
Bo 1.9700  0.4577 1.0729  2.8671  1.2037  2.6320
i) -0.0184 0.0033 10.0249 -0.0118 -0.0249 -0.0115
9s(GG) g -0.0044  0.0018  -0.0079 -0.0009 -0.0076 -0.0008
B2 -0.0301  0.0070  -0.0439 -0.0163 -0.0405 -0.0179
Bo 1.9038  0.4379 1.0455  2.7621  1.2144 25911
Jeis -0.0181  0.0033  -0.0246 -0.0116 -0.0251 -0.0110
QS(HCNS) 2 -0.0039  0.0016  -0.0070 -0.0009 -0.0090  -0.0011
B2 -0.0286  0.0068  -0.0419 -0.0152 -0.0393 -0.0171
Bo 1.9864  0.4380 11279 2.8450 12150  2.6662
i) -0.0180  0.0033  -0.0245 -0.0114 -0.0249 -0.0115
Un(Weib) 2 -0.0030  0.0011  -0.0052 -0.0007 -0.0056 -0.0009
Bs -0.0299  0.0068  -0.0433 -0.0166 -0.0418 -0.0179
Bo 1.9996  0.4580 11018 2.8973  1.2349  2.7065
1 -0.0184  0.0033  -0.0249 -0.0118 -0.0250 -0.0116
Un(GG) @ -0.0044 00018  -0.0079 -0.0009 -0.0076  -0.0008
B2 -0.0307  0.0070  -0.0445 -0.0168 -0.0416 -0.0183
Bo 1.9530  0.4379 1.0948 28113 1.1865  2.6081
s -0.0182 00033  -0.0247 -0.0117 -0.0248 -0.0114
Un(HCNS) 2 -0.0039  0.0016  -0.0069 -0.0009 -0.0088 -0.0012

B2 -0.0295 0.0068 -0.0429 -0.0162 -0.0407 -0.0171
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Unweighted method we observed very slow convergence of the Fisher Scoring algorithm.

The extension of the proposed method to accommodate interval censoring is straight-
forward, when the data include a number of fully observed values of the covariate. When
all data are interval censored, as in the setting discussed by Gomez et al. (2003), some
aspects need further study, in particular regarding the estimation of the dispersion pa-
rameter 7. Due to the presence of censoring a kind of a parametric model for the covariate
is needed for the method to be applicable. The presented approach can be straightfor-
wardly generalized in the case of left censoring. In this case the difference would be that
the expectations required would be conditioned on X; < ¢; instead of X; > ¢;. Left trun-
cation could be also accommodated if the parametric model assumed for the regressor is
properly adjusted.

In this chapter, we explored fitting the flexible generalized gamma AFT model to the
time to event covariate as well as a new spline based approach. We investigated the fit
of a natural non-decreasing spline to smooth the Kaplan Meier based cumulative hazard
of the censored covariate. The constraints derived through a linear approximation of
a non linear region that defines the necessary and sufficient condition of monotonicity.
Thus, the spline fitting problem reduces to a restricted least squares one, with linear
restrictions on the parameters. The problem is always convex and the method can be
applied in the presence of small sample sizes and/or heavy censoring. In the case of
additional covariates our method is easily generalizable, under the proportional hazard
assumption, and computationally stable. This is due to the convex linear optimization
that the proposed methodology is based on.

Another important generalization which will be discussed in the next chapter is the
case when multiple measurements are taken repeatedly on each subject, until the time of
event or censoring. This last setting would appear to be the ideal one in which to consider
joint modeling for both, marker values and survival, an approach that is potentially more
informative. A good source of references on relevant work is given in Lawless (2003). In
particular the model with additional covariates presented in Section 2.2.3 is consistent
with the modeling approach concerning marker processes discussed in Cox (1999).

2.7 Technical Notes
2.7.1 Proof of Theorem 1
First, note that
pi = E(Y;|T;, Ay) = Ex,ron {EY T3, Ad, Xi)} = Exymon, {971 (xi8) }
and

Var(Yi|Ti, Ai) = Exra, AVar(Yi|Ti, Ai, Xi)} + Varx,m,a, {E(YilTi, A, Xi) }

The estimating functions are unbiased since

E{AB)Y —p)} = E[E{A(B)(Y — p)|T, A} = E{A(B)E(Y — pf|T,A)} = 0.
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We also have

B(G) = E{A@B), @ (y-u)) - AB)
= B[B{A@)1, & (y - 1)) - AB)R|T, A ]
= —E{A@uc}.

If we denote the error vector by e = Y — u¢ then we derive
E(GGY) = E [E {A(@)ee’A*’(ﬁ)} IT, A}
= {aBW'A"(8)}.

Thus, (EG) 'E(GG*) is a constant matrix if A* (3) = A* = Wpuc. So the optimal
estimating function is G* = 1 W(Y — p€) and can be written as

o - S (i) ()}

=1

from which the result in (2.8) is straightforward. This completes the proof.

2.7.2 Optimal points of approximation for the region of monotonicity

We use Smith’s algorithm (1970) to derive optimal polygons within the region of mono-
tonicity. Let n be any even number greater or equal to 4. Consider the set ¢, of
incremented angles from O to 27 by 27” Thus, ¢(,) is the set

27 4w 6w 87
@(n): {O)a)va)"'aQﬂ-}‘

n - n n n

Obviously ¢,y C ©(kn)s Vk integer. Smith’s algorithm is based on the calculation of
sines and cosines of the incremented quantity, ¢, to obtain the optimal approximation
(in terms of the inscribed area) of an ellipse, given a fixed number of points. By applying
Smith’s algorithm to derive the optimal 12—gon within the ellipse under study, ¢(a,b),
we notice that the points (3,0), (0,3) and (3,3) are included in the set of the twelve points.
Thus, these points will be included in every 12k—gon, kK =1,2,...

For the optimal 12—gon we also notice that three points need to be discarded since
they are under the line b —a+3 = 0. Note that for every pair of angles in ¢, an extra angle
is placed between them if k is increased by 1. In effect, as we move from k to k+ 1, we get
additional points, each one lying between two consecutive points obtained in the previous
approximation. Thus, for the optimal 12k—gon we should discard 4k — 1 points due to
the fact that they are under the line b — a 4+ 3 = 0, and insert the point (0,0) instead. So
finally, through Smith’s algorithm, we can instantly derive the optimal inscribed polygon
within the region of monotonicity, M, defined by the 12k — (4k — 1) + 1 = 8k + 2 points
of approximation.
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2.7.3 Constraints for capturing region A

We consider the derivation of the constraints given in (2.16). Suppose that we have 6
knots i.e. K = 6. For model (2.14) we can derive the following:

H(’Tl) =0

H(m) = 01(m0 — 11)3

H(13) = 01(13 — 11)3 + 02(13 — 72)3

H(14) = 01(14 — 11)3 + 02(74 — 72)3 + 03(74 — 73)3

H(7s) = 61(15 — 11)% 4 Ba(75 — 12)% + B3 (15 — 73) + Ba(15 — T2)?

H(76) = 61(16 — 11)* + Ba2(76 — 72)* + Bs(76 — 73)° + Ba(16 — T4)® + O5(76 — 75)°
Also for the derivatives of the model at the knots we have:

H'(r)=0

H’(Tg) = 3(91(’7’2 — 7'1)2

H/(T3) = 3(91(7’3 - 7'1)2 + 392(7‘3 — 7'2)2

H,(T4) = 3(91(7’4 — 7'1)2 + 392(7‘4 — 7’2)2 + 393(7’4 — 7’3)2

H/(T5) = 391(7‘5 - 7'1)2 + 392(7‘5 — 7'2)2 + 393(7’5 — ’7'3)2 + 394(7’5 — 7’4)2

H,(T(;) = 3(91(7'6 — 7'1)2 + 392(7‘6 — 7’2)2 + 393(7’6 - 7’3)2 + 394(7’6 — T4)2 + 395(7’6 — T5)2

Consider the region of approximation A that is defined by a decahexagon inscribed
in region M (thus Q = 14). Each of the Q line segments will lead to () line equations of
the form:

gi=gi(a,b) =b+ & a+e’ =0, i=1,....Q
For a point (aj, bj) and following the notation of section 2.4.1.3 we require
vigi(aj,b;) <0, i =1,2,...,Q (2.25)
Note that (2.25) can be written as

(Tj41) — H(7))
T4l — Tj

<0 (2.26)

o | H'(7y40) + € H' (1) + &
Thus, for the interval |7y, 72, using formula (2.26) we derive for the g;:

gi(aj,bj) = 61 (3(m2 — 7'1)2 +f(()i)(7'2 - 7’1)2), 1=1,...,14.

For the interval |79, 73] :

(=)’ = (= m)*
T3 — T2

02[3(73 — 72)° +§éi)(73 —-m)?, i=1,..14

gi(aj,bj) :91[3(7'3—71)2+3§§i)(T2—T1)2+§(()i) +

For [13, 4]
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. P Y
gi(a;,b5) = 01[3(ra = 71)* + 35@ (r3 —11)% + f(()l) m Tll; - (723 1) ]+

(ra—72)° — (13— 72)3}
T4 — T3

O3[3(rs — )2 + €D — )2 i=1,..,14

0s[3(7s — 72)2 + 36 (13 — 1) + &

+

For [14, 75

(15 —71)° — (14 — 71)3}

gi(aj,bj) :01[3(7'5—7'1)2—|—3f§i)(7'4—7'1)2—{—£(()i) +
T5 — T4
, ) N3 (33
02[3(15 — 12)2 + 35%1) (14 — )% + S(()l) (15 —72)" = (u = m) |+
T5 — T4
. . N3 (33
B3[3(r5 — 73) + 367 (14 — 73)? + £ (75 — 73)° — (14— 73) I+
T — T4
0u[3(ms — 7a)? + &7 (s —ma)?] i=1,...,14
For [75, 7¢]
. . N3 ()3
01[3(16 — )%+ 35%1) (15 — 1) + 5(()1) (r6 —7)° = (15 = 71) 1+
T — Ts
. ) N3 (33
02[3(r5 — )2 + 360 (1 — )2 4 £ BT (B m )
T6 — T5
, ) N3 (33
03[3(r5 — 73)% + 360 (5 — my)? + £ BT = (B 2 T8)7)
T6 — T5
. . N3 (3
04[3(16 — 74)? + 35%2) (15 — 1) + 5(()1) (76 = 70)” = (5 = 7a) 1+

6 — T5
05(3(r6 — 75)2 + € (76 — 75)2] i=1,...,14

Thus, it is easy to show that for an interval [7},7;41] the constraints required to
capture region A are of the form (2.16).
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Chapter 3

Generalized Linear Models with a
censored covariate for longitudinal
data

In many longitudinal clinical studies interest lies in modeling marker values that are
repeatedly taken on subjects. These marker values may depend on the time to event
variable (among others). For example in prostate cancer studies we are interested in
relating the PSA (prostate specific antigen) with the time to relapse. Studies regarding HIV
(human immunodeficiency virus) patients may also attempt to investigate the relationship
between CD4 cell count and time to death. Another example studied in Schluchter et
al. (2002) that focused on cystic fibrosis patients, explores the association between
pulmonary function and time to death. They use a standard joint model (also known
as shared parameter model) which involves two stages. The first stage specifies the
distributions of the subject specific characteristics (or random effects). The second stage
involves assumptions regarding the distributions of the longitudinal measurements and
the time to event variable given the subject specific effects. For detailed overviews of
this modeling approach see Tsiatis and Davidian (2004), Yu et al. (2004). Under the
joint model framework, Rizopoulos (2011) discusses estimation of survival probabilities
as well as the assessment of the discriminatory capability of a longitudinal marker by
appropriately defining sensitivity and specificity followed by ROC analysis.

In this Chapter we follow an estimating function approach considering marginal mod-
els. We present an extension of the method introduced in Chapter 2, under the longi-
tudinal framework. When repeated measurements are taken on each subject correlation
must be taken into account. In Chapter 2, our approach assumed parametric models
for the censored covariate. Here, we relax strict parametric assumptions by employing
monotone natural cubic splines for the survival function of the censored covariate. No
assumptions are made for the parametric form of the joint distribution of the repeated
measurements. We do not specify any parametric form of the conditional distribution
of the response given the subject specific effects even though such a modeling approach
may be more appropriate in some settings. In this Chapter our primary focus is to make
inferences about the population means. We also discuss other computationally simpler
approaches and comparisons are made via simulations. We contrast our approach with
common linear mixed models and the joint modeling approach.

55
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This Chapter is organized as follows: In Section 3.1 we briefly recall the joint modeling
approach and we refer to the linear model. In Sections 3.2 and 3.3 we present the
proposed approach and discuss some of the most commonly used link functions as well
as the assumptions imposed for the censored covariate. In section 3.4 we discuss the
way additional fully observed covariates can be accommodated under semiparametric
assumptions. In Section 3.5 we present a real data application and we conclude with a
discussion in which we contrast our approach with mixed models.

3.1 Joint Modeling Approach for the Linear Mixed Effect Model

Consider the marker measurements Y;; = Yi(sij) for subject ¢ taken at the time points
sij, with j = 1,...,n;and ¢ = 1,...,n. Denote with X; the time to event variable and C;
the censoring variable. We only observe a censored version of the time to event variable,
let 7; = min(X;,C;). A status indicator A; = I(X; < C;) is also available, taking the
value 1 for an event and O otherwise. A usual choice it to employ a relative risk model to
associate the true response mz(t) with the risk of an event (see also Rizopoulos (2011)).

hi(t|M;(t)) = ho(t)exp(am;(t)), (3.1

where M;(t) = {m;(u),0 < u < t} is the history of the true longitudinal process
until time ¢ and hg is the baseline hazard rate that may be completely unspecified. Even
though additional covariates can be straightforwardly accommodated, we do not consider
them here for simplicity. The linear mixed effect model assumed is of the form:

yi(t) = m(t) + e(t) (3.2)
= X[(t)B+z; ()b +e(t), €(t) ~ N(0,07),

where 3, b; are the vectors of fixed and random effects respectively, and x;(t), z(t)
are the row vectors of the corresponding design matrices for the fixed and random effects.
The measurement error € is assumed to be normally distributed. The random effects b;
are assumed to be independent of ¢;(¢) and to follow a multivariate normal distribution
with some covariance matrix and zero mean. Maximum likelihood estimators can then
be derived by assuming a joint distribution for the available data T}, d;, ;. Under the as-
sumption that the repeated measurements of the response are conditionally independent

from the time to event variable, given the subject specific effects we have:

[ (T3, 6:,yi|bi; 0) = f(T3,6:by; 0) f (yi|bs; 6) (3.3)
f(yilbi; 0) = [ [ £ (wi(s:5)|bi; 6) (3.4)
J

where 0 is the parameter vector. The contribution of the ¢:—th subject to the log-
likelihood is given by

log f (T3, bi, yi; 6) :log/f(Ti,5z'|bz';9)Hf(yz'(sz'j)|bz';9)f(bi;9)dbz (3.5)
J
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where for the survival function we have

Si(tIM;(t)) = P(X > t|M;(t)) = exp <—/0 hi(s|Mi(s); 0)ds> . (3.6)

Computational issues may arise during maximization of the above log-likelihood func-
tion since the integrals in (3.6) and (3.5) do not generally have a closed form solution.
For illustration purposes, consider the special case where b; = [by;, by;], all data are fully
observed, and hy(t) is constant, ho(t) = A, that is the baseline hazard rate correspond to
an exponential distribution, then the survival function in (3.6) is tractable we derive

t
Si(t‘b()i,bli) = €exp <—/ ho(S)Gami(s)d8> (3.7)
0

t
fr exp <_/ Aea[(ﬂ0+boz)+(ﬁl+blz)8]dS)
0

eat(B1+bii) _
)

— exp | —\e®Botboi)
P ( a(B1 + by

and

at(Bi+b1i) _ 1
tbo, bry) =  (Ae@l(Botboi)+(Bi+bri)] _petBotbo) T T 1) 3¢
Ftlboibis) = (% ) eap (e G | 68

If for the i—th subject 0* = Ae@(Potbo) 5 () and a* = a(by+ p1) > 0 then (3.7) and (3.8)
correspond to the Gompertz distribution with density function

*

f(z) = 0% Texp ((i*(l — ea*x)> , ©>0.

Numerical procedures have to be employed for the maximization of the log-likelihood
and the evaluation of its integrals. Even then, the approach is not computationally stable
and convergence is not guaranteed.

3.2 Marginal Models in the Presence of a Censored Covariate

We propose a population based modeling approach. We are interested in estimating the
parameters of a generalized linear model (GLM) when longitudinal data are available and
one covariate suffers from censoring. We assume that the other, fully observed covariates,
that may be available refer only to baseline measurements and are not longitudinal
in nature. We denote the time lag exists between the marker measurement and the
occurence of the event by X = X; — si; > 0. It is expected that marker measurements
taken closer to the time of the occurence of the event would be higher (if higher marker
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values are more indicative of the disease). For a detailed discussion about such a setting
see Cai et al. (2006). Consider the GLM of the form

E(Y;5| X5 = xij,21) =
9(piz) = [xi5, 2] [Bo, B1, Ba]
Var(Yi;| Xj; = xj5,2:) = ?o(u); i=1,...,N, j=1,....n
where g() is the link function, Jj is the intercept, (1 is the coefficient of the censored

covariate, 3o is the vector of coefficients corresponding to the fully observed covariates,
the vector x;; = [1,z};]' refers to the covariate values that may be censored, the vector

z; = [zi1,...,2ip—1] refers to the fully observed covariate values, v(y;) is the variance

function and 72 is the dispersion parameter (McCullogh and Searle (2001)). The within
subject association is denotes as p;;. Assuming that there are K subjects in total, and

each one exhibits n; measurements, ¢ = 1, ..., K, then model (3.9) in vector form can be
written as
B(Y[X) = p, g(p) = X8, Var(Y[X) = 72V (u), 3.9)
whereY = [Y11, -« Ylng> Y21 - - s Y2ngs - - - s UKLy - - - » YKng|'» X = [(x“{l,zll), e (x;i:,z/n)]’,

B = [0, B, B s b = [pars- - purens)s 8(1) = [9(p11), - -, 9(pxcny )] and for the vari-
ance we have that V = V(u) which would be a symmetric positive-definite block diagonal

matrix of known functions with number of rows and columns equal to N = ZZK ;.
The available data are of the form

yir  ti s11 01 211 ... Zpo11
Ying t1 S1ny 01 211 --- Zp—1,1
Y21 t1 S91 09 212 --- Zp—1.2
{Y,T,A,Z} = 5 , (3.10)
Y2no 2 S2n4 2 212 .- Zp-12
Ykl lk Sknl OK 21K -+ Zp 1K
yKnK tK SKnK 6[{ ZLK . Zp—l,K

where t; = min(x;,¢;), ¢; is censoring time for the i—th subject and §; = [, (zi<ci)s where
I( 4y denotes the indicator function of the event A. We denote with t;‘j is the censored time
lag, namely, ¢;; = t; — s;;.

3.3 Estimating Function Approach

Here, we extend the approach developed in Chapter 2 when repeated measurements are

available. We consider employing the estimating equations

G* = " W(Y — p) (3.11)
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*
ij

where the 4, j — th row of u® is pf; = Ex, 1, A, {gil(x /4,8)} . We assume that the

unconditional variance of the response is finite and FE {[LC/W/,},C} is nonsingular, where
wWl=V.

In the case where there is no censoring these estimating function (3.11) reduces to the
usual estimating function employed in generalized linear models dealing with longitudinal
models under the marginal approach presented in Fitzmaurice et al. (2004). That is, the
well known approach of Generalized Estimating Equations (GEE). A computationally
easier alternative is to consider the Unweighted estimating function GU" = /ic/(Y — p°).
In practice, for solving G* = 0, estimates for the dispersion parameter and the correlation
parameter(s) are required. The C'C approach can provide consistent estimates for both
the correlation and the dispersion parameters. Given these estimates one can proceed
by using the Fisher Scoring algorithm to solve the proposed quasi score (QS) estimating
equations:

3 2 ey ‘e -1 * c
Bm+1) = Bim) + (N (m) W (m) 4 (m)) Al (Y — i)

One can use ,B(CC), that is the obtained estimate of the CC approach, as initial
estimate values of parameter vector 3 for the above iterative procedure.

3.3.1 Examples of commonly used link functions

Here we present some examples of three commonly used link functions, that is the iden-
tity, the logit and the log. We show the form of the QS estimating functions and discuss
what assumptions are trivially satisfied due to the nature of the data.

Identity link function for continuous data:

In this case we consider a simple regression setting relating the response to the time
lag. We have

c _ oA BotBilti = siz), iftA =1
Mzg(ﬂ) - E(Y;,]|E3AZ> - { BO_'_BI(E(X’LﬁXz > tz‘) —Sij), i AZ —0.

For the variance and covariance we derive:

7'2 lfAZ:]_

Var(Yy;|Ti, Ag) = { WVar(X|X; > t;) + 72, if A;=0

and
pr? ifA;=1

Thus in this case, the matrix f1€ is an (N = Zfi 1 Mi) %2 matrix with its first column
equal to 1. The elements of the second column equal to ¢} = t; — s;; when the covariate
is observed and F(X}|X; > t;) = E(X;|X; > t;) — s;; when censoring occurs. Let A be
equal to the (N x N) diagonal matrix diag{72}¥,. Let also R be the block diagonal matrix
R = diag{R1,Rq,...,Rk} where R, is the correlation matrix of the measurements of
the 7—th subject. Hence, matrix V in this case turns out to be
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V = ARA? +C

where C = diag{C1,Ca,...,Ck} with C; = BVar(X;|T;, A;) x J,,. Note that if
we consider that all correlations are equal to p then R; = pJ,,. We note that in the
identity link case, our approach simply reduces to mean imputation of the censored co-
variate. Then the appropriate weights, that is matrix W = V!, are calculated. Finally,
to solve the corresponding estimating equations an estimate of 72 and p are needed, and
in practice can be obtained by the C'C' approach. The assumption that the unconditional
variance of the response is finite is satisfied in this case if F(X?) < co. Note that matrix
V is similar to the corresponding matrix used in the common setting of no censoring (see
Fitzmaurice et al. (2004)), only now the correction C is added.

Binary data with the logit link function:

In the case of binary data and when the logit link is employed we derive

exp(Bo+PB1(ti—siz)) ifA; =1

c _ 7 14+exp(Bo+P1(ti—siz))’
Hij(B) = B(Yyj|Ti, Ai) = exp(Bort 61 (X:—si1)) -
B (1+€IP(BO+BI(Xi—;ij)) X3 > ti) , A =0

where E(Y;;|T;, A;) = P(Y;; = 1|73, A;) and it can be shown that
Var(Yi;|T;, Ai) = pg;(8)(1 — p;(8)).
For the covariance we have
P(Yi; =1,Yy = 1T;, Aq) — P(Yiy = 1T, D) P(Yie = 1T, &)

The within subject association is defined through the log odds ratio. Under the
unstructured pairwise log odds ratio pattern we have

P(Y;; = 1, Y = 1|T5, A)P(Y; = 0,Y, = 0[T;, A,
%‘jkZZOQ(OR(Yz'j,KkTi,Ai))ZZOQ( xe, - s = )>.

P(Y; =1,Y, =0|T;, ) P(Y; = 0,Y), = 1|13, Ay)
Following the ideas of Diggle (1992) and Carey et al. (1993) it is easy to show that

logit(P(Yi; = 1Y = Yir, T, Ai)) = Yijr¥ix + Wik (3.12)

where

wii = log ( P(Yy; = 1|T;, Ay) — P(Yy; = 1Yy, = 1|T;, Ay) )
Y 1— P(Yi; = 1T}, ;) — P(Yir, = 1|T3, Ap) + P(Y; = 1, Y, = 1|T3, A )

In the simplest case we may assume that v;;; = «. Thus, « is considered simply as a
regression coefficient in a logistic regression model where Y;;, plays the role of a covariate
and w;j, is considered as an offset. Note that given the probabilities P(Y;; = y;;|T;, A;),
yi; = 0,1 and the value of the OR = exp(;;i). then one can obtain the probabilities of
the form P(Y;; = yij, Yie = vl T3, i), yij = 0,1, yij1 = 0,1. As in Carey et al. (1993) the
estimation procedure iterates between the following two steps:
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e Step 1: In the r—th iteration, given the estimates of &) and B(’"), evaluate the
offset w;j; and obtain &1 through (3.12).

e Step 2: Given "tV and B(T) one can obtain the probabilities P(Y;; = 1,Yj, =
1|T;, A;), P(Ys; = 1T3, ), and P(Y;, = 1|73, A;) and hence Cov (Y5, Yie| T3, As).
Thus, one can solve the proposed estimating equations obtained by (3.11) to derive
the updated estimate 31,

In the more general setting one may assume that ;. = ocr; ;i Where r; ;i 1s a known
vector of pair specific covariates which specify the form of the association of Y;; and
Yi,. For example, r;;; might involve indicators that inform us about the relation of the
subjects within clusters, such as husband-wife, parent-child etc (see Carey et al. (1993)).

We note that the design matrix ﬂc is an (Z n; X 2) matrix with the first element

exp(Bo+PBi1(ti—sijz))
{14exp(Bo+pL1(ti—sij)
7 | X; > ti) when the covariate is right censored. The second

(ti—sij)exp(Bo+Pi(ti—siz))
{1+exp(Bo+B1(ti—si;))}°
oy _exp(Bot+B1(Xi—sis)) , ) . .

actly and E ((Xl Sij) Trerp(Bot i (Xi—s )T | X; > t; ) when right censoring occurs. Due
to the binary nature of the data, the unconditional variance of the response is always

finite, that is Var(Y;;) < oo.

of the ¢, j—th row equal to

exp(Bo+pF1(Xi—sij))
and £ ({1+6$P(50+51 (Xi—sij)

element of ¢, j—th row equals to

e when the covariate is observed exactly

when the covariate is observed ex-

Count data with the log link function:

In the case of count data and when the log link is employed we have
exp(Bo + Bi(ti — sij)), fA; =1
E{exp(Bo + B1(Xi — 5i5))| X > i}, if Ay =0.

Based on the usual mean to variance relationship the conditional variance given the
time to event or censoring can be written as

1y = E(Y4|T A) = {

| i (B), if A; =1
Var(YylTs, &) = { 2E (i (B)X: > t:} + Var (i (B)X: > t:}, if A; =0.

If we denote p;; = E(Yj;|X; = x;) and assume that we have only one correlation
parameter to estimate as in the linear case (let p), then for the conditional covariance
that corresponds to a censored covariate value we derive

COU(Y;J',Y;HXi > ti) = E(Y;J}/ZHXZ > ti) — E(Y;J|X1 > tz)E(}/zk’Xz > ti)
E(pr®\/Rij/1k| Xi > t;) + Cov(pij, pik| Xi > t;)

since
E(Y; Yl X > t;) = E(E(YyYilXi = ;)| Xi > t;)

E(Cov(Yy;Yir| Xs = x;) + E(Y3| X = ) E(Yi| Xi = )| Xy > )
= E(p7*\/lig/Iik + fijhik] Xi > t;)



62 CHAPTER 3. GLMS WITH A CENSORED COVARIATE FOR LONGITUDINAL DATA

and E(Yj;|X; > t;) = uf; = E(E(Y;|X; = 2i)|Xi > t;) = E(wij|X; > t;). Thus, for the
covariance we have

2 .
v AN ) PTTN i Mk, ifA; =1

In this case the first element of the 7, j—th row of matrix p¢ equals to exp(Po+ B1(t; —
si7)) when the covariate value is observed exactly and E {exp(8o + 51(X; — si5))| Xi > t;}
when the covariate value is right censored. The second element of ¢, j —th row of matrix
[116 equals to (ti—sij)ech(ﬁo—&—& (ti—sij)) and F {(X; — Sij)eibp(ﬂ(] + B1(X; — Sij)‘Xi >t}
when right censoring occurs. For the proposed method to be applicable in this case, we
require Var {exp(So + B1(X; — si5))} < oo or equivalently Mx (251) < oo, where Mx(.)
is the moment generating function (m.g.f) of the distribution of the time to event variable.

3.4 HCNS approach for modeling the censored covariate

In the case where only the censored covariate is available our approach is a two stage
one. Due to the need of calculation of the conditional expectations presented above
some assumptions regarding the distribution of X are required. One approach would
be to assume a parametric approach for the covariate distribution. Since the censored
covariate refers to a time to event random variable one may choose among the commonly
used parametric models used in survival analysis such as Exponential, Weibull, Gamma
etc. Note that for each model the applicability of our approach should be checked based
on the finite variance condition as also mentioned in the previous chapter. This is
discussed separately in the above examples that refer to the three commonly used link
functions.

Here we explore the spline approach that was utilized to model the censored covariate
in Chapter 2, namely model (2.14) under the linear restrictions (2.15) that are required
to impose monotonicity. After fitting model (2.14) under the necessary constraints of
monotonicity we derive 6, and an estimator of the smoothed version of the cumulative
hazard based on this constrained natural spline (HCNS) approach is obtained. Based on
the HCNS technique all conditions for the application of our method are satisfied. In this
case our approach is summarized in the following four stages:

e Stage 1: Obtain the usual Kaplan Meier based cumulative hazard step estimate
based only on the information provided by the censored covariate.

e Stage 2: Fit the spline model in (3.4) under the necessary constraints of monotonic-
ity
e Stage 3: Perform CC analysis to obtain initial estimates for the parameters of inter-

est, as well as consistent estimates for the dispersion and within subject association
parameters.

e Stage 4: Based on the previous three steps, solve G* = 0 using the Fisher Scoring
algorithm.
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Consider the case that another fully observed covariate, let Z, is available and need
to be accommodated in our modeling approach. We assume that this covariate, is not
longitudinal in nature and refers only to baseline or time invariant measurements of the
subjects. In this case the corresponding QS estimating functions can be shown to be
G* = u“W(Y — u€) where the 4, j—th row of uC is v = Ex, 1007 {gil([x;, zz]ﬁ)}
The accommodation of other fully observed covariates, let Z = [Z},Zs, ..., Z,|, can be
done straightforwardly in a similar fashion. The information that the fully observed
covariates may carry about the censored one should be taken into account. Here, we
explore spline models that relate the censored covariate with the fully observed ones
based on semiparametric assumptions in order to model X |7, Z, ..., Z,. We utilize the
well known Cox model and smooth the step function of the baseline cumulative hazard as
described in the previous section. That is, our approach is summarized in the following
stages:

e Stage 1: Perform usual Cox analysis and derive a consistent estimate of parameter
vector 4, along with the cox estimate of the baseline cumulative hazard function.

e Stage 2: Fit the spline model in (2.14) to the corners of the estimated step cumula-
tive hazard function of the previous stage.

e Stage 3: Perform CC analysis to obtain initial estimates for the parameters of
interest along with consistent estimates of the dispersion and the within subject
association parameters.

e Stage 4: Based on the estimated vector coefficients of the cox model used in stage
1, the spline modeling employed in stage 2, and the obtained estimates of stage 3,
solve G* = 0.

3.5 Application

We apply our methods to a data set that involves HIV patients. A clinical trial that involves
467 patients with advanced HIV infection who had previously failed or were intolerant
to treatment with zidovudine (AZT) is presented in Abrams et al. (1994). The aim of
this study is to compare two antiretroviral drugs, didanosine (ddI) and zalcitabine (ddC)
regarding their effect on time to death. Subjects were randomized to the two therapy
groups and were monitored by measuring their CD4 cell counts at 2, 6, 12 and 18
months. The CD4 cell count is widely used as a biomarker for AIDS progression and one
might be interested in how the CD4 cell count is affected by the time lag or time event
among other covariates. The level of censoring in this study is about 60%. For more
details of this study we refer to Abrams et.at. (1994). The data set is included in JM
R package written by Rizopoulos (2010) where an analysis based on the joint modeling
approach is provided. These data are also analyzed in Guo and Carlin (2004) where
parametric models are considered to link the time to survival to the other covariates.
The available variables of this data set are: the id of the patients, the treatment group
(ddC=0, ddI=1), previous opportunistic infection (prevOI=1 for AIDS, prevOI=-1 for No
Aids), gender (male=1, female=-1), and AZT (intolerance=-1 and failure=1). This is the
coding also used in SAS in Littell et al. (2006). We consider the square root of C'D4
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as the biomarker response. It is common to work with v (D4 instead of C' D4 since its
distribution may be skewed.

First, we provide the graphs that show the actual vCD4 measurements over time
for each profile and each patient (Figures 3.1, 3.2, 3.3 and 3.4). Note that there are no
patients with the following two profiles: (i) Drug = ddC', Gender = Female, PrevOIl =
AIDS, AZT = failure, and (ii) Drug = ddI, Gender = Male, PrevOI = NoAIDS,
AZT = failure. Next, we consider exploring the survival curves that will account for
all the time invariant covariates and correspond to all possible profiles of a patient (see
Figure 3.5). Apart from the fact that this analysis is required to proceed to our modeling
approaches, it is also of clinical interest to explore the effect of the fixed covariates on
time to death. We observe that the Cox based survival curves that correspond to subjects
with PrevOI = NoAIDS yield greater survival probabilities in all cases (i.e. in all sub-
profiles). Along with the Cox survival curves the spline curves are also plotted in Figure
3.5.

Here, we consider relating the square root of C'D4 cells to the other covariate by:

Yi=VCD4 = o+ 87X+ 87 (X — siy) (3.13)
+  BoDrug; + B3Drug; X; + BaDrug;(X; — sij)
+ BsGender; + BePrevOl + BrAZT + €5

Following our approaches presented above, we evaluate the underlying conditional
expectation E(X;|T;, A;, Drug;, Gender;, AZT;). This is done by fitting the HC' N S model
to the Cox based cumulative baseline hazard function. The results of the usual Cox anal-
ysis are: Yp,ug = 0.2168, (SE = 0.1388,p — value = 0.1464), Ygender = —0.1710(SE =
0.1227,p — value = 0.1636), Yprevor = 0.6459(SE = 0.1135, p — value = 0.0000), Yaz7 =
0.0768(SE = 0.0817,p — value = 0.3359).

Before applying the QS method we first discuss the Unweighted method which easier
to implement. After imputing the censored observations by replacing the time to cen-
soring with E (Xi|Ti, Ai, Drug;, Gender;, AZT;) which is evaluated based on the spline
survival estimate S (Xi|T3, Ay, Drug;, Gender;, AZT;), we can straightforwardly perform
the Unweighted method. This is done by using the CC within subjects correlation
coefficient estimate (ﬁ(cc) = 0.688) as well as the CC dispersion parameter estimate
(6(00) = 2.9283). These CC estimates can be obtained by standard software since rou-
tines are readily available in SAS (proc genmod) and R (gee). Once the imputation is
employed then all times are regarded as fully observed and during the repetitive proce-
dure of solving the estimating equations ﬁ(CC) and 6(©) are held fixed and considered
known. The results of the Unweighted method along with the ones of the C'C' are pre-
sented in Table 3.1. To obtain 95% confidence intervals for the Unweighted method we
considered the percentile bootstrap with 1000 bootstrap samples. For the C'C' we present
the usual asymptotic confidence intervals.

We observe that the Unweighted Method yields for almost all parameters essentially
narrower confidence intervals compared to ones obtained by the CC. An interesting fact
is that the cross sectional effect associated with the time to event variable turns out
to be statistically significant according to the Unweighted method while the CC yields
the asymptotic confidence interval (—0.1795,0.0437) for this parameter. One might have
expected that the time to event variable not to be significant since at the time of the event
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Figure 3.1: The actual measurements of v/ C'D4 of each patient over time for the profiles
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Figure 3.2: The actual measurements of v/C' D4 of each patient over time for the profiles

mentioned separately in each title
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Figure 3.3: The actual measurements of v/ C' D4 of each patient over time for the profiles
mentioned separately in each title

Table 3.1: Parameter estimates and corresponding 95% confidence intervals as obtained
by the C'C, the Unweighted method and the @S Method. The asterisk indicates statistical
significance for the corresponding estimates of the QS method at o = 0.05. (ﬁ(CC) = (0.688
and (%) = 2.9283)

ccC Unweighted method QS method
Parameters Estimates 95% Cls Estimates 95% Cls Estimates 95% Cls

intercept 5.1079 3.6779 6.5379 5.6980 4.4871 6.8030 5.5429 4.4410 6.7044*
X -0.0679 -0.1795 0.0437 -0.1093 -0.1537 -0.0570 -0.1093 -0.1527 -0.0631*
timelag 0.1883 0.0804 0.2962 0.1573 0.1152 0.1985 0.1597 0.1202 0.1991*
drug X ttmelag -0.0356 -0.1069 0.1781 -0.0053 -0.0629 0.0534 -0.0078 -0.0615 0.0519
drug 0.0004 -1.8307 1.8316 0.1828 -0.7826 1.1976 -0.0555 -1.0348 0.9649
drug X X; -0.0310 -0.2322 0.1703 0.0264 -0.0379 0.0912 0.0395 -0.0263 0.1007
gender -0.1143 -0.9512 0.7226 -0.4784 -1.1508 0.1043 -0.2376 -0.9312 0.4080
prevOIl -1.7649 -2.6152 -0.9146 -0.9591 -1.6467 -0.2827 -1.0815 -1.6787 -0.5357*
AZT -0.2267 -0.6069 0.1535 -0.0486 -0.4122 0.3388 -0.0449 -0.3955 0.3434

the v/ C'D4 cell counts should not significantly differ from subject to subject. However,
in such studies where new drugs are under study and comparison, it might be the case
that individuals do not die form the actual disease causes but due to drug side effects
(see Palella et al. (2006)). In their study they conclude that the proportion of deaths
attributable to non-AIDS diseases may include hepatic, cardiovascular, and pulmonary
disorders, as well as non-AIDS malignancies.

We continue by applying the QS estimating function approach assuming the same
model as before. To assess this method we need to obtain an estimate for the conditional



3.6. DISCUSSION 67

Drug=dd|, Gender=Female, PrevOI=AIDS, AZT=Intolerance Drug=dd|, Gender=Female, PrevOI=AIDS, AZT=Failure
201 Tr
*  censored
O death 6L
15¢
3 2
o 10 )
4k
3l
oc 2
0 2 4 6 8 10 12 0 1 2 3 4 5 6
Observation times Observation times

Drug=ddl, Gender=Female, PrevOI=NoAIDS, AZT=Intolerance
25+~

*  censored
20 O death

Observation times

Figure 3.4: The actual measurements of v/ C'D4 of each patient over time for the profiles
mentioned separately in each title

variance V(Y;|X;, As, Drug;, Gender;, PrevOl;, AZT;) = V(Y35 Xi, Ai, Z;), where with
Z; we denote the :—th row of matrix Z which has as columns all fixed covariates, namely
Drug;, Gender;, PrevOl;, AZT;, i = 1,...467. Thus, for the conditional variance of the
model under study given an event we have Var(Y;;|X;,A; = 1,Z;) = 72 while for a
censored time we derive:

VCLT‘(Y;‘”XZ', Al = 0, Zi) =
724 Var(X| X: > i, Zs) x {[( (D 4 88 4+ Drug(Bs + 64)]2} (3.14)

The conditional variance Var(X;|X; > t;,Z;) can be evaluated through the spline
based survival estimate for any given patient’s profile. As in the computational simpler
Unweighted approach, we use the C'C estimates for the within subjects correlation as well
as for the dispersion parameter, which are considered fixed and known at their estimated
values. The results of the parameter estimates based on this approach are also shown
in Table 3.1. We observe that results are consistent with the ones provided by the
Unweighted method, yielding also essentially narrower confidence intervals compared to
the ones yielded by the C'C.

3.6 Discussion

In this chapter we explore a generalization of the method presented in Chapter 2 when
marker measurements are taken repeatedly over time. The proposed method is a popu-
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Figure 3.5: Cox and Spline based estimates of the survival curves. For each of the
four graphs the curves refer (moving upwards) to the following profiles (i) PrevOI=AIDS,
AZT=Failure (ii) PrevOI=AIDS AZT=Intolerance, (iii) PrevOI=NoAIDS AZT=Failure (iv) Pre-
vOI=Noaids AZT=Intolerance.

lation oriented one, and is based on an estimating equation approach. As such, it can
be considered as a generalization of the well known Generalized Estimating Equation
approach (see Fitzmaurice for a detailed overview) since it accommodates a censored
covariate. Our approach differs from the one taken in Rizopoulos where joint models
are employed. Joint models are subject specific oriented models for which inference is
made based on maximum likelihood techniques. Hence, parametric models need to be
assumed for the involved random effects as well as for the response given the covariates.
Our approach does not require such parametric assumptions. Even though a parametric
model might be chosen for the distribution of the time to event variable given the other
fully observed covariates, a flexible spline model may be considered instead, as a non-
parametric alternative. We consider using the spline approach developed in Chapter 2
which has the merit of being numerically stable since convex optimization is involved
and convergence is guaranteed. Additional, fully observed, covariates are incorporated
using the same ideas developed Chapter 2 using semi parametric models for the survival
function. We note that the linear case can be easily viewed as a natural generalization
of the GEE approach while for the case of binary data our approach is related to the one
presented in Carey et al. (1993).

A drawback of our approach is that it cannot address subject specific trajectories over
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time, as in the case of joint models which can be considered as the extension of linear
mixed models in the case of censoring (see Rizopoulos (2011)). In longitudinal studies
one should proceed with caution sice there might be two potential sources of information,
that is the cross sectional and the longitudinal. Longitudinal studies primarily focus on
characterizing the within subject change of the response over time. However, cross
sectional information must be also taken into account. These two sources of information
may conflict, hence it is essential to build models that accommodate both longitudinal
and cross sectional effects. By considering different parameters for these two sources of
information, and performing simultaneous estimation, one may also proceed to further
comparisons for these effects or even provide an estimate of a combined effect. For an
overview about separating cross sectional and longitudinal effects we refer to Fitzmaurice
et al. (2004).

Consider our setting, where the response marker measurements are taken repeatedly
over time on each subject. The baseline marker measurement would refer to cross
sectional information and the time-lag to longitudinal information. Assuming that its
association to the response is linear we consider

E(Y;j) = Bo+ 6§C)Xi + 5§L) (X — s45) (3.15)

where ﬂgc) refers to the cross sectional effect of X; and B%L) to the longitudinal, with

6}0) #* B%L). The proposed approach can be implemented in a straightforward fashion to
account both longitudinal and cross sectional information.

Note that if the data are generated from a mixed effect model with a random intercept,
bo;, that is

Y, = Bo + B%C)Xi + BiL)(Xi — Sij) + boi + €. (3.16)

then this model could be estimated by assuming that the within subject association
is common and equal to p. However, it would be interesting to investigate the robust-
ness of our estimating function approach by using this simple correlation structure to
broader models that may contain random effects for the time dependent slope. In the
classical setting, when no censoring is present, the obtained estimator of the parameters
of interest is robust to misspecification which makes the GEE approach attractive. An
appealing property of our approach is that, unlike likelihood based approaches such as
joint modeling, we make no distributional assumptions regarding the parametric form
of the response distribution. The covariate distribution is also non-parametrically esti-
mated through splines.

However, the above advantages of our approach come at cost. Consider for example
what happens when the mechanism that generated the data is of the form

Yij = Bo + 6£C)Xi + 5§L) (Xi — si5) + boi + biisij + e4j. (3.17)

For the marginal expected value of the change of the response of the i—th subject
from the j—th time of measurement until the time of death we get
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E(Y;—Yix) = B = sij) + Ebu(Xi — si7))
= 59 (Xi — si5) + E(b1: X;) (3.18)

For the expectation of the right-hand side to be zero, one should assume independence
of b1; and X; which may be an unjustified assumption. The joint modeling approach has
the advantage of relating the survival function based on the subject specific trajectory
of the subjects through a Cox model. When the association of b1; and X; is weak, our
approach could be employed as an alternative that relaxes all parametric forms of the
underlying distributions of the parameters imposed in the joint modeling approach. Fur-
thermore our approach is computationally simpler compared to the joint model based
approaches. Specifically, the Unweighted method can be straightforwardly be applied
based on mean imputation given the covariate model. In the following chapter we will ex-
plore using the estimating function based approaches previously developed to construct
time dependent ROC and evaluate the time dependent accuracy of the corresponding
markers utilized in the PBC and HIV data sets.



Chapter 4

Assessing the accuracy of a marker
based on GLMs: Two examples

In this chapter we explore the construction of time dependent ROC curves based on the
approaches in the previous two chapters, that deal with a single baseline measurement
(one measurement per subject) as well as with longitudinal marker measurements (mul-
tiple measurements per subject). We consider estimating the sensitivity and specificity
with the use of generalized linear models that incorporate the censored random variable
of the time to event as a covariate. Similar models have been explored in Cai et al. (2006)
where an example regarding the Framingham risk score (FR-score) is discussed. They
consider the FR-score as a marker for the future risk of cardiovascular events which
may occur after the score is ascertained. The time-lag is taken into account since the
biomarker might be more indicative of the disease when the measurement is taken closer
to the time of the event. In this chapter we re-visit the PBC and HIV data to construct the
corresponding time dependent ROC curves. We recall the incident based and cumulative
incident based definitions of the sensitivity and F'PR (see also Cai et al. (2006), Heagerty
et al. (2000) and Pepe (2003)) for the PBC data set where a changepoint might be used to
separate the diseased form the controls. We also explore the cumulative incident based
time dependent ROC and the area under it for the HIV data set discussed in the previous
chapter.

4.1 Time dependent ROC for continuous marker measurements

Recall that (see Introduction) the true positive and false positive rates are defined respec-
tively as

TPR(c) = P(Y > c|D =1), FPR(c)=P(Y > ¢|D = 0) (4.1)

where c is the threshold value used to define a positive biomarker result. In the case
where Y is continuous the ROC curve is plotted as the pairs of TPR(c) and F'PR(c) for
all possible threshold values of c.

The sensitivity and specificity can be extended in a situation where the true disease
status is based on a time to event variable, X. The marker measurement, Y, may be

71
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more predictive if marker measurements are taken at a timepoint closer to the event.
We denote with s the time at which a measurement is taken. That is, measurements
taken at time s are denoted with Y (s). A distant time point 7* is used to separate the
diseased from the control group. That is, subjects that experience the event prior to 7*
are considered as cases, while subjects that manage to survive beyond 7* are defined as
the control group. Under this setting the sensitivity and I'PR are defined as

TPRsy(c)=P(Y(s) > ¢/ X —s=ux), <7 (4.2)

where the timelag between the time to event and the time of the measurement is
X — s = z. This means that given that a subject experienced the event at X, the
TPR;;(c) is the probability of a positive marker measurement at z time units prior to
the event. The false positive rate function is defined as

FPRs7+(c) = P(Y(s) 2 ¢|X —s>77) (4.3)

For these "incidence" based definitions and some additional references see Cai et
al. (2006). In the simple case where s = 0 is considered and a linear model is used
for modeling the marker measurements based on the time to event covariate X that is
subject to censoring as well on other fully observed covariates Z1, Zs, ..., Z, we employ
the parametric model:

Y=00+b1(X -7+ BZ1+ ...+ Pp-1Z,+ € (4.4

log(X|z) =& + &1 21+ &2Z2 + -+ &pZp + oarTU
where an AFT model is used as a submodel to account the information that the fully
observed covariates carry for the censored one. The error term is assumed to be normally

distributed. Under a non-parametric method we may assume the HCNS approach to
model the censored covariate based on the other fully observed ones. Observe that:

TPR = P(Y >c|D=1) (4.5)
= PBo+Bi(X —7")_+B2Z1+ ...+ Bp-1Zp+€>¢)
= 1—P(e<(c—ﬁ0+ﬁ1(X—r*)_+6221+...+5p_12p))

and similarly for the false positive rate we obtain

FPR

P(Y >¢|D=0) (4.6)
P(Bo + B221 + oo+ P12y +e> c)
= 1—P(€<C—,30+,3221+...+ﬁp_1zp)

For the error term one could assume normality if this is justified by the data at hand.
Alternatively one may use a kernel based approach to non-parametrically estimate the
density of the error term. However, this would involve imposing restrictions that would
force a zero mean as we will see in the first example to follow. Note that the TPR
depends on the time to event variable whereas the F'PR does not. This is a logical
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assumption since for the controls the marker measurement is not expected to vary over
time. Heagerty et al. (2000) introduce the cumulative incidence based T'"PR and F PR
functions, namely:

TPRCD = P(Y(s) > ¢|X — s < 2) 4.7)
FPRGD = P(Y(s) > ¢|X — s > ). (4.8)

Note that the cumulative incidence based true and false positive rates can be evalu-
ated by the corresponding incidence based T'PR and F'P R functions, and this is a reason
that makes the former more attractive.

For the cumulative based definition one can derive that

P(Y(s) > e, X <
TPRE) = P(Y(s) 2 X s <) = DU 2OT S0 @.9)

f5+x fcoo fY‘X(ul |u2)fX (UQ)dU]_d’UQ
Fx(s+x)

9

and the expression for the F'PR is similarly obtained. Note again, that if common para-
metric models cannot be justified then we may use the HCNS approach or some other
non-parametric approach to estimate the distribution of Y'|X and X. The correspond-
ing ROC curves as obtained by the above two definitions, at a given time point z, are
respectively:

ROC; , = {FPR;+(c),TPR; (c),c € (—00,00)} (4.10)
ROCSY = {FPRSD(c), TPRG (c), c € (—00,00)} 4.11)

The generalization of the above definitions for the case where additional covariates
are observed is straightforward and the ROC can be defined at a specific time point as
well as at a specific covariate profile.

Under a longitudinal framework where multiple measurements per subject are avail-
able, the data for analysis are of the form {Y;j, sij, Tiy A, Z;}, where Y;; is the j—th
measurement of the i—th subject, s;; is the time of the j—th measurements on the i—th
subject, T; is the time to event or censoring, A; the corresponding event indicator (A; = 1
for an event) and Z; is a vector of covariates that define the profile of the :—th subject
that may affect the diagnostic accuracy of the biomarker under study.

In this case the ROC curve at a given covariate profile and a given time point is given
based on the usual definition:

ROC; , = {FPRs7,(c),TPR; s7,(c),c € (—00,00)}

where the TPR, ; 7, and the FFPR, - 7, functions can either be defined using the "in-
cident" based definitions if a distant time-point is available to separate the diseased
from the controls, or the "cumulative incident" based definition in a similar fashion as
previously described.
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4.2 Time dependent ROC for the PBC data

Recall the PBC data set analyzed in Chapter 2 that involved subjects that participated
in a randomized placebo controlled clinical trial where log(bilirubin) is considered as a
marker for primary biliary cirrhosis. To use Cai’s definitions of TPR and F'PR we now
consider a "hockey stick" model for the marker measurement given the censored time
to event variable, taking also into account the covariate of age (Z). As in Chapter 2, we
distinguish cases and controls based on a distant time point (changepoint) that equals to
84 months and is considered fixed and known. We assume as discussed in the previous
sections that the F'PR function will not depend on the time to event variable, hence for
this application we will explore fitting a "hockey stick" stick model. That is, after the
changepoint 7* the slope that refers to the effect of time will be set equal to zero.

Parametric modeling:

The assumed parametric model of the time to event variable given the age, X|Z, is
an AFT generalized gamma regression model, upon which the mean imputation is based.
The "hockey stick” model and the corresponding survival submodel will be of the form:

Y=00+p01(X—7")_+Paz+e€ (4.12)
log(X|z) =&+ &1z + oarTu

and the corresponding estimated parameters as obtained by using the optimal esti-
mating function approach discussed in Chapter 2 are presented in Table 4.1. We remind
that results for the fitted AFT model are presented in Table A7 of Appendix A. The hockey
stick models are plotted for the age of 50 in Figures 4.1.

25 T T
— = = Optimal hockey stick
CC hockey stick

=50

log(bili) | age:

time

Figure 4.1: Hockey stick models for the Complete Case (CC) and the Optimal Estimating
function approach for the PBC data set given that the age is equal to 50 years.
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Table 4.1: Estimates of the coefficients of the hockey stick type model for the PBC
data.(The estimated standard deviation based on the CC analysis is 0(c¢) = 0.9129)

Method Parameter Est. Asympt. SE = Asympt. CI 95%

Bo 1.5354 0.5478 0.4480 2.6229

CC 51 -0.0169 0.0035 -0.0238 -0.0100

B2 -0.0206 0.0100 -0.0405 -0.0007

Bo 1.0640 0.2649 0.5448 1.5833

QS(GG) B1 -0.0240 0.0024 -0.0287 -0.0194
Bo -0.0192 0.0053 -0.0296 -0.0087

Bo 1.0624 0.2646 0.5830 1.5418

QS(HCNS) 51 -0.0240 0.0024 -0.0287 -0.0194
5o -0.0190 0.0053 -0.0294 -0.0086

For this application we only have one baseline measurement for each subject, namely
si; = 0, and the log(bilirubin) is considered as the response. Assuming normality we
obtain:

. c — (1.0640 + 0.0240x + 0.0192 x age
TPRm,age(C) =1-9 < ( 0.9125 J )> (4.13)
- c — (1.0640 + 0.0192 x age
FPRi gge(c) =1— & ( ( O J )) (4.14)

We observe (see Figure 4.2) that the TPR function is a decreasing function of time, as
expected. This means that when the time of the baseline measurement is close to event,
that is the time of death, then the sensitivity of the marker is high. The sensitivity reduces
essentially for larger time-lags. For example, given a positivity threshold of 1.5 the TPR
at early event times is above 0.9 while near 6 years (72 months) the sensitivity reduces
to approximately 0.5. Similarly the AUC is a decreasing function of time as expected (see
Figure 4.3). For early times the log(bilirubin) turns out to be a very accurate marker
yielding AUC above 0.95 while at near 70 months the AUC is decreased to approximately
0.6.

Non-Parametric modeling:

We also consider the HCNS approach to model the censored covariate instead of using
the AFT submodel presented in 4.12. Even though strict parametric assumptions are
relaxed the values of the estimated coefficients are similar when using the spline model
and the GG AFT model (see Table 4.1). Even though the spline model is employed and
the coeflicients of the GLM are estimated with no assumptions regarding the parametric
form of the distribution of the response, we need a density estimate for the response to
proceed with the estimation of the time dependent ROC. Hence, to further robustify the
modeling approach in this example we relax the assumption of the normal distribution
assumed for the residuals. We instead employ a kernel density approach to estimate the
density of the estimated residuals, €; with 7 = 1,2,...,98 obtained after performing the
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Figure 4.2: The TPR and FPR functions versus time for the PBC data given the age of
50. The positivity threshold is taken to be equal to 0.5, 1 or 1.5. The dashed lines refer
to 95% confidence intervals obtained by the percentile bootstrap using 1000 bootstrap
samples.

CC analysis (there are 98 fully observed data). We employ the normal kernel with the
following bandwidth that is optimal for normal densities (see also Bowman and Azzalini

(1997)):
AN\
(o) 7

where 6 = median(|é; — median(é;)|)/0.6745. Even though, based on these residuals,
normality cannot be rejected (Kolmogorov Smirnov p—value=0.9892), we provide the ker-
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Figure 4.3: The AUC of the time dependent ROC curve for the PBC data at the age of 50.
The dashed lines refer to 95% confidence intervals obtained by the percentile bootstrap.
Normality is assumed for the response

nel based approach for illustration purposes. The qq-plot along with the kernel density
estimate for the CC based residuals are given in Figure 4.4. We observe that the ob-
tained kernel density estimate is very close to the standard normal density. The absolute
value of the estimated kernel based mean for the residual distribution is < 10~%. The
corresponding standard deviation is estimated as 0.9776. Luckily, there is no need to
apply any restrictions that would force the kernel based estimated density to have zero
mean since this is intrinsically satisfied in this application. We proceeded by estimating
the TPR and FPR functions over time using this estimated kernel density for the error
term. The results are given in Figure 4.5. Based on this approach we do not make
any strict parametric approaches at no stage of analysis since the HCNS approach is
employed to model the censored covariate based on the fully observed covariate of age,
and the kernel approach is used for the response. For the derivation of the confidence
intervals we considered the bootstrap technique using 1000 bootstrap samples. How-
ever, we did not consider re-estimating the error distribution with the kernel approach
previously discussed. A more preferable approach would involve re-estimating the er-
ror distribution for every bootstrap sample by also forcing a restriction for a zero mean,
and taking censoring into account. This is a very interesting point for future research
since there is no such approach available currently in the literature (to our knowledge).
An exception is the paper of Hall and Presnell (1999) in which they present a weighted
bootstrap based approach for density estimation with moment constraints. However, as
noted by the authors, there might be cases that will result in negative weights. Further-
more, their approach cannot account for censoring. Moreover, in many cases where such
an approach is to be employed for every bootstrap sample, it might be computationally
very intense since this would involve a "bootstrap within a bootstrap” technique. Here,
we limit our analysis by considering the estimated density based on the complete data
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which we keep fixed when we apply the bootstrap. The time dependent AUC is presented
in Figure 4.6. We observe that the trajectory of the AUC vs time is similar for the cases
when normality is assumed, and when normality is relaxed by using the kernel approach
for the response.
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Figure 4.4: Left: Kernel density estimate of the raw residuals based on the CC method
for the PBC data (solid line) vs standard normal density (dashed line). Right: The corre-
sponding qq-plot for normality checking

4.3 Time dependent ROC for the HIV data

Recall the HIV data set discussed in the previous chapter, where marker measurements
were taken repeatedly over time for each of the 467 patient. Let’s focus on the covariate
profile of Z: Drug = ddC, Gender = Male, PrevOI = AIDS, AZT = Intolerance for
which there are 57 patients. See also Figure 3.5 for the subjects’ trajectory over time. We
desire to construct the underlying time dependent ROC curve that refers to this specific
covariate profile and explore the discriminatory capability of the C'D4 marker. Here, we
use the "cumulative incident" definitions for the FPR and TPR, and consider assessing
the accuracy when s = 0, namely we have:

PY < e, X < 2|Z)

P(X <z|Z)
Jo J5 fvix,z(uilu2) fx iz (uz)duyduy
Fxz(z) ’

TPRICD = P(Y < ¢|X <x,Z) =

where Y = +/C'D4. For the estimation of the density fyz we employ the HCNS ap-
proach, and assume normality for Y]X ,Z, that is we assume (based on model (3.13)
and results of Table 3.1 for the covariate profile previously mentioned) that Y |X,Z ~

N((Bo — Br) + BEC):C + BEL) (x —s), O'(QCC)). For the double integral that appears in the
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Figure 4.5: The TPR and FPR functions versus time for the PBC data given the age of
50 when the kernel density estimate is used for the error term. The positivity threshold
is taken to be equal to 0.5, 1 or 1.5. The dashed lines refer to 95% confidence intervals
obtained by the percentile bootstrap using 1000 bootstrap samples.

denominator of the T'P R numerical integration is required and this makes the "cumula-
tive incident" definition computationally more intense compared to the "incident" based
definition employed in the previous example. Here, we do not consider a "distant" time
point that defines the true health status of the subjects. Furthermore, note that all sub-
jects are HIV patients, and one could argue that they are all cases. The ROC obtained
in this example refers to the marker’s capability of distinguishing at a given time point
x, and a given covariate profile Z subjects that are able to survive beyond x and sub-
jects who cannot. Obtaining the TPR trajectories versus time would be computationally
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Figure 4.6: The AUC of the time dependent ROC curve for the PBC data at the age of 50.
The dashed lines refer to 95% confidence intervals obtained by the percentile bootstrap.
The kernel approach is employed for estimating the responce distribution.

very expensive and for this example we only consider providing the estimated ROCs at
time x = 2.5,5,7.5,10 and 12.5 months (see Figure 4.7). We observe that these ROC
curves almost coincide. Furthermore the resulting AUC at the timepoints mentioned
along with their bootstrap based confidence intervals are the respectively the following:
0.5919 (0.5563, 0.6911), 0.5942 (0.5511, 0.6946), 0.5962 (0.5578, 0.7028), 0.5994 (0.5667,
0.7062), 0.6049 (0.5685, 0.7132). Unfortunately, we do not observe that the discriminatory
capability is better for early times. We observe that it is the same over time yielding
an AUC around 0.6. This result may be related to the fact the in HIV studies it is not
uncommon that subjects die not from the actual disease but due to drug side effects as
mentioned in Chapter 3. However, as will be discussed in the further research issues of
Chapter 6, the development of an analogous to the so called "sandwich" estimator (see
Fitzmaurice et al. (2004)) for the error variance might improve estimation. Under the
examined approach a working correlation matrix is assumed, the robustness of which
needs to be further explored.

At this stage, one could also employ more robust approaches that would relax the
normality assumption Y| X, Z or the underlying estimated residuals. As in the previous
example, here too, this would involve developing a non-parametric technique that would
accommodate the observed covariates, could account for censoring, and provided the
option to impose first moment restrictions. To our knowledge, such a technique does not
exist and would be of interest for further research as also discusses in Chapter 6.
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Figure 4.7: The cumulative incident based ROC curves for the HIV data at times 2.5, 5,
7.5, 10 and 12.5. The curves almost coincide yielding AUCs equal to 0.5919, 0.5942,
0.5962, 0.5994, 0.6049 respectively
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Chapter 5

ROC curves and surfaces for
biomarkers with a limit of detection

Until now we considered settings of time dependent biomarkers where the time to event
covariate was subject to censoring. Censoring can also occur on the biomarker itself due
to practical reasons regarding the mechanism/nature of the marker. Here, we consider
biomarkers that yield continuous values, Y with high marker values being indicative of
the presence of the disease. As mentioned in the introduction, the ROC curve may be
represented through the survival functions of the diseased and the healthy populations,
denoted with S and Sy respectively, as

ROC(t) = S1(Sy (1)) (5.1)

In some studies marker measurements cannot be obtained above or below some value
(dy and dj, respectively) due to practical limitations (for an example of a biomarker with
an upper limit of detection see Jafarzadeh et al. (2010)). Then, only a possibly censored
version, Y (), of the true marker measurement, Y, is observed. Some ad-hoc methods
have been used to deal with biomarker measurements in the presence of a lower limit
of detection (LOD). One approach is to set measurements that are left censored at dr,
equal to the LOD value and then perform the usual ROC analysis (see Hughes (2000) for
an overview of approaches regarding inference in the presence of a lower LOD). Another
approach is to impute the undetectable lower values with d;,/2, and is based on the
technique presented by Nehls and Akland (1973). This is equivalent to assuming that
all values from O to dj are equally likely, i.e. assuming a uniform distribution in the
interval [0, d; ] for the undetectable values. Another approach for data subject to a lower
LOD is to impute the unobserved values by dj, / \@ (see Hornung and Reed (1990)). These
simple imputation techniques attempt to decrease the bias induced by simply ignoring
the censored nature of data subject to an LOD. Obviously such a technique provides a
computationally simple way to deal with the problem but it suffers from some drawbacks.
First, it cannot accommodate right censored data (upper LOD). Second, it assumes that
the marker values are positive and this is not always the case. Even in a situation where
the marker measurements are intrinsically positive, it is often the case that we work with
transformations that may project the measurements to the real line. Moreover, Perkins
et al. (2007) showed that any replacement value for the censored data as described above
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will induce bias in the AUC index.

Some parametric approaches are also available. Mumford (2006) focused only on
normally distributed biomarkers. Perkins et al. (2007), as well as Vexler et.al.(2008),
focus on the use of common parametric models for the distribution of the biomarker
such as the binormal and the bigamma models. These authors also consider the case of
multiple biomarkers subject to left LODs. A standard parametric approach is to assume
a distribution for each of the two populations and perform classical ROC analysis.

We consider data of the form {Yi(c), D;, A}, i=1,...,n, where Yf) are the possibly
censored marker values, D; indicates the group of the i—th subject, and A; is the cen-
soring indicator taking the value O for a censored observation and 1 otherwise. For the
moment, assume that the marker values are only right censored due to an upper LOD
(dp = —00). When the parametric form of the distributions for the healthy, Y;, and the
diseased group, Y1, is known, one can simply maximize the corresponding likelihood for
each group. Let the sample be ordered with respect to the health status. For simplicity
assume that the first  subjects are the healthy individuals and the remaining n — r

(

individuals belong to the diseased group. If we denote with yic), d;, the realizations of the

random variables Yi(c), A, then for the likelihood we have:

T

T /o6 00)% S0y :00) =% T u(u?:00)%51(5; 00)1%

i=1 i=r+1

where fy and f; are the densities corresponding to Sy and S; with 6y and 6; being
their parameter vectors respectively. Once these parameters are estimated by maximizing
the above likelihood then one can construct the smooth parametric form of an ROC curve
that corresponds to the two populations based on the ROC representation in (5.1). The
likelihood in the case of a lower LOD is obtained in a similar fashion.

However, if a parametric assumption cannot be justified by the data at hand then a
likelihood based approach may not be appropriate. Note also that if more complex para-
metric models are entertained, such as mixture distributions, then parameter estimation
is not trivial and computational problems may arise. Under a linear regression framework
where the covariate is subject to a limit of detection, Schisterman et al. (2006) use least
squares estimation to determine the suitable replacement value for the non detectable
values. In this chapter we employ the spline based HCNS approach discussed in the
second chapter. Hence, unlike other maximum likelihood based methods that involve
splines or mixtures of distributions, the proposed constrained natural spline (CNS) ROC
estimate is computationally stable since it involves convex optimization.

This chapter is organized as follows. In Section 5.1 we present the CNS based ROC
curve estimate and discuss how it can be generalized in the presence of covariates. In
Section 3 we discuss the generalization of the proposed technique to ROC surfaces. In
Section 4 we present simulation studies comparing our approach to the simple imputa-
tion techniques and the likelihood approach. We conclude with a discussion and point
out some issues for future research.
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5.1 CNS ROC curve/surface estimation

The CNS (constrained natural spline) estimator of the survival function S(y), with K
knots which is defined as

Sens(y) = exp(—H™(y)),

with ﬁcns(y) = H(y,B) where B = [Bl, . ,BK] is the constrained least squares esti-
mated vector of parameters as discussed in the second chapter. One might consider
various knot placement schemes and select the one that yields the smallest distance
from the corners of the nonparametric maximum likelihood step estimator, that is the
one that minimizes the quantity 3 (5 (Yi(c) |A; = 1)—SEM (Yi(c) |A; = 1))2, where SEM
is the Kaplan Meier survival estimation. Since this is a simple optimization problem, one
might want to consider multiple (even hundreds) knot placement schemes. With modern
computer technology this strategy is not time consuming, and the required minimiza-
tions can be easily carried out. In effect, it is feasible to base inference on resampling
techniques such as the bootstrap as we will see later.
The proposed CNS estimator of an ROC curve is of the form

ROC“™ (1) = 8L (8L (1)), (5.2)

The AUC estimate is simply given by
~ _(cns) L (ens)
AT — / ROC™ (1)dt
0

The proposed estimator is based on the smooth survival estimator Gens (y) for each
of the two populations. This estimator expands the survival estimation through an ex-
ponential curve beyond the last censored observation, which in the setting of a censored
biomarker is usually the limit of detection. This holds also for a lower LOD, which
is more often the case, if the ordering of the measurements is reversed (e.g. by sim-
ply multiplying all values by -1). In this case the proposed estimator is of the form

ROC™ (t)=F fcns)(ﬁ’o(cns)_l (t)). A simulated example of the proposed estimator of an
ROC curve compared to the Naive method of ignoring the censored nature of the data is
given in Figure 1.

Our approach can be straightforwardly applied to the case where three popula-
tions are under study. In the classical setting the aim is to evaluate a biomarker
that distinguishes between the three populations with corresponding marker distribu-
tions Fi, Fy, and F3. In the three class case two thresholds c¢; and co are used for
which c¢; < c2. As discussed in the introduction the three true positive rates are
obtained by: TPR; = P(Y < ¢1|D = 1),TPRy = P(c; <Y < ¢|D = 2), and
TPR3 = P(Y > c3|D = 3), where D denotes the population. A three dimensional
plot can then be used to visualize the ROC surface constructed in the unit cube. The

parametric form of the ROC surface is given by

ROC(TPRy,TPR3) = Fy(F; (1 — TPR3)) — Fy(Fy {(TPRy)).
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Figure 5.1: An ROC curve from a simulated data set with a lower limit of detection that
yields 50% censoring where Yy ~ N(3,1) and Y; ~ N(4,0.82). The solid bold line is the
true ROC curve. The thin step solid line is the empirical ROC obtained by ignoring the
censored nature of the data (Naive method). The dashed line is the ROC curve obtained
by the proposed method.

In the two class case Perkins et al. (2007) showed that any replacement value below
the limit of detection dj, induces bias to the AUC index. The following proposition gen-
eralizes this result also for the three class case where an ROC surface is to be constructed.

Proposition 1. Let Y7 < Yy < Y3 be marker measurements from distributions F, F>
and F3 respectively and dj, be a lower limit of detection. Let a, be any replacement
value that is less than the limit of detection (o < dj). Denote the imputed marker scores
that are constructed by imputing the left censored measurements with a, as My, Mo, M3
respectively. For every a < d, the volume under the ROC surface based on the imputed
marker scores (M7, M5, M3) is biased.

Proof. It can be shown that
VUSM = P(M3 > My > Ml)
+ %P(Mg, = My > M1)+ %P(Mg > My :Ml)—i-%P(Mg = My = Ml)
_ /d ~ o) fa(w)dz — Ss(d) < /d " B() fa(2)ds — Fl(d)Fg(d)>
£ SSIDBMEAW + F(d)F(dFd),

which is independent of the replacement value a. The details are given in the technical
notes at the end of this chapter. O
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When the measurements of a trichotomous marker are available we estimate a smooth
version of the ROC surface by using the CNS method to obtain a smooth estimate of the
cumulative distributions, F{"%, F5™° and F§¥"*, of each one of the three populations, Y7, Y3
and Y3, respectively. Then the proposed estimator is of the form

ROC™(TPRy, TPR3) = F§"*(FS™~Y(1 — TPR3)) — F§"*(F~Y(TPRy)). (5.3
The discriminatory capability of such a trichotomous marker is summarized by the
corresponding volume under the surface, and provides an estimator of the probability of

a correct classification, P(Y; < Y2 < Y3):

1 1
VUs™ = / / ROC (T PRy, TPR3)dTPRdT PRs. (5.4)
0 0

The variance of the estimated volume under the surface following the proposed
methodology, vUS Cns, is obtained using the percentile bootstrap technique. Some graph-
ical examples of the proposed method estimation in the case of a trichotomous marker
appear in Figure 5.2 where the true setting is trinormal.

TPR,

Figure 5.2: ROC* surfaces from a simulated example. An upper LOD was used so
as to achieve expected level of censoring of 30%. Left: The obtained ROC* referring
toY; ~ N(0,1),Y> ~ N(0,1),Y3 ~ N(0,1). Middle: The obtained ROC"® referring to
Y1 ~ N(0,1),Ys ~ N(0.5,1),Y3 ~ N(1,1). Right: The obtained ROC"*® referring to
Y1 ~N(0,1),Ys ~ N(1,1),Y3 ~ N(2,1).

5.2 Adjusting for Covariates

In many settings it is natural to assume that covariates may affect the marker value or
even the diagnostic ability of a marker as measured by the area under the ROC curve or
the volume under the ROC surface. It is known that if one ignores the covariates then
bias may be induced regarding the inference about the test accuracy (Pepe 2003). Note
that these covariates may or may not be the same for each population.

Consider the two population setting. Without loss of generality assume that the
covariates for the healhty and the diseased group are the same. Denote the covariates
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with 71, Z», ..., Z,. Using matrix notation the covariates can be denoted more compactly
as the matrix Z with each column representing one covariate. The ROC curve is then
defined as

ROC(t) = S1.z(Sy5(1), (5.5)

where S;.z(t) = S(t|D =i,Z) = P(Y > t|D = i,Z). To construct an ROC curve in the
presence of covariates we investigate a two stage approach. At the first stage, in order to
assess the influence of the covariates on each one of the groups we explore the use of a
proportional hazards model of the form

Sjz(t) = Sjz—o(t)™#7) j = 0,1. (5.6)
where 7y is the parameter vector [a1, ag, . .. ,ap]’ that relates the covariates with the
marker measurements for the healthy group, and = is the parameter vector [y1, 72, . . ., Vx|’

that relates the covariates with the marker measurements for the diseased group.

The proportional hazards model (also known as the Cox model) is primarily used in
survival analysis, and the target is to model survival time, that is subject to censoring,
in the presence of other covariates.

In our setting, we aim to derive a consistent estimator of S;.z(t). Suppose for sim-
plicity (and without loss of generality) that we only have one covariate that takes two
values (0 or 1) and its corresponding coefficient is ;. Model (5.6) implies that, given
that a subject belongs to group i, if exp(y1) < 1 then the probability of getting a mea-
surement greater than a threshold value c is higher for a subject for which Z = 1,
thatis P(Y > ¢|Z =1,D = j) > P(Y > ¢|Z = 0,D = j). Similarly, if exp(y;) > 1 then
P(Y >c|Z=1,D=j) < P(Y >¢c|Z =0,D = j). The baseline functions S;.z(t),j = 0,1
are completely unspecified. In the case of a three way analysis then three Cox models
are required in order to derive an ROC surface (in this case j = 1, 2, 3).

The second stage of our approach deals with smoothing the derived survival functions
of the first stage. We fit the constrained natural spline to the baseline step function of
the cumulative hazard, H(y|Z = 0,D = j) = —log(S(y|Z = 0,D = j)), obtained via
fitting a Cox model for each j. Thus we aim to minimize the following functions

v(BY)) = Z(H(Yi(c)\z =0,D;i=j,A =1~ HMY |2 =0,D; = j,A; = 1)%,(5.7)

7

where j = 0, 1 (for a three way analysis j = 1,2,3), and 8U) = [69), ... ,ﬁg)]’ are the
spline coefficients referring to group j, under the constraints

Thus, for the construction of an ROC curve we deal with minimizing two functions
under linear constraints. Note again that the minimizations refer to convex optimization
that can be applied with standard software. Under this approach we can naturally
derive the survival function for any profile of covariate values based on the Cox model’s
formulation:
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S (1) = (S5 _o) P E) j = 0,1 (5.8)

and construct the corresponding ROC curve

cns

ROCy " (t) = S{5 (S5 (1)). (5.9)

The corresponding estimate for the area under the curve is

AUC,” = / ROCS” (t)dt (5.10)
0

and is a measure of the discriminatory capability of the marker for the diseased and
healthy group given the profiles of the two populations based on their covariate values.

Similarly, the proposed two stage approach for constructing an ROC' surface involves
the fit of three Cox models in the first stage, and at the second stage the derivation of the
ROC surface:

cns

ROC(TPR,, TPRy) = FS¥(ESw='(1 — TPRy))
— EgR(FeeY(TPRy)), (5.11)

where Ajcfés(t) =1- A;fﬁ"’(t), j = 1,2,3. And the corresponding estimation for the
volume under the surface is

vis™ / / ROC”(TPR,, TPR3)dTPRdT PRs. (5.12)

This is a measure of the discriminatory capability of the marker for group 1, 2, and 3
given the profiles of interest.

It may be the case that the proportional hazards assumption that allows the use
of the Cox model in (5.8) may not be justified for marker data. For example if log(Y)
follows a simple linear regression model with normal errors (in survival settings this
is a lognormal AFT model) then it is known that the proportional hazards assumption
does not hold for the distribution of the marker value. In our approach the proportional
hazards assumption can be relaxed by allowing an interaction with some function g(y).
This is also the approach taken when modeling time dependent covariates in a survival
setting (see also Klein and Moeschberger (2003)). Thus the cox model can be written as

Y

S;.z(t) = exp <—/ ho(u)exp('y’Zg(u))du> (5.13)
—0o

where hg is completely unspecified and ¢(y) is a known function. When the marker

measurements are positive supported then one can consider g(y) = log(y) or g(y) = \/y.

When the marker measurements can also take negative values then one can consider
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g(y) = y. These are popular choices used in survival settings. A more flexible approach
would be to use an interaction with polynomials or splines. After fitting model (5.13) the
estimate 4, as well as the baseline cumulative hazard function I-jo can be obtained. At
the second stage model (2.14) is fitted on the cumulative step baseline hazard function
Hy and the H ¢ is obtained. Given a profile of a subject the covariate adjusted survival
function can be estimated as

A~ Y ~
Sjz(t) = exp <— / hS”S(U)ewp('?'Zg(u))dU> (5.14)

where iLﬁ”S(y) is the first derivative based on model (2.14) with respect to y. Note
that we integrate from 7; because model (2.14) equals to zero before the first knot. The
construction of the ROC curve or surface, for any given profile of a subject, is straight-
forward.

5.3 Simulation Studies

We conducted some simulation studies to evaluate the proposed method and compare
it with the dp/ V2, d 1/2 and dj imputation schemes as well as with the likelihood ap-
proach. The naive approach of proceeding with the empirical ROC curve/surface by
ignoring the censored nature of the data is also considered. Note that the imputation
based approaches were considered only in the left censoring scenarios. In all simulations
presented in this chapter we examined sample sizes of n; = 100, and n; = 200 where
1 = 1,2 for an ROC curve and ¢ = 1, 2,3 for an ROC surface. Simulation results tables
that refer to the ROC curve with equal sample sizes considered for the two populations
are Table 5.1, and Tables D1 and D2 of Appendix D regarding scenarios based on the
normal, the gamma and the non-central t distribution respectively as we will see right
next. For the corresponding simulation results in the three class case see Table 5.2 and
Tables D3 and D4 of Appendix D. We also considered scenarios with unequal sample sizes
where n; = 100, ny = 300, the results of which are presented in the Appendix D (see D5,
D6, D7 for unequal sample size scenarios involving normals, gammas and non-central t
distributions respectively). The limit of detection was selected to achieve 10%, 30% and
50% expected levels of censoring (these percentages refer to the total sample size (both
populations)). The tables that refer to our simulation results also show in parentheses
the two (or three) population specific censoring levels obtained in each simulation. As ex-
pected the likelihood method is superior when the underlying distributional assumptions
hold.

We explored the use of six knots for the proposed spline based technique and consider
the following scheme regarding their location: We consider 10 equally spaced points
between the first and last fully observed marker measurements. (The first and last fully
observed marker measurements are included in this set of 10 points). These points
are candidates for placing the knots. Thus, there are 10!/(6!4!) = 210 combinations
of knot placement schemes to choose from. The scheme that is finally selected, is the
one that yields the smallest distance from the corners of the nonparametric maximum
likelihood step estimator, that is the one that minimizes the quantity > (5" (Y%(C) |A; =

1) — GEM (Yi(c)|Ai = 1))2, where SEM s the Kaplan Meier survival estimation.
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Initially we performed some simulations regarding the ROC curve using the AUC as
a comparison criterion since this index is usually of most interest. First, we considered
a binormal scenario where Yy ~ N(3,1), Y1 ~ N(4,0.8%). We looked at left as well as
right censoring. In the presence of left censoring and for moderate censoring levels the
proposed approach compared to the naive and the simple imputation approaches yielded
minor differences in terms of mean squared error (MSE) of the estimated AUC. However,
in the cases where the expected level of censoring is 50% we observe essential differ-
ences in terms of MSE due to the essentially lower bias that is provided by the proposed
approach. The likelihood approach yielded somewhat better results, as expected, since
it assumes the correct model for each of the two populations. The results were similar
for the cases when the measurements where generated from two gamma distributions
(Y1 ~ Gamma(25,0.2), Yo ~ Gamma(35,0.2)). The results of the binormal are presented
in Table 5.1. The results that correspond to the bi-gamma scenario are presented in the
Appendix D (see D1). The likelihood approach in these two cases assumed the correct
models for the two distributions. We also performed a simulation where the two popula-
tions were generated from two non-central t distributions (Y7 ~ t(4,7) and Y> ~ ¢(5, 10))
where the likelihood approach falsely assumed normality for the two groups. These dis-
tributions are heavy tailed (see Appendix D, Figure D1). However, in the presence of
an upper limit of detection the tails are in the undetectable region and hence one could
falsely assume normality in such a scenario. The likelihood approach seems to be fairly
robust in this setting (see Appendix D). However, in a setting where the distributions of
the two groups are bimodal, or a common parametric model cannot be assumed, com-
putational problems may occur during the maximization of the likelihood (for example
identifiability problems in the case of mixture distributions). For the derivation of con-
fidence intervals we considered the percentile bootstrap technique in all methods (i.e.
the proposed, the naive and the simple imputation methods). In all cases of heavier
censoring, the proposed method yielded markedly better coverage compared to its com-
petitors (apart from the likelihood approach when it assumes the correct models for the
two groups).

One may argue that 50% censoring is unlikely to occur. The merit of our approach is
however evident when one considers the partial AUC, even with low censoring rates. It is
often the case, that clinicians focus their interest on a specific range of FPR values. We
also explored the estimation of the partial area under the curve for 0.8 < FFPR < 1, in
the case of a lower LOD for the binormal scenario mentioned above with unequal sample
sizes (n; = 100, ne = 300). The expected total censoring was set at 10%. The coverage,
as obtained by the percentile bootstrap, using the imputation schemes d, / V2, dr, /2 and
dy, is respectively 0.9080, 0.8690 and 0.0240. The proposed (CNS) approach and the
likelihood approach yielded coverages of 0.9490 and 0.9370 respectively.

We note that in the case of an uninformative or almost uninformative biomarker the
naive method might be preferred since as it is easier to compute. In that case the linear
extension of the ROC curve from the FPR point that corresponds to the lower limit of
detection, to the point (1,1) may provide an adequate approximation to the true ROC.
This might even be the case when the true ROC beyond (or prior in the case of an upper
LOD) the FPR point that corresponds to the LOD is approximately linear. However, the
true ROC is not known in practice and use of the naive method is not to be preferred. The
other simple imputation approaches still have the merit of being computationally easier
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than our approach but may not perform as well (particularly in terms of coverage).

We also conducted simulations for the three class case for the same sample sizes for
each population and the same expected levels of censoring. Again, we considered three
scenarios. In the first scenario the measurements were generated from three normal
distributions (Y7 ~ N(5,1), Yo ~ N(6,1), Y3 ~ N(7,1)). In the second scenario we
consider a tri-gamma setting where Y; ~ Gamma(25,0.2), Y5 ~ Gamma(35,0.2), and
Y3 ~ Gamma(45,0.2). In both of these cases the likelihood approach assumes the
correct models for estimation of the distribution parameters. In the third scenario marker
measurements were generated from three non central t distributions, Y7 ~ ¢(4,7), Y2 ~
t(5,10) and Y3 ~ t(6,12) (the figure of the densities of all all distribution is given in
Appendix D (see D2)). In this setting the likelihood approach falsely assumed normality
for each of the distributions. The conclusions from these simulations are the same as
in the two class case (Table 5.2 and Tables D3, D4 of Appendix D). Note again, that for
higher censoring, the coverage of the bootstrap based confidence intervals is essentially
better when using the proposed approach compared to the corresponding obtained by
the simple imputation techniques or the naive method.

Other knot placement schemes may also be employed. In most applications involving
splines, knots are placed at equally spaced percentiles (see Harrell (2001) for example).
However, in our case restrictions of monotonicity are imposed. Moreover the CNS cu-
mulative hazard function is forced to be zero before the first knot. Hence, it may be
necessary that more knots need to be placed near the minimum measurement value of
each group so that the proposed splines achieve enough flexibility. This is allowed by
providing 10 equally spaced points at which the six knots can be placed. A criterion that
could account for the sample size and the number of knots would be of great interest
and could be considered as future research. The simulations for the two class case with
unequal sample sizes and 6 knots for each spline are given in Appendix D. Another issue
might be the way the initial points (that the candidate knots are to be placed) are spread
or how many initial points should be considered. In Appendix D we also provide the
results of simulations that were carried out, using 5 or 7 knots for the two population
and a lower LOD scenarios (see Appendix D , Tables D8, D9 and D10).

For the estimation of the ROC and the AUC or VUS computational time is not an
issue. For the construction of the ROC curve, when the sample size of each population
equals to 200, 6 knots are used and the level of censoring is 30% the required CPU time
is approximately 2 seconds with a 2.8GHz processor. The corresponding time for an ROC
surface is about 5 seconds. For the calculation of the AUC or VUS numerical integration
is required. However, the bootstrap procedure is a more intensive task and the compu-
tational time depends on how many bootstrap samples are to be used for inference. The
computational time needed can be found with multiplication of the mentioned required
times for estimation, with the number of bootstrap samples.

5.4 Application

To demonstrate our method we use a liver cancer data set generated by the surface-
enhanced laser desorption/ionization (SELDI) time of flight mass spectrometer. The
serum samples of the liver cancer data were taken at Shanghai Chang-zheng Hospital,
China. There were three groups to discriminate: hepatoma (H) patients, chronic liver
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Table 5.1: Simulation results for 1000 repetitions for the bi-normal scenario. The likeli-
hood approach assumes the correct model for both populations. The coverage is derived
by using the percentile bootstrap with 200 samples for each repetition. (True AUC equals

to 0.7826)
AUC
Direction = Sample Censoring Method Bias SE MSE Coverage
Likelihood -0.0005 0.0332 0.0011 0.9330
Naive -0.0015 0.0340 0.0012 0.9530
10% (v : 19.1%, Y7 : 0.9%) dL/\/§ -0.0001 0.0337 0.0011 0.9340
dr/2 -0.0020 0.0325 0.0011 0.9360
dr, -0.0026 0.0355 0.0013 0.9330
CNS 0.0006 0.0351 0.0012 0.9500
Likelihood -0.0006 0.0342 0.0012 0.9330
Naive -0.0123 0.0346 0.0014 0.9440
n = 100 30% (Yo : 50%, Y7 : 10%) dL/\/§ -0.0066 0.0369 0.0014 0.9340
dr/2 -0.0048 0.0367 0.0014 0.9360
dr, -0.0289 0.0374 0.0022 0.8720
CNS -0.0015 0.0352 0.0012 0.9550
Likelihood -0.0025 0.0387 0.0015 0.9440
Naive -0.0502 0.0346 0.0037 0.6750
50% (Yp : 71%, Y7 : 29%) dL/\/i -0.0351 0.0385 0.0027 0.8290
dr/2 -0.0320 0.0390 0.0025 0.8540
dr, -0.0696 0.0369 0.0062 0.4800
CNS -0.0025 0.0440 0.0019 0.9630
Left Likelthood -0.0008 0.0227 0.0005 0.9450
Censoring Naive -0.0015 0.0229 0.0005 0.9490
10% (Yp : 19.1%, Y1 : 0.9%) dL/\/§ 0.0001 0.0230 0.0005 0.9440
dr/2 -0.0017 0.0222 0.0005 0.9410
dr -0.0025 0.0243 0.0006 0.9460
CNS -0.0001 0.0233 0.0005 0.9510
Likelthood -0.0010 0.0235 0.0006 0.9440
Naive -0.0125 0.0236 0.0007 0.9470
n = 200 30% (vp : 50%, Y1 : 10%) dL/\/i -0.0068 0.0254 0.0007 0.9320
dr/2 -0.0050 0.0254 0.0007 0.9420
dr -0.0291 0.0255 0.0015 0.7960
CNS -0.0012 0.0241 0.0006 0.9490
Likelihood -0.0021 0.0265 0.0007 0.9560
Naive -0.0503 0.0235 0.0031 0.4560
50% (vp : 71%, Y1 : 29%) dL/\/i -0.0352 0.0261 0.0019 0.7440
dr/2 -0.0321 0.0264 0.0017 0.7820
dr, -0.0700 0.0255 0.0055 0.1770
CNS 0.0006 0.0292 0.0009 0.9460
10% (vp : 4%, Y1 : 16%) Likelihood -0.0005 0.0336 0.0011 0.9340
CNS 0.0025 0.0345 0.0012 0.9320
n = 100 30% (v : 14%, Y7 : 46%) Likelihood -0.0010 0.0352 0.0012 0.9420
CNS 0.0020 0.0357 0.0013 0.9420
50% (v : 29%, Y1 : 7T1%) Likelithood -0.0027 0.0403 0.0016 0.9450
CNS 0.0085 0.0453 0.0021 0.9500
Right 10% (vp : 4%, Y1 : 16%) Likelihood -0.0007 0.0228 0.0005 0.9520
Censoring CNS 0.0012 0.0231 0.0005 0.9460
n = 200 30% (v : 14%, Y7 : 46%) Likelihood -0.0008 0.0234 0.0005 0.9540
CNS 0.0017 0.0241 0.0006 0.9490
50% (vp : 29%, Y1 : 71%) Likelihood -0.0019 0.0271 0.0007 0.9520
CNS 0.0091 0.0300 0.0010 0.9460
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Table 5.2: Simulation results for 1000 repetitions for the tri-normal scenario. The like-
lihood approach assumes the correct model for the three populations. The coverage is
derived by using the percentile bootstrap with 200 samples for each repetition. (True
VUS equals to 0.5362)

VUS
Direction Sample Censoring Method Bias SE MSE Coverage
Likelihood 0.0008 0.0344 0.0012 0.9290
Naive -0.0015 0.0351 0.0012 0.9490
10% dr/V?2 -0.0070 0.0351 0.0013  0.9280
(Y7 : 29.4%, Yo : 4.7%, Y3 : 0.4%) dr/2 -0.0183 0.0361 0.0016  0.9160
dy, -0.0041 0.0342 0.0012 0.9360
CNS 0.0061 0.0367 0.0014 0.9610
n = 100 Likelihood 0.0001 0.0376 0.0014 0.9350
Naive -0.0226 0.0339 0.0017 0.8920
30% dr/V?2 -0.0229 0.0345 0.0017  0.8840
(Y1 : 61.6%, Yo : 24%, Y3 : 4.4%) dL/2 -0.0374 0.0342 0.0026 0.8020
dy, -0.0306 0.0326 0.0020 0.8460
CNS 0.0014 0.0436 0.0019 0.9760
Left Likelthood -0.0007 0.0234 0.0005 0.9470
Censoring Naive -0.0027 0.0238 0.0006 0.9530
10% dr/V?2 -0.0080 0.0236 0.0006  0.9430
(Y7 : 29.4%, Yo : 4.7%, Y3 : 0.4%) dp/2 -0.0195 0.0242 0.0010  0.8840
dy, -0.0049 0.0234 0.0006 0.9450
CNS 0.0018 0.0245 0.0006 0.9520
n = 200 Likelihood -0.0008 0.0262 0.0007 0.9440
Naive -0.0234 0.0230 0.0011 0.8330
30% dr/V2 -0.0231 0.0233 0.0011  0.8550
(Y1 : 61.6%, Yo : 24%, Y3 : 4.4%) dL/2 -0.0375 0.0231 0.0019 0.6400
dy, -0.0309 0.0227 0.0015 0.7330
CNS 0.0031 0.0285 0.0008 0.9570
10% Likelihood 0.0009 0.0340 0.0012 0.9350
(Y1 :0.37%, Ya : 4.7%, Y3 : 24.93%) CNS 0.0054 0.0369 0.0014 0.9500
n = 100 30% Likelihood -0.0003 0.0382 0.0015 0.9340
(Y1 : 4.4%, Ys : 24%, Y3 : 61.6%) CNS 0.0002 0.0428 0.0018 0.9720
Right 10% Likelthood -0.0007 0.0236 0.0006 0.9410
Censoring (Y1 :0.37%, Yo : 4.7%, Y3 : 24.93%) CNS 0.0020 0.0245 0.0006 0.9490
n = 200 30% Likelithood -0.0017 0.0257 0.0007 0.9540
(Y1 : 4.4%, Ys : 24%, Y3 : 61.6%) CNS 0.0024 0.0279 0.0008 0.9600
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disease (LD) patients, and normal individuals (No) with sample sizes 54, 39 and 52
respectively. Wang and Chang (2011) studied a procedure of marker selection for these
data using pairwise analysis. They propose a wrapper-type algorithm for selecting the
best linear combination of markers that has high TPR rate within a specificity range. We
will explore the discriminatory capability of marker 4271.37 which was ranked in the top
five of markers in the study of Wang and Chang (2011).

Since there are three groups for classification, an ROC surface approach would be
preferable for the evaluation of such a marker. We explored both an ROC surface analysis
as well as an ROC curve analysis. The ROC curve analysis was conducted after merging
the hepatoma patients with chronic liver disease patients to a single ’diseased’ group.
This is in line with the results of the Kolmogorov-Smirnov test for the equality of the H
and LD marker distributions (p—value=0.239), as well as with the results of the Mann-
Whitney test (p—value=0.131). For discriminating the 'diseased’ from the non-diseased
the empirical ROC curve yields an AUC equal to 0.8563 (see also Figure D3 of Appendix
D). Our CNS estimate yielded an AUC equal to 0.8898 (see Table 5.3). The two ROC
curve estimates in Appendix D. The empirical ROC surface as well as the CNS estimated
surface are shown in Figure 5.3. The empirical VUS equals to 0.4563 and the CNS
based volume is 0.4796. The empirical survival estimates along with the CNS survival
estimates are shown in the same figure. In Appendix D we provide the projections of
the ROC surface needed for pairwise analysis (see Figure D4 of Appendix D). These
projections are equivalent to ROC curves even though it is not the sensitivity against the
false positive rate that is plotted. However, the interpretation is similar with higher AUC
values indicating better pairwise discriminatory capability of the marker. Thus, using
the ROC surface approach provides the merit of evaluating the marker simultaneously
for all three groups without foregoing a pairwise analysis. A discussion is also provided
in Yannoutsos et.al. (2008). All results regarding the three way analysis along with the
corresponding confidence intervals are shown in Table 5.3.

To investigate the performance of our method in this particular application in the
presence of an upper (lower) LOD we censored the marker values. For the ROC curve
analysis we used LOD values to achieve 30% and 50% censoring. For the ROC surface
analysis we used LOD values to achieve 10% and 30% censoring. Higher censoring was
not investigated for ROC surfaces since it is very likely that marker measurements for a
specific group may all end up censored. The results and the bootstrap based confidence
intervals are presented in Table 5.3. The corresponding ROC curves are presented in
Figures 5.4, and 5.5 for the cases of no censoring as well as the cases where a lower
detection limit was used. In the case of right censoring we compared our approach with
a dy replacement technique to see how estimates change as censoring increases. We
observe that the 'naive’ approach yielded an essentially reduced estimate in the case of
50% censoring whereas our estimate does not seem to be very sensitive to the level of
censoring. In the presence of left censoring the naive approach yielded similar results
to the proposed one. This is probably due to the almost linear part of the ROC curve at
high TPR values. Figure 5.6 shows the obtained CNS ROC surfaces for 10% and 30%
right censoring along the obtained survival curves which are extrapolated.

In Table 5.4 we present results derived from the projections of the corresponding ROC
surfaces in the unit cube. Bootstrap based confidence intervals are also reported for each
pair of the health status. Even though the pair LD-H yields an AUC estimate above 0.5,
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Table 5.3: AUC and VUS estimates for the liver data. The 95% confidence intervals are
derived using the percentile bootstrap using 500 bootstrap samples (LCL and UCL are
lower and upper confidence limits respectively).

AUC:
Direction Censoring Method Estimation 95% LCL 95% UCL

No censoring 0% Empirical 0.8563 0.7866 0.9205
CNS 0.8898 0.7992 0.9492
30% Naive 0.8507 0.7879 0.9129
Right CNS 0.8594 0.7892 0.9265
50% Naive 0.7964 0.7302 0.8565
CNS 0.8503 0.7426 0.9531
30% Naive 0.8478 0.7798 0.9161
Left CNS 0.8513 0.7485 0.9190
50% Naive 0.8511 0.7763 0.9160
CNS 0.8606 0.7830 0.9228

VUS:
No censoring 0% Empirical 0.4563 0.3497 0.5683
CNS 0.4796 0.3733 0.5913
10% Naive 0.4522 0.3498 0.5635
Right CNS 0.4477 0.3488 0.5758
30% Naive 0.4315 0.3295 0.5333
CNS 0.4447 0.3226 0.5594
10% Naive 0.4534 0.3564 0.5509
Left CNS 0.4514 0.3548 0.5674
30% Naive 0.4474 0.3509 0.5486
CNS 0.4658 0.3366 0.5755

the confidence intervals indicate a non-informative biomarker for this pair. This is also
the case when one uses the naive approach. This is consistent with the results of the
non-parametric tests for the equality of these distributions mentioned above. Overall, the
marker seems to discriminate well between the healthy and each one of the remaining
groups, yielding somewhat better performance for the H — No pair, as expected from the
survival curves shown in Figure 5.3. This is also evident by looking at the projections
of the ROC surfaces that allow visualization of a pairwise analysis (see Figure D5 of
Appendix D).

5.5 Discussion

In this chapter we considered a method of constructing an ROC curve or surface in
the case of a biomarker with a limit of detection. The proposed approach is a spline
based one and allows exponential extrapolation of the survival function when multiple
measurements that are left (or right) censored pile up at the limit of detection. Usual
ROC analysis can then be performed using the proposed CNS estimates for the survival
functions of each population.
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Table 5.4: AUC estimates for the liver data based on the projections of the ROC surface on
the sides of the unit cube. The 95% confidence intervals are derived using the percentile
bootstrap using 500 bootstrap samples (LCL and UCL are lower and upper confidence

limits respectively).

Direction Censoring Pair AUC Estimation 95% LCL  95% UCL
CNS
LD-No 0.8713 0.7322 0.9385
No censoring LD-H 0.5954 0.4705 0.7177
H-No 0.9035 0.8204 0.9598
LD-No 0.8314 0.7234 0.9273
Right 10% censoring  LD-H 0.5852 0.4849 0.7193
H-No 0.8736 0.7957 0.9420
LD-No 0.8222 0.6899 0.9067
30% censoring LD-H 0.5938 0.4809 0.7093
H-No 0.8840 0.8097 0.9424
LD-No 0.8372 0.7517 0.9337
10% censoring  LD-H 0.5845 0.4478 0.6959
Left H-No 0.8744 0.8046 0.9400
LD-No 0.8279 0.7394 0.9244
30% censoring LD-H 0.6035 0.4338 0.7057
H-No 0.8726 0.7818 0.9349
IMPUTATION
LD-No 0.8343 0.7465 0.9103
No censoring LD-H 0.5921 0.4810 0.7123
H-No 0.8722 0.7999 0.9409
LD-No 0.8314 0.7414 0.9162
Right 10% censoring  LD-H 0.5926 0.4684 0.6982
H-No 0.8738 0.8006 0.9370
LD-No 0.8247 0.7340 0.9122
30% censoring  LD-H 0.5933 0.4651 0.6911
H-No 0.8741 0.7954 0.9348
LD-No 0.8348 0.7490 0.9152
10% censoring  LD-H 0.5878 0.4696 0.7004
Left H-No 0.8723 0.7883 0.9370
LD-No 0.8346 0.7401 0.9083
30% censoring LD-H 0.5668 0.4608 0.6797
H-No 0.8691 0.7869 0.9252
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Figure 5.3: Empirical and CNS ROC surface estimates for the liver data. Down: Kaplan
Meier and CNS estimates for the three survival functions (one for each group H, LD and
No, from left to right respectively).
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Figure 5.4: ROC curves for the liver data when an upper limit of detection is chosen to
censor the measurements. Left: 30% censoring. Right: 50% censoring.
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TPR
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Figure 5.5: ROC curves when the H and LD group are combined to single ‘diseased’ group
plotted together for 0% and 50% left censoring. Thin line: Empirical ROC with using all
available data. Dashed line: The empirical ROC when 50% of the data are left censored
(Naive approach). Thick line: CNS estimate when 50% of the data are left censored.

Unlike traditional methods that consider imputation of a single value for observation
below the lower limit of detection the proposed approach provides a smooth estimate of
the ROC curve or surface. The proposed approach provides a flexible way of estimat-
ing the underlying survival distributions, yet with no computational problems since it
involves least squares problems with linear restrictions. The function to be minimized
is always convex and the procedure can be applied with standard software. The corre-
sponding algorithms have already been developed for such optimization tasks by some
packages (we used 1sglin of MATLAB). Furthermore, the inverse of the survival func-
tion based on the proposed approach can be derived in a closed form, since it is the real
root of a cubic polynomial. The inversion of the survival function might not be such a
simple task when a common parametric model is not justified by the available data. Our
method can be generalized to take into account information carried by covariates. This
is made under the formulation of a Cox model for biomarker measurements.

Simulations that were performed under various scenarios for AUC (or VUS) estimation
showed satisfactory performance of the proposed method yielding in some cases differ-
ences in terms of bias (and MSE) from its naive and imputation based competitors. The
confidence intervals for the AUC (or VUS) that was obtained by the percentile bootstrap
technique yielded values close to the nominal level. This was not always the case for
the naive and the simple imputation techniques. Our method was also compared to
the maximum likelihood approach assuming the correct models for the populations and
we observed small disfferences in terms of MSE. In some cases, the proposed approach
turned out to be more efficient when the parametric assumption was misspecified.

When left censoring is present (left censoring is more common than right censoring)
the proposed approach can be promising in settings where the ROC region of high FPR
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Figure 5.6: CNS ROC surface estimates for the liver data when an upper limit of detection
is used. Up: CNS ROC surface estimate with a limit of detection that causes a level of
10% censoring along with the three survival estimates (KM and CNS). It is shown how
the cns survival estimates are extended beyond the limit of detection (vertical dashed
line). Down: ROC surface estimate with a limit of detection that causes a level of 30%
censoring.

rates is of interest. For example, the assessment of the discriminatory capability of PSA-
related biomarkers could involve investigation of the ROC curve for higher FPR’s (see
Miyakubo et al. (2009)). Exploring the partial area of an ROC curve in its high sensitivity
part may be more reasonable in some cases, since it may lead to avoiding unnecessary
procedures. Another example is given in Jiang et al. (1996) who study a partial AUC
index in the case of highly sensitive diagnostic tests. They use a mammography example
to indicate the need of focusing on the high sensitivity region of an ROC curve. Screening
mammography demands high sensitivity which can contribute to reducing mortality of
women with breast cancer. In this case, we desire high sensitivity because women with
false negative tests cannot take advantage of early detection and treatment (see Kopans
(1985)). As seen in our simulation studies the proposed approach is expected to be more
efficient than the naive and the simple imputation techniques.

We note here, that these replacement value imputation methods should not be con-
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fused with the multiple imputation based techniques, mostly used in the concept of
missing data. The latter should be further explored in the setting of a biomarker with an
LOD. However, some strict parametric assumptions should also be imposed, as in the
maximum likelihood approach. A recent strategy based on multiple imputation under a
regression framework is proposed by Arunajadai and Rauh (2012). They use a 7 stage
multiple imputation based procedure, following the ideas of Rubin (2004) for a setting
where the LOD refers to the covariate of a regression model. Their approach might be
adapted to the ROC setting.

Another interesting case may regard biomarkers applied on patients in different loca-
tions (centers). If the LOD of the biomarker differs from center to center then the censored
data will not be piled up at one limit of detection d, but spread out at the center-specific
limits of detection. In such a case one still has the knowledge (a-priori) which measure-
ment is censored and which is exactly observed for the same reason described above (the
LOD is known a-priori for each center). Our approach can accommodate such data with
no modifications.

5.6 Technical Notes

5.6.1 Bias of the VUS using a replacement value a < d

We drop the subscript of dj, for convenience (d; = d). Consider that we use a value a,
a < d, to impute the values that are left censored. The marker values are obtained by:

(vs, ifYs, >d
Mgi _{ a, if Ygi <d
(Y, ifYs, >d
Mi_{a, ifY2i<d

(v, ify, >d
Ml_{m if Y1, < d.

The volume under the surface based on the imputed values is:

VUSM = P(M3>M2>M1)
1 1
+§mm:%>Mmﬁmm>%=M)

1
+ EP(Mg = My = Ml).

Let

We derive:
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P(M3> My > M) = P(Y3>Y,>Y,Y3>d,Ys>d, Y, >d)
L P> Ye>aYs>d,Ys > d Vi <d).

We also derive:

A = PY3>Ye>Y,Y3>d,Yo>d, Y1 >d)+P(Ys>Yy>0a,Y3>d, Yy >d, Y1 <d)

Y3 >Ye>V1,Y32>d,Ye >d, Y1 >d)+ P(Y3 > Yy >d, Y1 <d)

/ P(y1 <Yz <wys3)f(ys, y1)dysdy +/d P(d <Yz < ys)f(ys)dysFi(d)

P(
= P

/

= [ [ Bt~ Paton fso Ao + [ (Fa) = (@) faom)d Fr (@
— [ Pt sto) i) — [ oo o) Sata) i

( () fa)do — [ Fatd f3(y3)dy3> 1 (d)

= [ Pt stodn — [ B A Ss(@dos ~ Fid) [ Bl s

= [ Bl s - S5(@ (/OOF2<y1>f1<y1>dy1 (d)Fz(d)>
d d

Note that this probability is independent of a. It can be shown that B = 0 and for C
and D we have respectively:

¢ =P
= P

Ms > My = M)
Y3>Yo=Y1,Y3>4d, Yy <d, Y, <d)
Ys>a=ua,Ys>d Yy <d, Y] <d)
Ys>a,Ys>d, Y, <d, Y1 <d)

= P(Y3>d,Yo<d, Y1 <d)

= S3(d)Fa(d)Fi(d)

I
e

(
(
(
(

I
e

D = P(MgZMQZMl):P(YE;<d Yo <d, Yq <d) (d)FQ(d)Fl(d)
Thus,

VUSy = A+%B+%C+éD
_ / Fo(ys) fa(ys)dys — Sa(d) ( | o) oy - (d)fb(d))
d d

b SSsDBEW) + Fs(d)F(d)F(d).
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Note that if we set d = —oo we derive that VU Sy = VUS (as expected):

o

VUSu = /_Oo F2(ys)f3(y3)dy3—/ Fy(y1) f1(y1)dys

—0o0

N /—Oo /_OO Fy(ys) f3(y3) f1(y1)dysdyy — /_Oo /_oo Fy(y1) f3(y3) f1(y1)dysdy
_ /oo /d°°(F2(y3) — Fy(y1)) f3(y3) f1.(y1 ) dysdy

= / / P(y1 <Ys < y3)f(y3, y1)dysdyr

= P (1/1 <Yy < Y:O,)
VUS.
Thus, since the probabilities A, B, C, and D are independent of the value a, we con-

clude that the volume under the ROC surface VU .S), will be biased for any replacement
value a < d.
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Chapter 6

Summary and further research

Diagnostic marker evaluation is a developing field. Strategies that deal with modeling
the marker measurements based on covariates have been proposed by many authors
(see Pepe (2003) and the references provided therein). A typical setting would involve
the use of a generalized linear model that could relate the predictors with the biomarker
as a response. Based on such a model one could then proceed to constructing the
corresponding ROC for a specific covariate profile. Settings that involve the evaluation
or modeling of a biomarker in the presence of censoring have been recently developed
(see Cai et al. (2006), Heagerty et al. (2000)). Censoring is typically present when a time
to death (or more generally a time to event) variable is involved. When fatal diseases
are under study, it is desired to model the biomarker values based on the time to death
variable. It is expected that marker values taken closer to the event are more indicative.

Maximum likelihood and semi-parametric approaches have been proposed to model
such time-dependent biomarkers (see Austin and Hoch (2004), Cai et al. (2006), Hea-
gerty et al. (2000)). In this thesis Estimating Function approaches are proposed that
do not assume any parametric form for the distribution of the biomarker values and
can accommodate a censored covariate. Settings that involve biomarker values that are
taken repeatedly over time are also included and discussed. The repeated measure-
ments setting needs to be explored through simulation studies and compared with the
joint modeling approach when parametric assumptions are satisfied or violated for the
latter. Particularly when binary data are involved and ALR type models are employed
the computational cost must be explored and evaluated. A parametric model might be
used to model the censored covariate, however a spline based approach that relaxes
strict parametric assumptions can also be used for this purpose. We propose a new
spline based approach for survival estimation that has the appealing property of always
converging since convex optimization is involved, unlike the splines fitted by maximum
likelihood.

Even though in most cases there is only one censored variable available along with
other fully observed variables for analysis, there might be cases that two or more censored
variables are available. Hence it would be interesting to see how our methods can be
extended to such a setting when building a generalized linear regression model. In these
cases the covariance between the two (or more) censored variables must be addressed.
This might involve obtaining a smooth version of the bivariate distribution of the two
censored covariates by extending our spline approach to account for bivariate survival

105
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functions (or even higher dimensions). This might involve smoothing the bivariate Kaplan
Meier survival function introduced by Dabrowska (1988). As a further extension, the
same setting could be studied when measurements are taken repeatedly over time. In
that case, the covariance of the two censored variables as well as the longitudinal nature
of the data must be taken into account. Another interesting point would be to consider
cases where apart from the censored covariate, the response values are also censored.
This could be observed in a setting where modeling a biomarker that is subject to a lower
(or an upper) limit of detection and also depends on a time to event variable. Further
exploration is also required in different types of censoring such as the more general
interval censoring. In our estimating function approach interval censoring is a case that
can only be accommodated only if at least some data are exactly observed, since the
dispersion parameter, as well as the correlation parameters, are estimated based solely
on the fully observed data. The modification of our method that would accommodate this
kind of censoring when all data are interval censored is challenging since it might involve
the extension of the estimating equations to also account for the dispersion parameter.
Furthermore, the exploration/construction of an analogous to the so called "sandwich"
variance estimator (see Fitzmaurice et al. (2004)) would be of great interest. This would
involve defining the appropriate residuals and studying their properties.

As seen in Chapter 4, the derivation of the time dependent sensitivity might imply the
use of a parametric model for the underlying residuals. It would be of great interest (par-
ticularly under a longitudinal framework) to develop a non-parametric density estimation
technique that could accommodate the censored nature of the data and could also pro-
vide the option to impose equality restrictions for the mean (and maybe the variance).
The extension of our HCNS approach under this notion might be a computationally chal-
lenging task since these equality constraints are not linear with respect to the spline
parameters and need to be employed simultaneously with the monotonicity constraints.

Apart from cases where time to event variables are present, the censoring phe-
nomenon may appear in the biomarker itself. The most common setting is the case of a
lower limit of detection (LOD) where due to technical limitations measurements cannot be
taken below some limit. Some simple imputation approaches have been employed to deal
with such settings however our simulation studies have shown may be inefficient. Max-
imum likelihood approaches have also been proposed (see Perkins et al. (2007), Vexler
et al. (2008)) but strict parametric assumptions must be imposed. We prove that in the
three class case bias is invoked in estimating the VUS when simple replacement values
are used and we explore our spline approach to construct the ROC curve (or surface in
the three class case). Our approach does not require any strict parametric assumption
and is shown to be more efficient than simple replacement value based approaches via
simulations. The proposed approach can also accommodate right censored data as well
as marker values that lie on the real line, unlike the simple replacement value methods
which can only deal with let censored biomarker values and positive valued biomarkers.

Regarding the HCNS approach and its use for ROC curve/surface estimation further
research could focus on more sophisticated knot placement strategies and methods of
selecting the number of knots. Another point of interest for further study might be the
use of the disease status variable, D, as a covariate in the Cox model used in section
5.2. Building such a model could allow testing whether the populations are stochastically
ordered. This approach is taken in Gonen and Heller (2010) in which the Lehmann family
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or ROC curves is studied (see also Lehmann (1953)). When the available data consist
of a possibly censored marker and the disease status, they consider fitting a cox model
where the disease status plays the role of a covariate. If another covariate is also present
they consider also an interaction term with the disease status. Under this formulation
the proposed method would involve fitting the constrained spline model to the baseline
survival and thus force a stochastic ordering of the population distributions.

It is worth mentioning that the approaches introduced in this thesis are not limited
to settings in the field of biostatistics. In many cases econometricians are asked to model
variables where income plays the role of a covariate, and in most studies income is right
censored above some specific value. Environmetrics is another field that the approaches
introduced in this thesis may apply. For example wind speed might be subject to a lower
limit of detection and might play the role of a covariate in forecasting wildfire hazard (see
also Chang (2007)). Another example might refer to the field of entomology where wind
speed might affect fly activity (see Steelman et al. (1993)).
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Appendices

1 Appendix A

1.1 Additional Simulations for continuous, count and binary data

T
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Figure Al: (a): The three sigmoidals corresponding to the values of 31 = —2, —3, —4 at which the simulations
were conducted using the logit link function. On the x—axis the three quartiles for the true distibution of the covariate
(Exponential with mean 3) are plotted. (b): Example of simulated data set where the probability of a positive result given
the true value of X, versus the censored covariate (1I' = min(X s C)) is plotted. The slope value is -2 and the total
censoring 70%, half of which is due to the cutpoint (end of study). The value of 3y is log(9). (c): Example of simulated
data set where the probability of a positive result given the true value of X versus the censored covariate (I = min(X, C))
is plotted. The slope value is -2 and the total censoring 30%, half of which is due to the cutpoint (end of study). The value

of Bo is log(9).
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Table Al: Simulation results of 1000 repetitions for the linear case (n = 100). Half of the
censoring is due to the cutpoint (end of study). The noise ¢ is from N (0, 1).

Bo B1
Cens. P Method Bias SE MSE Width Cover Bias SE MSE Width Cover
Likelihood -0.0380 0.1280 0.0178 --- --- 0.0119 0.0277 0.0009 --- ---
-0.0135 0.1954 0.0384 0.7963 0.9580 0.0065 0.0961 0.0093 0.3910 0.9540
QS(Exzp) -0.0063 0.1586 0.0252 0.6131 0.9500 0.0010 0.0413 0.0017 0.1607 0.9450
0.2 Un(Ezp) -0.0063 0.1587 0.0252 0.6133 0.9510 0.0010 0.0413 0.0017 0.1608 0.9460

QS (Weib) -0.0069 0.1596 0.0255 0.6151 0.9480 0.0012 0.0424 0.0018 0.1515 0.9420
Un(Weib) -0.0070 0.1597 0.0256 0.6151 0.9470 0.0012 0.0424 0.0018 0.1615 0.9450

Likelthood -0.0006 0.1483 0.0220 --- --- 0.0028 0.0374 0.0014 --- ---
cc 0.0029 0.2037 0.0415 0.7957 0.9440 0.0025 0.0986 0.0097 0.3895 0.9500
QS(Exzp) 0.0047 0.1596 0.0255 0.6146 0.9380 0.0008 0.0430 0.0018 0.1626 0.9410
0.3 Un(Ezp) 0.0046 0.1595 0.0255 0.6149 0.9380 0.0008 0.0430 0.0018 0.1627 0.9410

QS (Weib) 0.0037 0.1605 0.0258 0.6167 0.9440 0.0012 0.0443 0.0020 0.1637 0.9390
Un(Weib) 0.0036 0.1603 0.0257 0.6170 0.9430 0.0012 0.0443 0.0020 0.1639 0.9400

30% Likelihood 0.0101 0.1585 0.0252 --- --- -0.0026 0.0461 0.0021 --- ---
cc 0.0030 0.1999 0.0400 0.7962 0.9470 0.0002 0.0970 0.0094 0.3896 0.9550
QS(Ezp) 0.0070 0.1651 0.0273 0.6215 0.9420 -0.0020 0.0477 0.0023 0.1719 0.9270
0.5 Un(Exzp) 0.0073 0.1647 0.0272 0.6232 0.9400 -0.0021 0.0476 0.0023 0.1727 0.9280

QS (Weib) 0.0057 0.1667 0.0278 0.6230 0.9390 -0.0015 0.0509 0.0026 0.1726 0.9050
Un(Weib) 0.0058 0.1663 0.0277 0.6248 0.9380 -0.0016 0.0510 0.0026 0.1735 0.9000

Likelihood 0.0080 0.1660 0.0276 --- --- -0.0032 0.0577 0.0033 --- ---
cc 0.0029 0.2018 0.0407 0.7969 0.9470 -0.0011 0.0957 0.0092 0.3891 0.9560
QS(Exp) 0.0087 0.1709 0.0293 0.6552 0.9420 -0.0043 0.0590 0.0035 0.2154 0.9250
0.8 Un(Exzp) 0.0076 0.1766 0.0313 0.6743 0.9380 -0.0040 0.0637 0.0041 0.2278 0.9230

QS (Weib) 0.0046 0.1772 0.0314 0.6530 0.9300 -0.0025 0.0673 0.0045 0.2158 0.8780
Un(Weib) 0.0034 0.1850 0.0342 0.6742 0.9320 -0.0023 0.0748 0.0056 0.2274 0.8640

Likelihood -0.0565 0.1475 0.0250 --- --- 0.0183 0.0377 0.0018 --- ---
cc -0.0108 0.3337 0.1115 1.3594 0.9510 0.0051 0.4687 0.2198 1.8982 0.9500
QS(Exp) -0.0103 0.2087 0.0436 0.8172 0.9420 0.0027 0.0614 0.0038 0.2418 0.9520
0.2 Un(Exzp) -0.0103 0.2086 0.0436 0.8175 0.9420 0.0027 0.0614 0.0038 0.2419 0.9520
QS (Weib) -0.0127 0.2117 0.0450 0.8250 0.9390 0.0053 0.0696 0.0049 0.2506 0.9220
Un(Weib) -0.0127 0.2116 0.0449 0.8253 0.9410 0.0053 0.0696 0.0049 0.2506 0.9230
Likelihood -0.0095 0.1649 0.0273 --- --- 0.0060 0.0489 0.0024 --- ---
cc 0.0028 0.3498 0.1223 1.3631 0.9490 -0.0002 0.4801 0.2304 1.8938 0.9530
QS(Exp) 0.0044 0.2073 0.0430 0.8163 0.9390 0.0009 0.0647 0.0042 0.2424 0.9410
0.3 Un(Ezp) 0.0044 0.2069 0.0428 0.8166 0.9390 0.0009 0.0646 0.0042 0.2425 0.9390

QS (Weib) -0.0005 0.2107 0.0444 0.8260 0.9340 0.0070 0.0768 0.0060 0.2564 0.8990
Un(Weib) -0.0005 0.2102 0.0442 0.8265 0.9360 0.0070 0.0768 0.0059 0.2565 0.8990

70% Likelthood 0.0174 0.1813 0.0332 --- --- -0.0045 0.0624 0.0039 --- ---
cc 0.0162 0.3251 0.1060 1.3755 0.9600 -0.0257 0.4515 0.2045 1.9145 0.9620
QS(Exzp) 0.0039 0.2142 0.0459 0.8258 0.9290 -0.0008 0.0708 0.0050 0.2520 0.9130
0.5 Un(Ezp) 0.0039 0.2145 0.0460 0.8282 0.9300 -0.0007 0.0710 0.0050 0.2524 0.9140
QS (Weib) -0.0028 0.2178 0.0475 0.8347 0.9340 0.0075 0.0920 0.0085 0.2635 0.8250
Un(Weib) -0.0028 0.2180 0.0475 0.8371 0.9370 0.0076 0.0922 0.0086 0.2641 0.8270
Likelthood 0.0108 0.1792 0.0322 --- --- -0.0021 0.0959 0.0092 --- ---
cc -0.0001 0.3433 0.1178 1.3635 0.9480 0.0068 0.4770 0.2276 1.8964 0.9400
QS(Ezp) 0.0047 0.2163 0.0468 0.8348 0.9380 -0.0017 0.1024 0.0105 0.2996 0.8490
0.8 Un(Ezp) 0.0036 0.2198 0.0483 0.8576 0.9440 -0.0015 0.1020 0.0104 0.3040 0.8520
QS (Weib) -0.0123 0.2327 0.0543 0.8448 0.9260 0.0194 0.1676 0.0285 0.3115 0.6480

Un(Weib) -0.0135 0.2343 0.0551 0.8675 0.9280 0.0200 0.1678 0.0286 0.3159 0.6530
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Table A2: Simulation results of 1000 repetitions for the linear case (n = 300). Half of the
censoring is due to the cutpoint (end of study). The noise ¢ is from Student ¢ with 4 d.f.

Bo B1
Cens. P Method Bias SE MSE Width Cover Bias SE MSE Width Cover
Likelihood -0.1491 0.2669 0.0935 --- --- 0.0457 0.0691 0.0069 --- ---
cc 0.0009 0.1652 0.0273 0.6315 0.9510 -0.0010 0.0805 0.0065 0.3062 0.9440
QS(Ezp) -0.0006 0.1275 0.0163 0.4944 0.9530 0.0002 0.0329 0.0011 0.1285 0.9490
0.2 Un(Ezp) -0.0006 0.1275 0.0162 0.4983 0.9530 0.0002 0.0329 0.0011 0.1284 0.9500
QS (Weib) -0.0013 0.1279 0.0163 0.4954 0.9520 0.0005 0.0335 0.0011 0.1291 0.9470
Un(Weib) -0.0013 0.1278 0.0163 0.4954 0.9520 0.0005 0.0335 0.0011 0.1292 0.9480
QS(GG) -0.0003 0.1287 0.0166 0.4948 0.9490 -0.0003 0.0347 0.0012 0.1285 0.9280
Un(GG) -0.0003 0.1286 0.0165 0.4949 0.9500 -0.0003 0.0346 0.0012 0.1285 0.9310
Likelihood -0.0906 0.2460 0.0687 --- --- 0.0274 0.0680 0.0054 --- ---
cc 0.0032 0.1611 0.0259 0.6358 0.9560 -0.0009 0.0775 0.0060 0.3091 0.9490
QS(Exzp) 0.0032 0.1290 0.0166 0.4990 0.9500 -0.0008 0.0350 0.0012 0.1312 0.9340
0.3 Un(Ezp) 0.0032 0.1295 0.0167 0.4997 0.9360 -0.0008 0.0350 0.0012 0.1309 0.9450
QS (Weib) -0.0071 0.1356 0.0185 0.5002 0.9350 0.0017 0.0354 0.0013 0.1312 0.9370
Un(Weib) -0.0070 0.1355 0.0184 0.5003 0.9360 0.0017 0.0354 0.0013 0.1313 0.9360
QS(GG) -0.0056 0.1367 0.0187 0.4998 0.9310 0.0006 0.0381 0.0015 0.1307 0.9050
Un(GG) -0.0055 0.1366 0.0187 0.5000 0.9310 0.0006 0.0382 0.0015 0.1308 0.9020
30% Likelihood -0.0405 0.2366 0.0576 --- --- 0.0102 0.0651 0.0043 --- ---
-0.0059 0.1609 0.0259 0.6335 0.9490 0.0002 0.0818 0.0067 0.3081 0.9390
QS(Exzp) -0.0044 0.1268 0.0161 0.5038 0.9550 -0.0002 0.0364 0.0013 0.1395 0.9520
0.5 Un(Ezp) -0.0042 0.1272 0.0162 0.5053 0.9560 -0.0003 0.0365 0.0013 0.1402 0.9520
QS (Weib) -0.0043 0.1276 0.0163 0.5043 0.9530 -0.0003 0.0385 0.0015 0.1397 0.9410
Un(Weib) -0.0042 0.1283 0.0165 0.5056 0.9540 -0.0004 0.0387 0.0015 0.1403 0.9350
QS(GG) -0.0022 0.1322 0.0175 0.5042 0.9430 -0.0018 0.0463 0.0021 0.1397 0.8540
Un(GG) -0.0018 0.1330 0.0177 0.5057 0.9440 -0.0022 0.0470 0.0022 0.1404 0.8520
Likelithood -0.0140 0.1610 0.0261 --- --- 0.0034 0.0507 0.0026 --- ---
-0.0078 0.1584 0.0251 0.6320 0.9610 0.0021 0.0787 0.0062 0.3078 0.9590
QS(Ezp) -0.0057 0.1311 0.0172 0.5268 0.9560 0.0005 0.0483 0.0023 0.1746 0.9290
0.8 Un(Ezp) -0.0070 0.1339 0.0180 0.5456 0.9560 0.0008 0.0520 0.0027 0.1851 0.9290
QS (Weib) -0.0075 0.1344 0.0181 0.5271 0.9460 0.0013 0.0546 0.0030 0.1748 0.8780
Un(Weib) -0.0089 0.1385 0.0193 0.5501 0.9500 0.0016 0.0611 0.0037 0.1851 0.8570
QS(GG) -0.0058 0.1520 0.0231 0.5274 0.9190 0.0001 0.0736 0.0054 0.1757 0.7620
Un(GG) -0.0037 0.1634 0.0267 0.5482 0.9130 -0.0022 0.0865 0.0075 0.1870 0.7160
Likelihood -0.1982 0.2679 0.1111 --- --- 0.0631 0.0798 0.0104 --- ---
cc -0.0012 0.2684 0.0721 1.0406 0.9520 -0.0043 0.3634 0.1321 1.4399 0.9540
QS(Ezp) -0.0030 0.1731 0.0300 0.6524 0.9390 0.0007 0.0510 0.0026 0.1925 0.9420
0.2 Un(Ezp) -0.0030 0.1730 0.0300 0.6525 0.9400 0.0006 0.0510 0.0026 0.1924 0.9440
QS (Weib) -0.0046 0.1738 0.0302 0.6553 0.9390 0.0026 0.0545 0.0030 0.1965 0.9310
Un(Weib) -0.0045 0.1737 0.0302 0.6554 0.9390 0.0026 0.0545 0.0030 0.1965 0.9320
QS(GG) -0.0059 0.1768 0.0313 0.6591 0.9400 0.0047 0.0749 0.0056 0.2028 0.7890
Un(GG) -0.0054 0.1761 0.0310 0.6670 0.9430 0.0041 0.0738 0.0055 0.2163 0.7760
Likelihood -0.1454 0.2764 0.0975 --- --- 0.0453 0.0865 0.0095 --- -
cc 0.0019 0.2619 0.0686 1.0479 0.9580 -0.0111 0.3647 0.1331 1.4506 0.9470
QS(Exzp) -0.0037 0.1661 0.0276 0.6591 0.9590 -0.0004 0.0516 0.0026 0.1963 0.9320
0.3 Un(Exp) -0.0038 0.1663 0.0277 0.6694 0.9460 -0.0004 0.0517 0.0027 0.1974 0.9540
QS (Weib) -0.0053 0.1666 0.0278 0.6614 0.9550 0.0008 0.0572 0.0033 0.1986 0.9050
Un(Weib) -0.0055 0.1669 0.0279 0.6596 0.9560 0.0008 0.0573 0.0033 0.1987 0.9060
QS(GG) -0.0104 0.1844 0.0341 0.6746 0.9380 0.0056 0.0925 0.0086 0.2069 0.6800
Un(GG) -0.0102 0.1844 0.0341 0.6717 0.9360 0.0053 0.0924 0.0086 0.2006 0.6700
70% Likelihood -0.0521 0.2850 0.0839 --- --- 0.0126 0.0729 0.0055 --- ---
cc 0.0020 0.2618 0.0686 1.0482 0.9580 -0.0114 0.3646 0.1330 1.4510 0.9470
QS(Exzp) -0.0038 0.1672 0.0280 0.6647 0.9580 -0.0002 0.0572 0.0033 0.2038 0.9150
0.5 Un(Ezp) -0.0046 0.1681 0.0283 0.7740 0.9560 -0.0000 0.0573 0.0033 0.2041 0.9150
QS (Weib) -0.0067 0.1685 0.0284 0.6645 0.9480 0.0024 0.0727 0.0053 0.2060 0.8410
Un(Weib) -0.0072 0.1694 0.0288 0.6662 0.9480 0.0025 0.0729 0.0053 0.2064 0.8390
QS(GG) -0.0121 0.1821 0.0333 0.6704 0.9400 0.0129 0.1398 0.0197 0.2181 0.5280
Un(GG) -0.0124 0.1827 0.0335 0.6647 0.9358 0.0125 0.1405 0.0199 0.2034 0.5041
Likelihood 0.0130 0.1694 0.0289 --- --- -0.0034 0.0798 0.0064 --- ---
cc -0.0085 0.2622 0.0688 1.0511 0.9640 0.0125 0.3652 0.1336 1.4519 0.9620
QS(Ezp) -0.0017 0.1741 0.0303 0.6740 0.9520 -0.0003 0.0828 0.0069 0.2426 0.8610
0.8 Un(Ezp) -0.0027 0.1784 0.0318 0.6926 0.9500 -0.0000 0.0834 0.0070 0.2462 0.8580
QS (Weib) -0.0083 0.1834 0.0337 0.6762 0.9390 0.0078 0.1314 0.0173 0.2453 0.6450
Un(Weib) -0.0093 0.1862 0.0348 0.6950 0.9380 0.0082 0.1321 0.0175 0.2489 0.6640
QS(GG) 1) -0.0189 0.2413 0.0586 0.6804 0.8370 0.0295 0.3018 0.0920 0.2588 0.2700
Un(GG) -0.0190 0.2453 0.0606 0.6660 0.8200 0.0277 0.3074 0.0953 0.2051 0.2180

(1) Coverage of CI for Bg and 31 based on 100 bootstrapped samples per iteration is 95.8% and 96.7% respectively
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Table A3: Simulation results of 1000 repetitions for the linear case (n = 100). Half of the
censoring is due to the cutpoint (end of study). The noise € is from Student ¢ with 4 d.f.

Bo B1
Cens. P Method Bias SE MSE Width Cover Bias SE MSE Width Cover
Likelihood -0.0970 0.2388 0.0664 --- --- 0.0304 0.0572 0.0042 --- ---
cc -0.0127 0.2792 0.0781 1.1067 0.9630 0.0060 0.1396 0.0195 0.5411 0.9560
QS(Exzp) -0.0063 0.2188 0.0479 0.8526 0.9540 0.0016 0.0575 0.0033 0.2225 0.9490
0.2 Un(Ezp) -0.0063 0.2187 0.0479 0.8529 0.9530 0.0016 0.0575 0.0033 0.2225 0.9500
QS (Weib) -0.0075 0.2202 0.0485 0.8553 0.9510 0.0020 0.0588 0.0035 0.2236 0.9450
Un(Weib) -0.0075 0.2202 0.0485 0.8555 0.9510 0.0020 0.0588 0.0035 0.2237 0.9470
Likelihood -0.0421 0.2401 0.0594 --- --- 0.0147 0.0623 0.0041 --- ---
cc 0.0015 0.2815 0.0792 1.1095 0.9530 0.0001 0.1377 0.0190 0.5436 0.9540
QS(Ezp) 0.0007 0.2216 0.0491 0.8567 0.9470 0.0017 0.0602 0.0036 0.2280 0.9360
0.3 Un(Ezp) 0.0006 0.2220 0.0493 0.8572 0.9480 0.0018 0.0603 0.0036 0.2282 0.9370
QS (Weib) -0.0011 0.2229 0.0497 0.8601 0.9490 0.0026 0.0616 0.0038 0.2301 0.9360
Un(Weib) -0.0013 0.2232 0.0498 0.8606 0.9490 0.0027 0.0618 0.0038 0.2303 0.9370
30% Likelihood -0.0010 0.2480 0.0615 --- --- 0.0004 0.0689 0.0047 --- ---
cc 0.0131 0.2790 0.0780 1.1112 0.9580 -0.0049 0.1359 0.0185 0.5419 0.9470
QS(Ezp) 0.0082 0.2230 0.0498 0.8699 0.9500 -0.0022 0.0632 0.0040 0.2419 0.9340
0.5 Un(Ezp) 0.0072 0.2238 0.0501 0.8727 0.9520 -0.0019 0.0637 0.0041 0.2433 0.9310

QS (Weib) 0.0051 0.2260 0.0511 0.8725 0.9510 -0.0007 0.0675 0.0046 0.2435 0.9070
Un(Weib) 0.0041 0.2271 0.0516 0.8753 0.9520 -0.0003 0.0684 0.0047 0.2448 0.9110

Likelihood -0.0010 0.2447 0.0599 --- --- 0.0027 0.0829 0.0069 --- ---
cc -0.0122 0.2835 0.0805 1.1041 0.9430 0.0074 0.1375 0.0190 0.5390 0.9470
QS(Exp) -0.0027 0.2432 0.0592 0.9053 0.9430 0.0017 0.0844 0.0071 0.3023 0.9210
0.8 Un(Ezp) -0.0038 0.2526 0.0638 0.9403 0.9500 0.0020 0.0924 0.0085 0.3218 0.9150

QS (Weib) -0.0099 0.2500 0.0626 0.9068 0.9370 0.0053 0.0961 0.0093 0.3029 0.8790
Un(Weib) -0.0116 0.2619 0.0687 0.9404 0.9320 0.0057 0.1082 0.0117 0.3213 0.8580

Likelihood -0.1574 0.2559 0.0894 --- --- 0.0492 0.0721 0.0076 --- ---
cc -0.0176 0.4539 0.2063 1.8495 0.9600 0.0186 0.6242 0.3899 2.5771 0.9620
QS(Exp) -0.0111 0.2874 0.0827 1.1042 0.9470 0.0033 0.0869 0.0076 0.3281 0.9320
0.2 Un(Exzp) -0.0112 0.2877 0.0829 1.1046 0.9500 0.0033 0.0870 0.0076 0.3282 0.9320

QS (Weib) -0.0148 0.2922 0.0856 1.1180 0.9490 0.0086 0.0995 0.0100 0.3464 0.9160
Un(Weib) -0.0149 0.2926 0.0858 1.1184 0.9490 0.0086 0.0997 0.0100 0.3466 0.9140

Likelihood -0.0861 0.2660 0.0782 --- --- 0.0298 0.0827 0.0077 --- ---
cc 0.0081 0.4754 0.2261 1.8802 0.9550 0.0032 0.6747 0.4542 2.6143 0.9370
QS(Exzp) 0.0100 0.2969 0.0833 0.8249 0.9320 -0.0014 0.0908 0.0082 0.3351 0.9270
0.3 Un(Ezp) 0.0090 0.2973 0.0882 0.8274 0.9370 -0.0012 0.0907 0.0082 0.3360 0.9260

QS (Weib) 0.0030 0.3020 0.0912 1.1408 0.9370 0.0071 0.1081 0.0117 0.3565 0.8900
Un(Weib) 0.0028 0.3023 0.0914 1.1419 0.9380 0.0072 0.1082 0.0117 0.3566 0.8900

70% Likelthood -0.0089 0.2644 0.0700 --- --- 0.0050 0.0929 0.0087 --- ---
cc 0.0191 0.4537 0.2062 1.8637 0.9590 -0.0163 0.6399 0.4097 2.5836 0.9570
QS(Ezp) 0.0092 0.2950 0.0871 1.1265 0.9430 -0.0005 0.0990 0.0098 0.3447 0.9080
0.5 Un(Ezp) 0.0091 0.2950 0.0871 1.1303 0.9440 -0.0005 0.0986 0.0097 0.3499 0.9110
QS (Weib) -0.0021 0.3025 0.0915 1.1407 0.9350 0.0147 0.1327 0.0178 0.3691 0.8130
Un(Weib) -0.0023 0.3023 0.0914 1.1445 0.9390 0.0148 0.1326 0.0178 0.3698 0.8180
Likelihood 0.0134 0.2694 0.0726 --- --- -0.0013 0.1376 0.0189 --- ---
-0.0262 0.4686 0.2203 1.8754 0.9430 0.0140 0.6555 0.4299 2.6080 0.9610
QS(Ezp) -0.0172 0.3019 0.0915 1.1451 0.9360 0.0044 0.1418 0.0201 0.4174 0.8590
0.8 Un(Ezp) -0.0181 0.3094 0.0961 1.1819 0.9400 0.0044 0.1424 0.0203 0.4273 0.8680
QS (Weib) -0.0447 0.3285 0.1099 1.1605 0.9170 0.0389 0.2437 0.0609 0.4360 0.6390

Un(Weib) -0.0458 0.3342 0.1138 1.1974 0.9240 0.0396 0.2454 0.0618 0.4428 0.6550
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Table A4: Simulation results of 1000 repetitions for the linear case (n = 1000). Half of
the censoring is due to the cutpoint (end of study). The noise € is from N (0, 1).
Bo B1
Cens. 14 Method Bias SE MSE Width Cover Bias SE MSE Width Cover
Likelihood -0.0117 0.0409 0.0018 --- --- 0.0042 0.0086 0.0001 --- ---
0.0014 0.0639 0.0041 0.2464 0.9490 -0.0003 0.0303 0.0009 0.1197 0.9420
QS(Ezp) 0.0010 0.0498 0.0025 0.1937 0.9520 -0.0000 0.0126 0.0002 0.0501 0.9560
0.2 Un(EIp) 0.0010 0.0497 0.0025 0.1937 0.9520 -0.0000 0.0126 0.0002 0.0501 0.9560
QS(WEib) 0.0009 0.0499 0.0025 0.1930 0.9490 0.0000 0.0127 0.0002 0.0501 0.9570
Un(Weib) 0.0009 0.0499 0.0025 0.1939 0.9490 0.0000 0.0127 0.0002 0.0501 0.9560
QS(GG) 0.0013 0.0500 0.0025 0.1937 0.9480 -0.0002 0.0131 0.0002 0.0500 0.9470
Un(GG) 0.0013 0.0500 0.0025 0.1937 0.9490 -0.0002 0.0131 0.0002 0.0500 0.9470
Likelithood -0.0022 0.0487 0.0024 --- --- 0.0008 0.0129 0.0002 --- ---
cc -0.0046 0.0630 0.0040 0.2466 0.9410 0.0018 0.0307 0.0009 0.1196 0.9470
QS(Exzp) -0.0028 0.0493 0.0024 0.1945 0.9380 0.0010 0.0131 0.0002 0.0509 0.9350
0.3 Un(Ea:p) -0.0027 0.0493 0.0024 0.1945 0.9380 0.0010 0.0131 0.0002 0.0509 0.9360
QS(Weib) -0.0030 0.0495 0.0025 0.1946 0.9360 0.0011 0.0134 0.0002 0.0510 0.9370
U'rL(Weib) -0.0029 0.0495 0.0025 0.1945 0.9360 0.0011 0.0134 0.0002 0.0510 0.9360
QS(GG) -0.0027 0.0501 0.0025 0.1946 0.9400 0.0009 0.0144 0.0002 0.0510 0.9220
Un(GG) -0.0026 0.0501 0.0025 0.1946 0.9390 0.0009 0.0144 0.0002 0.0509 0.9230
30% Likelithood 0.0014 0.0509 0.0026 --- --- -0.0003 0.0141 0.0002 --- ---
cc 0.0030 0.0684 0.0047 0.2465 0.9220 -0.0016 0.0325 0.0011 0.1196 0.9390
QS(Ezp) 0.0011 0.0525 0.0028 0.1966 0.9380 -0.0002 0.0145 0.0002 0.0541 0.9330
0.5 Un(Ezp) 0.0010 0.0524 0.0027 0.1971 0.9380 -0.0002 0.0144 0.0002 0.0543 0.9330
QS(Weib) 0.0009 0.0530 0.0028 0.1967 0.9350 -0.0001 0.0154 0.0002 0.0542 0.9220
Un(Weib) 0.0008 0.0530 0.0028 0.1971 0.9370 -0.0001 0.0155 0.0002 0.0543 0.9220
QS(GG) 0.0016 0.0554 0.0031 0.1967 0.9230 -0.0007 0.0184 0.0003 0.0541 0.8620
Un(GG) 0.0016 0.0555 0.0031 0.1970 0.9210 -0.0007 0.0186 0.0003 0.0543 0.8530
Likelihood -0.0006 0.0521 0.0027 --- --- -0.0004 0.0177 0.0003 --- ---
cc -0.0011 0.0629 0.0040 0.2468 0.9210 -0.0004 0.0298 0.0009 0.1198 0.9650
QS(Ezp) -0.0009 0.0542 0.0029 0.2063 0.9430 -0.0004 0.0184 0.0003 0.0680 0.9420
Un(EIp) -0.0010 0.0561 0.0031 0.2130 0.9390 -0.0003 0.0199 0.0004 0.0718 0.9230
0.8 QS(WEib) -0.0018 0.0559 0.0031 0.2063 0.9290 0.0002 0.0208 0.0004 0.0681 0.8960
Un(Weib) -0.0020 0.0582 0.0034 0.2131 0.9260 0.0003 0.0232 0.0005 0.0718 0.8750
QS(GG) -0.0017 0.0620 0.0039 0.2100 0.9090 0.0000 0.0278 0.0008 0.0681 0.7710
Un(GG) -0.0013 0.0669 0.0045 0.2133 0.8810 -0.0002 0.0323 0.0010 0.0720 0.7360
Likelihood 0.0164  0.0486  0.0026 - --- 0.0057  0.0122 _ 0.0002 - -
cc 0.0035 0.1064 0.0113 0.4066 0.9390 -0.0027 0.1453 0.0211 0.5616 0.9500
QS(Ezp) 0.0023 0.0675 0.0046 0.2588 0.9500 -0.0005 0.0195 0.0004 0.0760 0.9510
0.2 Un(E.Ip) 0.0021 0.0675 0.0046 0.2588 0.9500 -0.0005 0.0195 0.0004 0.0760 0.9510
QS (Weib) 0.0021 0.0678 0.0046 0.2592 0.9460 -0.0001 0.0206 0.0004 0.0765 0.9410
Un(Weib) 0.0021 0.0677 0.0046 0.2592 0.9460 -0.0001 0.0206 0.0004 0.0765 0.9420
QS(GG) 0.0009 0.0695 0.0048 0.2606 0.9360 0.0022 0.0311 0.0010 0.0791 0.8030
Un(GG) 0.0009 0.0695 0.0048 0.2606 0.9380 0.0022 0.0311 0.0010 0.0791 0.8020
Likelihood -0.0014 0.0602 0.0036 --- --- 0.0004 0.0183 0.0003 --- ---
cc -0.0082 0.1043 0.0110 0.4079 0.9440 0.0075 0.1416 0.0201 0.5633 0.9570
QS(Exp) -0.0039 0.0672 0.0045 0.2598 0.9420 0.0012 0.0209 0.0004 0.0768 0.9270
0.3 Un(E():p) -0.0038 0.0671 0.0045 0.2598 0.9420 0.0012 0.0209 0.0004 0.0768 0.9230
QS(Weib) -0.0043 0.0674 0.0046 0.2601 0.9420 0.0017 0.0229 0.0005 0.0773 0.9120
Un(Weib) -0.0042 0.0673 0.0046 0.2601 0.9400 0.0017 0.0229 0.0005 0.0773 0.9120
QS(GG) -0.0060 0.0702 0.0050 0.2615 0.9329 0.0048 0.0404 0.0017 0.0773 0.6764
Un(GG) -0.0059 0.0701 0.0050 0.2615 0.9329 0.0048 0.0404 0.0017 0.0773 0.6743
70% Likelithood 0.0037 0.0592 0.0035 --- --- -0.0010 0.0195 0.0004 --- ---
0.0086 0.1038 0.0108 0.4071 0.9490 -0.0091 0.1382 0.0192 0.5614 0.9570
QS(Ezp) 0.0038 0.0703 0.0050 0.2604 0.9350 -0.0011 0.0228 0.0005 0.0796 0.9130
0.5 Un(Ezp) 0.0036 0.0703 0.0050 0.2604 0.9280 -0.0011 0.0228 0.0005 0.0796 0.9010
QS(W&'Lb) 0.0029 0.0706 0.0050 0.2608 0.9320 0.0002 0.0281 0.0008 0.0802 0.8450
Un(Weib) 0.0029 0.0706 0.0050 0.2614 0.9360 0.0002 0.0281 0.0008 0.0803 0.8450
QS(GG) -0.0018 0.0800 0.0064 0.2629 0.9020 0.0091 0.0686 0.0048 0.0838 0.4680
Un(GG) -0.0020 0.0800 0.0064 0.2636 0.9040 0.0092 0.0687 0.0048 0.0839 0.4640
Likelihood 0.0009 0.0556 0.0031 --- --- -0.0017 0.0293 0.0009 --- ---
cc 0.0004 0.1038 0.0108 0.4078 0.9510 -0.0024 0.1400 0.0196 0.5621 0.9470
QS(Ezp)(l) 0.0002 0.0684 0.0047 0.2649 0.9400 -0.0015 0.0315 0.0010 0.0944 0.8500
0.8 Un(Ezp) 0.0005 0.0699 0.0049 0.2663 0.9400 -0.0015 0.0315 0.0010 0.0946 0.8510
QS(Weib)(?) 00018 00715 0.0051 0.2653 09430  0.0012  0.0510  0.0026  0.0949  0.6340
Un(W eib) -0.0015  0.0726  0.0053  0.2720  0.9430  0.0012  0.0511  0.0026  0.0976  0.6510
QS(GG) (3) -0.0127 0.1069 0.0116 0.2671 0.8020 0.0220 0.1525 0.0237 0.0980 0.2550
Un(GG) -0.0128 0.1086 0.0120 0.2749 0.8020 0.0222 0.1539 0.0242 0.0993 0.2600

(1) Coverage of CI for g and (31 based on 100 bootstrapped samples per iteration is 94.2% and 93.6% respectively
(2) Coverage of CI for Bg and 31 based on 100 bootstrapped samples per iteration is 94.5% and 93.6% respectively
(8) Coverage of CI for g and 31 based on 100 bootstrapped samples per iteration is 94.5% and 96.1% respectively
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Table A5: Simulation results of 1000 repetitions in the case of count data. Sample size
is n=300. Half of the censoring is due to the cutpoint (end of study). The real value of
the fy is 1.

Bo B1
Cens. B1 Method Bias SE MSE Width Cover Bias SE MSE Width Cover
cc -0.0059 0.2032 0.0413 0.7760 0.9470 -0.0210 0.2038 0.0420 0.7912 0.9470
QS (Ezp) -0.0036 0.1985 0.0394 0.7563 0.9430 -0.0221 0.1908 0.0369 0.7288 0.9440
-1 QS (Weib) -0.0034 0.1986 0.0394 0.7562 0.9430 -0.0222 0.1908 0.0369 0.7287 0.9440
QS(GG) -0.0044 0.1994 0.0398 0.7566 0.9410 -0.0214 0.1913 0.0370 0.7290 0.9430
30% cc -0.0061 0.1602 0.0257 0.6267 0.9540 -0.0064 0.1012 0.0103 0.3954 0.9500
QS(Ezp) -0.0035 0.1433 0.0206 0.5631 0.9480 -0.0055 0.0710 0.0051 0.2775 0.9390
-1/3 QS (Weib) -0.0033 0.1433 0.0205 0.5632 0.9380 -0.0055 0.0709 0.0051 0.2776 0.9390
QS(GG) -0.0042 0.1437 0.0207 0.5632 0.9460 -0.0047 0.0715 0.0051 0.2776 0.9350
cc -0.0169 0.2762 0.0766 1.0265 0.9360 -0.0288 0.4766 0.2280 1.7851 0.9370
QS(EJ;p)(l) -0.0070 0.2189 0.0479 0.8366 0.9400 -0.0229 0.2336 0.0551 0.8751 0.9330
-1 QS(Weib)(l) -0.0040 0.2195 0.0482 0.8374 0.9260 -0.0272 0.2378 0.0573 0.8767 0.9440
QS(GG)(Z) -0.0014 0.2199 0.0483 0.8376 0.9380 -0.0389 0.2471 0.0626 0.8734 0.9140
70% cc -0.0174 0.2360 0.0560 0.9385 0.9470 -0.0106 0.3454 0.1194 1.4013 0.9560
QS(Ea:p)(3) -0.0116 0.1656 0.0275 0.6647 0.9500 -0.0200 0.0968 0.0098 0.3786 0.9480
-1/3 QS (Weib) ) -0.0126 0.1666 0.0279 0.6671 0.9540 -0.0217 0.1006 0.0106 0.3810 0.9460
QS(GG)(5) 0.0173 0.1691 0.0289 0.6708 0.9530 -0.0379 0.1234 0.0167 0.3898 0.8991

(1) Approximately 1.3% of the repetitions were discarded due to violations of the required restrictions.
(2) Approximately 6.0% of the repetitions were discarded due to violations of the required restrictions.
(3) Approximately 5.7% of the repetitions were discarded due to violations of the required restrictions.
(4) Approximately 14% of the repetitions were discarded due to violations of the required restrictions.
(5) Approximately 23% of the repetitions were discarded due to violations of the required restrictions.

Table A6: Estimates of the coefficients of the linear model for the PBC data.

Method Parameter Est. Asympt. SE Asympt. CI 95% Bootstrap CI 95%
g 2.8111 0.5563 1.7068 3.9154 - -
cC ai -0.0129 0.0028 -0.0184  -0.0074 - -
sz -0.0203 0.0102 -0.0405 -0.0002 - -
oo 3.2785 0.4084 2.4780 4.0790 2.5280 4.0026
QS(Weib) a1 -0.0065 0.0007 -0.0079  -0.0051 -0.0088 -0.0043
sz -0.0354 0.0070 -0.0491 -0.0217 -0.0485 -0.0220
g 3.5526 0.3964 2.7755 4.3296 2.9565 4.2475
QS(GG) al -0.0090 0.0009 -0.0108 -0.0072 -0.0108 -0.0075
g -0.0384 0.0065 -0.0512 -0.0256 -0.0490 -0.0285
ap 3.5001 0.4146 2.6875 4.3128 2.6599 4.3321
Un(Weib) a1 -0.0063 0.0007 -0.0077 -0.0050 -0.0088 -0.0041
sz -0.0400 0.0071 -0.0538 -0.0261 -0.0556 -0.0246
g 3.6853 0.4028 2.8958 4.4748 2.5527 4.1720
Un(GQG) al -0.0089 0.0009 -0.0107 -0.0071 -0.0106 -0.0033
s -0.0411 0.0066 -0.0429 -0.0393 -0.0498 -0.0226

Table A7: Estimates of the coefficients of the AFT models for the PBC data.

Model Parameter Est. SE CI 95%
&o 6.5038 0.4741 5.5745 7.4330
Weibull AFT & -0.0263 0.0086 -0.0431 -0.0096
o 0.7828 0.0684 0.6596 0.9291
&o 6.5359 0.5955 5.3686 7.7031
GG AFT & -0.0242 0.0078 -0.0394 -0.0090
o 0.3269 0.6799 0.0055 19.2673

0 2.7674 5.8436 -8.6857 14.2206
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2 Appendix B

2.1 A MATLAB package for survival estimation with constrained splines

In section 2.2 we recall the modeling technique along with the required constraints of
monotonicity. In section 2.3 we give a description of the routine HCNS (Hazard Constraint
Natural Spline), along with some examples that can be straightforwardly re-produced by
the reader using MATLAB. In section 2.4 we present a small simulation study and in
section 2.5 an application, showing the necessary code for analysis.

2.2 Background methodology

Consider again data of the form T;, Di where T; = min(X;, C;) with C; being the censoring
variable, X; the time to event variable and A; is the event indicator taking the value 1
for an event and zero otherwise (Note that in MATLAB all routines that accommodate
censoring have the opposite coding for the events/censorings, however we decide to use
the common coding in theory to avoid confusion. In the code examples we repeat the
coding used when necessary). Recall the spline based approach introduced in Chapter
2 (section 2.5.2.). Survival estimation based on the available data T;, A; is obtained in
two stages. In the first stage the Kaplan Meier based cumulative step hazard function
is obtained. In the second stage, model (2.14) is fitted to the corners of the cumulative
step hazard function. The steps of the KM estimator occur only at event times, that is
T;|A; = 1. However the cumulative hazard function monotone, and thus monotonicity
restrictions must be imposed.

As discussed in chapter 2, the monotonicity region, M, is a non linear region and
if one attempts to fit model 2.14 under the implied conditions of this then computa-
tional problems may occur. If one considers a linearly defined subregion, A, of M, then
monotonicity would be achieved but other candidate models would be excluded. On the
other hand, a linearly defined region has the merit of reducing the problem to be a re-
stricted least squares one, with linear restrictions on the parameters. Thus, convergence
is guaranteed since the function to minimize is always convex. We explore a linear ap-
proximation 4, of the entire region of approximation M by using optimal (in terms of
inscribed area) polygons within M. Smith (1970) presents an algorithm for deriving the
optimal inscribed polygon within an ellipse. Using Smith’s algorithm we showed that
any optimal inscribed (8% + 2)-gon, k£ = 1,2, ... within M can be exactly calculated. The
MATLAB code given in the appendixend of this appendix provides the optimal inscribed
polygon along with the corresponding plot for region M. The user is only expected to
provide the value of k in the first line.

We already have explored the use of an optimal 18-gon to approximate region M
(k = 2). In Figure B1, we show the approximation obtained from the optimal 10-gon
(k =1), 18-gon (k = 2), 26-gon (k = 3) and 34-gon (k = 4), and these figures can be
reproduced by the code given in the end of this appendix.

We recommend the use of at least six knots due to the restrictions that force the
model to be zero before the first knot. For the same reason one may choose placing more
knots near the first events (i.e. for smaller 7;’s) where additional flexibility is required
to avoid underestimation of the cumulative hazard function in that region. Regard-
ing the knot placement, in this chapter, we consider the following strategy: We derive
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Figure B1: The shaded region is the linear approximation of the monotonicity region for
k = 1,2,3,4. The circles refer to the approximation of the region M. The dots refer to
the approximation of the ellipse ¢(a, b).

10 equally spaced points expanding from min(event times) = min(T;|A; = 1) up to
mazx(event times) = max(T;]A; = 1), and each of these points is a candidate for placing
a knot. Using 6 knots, there are 10!/(6!4!) = 210 possible combinations, and thus 210
possible knot schemes. Next, we consider 10 points at the following percentiles that are
calculated only by the fully observed data: 0, 2.5th, 5th, 10th, 20th, 40th, 50th, 60th, 80th,
and 100th. Exploring again all possible combinations, there are 210 additional combi-
nations (knot schemes) to be explored. In a given application, and if asked by the user
as we will see in the next section, all 420 knot schemes are tested by fitting model (2.14)
to the Kaplan Meier based cumulative hazard function. Finally, the knot scheme that
results to the smallest distance for the corners of the step function is the one chosen.
That is, the knot scheme selection is based on the criterion

V(0) = > (H(T|A:i =1) - HKY(T)|A; = 1)), (1)

%

where H is the fitted model defined in (2.14) under the appropriate constraints of
monotonicity, and H KM is the Kaplan Meier based cumulative hazard estimator.
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This may seem a difficult task from a computing time point of view. However, with
current computer technology, this procedure is only a matter of seconds, as can be seen
from the simulation studies later on. In effect, resampling methods are feasible for the
inference of a given data set. The use of percentile bootstrap showed satisfactory coverage
of the corresponding confidence intervals (see also Appendix C).

Recall that the function to minimize is

V() =Y (H(T;|Ai = 1) - A*N(TA; = 1)),
7
where H is the fitted model defined in (2.14) under the appropriate constraints of mono-
tonicity, and HEM s the Kaplan Meier based cumulative hazard estimator.

Denote with () the linear segments that form the approximation of the entire region
of monotonicity M without including the ones that lie on the horizontal and vertical axis
(for example, () = 16 for the the optimal 18-gon). There are (K — 1) + K constraints,
consisting of Q(K — 1) + K — 1 inequalities and one equality given in Chapter 2. Alter-
natively, one can consider (K — 1) + K + 1 inequality constraints, since the equality
can be written as two inequalities, and so finally all constraints can be written as

A[ely 927 R HK—I]/ <0.

where matrix A has n. = K — 1 columns and n, = Q(K — 1) + K + 1 rows.

Thus, the problem stated is restricted least squares one with linear restrictions. The
function to minimize is always convex and convergence is guaranteed. MATLAB’s built
in function for these kind of optimization problems is 1sglin.

The generalization of the approach to accommodate covariates is done under the as-
sumption of proportional hazards. The usual Cox model can be fitted to the data in order
to obtain the baseline cumulative step hazard estimate. Then model 2.14 is fitted to this
crude estimate under the same constraints discussed above. Thus the two stage analysis
required in a setting with p covariates 71, 25, ..., Z, is

e Stage 1: Fit the Cox model which of the form H(z) = Ho(z)exp(y121 +v2Z2+ ...+
YpZp) and derive H§(x)

A

e Stage 2: Fit model (2.14) to the corners of the H{%" (z) (that is where events oc-
cur) under the constraints A[61,6s,...,0k_1] < 0 and derive the corresponding
estimate H).

Once the model 2.14 is fitted, then one can easily derive any survival estimation for
any profile of a subject based on H(z) = Ho(x)exp(V1Z1 + V222 + ... + ¥pZp), where
i, =1,2,...,p are simply the estimates provided by the usual Cox model fit.

2.3 Software Description

The routine has been developed using MATLAB R201 1a and is available for download from
the authors’ website (or upon request). The algorithm of the program is summarized by
the flowchart given in Figure B3.
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The functions included in the file are HCNS, HCNSboots, HCNSsup, HCNScox,
HCNScoxsup, conlsglin, cnsk, and approxM. Apart from functions HCNS and
HCNSboots, all others are interior functions that are called depending on the choices of
the user. Right next we provide a description of these two functions which are the only
ones that are of interest to the user. The inputs of the HCNS function are the following
(mentioned with the order that are required from the user):

INPUT
e time: an array that may contain event times and/or right censored times

e status: aboolean array taking values O or 1 if the corresponding element of t ime
is an event time or a censoring time respectively. (Note that MATLAB uses this
coding in all its "survival" related functions, which is the opposite of the common
coding used in a survival settings. We developed the code using MATLAB’s coding)

e 7: a covariate matrix (each column corresponds to one covariate). If there are no
covariates available then use "[]" instead.

e knots: The knots provided by the user. There is also an option of setting this
field to "auto" and 6 knots will be used after checking all 210 combinations of knot
schemes described in section 2.2.

e k: A positive integer greater or equal to 1. Based on the value of k, the optimal
in terms of inscribed area 8k + 2-gon will be used for approximating the region of
monotonicity.

OPTIONAL INPUT

e plots: Can be set as cumulative hazard, survivor, cdf or none to plot the
corresponding functions along with the corresponding empirical function. In the
case where covariates (Z) are available the baseline corresponding functions are
plotted (i.e. at Z=0, for all covariates). The 'none’ option does not create any graph
and allows you to proceed to the next optional input arguments.

e profil: It may contain a specific profile of covariate values and the estimates
produced will refer to that specific profile. It is an array with length equal to the
number of columns of the covariate matrix Z. (The ’plots’ input argument must be
given if the ’profil’ argument is to be used).

e profilplots: Can be set as ’cumulative hazard’, ’survivor’, ’cdf’ to plot the corre-
sponding functions along with the empirical corresponding function for the specific
profile given in ’profil’.

OUTPUT
e bhat: the estimated spline coefficients

e Hx: a "function handle" that can yield the value of the estimate of the cumulative
hazard estimator based on the presented method, for any value(s) of x.
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Figure B3: Flowchart of the underlying algorithm of the HCNS approach
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e Fx: a "function handle" that can yield the value of the estimate of the cumulative

distribution estimator based on the presented method, for any value(s) of x.



128 Appendices

e Sx: a "function handle" that can yield the value of the estimate of the survival
estimator based on the presented method, for any value(s) of z.

e knots: The knots used. If the knots were provided by the user then these knots
are simply returned. If the knots were set to auto then the selected knot scheme
is returned.

e KMdist: The sum of squares of the spline model from the corners of the step
cumulative hazard function (that is the quantity presented in (.1)).

e ghat: the estimated cox coefficients if covariates are available. If there are no
covariates then ghat is returned to be NaN (i.e. "not a number")

Next, we provide some examples that can be straightforwardly reproduced by the
reader in MATLAB so as to clarify the input/output arguments:

Example 1. Generate some data (n = 300) from the Weibull distribution with parameters
2 and 3 and then apply the presented method:

n=300

x=wblrnd(2,3,n,1); %Generate some data from Weib (2, 3)
c=wblrnd(2,3,n,1); %Generate the censoring variable (Weib (2, 3))
xcen=min (x,c); %Create the censored data (expected censoring=50%)
status=(x>c); %Derive the censoring indicator

The data for analysis are the variables xcen and status.
The presented approach is carried out from the following line:

o° oo

[bhat Hx Fx Sx KMdist knots gcoxhat]=HCNS (xcen, status, [],
"auto’, 2, ’'survivor’)

An optimal 18-gon is used to approximate the monotonicity region (since k is set to 2).
The array bhat contains the spline coefficients estimates, and the gcoxhat is returned
to be NaN since no covariates are available. The knot placement procedure is set to
"auto’, thus 6 knots are used and 210 knot placement schemes are tested. The knots
returned for this specific data set generated are knots=[ 0.2591 0.5761 0.8931
1.2101 2.4781 2.7951] (as can also be seen by B4) and the sum of the squared
distance from the corners of the KM estimator is KMdist=0.1114. Alternatively the
user could manually provide the knots desired. The plot of the survival estimate is asked
by the user and the plot that is generated by the above code is given in Figure B4. The
survival estimate is plotted up to the last event time, however the user can also plot the
presented estimates beyond the last event time. The ’function handles’ Hx, Fx,and Sx
can be used to evaluate the proposed estimate at any time value. Of course, caution is
needed when extrapolating the curves. For example, to evaluate the estimate at 0.51 1.5
and 2 we request:

Hx ([0.5 1 1.5 21])
which yields as aresult 0.0087 0.1276 0.3855 1.1723. Similarly we derive:
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Fx([0.5 1 1.5 21)

which yields 0.0087 0.1198 0.3199 0.6903 and
Sx([0.5 1 1.5 27)

which yields 0.9913 0.8802 0.6801 0.3097

1 T

T
Spline survival function
KM survival b

O  knots

0 0.5 1

Figure B4: Survival estimate of the presented method as generated by the code in Exam-
ple 1.

Example 2. In this example we will generate some time values from a Cox model and
then use the presented routine for estimation:

n=300;

u=rand(n,1l); % Generate n number from the Uniform(0,1)
a=2;b=3;g9=2; % True parameters of the Weibull baseline survival,
%and true value of cox coefficient g=2.

z=exprnd(0.3,n,1); % Generate exponentially distributed

% covariate with mean 0.3

x=(-log(u) ./ (a.(-b) .xexp(g.*z)))."(1./b); %Generate values from
$the Cox model

c=exprnd(4,n,1l); % Generate the censoring variable

status=(x>c); % Derive the censoring indicator

xcen=min (x,c); % Derive censored time values

The data for analysis now are the variables xcen, status,
and z (the covariate)

[}
°
%
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% We apply the presented approach by using only the
%$following line:

[bhat Hx Fx Sx KMdist knots gcoxhat]=HCNS (xcen, status, z,
"auto’, 2, ’'survivor’)

The interpretation of the output is similar to the one provided in Example 1. Here we
derive a value of ghat=2.041 which is the estimated coefficient of the covariate based
on the usual Cox model. The plot requested now, is the survival estimate for the baseline
survival, that is for Z = 0, and is presented in Figure B5.

Estimates for the baseline survival (Z=0)
1 T T T T T
Spline survival function

0.9 Cox survival -
O  knots

0.6

0.5

041

0.2

0.1

3.5

Figure B5: Survival estimate of the baseline survival (Z=0) as generated by the code in
Example 2.

We base inference on the percentile bootstrap technique. HCNSboot s can be used to
obtain 95% confidence intervals for the cumulative hazard, survival, or cumulative dis-
tribution functions. The input/output arguments of the HCNSboot s are the following:

INPUT:

e time: As defined in the HCNS routine.
e status: As defined in the HCNS routine.
e 7: As defined in the HCNS routine.

knots: As defined in the HCNS routine. The auto option is still available. If
chosen, then all knot combinations will be explores for each bootstrap sample.

kgon: As defined in the HCNS routine.
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e CIat: Time values at which the 95% confidence intervals are to be obtained.
e boots: The number of the bootstrap samples.
OPTIONAL INPUT:

e profil: As defined in the HCNS routine. If given, then the confidence intervals
will be derived for the selected covariate profile. Obviously, input argument Z must
be also given if this optional input argument is to be used.

OUTPUT:

e CIH: A two column matrix that contains the derived 95% bootstrap based confi-
dence intervals for the cumulative hazard. Its left column are the lower confidence
limits and its left refer to the upper ones. These confidence intervals refer to the
specific profile profil, if provided.

e CIS: Confidence intervals for the survival function.
e CIF: Confidence intervals for the cumulative distribution function.

A usage example for the HCNSboots is given in the Application section.

2.4 Simulation Study

We present a small simulation study to evaluate the approach when the automatic knot
placement is selected and compare the results with the KM estimator using the Mean
Integrated Squared Error criterion (= E( [ (8 — $)2)). Since the KM estimator cannot
provide estimation beyond the last event time we consider that the KM estimate of the
survival beyond the last event time equal to S%M (t,,4.), Where tpee = maz(event time).
This is proposed by Efron (1967). For this reason we integrated the squared error from
10th to 90th, 20th to 80th and 30th to 70th percentiles of the true survival functions.

That is, we obtained ISFEg_gg) = 190(1%@ - 9)2, ISE0_g0) = ;&T(S — 8)%, and
70th

ISE@3o—70) = J30m (S — S)? for 1000 repetitions and then we evaluated the average to
obtain the corresponding MISE’s: MISFE(1g_g0), MISE>4_gy) and MISE3q_7g). We
used the knot placement set in auto and £ = 2. This means that an optimal 18-gon
is used to approximate the region of monotonicity for each iteration. We also report the
CPU time needed on average for each iteration. All simulations were carried out on a
laptop with a 2.8GHz processor.

We observe that in nearly all cases the presented approach outperforms the KM
estimator. Most differences however seem to appear for heavier censoring and/or lower
sample sizes. From Table 1 we observe that the computational time in using the HCNS
routine is low (about 2 seconds in most cases). We also checked the time needed to
perform analysis for simulated data sets where the sample size was 10,000 with 50%
expected censoring. That was about 5.5 seconds.

2.5 Examples

We also use the routine to apply the HCNS approach to a real data set with an available
covariate. The data set is presented by Kardaun (1983) and refer to 90 males with cancer
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Table B1: Simulation results of 1000 repetitions for the KM and HCNS approach. The
MISFE is calculated for the 10th to 90th, 20th to 80th, and 30th to 70th percentile of the
real underlying densities. The mean CPU time of the HCNS approach is also reported.
Kaplan Meier HCNS CPU time
Distributiom Censoring 10-90 20-80 30-70 10-90 20-80 30-70  sec./iteration
30% 0.0030 0.0023 0.0016 0.0035 0.0024 0.0015 2.0051

300 50% 0.0040 0.0030 0.0020 0.0043 0.0030 0.0019 1.7762

70% 0.0069 0.0049 0.0031 0.0065 0.0044 0.0028 1.7452

30% 0.0089 0.0068 0.0045 0.0095 0.0068 0.0044 1.6796

Wei(2,3) 100 50% 0.0121 0.0090 0.0059 0.0121 0.0086 0.0055 1.6824
70% 0.0210 0.0144 0.0092 0.0189 0.0134 0.0083 1.8009

30% 0.0179 0.0135 0.0091 0.0181 0.0131 0.0084 1.7070

50 50% 0.0245 0.0180 0.0119 0.0237 0.0171 0.0108 1.7350

70% 0.0437 0.0302 0.0192 0.0374 0.0284 0.0184 1.6439

30% 0.0021 0.0016 0.0011 0.0020 0.0015 0.0010 2.1706

300 50% 0.0029 0.0022 0.0015 0.0026 0.0020 0.0013 1.9289

70% 0.0046 0.0035 0.0024 0.0043 0.0032 0.0022 1.9150

30% 0.0063 0.0049 0.0033 0.0060 0.0045 0.0030 1.8411

Wei(7,8) 100 50% 0.0086 0.0066 0.0045 0.0083 0.0062 0.0041 1.8484
70% 0.0138 0.0107 0.0072 0.0135 0.0100 0.0065 1.8685

30% 0.0129 0.0099 0.0067 0.0131 0.0094 0.0062 1.8511

50 50% 0.0176 0.0135 0.0091 0.0177 0.0129 0.0084 1.8230

70% 0.0287 0.0218 0.0146 0.0286 0.0209 0.0134 1.7030

30% 0.0028 0.0023 0.0018 0.0028 0.0023 0.0018 2.3636

300 50% 0.0038 0.0032 0.0024 0.0037 0.0031 0.0024 2.0029

70% 0.0059 0.0050 0.0038 0.0057 0.0046 0.0036 1.9281

30% 0.0080 0.0069 0.0053 0.0078 0.0065 0.0050 1.9943

Mixture 100 50% 0.0113 0.0096 0.0074 0.0107 0.0089 0.0068 1.9582
Weibulls 70% 0.0185 0.0156 0.0119 0.0172 0.0145 0.0109 1.9862
30% 0.0158 0.0134 0.0104 0.0152 0.0125 0.0095 2.1252

50 50% 0.0227 0.0192 0.0147 0.0220 0.0183 0.0137 2.1016

70% 0.0389 0.0325 0.0247 0.0355 0.0303 0.0230 1.7753
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of the larynx at a Dutch hospital during the period 1970-1978. The data contain the time
to event (death) or censoring, the age of the patient as well as the stage of the disease.
There are four stages which are ordered from the least serious to the most serious (stage
1 is the least serious). The data are publicly available and a usual Cox analysis is also
presented in Klein and Moeschberger (2003). This data is analyzed with the proposed
method in Appendix C with a much simpler knot placement rule than the one provided
by the aut o option of the software described here. Here, we present the following code to
derive survival estimates for each stage at the mean of age (64.6111) and the reproduction
of Figure B6.

Figure B6: Survival estimates for the four stages of larynx cancer at the mean age
(64.6111). The solid lines refer to the HCNS approach, and the step functions refer to the
corresponding Cox estimates. For the HCNS approach the auto procedure was used for
the knot placement.

data=[...] % A matrix that contains the data. Each column is
%one variable.

1st column contains the cancer stage variable,

2nd:time variable, 3rd:age, 4th:status
stage=data(:,1);time=data(:,2); %derive variables from the
%data matrix.

age=data(:,3);status=data(:,4);

% In the original data set code 0 is for censoring and

%1 for death. MATLAB needs the opposite coding:
status=status.* (-1)+1;

Zz=[ (stage==2) (stage==3) (stage==4) agel]; % build the
%$covariate matrix

%
[}
°

[}

% Now the data are ready for analysis
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% Fit cox model to derive baseline SO (for Z=0):

[bcox logL H stats] = coxphfit(Z,time,’censoring’,status,
"baseline’, 0);

SO0cox=exp (-H(:,2)); % this is the cox baseline survival.

% Apply the HCNS routine to estimate baseline functions:
[bhat HO FO SO KMdist knots gcoxhat]=HCNS (time, status, 7,
"auto’, 2);

g2=gcoxhat (1) ; g3=gcoxhat (2) ; gd=gcoxhat (3) ; gage=gcoxhat (4) ;

o)

% These are the cox coefs.

gr=0:0.01:8.5; % construct a grid of points over which the
$survival estimates will be plotted.

figure

hold on

o)

% Plot the HCNS survival estimates for each stage:

plot (gr, SO (gr). A (exp (gage.xmean (age))),’k’,’LineWidth’, 2)

plot (gr, SO0 (gr)." (exp (gage.*mean (age) +g2) ), 'k’ ,’ LineWidth’, 2)
plot (gr, SO (gr). A (exp (gage.*mean (age) +g3) ), k', LineWidth’, 2)
plot (gr, S0 (gr).” (exp (gage.+mean (age) +g4) ), 'k’ ,’ LineWidth’, 2)

[o)

% Plot the Cox survival estimates for each stage:

stairs (H(: ),SOcox (exp (gage.*mean(age))),'k’)
stairs(H(:,1),S0cox. A (exp (gage.*mean (age)+g2)),"k’)
stairs(H(:,1),S0cox. A (exp (gage.*mean (age)+g3)), k')
stairs(H(:,1), SOcox/\(exp(gage.*mean(age)+g4)),’k’)
xlabel(’t’) ylabel ("S(t)")

From the generated Figure B6 we observe that, at the mean of age (64.6111), the
survival curve of stage 1 provides higher survival probabilities. As we move to stage 4
we observe that the survival curves yield lower survival probabilities which is what we
expect.

In the previous example we estimated the baseline survival and used the Cox model
formulation to obtain estimates for the desired profile. If, for example, we were interested
in estimating directly the survival of an individual with age equal to 64.6111 and the
most serious cancer stage, i.e. S(t|lage = 64.6111, stage = 4) for t = 1,2,...,6 along
with the corresponding 95% confidence intervals for the survival estimate, based on 300
bootstrap samples, we could simply type:

% Derive the desired estimates for the specific profile
%[0 0 1 mean(age)]:

[bhat Hx Fx Sx]=HCNS (time, status, 7, ’"auto’, 2,...
"none’, [0 0 1 mean(age)] );
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Shat=Sx(1:6) % obtained survival estimate wvalues for t=1,2,...,6
Shat=

0.9266 0.8535 0.7945 0.7446 0.6885 0.6094

%$Now derive the corresponding 95% CI’s for these estimates:

[CIH CIS CIF]=HCNSboots (x, status, 7, ’"auto’, 2, [1l:6], 300, [0 O
1 mean (age)])

CIs=

0.8861 0.9898
0.7912 0.9304
0.7224 0.8835
0.6409 0.8508
0.5572 0.8324
0.4739 0.7702

The left column of CIS contains lower confidence limits and the right the upper ones.
In tables CIH and CIF the corresponding confidence intervals for the cumulative hazard
and cumulative distribution respectively are also provided. Note that in this example we
used the auto procedure for the knot placement. Hence, in each bootstrap sample 420
minimizations are employed. In effect, even though the procedure is feasible, it can be
time consuming. It took about 20 minutes to derive the CI’s mentioned above. In the
case where the knots are supplied by the user then this time is significantly reduced. We
used HCNSboot s with knots set equal to the ones derived by the HCNS estimate analysis
using the auto option. The time needed for the HCNSboot s to perform all calculations
(using again 300 bootstrap samples) was about 8 seconds, yielding the following CI’s:

CIs =

0.8835 0.9695
0.7757 0.9232
0.6938 0.8882
0.6309 0.8706
0.5559 0.8397
0.4660 0.7776

2.6 Code for approximating the region of monotonicity

The following code provides, for a given £ = 1,2, ..., the optimal in terms of inscribed
area 8k + 2-gon for approximating the region of monotonicity M. (If £ is not set to be a
positive integer then an error will appear.)

k=3;% This can be set to any positive integer
$for finer approximations

xc=2;yc=2; % center of the ellipse
theta=-pi/4; % tilt of the major axis
a=2.44949; % major semi-axis of the ellipse
b=sqgrt (2); % minor semi-axis of the ellipse
N=12xk; % Points to approximate the ellipse
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N=N+1;

& —————- Apply Smith’s algorithm to approximate the ellipse:
df=2%pi/ (N-1);
CT=cos (theta) ; ST=sin (theta);
x=zeros (1,N);y=x; S%Spreallocation
for n=1:N
Xp=a*CNDP;
yp=b*SNDP;
X (n)=xc+xp*CT-yp=*ST;
vy (n)=yct+xp*ST+yp=*CT;
TEMP=CNDPxCDP-SNDPxSDP;
SNDP=SNDP+CDP+CNDPxSDP;
CNDP=TEMP;
end

% Plot the approximation of the ellipse:
plot (x,y,’ .k");hold on
axis square;axis ([0 4 0 4]);

%$Re arrange data so as the first point to be (x,y)=(3,0):
n=N-1;kk=n/12;
M=[x’' y’];M(max(size(M)),:)=[]1;M=circshift (M, kk);

x=M(:,1);y=M(:,2);

%$Plot the approximation of the region of monotonicity:
plot (x(1l:(8%k+1)),y(1l:(8xk+1)),"’o-k")

plot ([3 0 3 0],[3 3 0 0],’0k")

xlabel("a’");ylabel ("b’")

%$Shade the approximated region:
fill([x(1:(8xk+1));0], [y(l:(8xk+1));0]1,[0.7,0.7,0.7]);alpha(0.5)
hold off

3 Appendix C

3.1 Simulation Studies for the evaluation of the HCNS method

In the simulation studies we considered the proposed (HCNS, Hazard Constrained Nat-
ural Spline) method, as well as the logspline and the Kaplan Meier methods. For the
logspline approach we use the oldlogspline function provided by Kooperberg and
Stone (1992) in the polspline library of R, with stepwise deletion of knots (in contrast
to the logspline function provided also by Kooperberg, the o1ldlogspline function
can handle censored data). For the HCNS method we used the 1sglin function of
MATLAB to minimize the constrained least squares. The 1sglin function allows the
user to directly provide both equality and inequality constraints, thus it is not necessary
to write our single equality constraint as two inequalities. The MATLAB code is available
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upon request. We used the MISE criterion (= E( [ (§—5)?)) for comparison of the method-
ologies based on 1000 repetitions for each scenario. For all three approaches we consid-
ered their performances in the 10th to 90th, 20th to 80th and 30th to 70th percentiles

of the true survival functions (that is, we calculated the [ SE(lo_go) = 190% (5’ - S )2,
ISE(90—g0) = 280(?:(5' —5)?, and ISE(30_79) = ?EZL(S — §)?2 for 1000 repetitions and we

used the average to obtain the associated MISE’s). Due to the fact that the Kaplan Meier
estimator is limited up to the last event ({,,,4z), Wwe considered expanding the estimation of
the survival function to be SKM (tmax) beyond t,,.,; when necessary (i.e. in the repetitions
where the last event occurred earlier that Xgp). A small sample study presented in Klein
(1991) concludes that this approach, which is taken in Gill (1980), is more preferable for
small sample sizes than the one one taken in Efron (1967) where S(t) =0, V ¢ > tiaq-

For the HCNS approach we considered 6 knots. Harrell (2001) suggests that the
principal decision is between 3, 4, or 5 knots for a natural cubic spline. However, the
proposed approach deals with monotonicity constraints. Moreover, our spline model for
the cumulative hazard is zero before the first knot and linear beyond the last knot. Thus,
the flexibility of the spline would be seriously compromised when using just 3 knots. As
seen by the simulation results the choice of 6 knots performed very well overall. We also
conducted simulations studies for 4 and 5 knots but the results were unsatisfactory and
are omitted for brevity.

We considered three main scenarios for the true density of X shown in Figure B7. In
all scenarios we considered the proposed, the Kaplan Meier and the logspline method.
The censoring variable C was taken to be exponentially distributed with an appropriate
parameter so as to achieve expected levels of censoring of 30%, 50% and 70%. The
sample sizes considered were 60, 100 and 300 (we did not consider smaller sample sizes
due to convergence problems of the logspline approach that increased for small samples
and heavy censoring). The results are presented in Table C1.

At the first scenario we generated data from a positive skewed distribution, Weib(1.5,4).
We observed that the logspline technique yielded somewhat better results in all cases (i.e.
all sample sizes and censoring levels) in terms of MISE while the proposed method yielded
somewhat better results than the Kaplan Meier in nearly all cases. Note that as the level
of censoring increases the logspline technique had a few problems of convergence where
the proposed technique did not. In these cases we discarded the repetitions that the
logspline technique yielded a convergence warning.

At the second scenario we generated data from an approximately bell shaped distri-
bution, the Weib(3,3). We observed that the logspline technique, again, yielded better
results in terms of MISE while the proposed method yielded somewhat better results from
the Kaplan Meier. However, the logspline approach suffered from multiple convergence
problems in cases of heavy censoring (70%). In cases where the convergence problems
are about 10% or more, the results are not presented.

At the third scenario we considered the bimodal mixture of distributions 0.5W eib(5, 4)+
0.5Weib(4,2). We observe that the HCNS method yields smaller MISE with minor differ-
ences from the logspline approach and the Kaplan Meier in cases of smaller sample sizes.
Note again that in cases of 70% censoring the logspline approach has approximately 10%
convergence problems and simulation results are not presented.

Generally, the simulations did not reveal major differences regarding the performance
of the compared methods. The differences seem to be in favor of the logspline density



138 Appendices

Table C1: Simulation results of 1000 repetitions for the Kaplan Meier, HCNS and
logspline methodologies. Sample size is n = 300, n = 100 and n = 60 with 70%,
50% and 30% censoring. The mean integrated squared error is calculated for the 10th
to 90th, 20th to 80th, and 30th to 70th percentile of the real corresponding distribution
functions.

Kaplan Meier HCNS Logspline
Dist. n Cens. 10-90 20-80 30-70 10-90 20-80 30-70 10-90 20-80 30-70
30% 0.0050 0.0038 0.0025 0.0055 0.0041 0.0026 0.0044 0.0034 0.0024
300 50% 0.0073 0.0052 0.0034 0.0075 0.0053 0.0034 0.0059 0.0044 0.0029
70% 0.0166 0.0099 0.0059 0.0139 0.0088 0.0052 0.0105()) 0.0071(1)  0.0043(1)

30% 0.0151 0.0112 0.0074 0.0166 0.0121 0.0076 0.0119 0.0090 0.0061
Wei(1.5,4) 100  50% 0.0221 0.0156 0.0099 0.0215 0.0149 0.0093 0.0161 0.0120 0.0079
70% 0.0529 0.0318 0.0185 0.0388 0.0275 0.0168 0.0293(® 0.0208(3 0.0130(3)

30% 0.0257 0.0194 0.0129 0.0263 0.0194 0.0124 0.0199 0.0154 0.0105
60 50% 0.0388 0.0272 0.0174 0.0345 0.0249 0.0157 0.0268 0.0202 0.0134
70% 0.0879 0.0549 0.0323 0.0606 0.0455 0.0291 0.0487(2) 0.0347(2)  0.0222(2)

30% 0.0021 0.0016 0.0011 0.0020 0.0015 0.0009 0.0019 0.0015 0.0010
300 50% 0.0030 0.0023 0.0015 0.0027 0.0020 0.0014 0.0025 0.0020 0.0014
70% 0.0047 0.0035 0.0024 0.0042 0.0032 0.0021 —(5) ) -5

30% 0.0063 0.0049 0.0033 0.0059 0.0044 0.0030 0.0049 0.0040 0.0027
Wei(3,3) 100 50% 0.0086 0.0066 0.0044 0.0079 0.0060 0.0040 0.0063(1) 0.0051(1) 0.0035()
70% 0.0140 0.0105 0.0070 0.0121 0.0095 0.0063 —(3) —) —®)

30% 0.0109 0.0085 0.0058 0.0100 0.0077 0.0051 0.0084 0.0067 0.0046
60 50% 0.0151 0.0117 0.0080 0.0132 0.0104 0.0069 0.0107 0.0087 0.0060
70% 0.0249 0.0186 0.0122 0.0206 0.0164 0.0110 0.0155() 0.0125(9)  0.0089(4)

30%  0.0027 0.0023 0.0017 0.0030 0.0023 0.0017 0.0026 0.0021 0.0016
300 50% 0.0038 0.0031 0.0023 0.0040 0.0032 0.0023 0.0035 0.0029 0.0022

70% 0.0068 0.0053 0.0037 0.0064 0.0051 0.0036 —(3) —) —)

30% 0.0079 0.0066 0.0049 0.0075 0.0062 0.0045 0.0081 0.0069 0.0050
Mixt. 100 50% 0.0110 0.0090 0.0066 0.0102 0.0085 0.0061 0.01193) 0.0100® 0.0074(3)

70% 0.0207 0.0161 0.0113 0.0178 0.0150 0.0108 —() - -5

30% 0.0144 0.0120 0.0088 0.0133 0.0110 0.0080 0.0149 0.0128 0.0094
60 50% 0.0193 0.0157 0.0115 0.0170 0.0142 0.0103 0.0191() 0.0167(1) 0.0123(1)
70% 0.0350 0.0275 0.0193 0.0284 0.0243 0.0181 —() G -5

(1) 0.5% of the iterations were discarded due to convergence problems
(2) 1.5% of the iterations were discarded due to convergence problems
(3) 2.0% of the iterations were discarded due to convergence problems
(3) 4.0% of the iterations were discarded due to convergence problems
(5) Simulation was not conducted due to > 10% convergence problems
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Table C2: Simulation results of 1000 repetitions for the coverage of the bootstrap (300
samples for each repetition) for the 10-th to 90-th percentile of the true underlying

density. Sample size is n = 300, n = 100 and n = 60 with 70%, 50% and 30% censoring.
Coverage of the HCNS method for the corresponding percentiles
Dist. Sample Cens. X10 X20 X30 X40 X50 XGO X70 Xgo Xgo
30% 0.772 0.948 0.972 0.961 0.946 0.957 0.957 0.952 0.945
300 50% 0.902 0.964 0.968 0.945 0.953 0.958 0.957 0.935 0.900
70% 0.962 0.978 0.957 0.956 0.947 0.953 0.940 0.912 0.886

30% 0.870 0.958 0.976 0.966 0.959 0.957 0.956 0.945 0.917
Wei(1.5,4) 100 50% 0.929 0.965 0.951 0.934 0.946 0.961 0.956 0.916 0.878
70% 0.958 0.947 0.942 0.947 0.942 0913 0.892 0.871 0.896

30% 0.890 0.951 0.959 0.952 0.939 0.946 0.941 0.923 0.874
60 50% 0.924 0.968 0.953 0.949 0.950 0.946 0.944 0.912 0.863
70% 0.973 0.945 0.933 0.928 0.895 0.864 0.845 0.838 0.905

30% 0.958 0.955 0.956 0.953 0.947 0.945 0.943 0.946 0.932
300 50% 0.964 0.958 0.957 0.958 0.950 0.950 0.949 0.937 0.911
70% 0.970 0.956 0.951 0.951 0.946 0.942 0.934 0.932 0.901

30% 0.964 0.954 0.948 0.949 0.950 0.952 0.938 0.922 0.900
Wei(3,3) 100 50% 0.953 0.941 0.944 0.950 0.955 0.944 0.932 0.922 0.884
70% 0.966 0.944 0.941 0.945 0.940 0.935 0.924 0.880 0.861

30% 0.958 0.943 0.942 0.948 0.950 0.942 0.935 0.919 0.894
60 50% 0.968 0.937 0.938 0.943 0.937 0.928 0.916 0.883 0.834
70% 0.939 0.925 0.925 0.930 0.920 0.892 0.854 0.820 0.824

30% 0.929 0.954 0.956 0.954 0.959 0.941 0.948 0.947 0.937
300 50% 0.941 0.946 0.956 0.966 0.956 0.947 0.938 0.939 0.917
70% 0.944 0.942 0953 0.962 0.954 0.944 0.931 0.917 0.917

30% 0.964 0.945 0.936 0.949 0.954 0.949 0.946 0.931 0.899
Mixt. 100 50% 0.964 0.935 0.922 0.940 0.939 0.944 0.933 0.913 0.913
70% 0.952 0.950 0.949 0.951 0.953 0.950 0.918 0.903 0.930

30% 0.972 0.950 0.936 0.941 0.938 0.941 0.925 0.918 0.912
60 50% 0.957 0.956 0.950 0.950 0.964 0.941 0.925 0.887 0.900
70% 0.925 0.916 0.915 0.926 0.905 0.874 0.843 0.819 0.892
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Table C3: Simulation results of 1000 repetitions for the coverage of the Greenwood
formula for the 10-th to 90—th percentile of the true underlying density. Sample size is

n = 300, n = 100 and n = 60 with 70%, 50% and 30% censoring.

Coverage of the Greenwood formula for the corresponding percentiles

Dist. Sample Cens. X0 Xo0 X30 X40 X50 X60 X70 Xgo Xoo
30% 0.951 0.946 0.950 0.948 0.946 0.952 0.947 0.937 0.942
300 50% 0.937 0.940 0.944 0.940 0.935 0.945 0.954 0.928 0.927
70% 0.948 0.936 0.951 0.966 0.955 0.938 0.945 0.928 0.833
30% 0.911 0.923 0.942 0.937 0.934 0.951 0.930 0.935 0.916
Wei(1.5,4) 100 50% 0.927 0.926 0.947 0.960 0.954 0.952 0.935 0.926 0.869
70% 0.924 0.937 0.945 0.938 0.934 0.929 0.913 0.855 0.588
30% 0.916 0.933 0.943 0.951 0.956 0.943 0.936 0.906 0.885
60 50% 0.916 0.933 0.939 0.942 0.933 0.929 0.931 0.921 0.793
70% 0.910 0.919 0.918 0.927 0.915 0.907 0.884 0.773 0.533
30% 0.942 0.939 0.942 0.937 0.945 0.952 0.962 0.945 0.939
300 50% 0.944 0.952 0.939 0.954 0.949 0.949 0.945 0.956 0.945
70% 0.949 0.936 0.932 0.942 0.946 0.940 0.937 0.917 0.897
30% 0.927 0.939 0.954 0.947 0.940 0.943 0.926 0.933 0.925
Wei(3,3) 100 50% 0.929 0.923 0.942 0.930 0.935 0.938 0.934 0.932 0.904
70% 0.913 0.938 0.936 0.934 0.936 0.936 0.936 0.922 0.812
30% 0.895 0.926 0.941 0.939 0.939 0.950 0.942 0.932 0.909
60 50% 0.900 0.923 0.931 0.929 0.931 0.929 0.925 0.914 0.867
70% 0.885 0.919 0.921 0.923 0.924 0.918 0.898 0.863 0.678
30% 0.937 0.943 0.952 0.945 0.946 0.947 0.942 0.933 0.924
300 50% 0.929 0.940 0.948 0.951 0.953 0.953 0.953 0.948 0.918
70% 0.937 0.943 0.944 0.945 0.952 0.948 0.932 0.922 0.896
30% 0.948 0.943 0.941 0.951 0.949 0.946 0.943 0.918 0.926
Mixt. 100 50% 0.922 0.933 0.936 0.949 0.945 0.948 0.941 0.916 0.883
70% 0.913 0.934 0.932 0.944 0.931 0.933 0.923 0.899 0.745
30% 0.920 0.944 0.937 0.949 0.951 0.959 0.941 0.941 0.883
60 50% 0.906 0.909 0.921 0.933 0.931 0.939 0.931 0.906 0.854
70% 0.879 0.931 0.941 0.932 0.941 0.933 0.893 0.816 0.581
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Table C4: Simulation results of 1000 repetitions for the coverage of the Greenwood
formula for the 10-th to 90—th percentile of the true underlying density. Sample size is
n = 300, n = 100 and n = 60 with 70%, 50% and 30% censoring.

Coverage of the Greenwood formula for the corresponding percentiles
Dist. Sample Cens. X10 Xoo X30 X40 X50 Xe0 X70 Xso Xo0
30% 0.951 0.946 0.950 0.948 0.946 0.952 0.947 0.937 0.942
300 50% 0.937 0.940 0.944 0.940 0.935 0.945 0.954 0.928 0.927
70% 0.948 0.936 0.951 0.966 0.955 0.938 0.945 0.928 0.833

30% 0.911 0.923 0.942 0.937 0.934 0.951 0.930 0.935 0.916
Wei(1.5,4) 100 50% 0.927 0.926 0.947 0.960 0.954 0.952 0.935 0.926 0.869
70% 0.924 0.937 0945 0.938 0.934 0.929 0.913 0.855 0.588

30% 0.916 0.933 0.943 0.951 0.956 0.943 0.936 0.906 0.885
60 50% 0.916 0.933 0.939 0.942 0.933 0.929 0.931 0.921 0.793
70% 0.910 0.919 0.918 0.927 0.915 0.907 0.884 0.773 0.533

30% 0.942 0.939 0.942 0.937 0.945 0.952 0.962 0.945 0.939
300 50% 0.944 0.952 0.939 0.954 0.949 0.949 0.945 0.956 0.945
70% 0.949 0.936 0.932 0.942 0.946 0.940 0.937 0.917 0.897

30% 0.927 0.939 0.954 0.947 0.940 0.943 0.926 0.933 0.925
Wei(3,3) 100 50% 0.929 0.923 0.942 0.930 0.935 0.938 0.934 0.932 0.904
70% 0.913 0.938 0.936 0.934 0.936 0.936 0.936 0.922 0.812

30% 0.895 0.926 0.941 0.939 0.939 0.950 0.942 0.932 0.909
60 50% 0.900 0.923 0.931 0.929 0.931 0.929 0.925 0.914 0.867
70% 0.885 0.919 0.921 0.923 0.924 0.918 0.898 0.863 0.678

30% 0.937 0.943 0.952 0.945 0.946 0.947 0.942 0.933 0.924
300 50% 0.929 0.940 0.948 0.951 0.953 0.953 0.953 0.948 0.918
70% 0.937 0.943 0.944 0.945 0.952 0.948 0.932 0.922 0.896

30% 0.948 0.943 0.941 0.951 0.949 0.946 0.943 0.918 0.926
Mixt. 100 50% 0.922 0.933 0.936 0.949 0.945 0.948 0.941 0.916 0.883
70% 0.913 0934 0.932 0.944 0.931 0.933 0.923 0.899 0.745

30% 0.920 0.944 0.937 0.949 0.951 0.959 0.941 0.941 0.883
60 50% 0.906 0.909 0.921 0.933 0.931 0.939 0.931 0.906 0.854
70% 0.879 0.931 0.941 0.932 0.941 0.933 0.893 0.816 0.581
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when we are dealing with a unimodal density, and in favor of the proposed technique
in the case of the bimodal density for smaller sample sizes. The main advantage of the
proposed approach is that it converges where the logspline technique might not (i.e in
cases of small sample sizes or heavy censoring (or both)). The Kaplan Meier yielded
consistently greater values of MISE compared two the other two approaches.
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0.3
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Figure B7: Real densities used in simulations, Left: Weibull(1.5,4), Middle: Weibull(3,3),
Right: 0.5Weib(5,4) + 0.5Weib(4,2).

For the derivation of confidence intervals of the survival function we explored the
percentile bootstrap technique. We consider resampling pairs of the form {7}, D;} from
the available data and considered 300 bootstrap samples in each repetition. We estimated
the coverage of confidence intervals for the 10—th, 20—th, ..., and 90—th percentile of
the true underlying distribution. The results are presented in Table C2. These coverage
estimates were compared to those based on the well known Greenwood formula used
to derive confidence intervals for the Kaplan Meier survival funcion presented in Table
C2) of the Greenwood formula are presented in Table C4. We observe that the coverage
provided by the percenile bootstrap for the HCNS approach is satisfactory in the range
of the 20—th to the 80—th percentile where enough data are available. Moreover, the
coverage of the confidence intervals based on our proposed methodology is satisfactory.
Furthermore, the coverage achieved by the HCNS confidence intervals for the 90—th
percentile is markedly better in all cases compared to the Greenwood’s one. For example,
in the scenario of the Weibull mixture when n = 100 with 70% censoring, we achieved
93% coverage while the corresponding coverage for the Kaplan Meier estimator yields
74.5%.

We conducted an additional simulation study to evaluate and compare our method to
the semiparametric estimator of the survival function in the Cox model. We also consider
the method taken in Herndon and Harrell (1995) (restricted cubic spline (or RCS method)
in that the spline is restricted to have linear tails). They restate the Cox model using a
natural cubic spline as a baseline hazard and the estimation is done simultaneously for
all parameters. In their approach, no restrictions are imposed to any of the parameters
of interest and initial values are required. We used the fitted Cox model to derive an
initial value for the coefficient of the covariate. In their approach the spline model also
includes an intercept, the initial value of which was derived by assumming an exponential
distribution for the baseline hazard rate. For all other parameters we set zeros as initial
values. We used 4 knots for their approach placed at equally spaced percentiles that are
calculated by the uncensored data.
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One covariate, Z, was considered, taken to be exponentially distributed with mean
equal to 0.3. The sample sizes and expected levels of censoring were set identical to
the ones in the previous simulations. The real value of the coefficient v of the covariate
of the Cox model was set equal to 2. The baseline distribution (at Z = 0) was taken
to be a Weibull(2,3). We used the estimated coefficient 4 obtained by the fitted Cox
model to estimate S(z|Z = 0.3). The ISE for the percentiles was used as in the previous
simulations (for the semiparametric estimator of the survival function beyond %,,,, we
set S(tmaz|Z = z) when the larger time was a censoring time). The results for 1000
repetitions are shown in Table C5. For larger sample sizes we observe minor differences
between the two approaches. However, the proposed approach yields in almost all cases
smaller MISE, particularly for smaller sample sizes and/or heavier censoring. We note
that in the scenario where n = 60 with 70% censoring, min(7;|D; = 1) was very often
identical to the 5—th percentile, which led to convergence problems concerning the knot
placement scheme that uses min(7;|D; = 1) as the first knot. When this occurred only
the other two schemes were considered. We note that the RCS method yielded in general
smaller MISE but suffered from some convergence problems.

For the derivation of confidence intervals we used the percentile bootstrap technique
considering the covariate values fixed and resampling pairs of the form (7}, D;). The sim-
ulation presented in Table C6 shows satisfactory coverage properties of this resampling
technique. In the same table the corresponding coverages of the survival confidence in-
tervals for the Cox model are also presented (see Link (1984)). We observe that at X9 and
Xogg the coverage provided by the proposed method is significantly better as the censoring
gets heavier. For example, at Xgp the coverage based on the traditional approach for the
Cox model is 79%, for n = 100 and 70% censoring. This drops to 73% for n = 60 and
70% censoring. In contrast, the coverages provided by the proposed technique are 95.1%
and 96.7% respectively. Similar results were obtained when comparing the coverage of
the two methods at X1¢ for small samples and heavy censoring.
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Table C5: Simulation results of 1000 repetitions for the Kaplan Meier, HCNS and RCS
methods in the case of a covariate Z. The mean integrated squared error is calculated
for the 10th to 90th, 20th to 80th, and 30th to 70th percentile of the real corresponding
distribution functions. The covariate is exponentially distributed with mean 0.3. The
HCNS and Cox model estimate S(x|Z = 0.3) (baseline is a Weibull(3,2) and the real value

of the parameter of the Cox model is v = 2.)
Cox model HCNS RCS
Sample Cens. 10-90 20-80 30-70 10-90  20-80  30-70 10-90 20-80 30-70
30% 0.0013 0.0010 0.0007 0.0013 0.0010 0.0006 0.0012(D 0.00090) 0.0007™)
300 50% 0.0017 0.0013 0.0009 0.0017 0.0013 0.0008 0.0015(® 0.0012(2) 0.0008(2)
70% 0.0028 0.0021 0.0015 0.0027 0.0020 0.0013 0.0023(4) 0.0018(  0.0012(4)

30% 0.0039 0.0030 0.0021 0.0039 0.0029 0.0019 0.0031® 0.0024® 0.0016(3)
100 50% 0.0051 0.0039 0.0026 0.0051 0.0037 0.0024 0.0040(®) 0.0032(3) 0.0021(3)

70% 0.0087 0.0064 0.0042 0.0081 0.0061 0.0039 - -5 -

30% 0.0062 0.0048 0.0033 0.0062 0.0047 0.0031 0.0054(2) 0.0042(2) 0.0028(2)
60 50% 0.0086 0.0066 0.0045 0.0084 0.0064 0.0043 0.0072(2) 0.0056(2) 0.0038(2)

70% 0.0150 0.0110 0.0074 0.0135 0.0106 0.0070 G -5 -

(1) Approximately 5% of the iterations were discarded due to convergence problems
(2) Approximately 6% of the iterations were discarded due to convergence problems
(3) Approximately 7% of the iterations were discarded due to convergence problems
(4) Approximately 9% of the iterations were discarded due to convergence problems
(5) Simulation was not conducted due to > 10% convergence problems

Table C6: Simulation results of 1000 repetitions for the coverage of the bootstrap (300
samples for each repetition) for the 10-th to 90-th percentile of the true underlying
distribution. The covariate Z is exponentially distributed with mean 0.3 and the following

coverages refer to S(x|Z = 0.3) where the baseline was considered to be for Z = 0
Coverage of the HCNS method for the corresponding percentiles
Dist. Sample Cens. X10 Xo0 X30 X0 Xs0 X0 X0 Xso Xoo
30% 0.936 0.956 0.944 0.940 0.944 0.948 0.944 0.948 0.933
300 50% 0.935 0.946 0.952 0.960 0.951 0.942 0.940 0.920 0.918
70% 0.945 0.943 0.939 0.949 0.951 0.947 0.926 0.923 0.953

30% 0.930 0.950 0.952 0.943 0.938 0.943 0.936 0.916 0.911
HCNS 100 50% 0.931 0.952 0.953 0.954 0.947 0.944 0.925 0.903 0.919
70% 0.947 0.963 0.957 0.942 0.935 0.913 0.887 0.914 0.951

30% 0.928 0.941 0.961 0.948 0.942 0.937 0918 0.907 0.917
60 50% 0.926 0.951 0.958 0.948 0.943 0.932 0.926 0.924 0.946
70% 0.944 0.955 0.957 0.938 0.919 0.908 0.932 0.941 0.967

30% 0.939 0.935 0.940 0.949 0.942 0.958 0.959 0.963 0.951
300 50% 0.932 0.948 0.960 0.946 0.944 0.944 0.938 0.942 0.932
70% 0.943 0.943 0.940 0.942 0.944 0.944 0.949 0.959 0.951

30% 0.940 0.944 0.942 0.929 0.950 0.936 0.938 0.934 0.925
Cox 100 50% 0.929 0.929 0.942 0.939 0.946 0.942 0.943 0.930 0.900
70% 0.916 0.936 0.949 0.939 0.936 0.920 0.924 0.887 0.795

30% 0.934 0.940 0.937 0.942 0.961 0.950 0.947 0.959 0.930
60 50% 0.911 0.936 0.932 0.945 0.951 0.941 0.936 0.925 0.867
70% 0.884 0.902 0.925 0.935 0.915 0.905 0.876 0.832 0.732
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4 Appendix D

4.1 Additional simulations for the ROC curve and surfaces subject to an

LOD
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Figure D1: Densities used in the simulation studies in the two class case. Left: Y] ~
N(3,1), Yo ~ N(4,0.8%). Middle: Y; ~ Gamma(25,0.2), Yo ~ Gamma(35,0.2). Right:
Noncentral t distributions Y7 ~ t(4,7) and Y, ~ t(5, 10)
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Figure D2: Densities used in the simulation studies in the three class case. Left:
Y1 ~ N(5,1), Yo ~ N(6,1), Y3 ~ N(7,1) . Middle: Y; ~ Gamma(25,0.2), Yo ~
Gamma(35,0.2), Y3 ~ Gamma(45,0.2). Right: Noncentral t distributions Y; ~ ¢(4,7),
Yo ~ t(5,10) and Y3 ~ ¢(6,12)



146 Appendices

0.9F

0.8F

0.7F

0.6

04r

0.3F

0.2

0.1

FPR

Figure D3: Empirical ROC curve and CNS ROC curve for the liver cancer data when the
H and LD group are combined to single ‘diseased’ group.
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Figure D4: The projections of the ROC surface on the sides of the unit cube are equivalent
of a pairwise ROC analysis. The corresponding ROC curves for each pair of disease status
for the liver data are shown.
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Figure D5: Projections of the empirical and CNS ROC surfaces on the sides of the unit
cube for the liver data. Up: Corresponding ROC curves in the case of an upper LOD that
causes approximately 10% censoring. Down: Corresponding ROC curves in the case of
an upper LOD that causes approximately 30% censoring.
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Table D1: Simulation results for 1000 repetitions for the bi-gamma scenario. The likeli-
hood approach assumes the correct model for both populations. The coverage is derived
by using the percentile bootstrap with 200 samples for each repetition. (True AUC equals

to 0.9037)
AUC
Direction = Sample Censoring Method Bias SE MSE Coverage
Likelihood -0.0004 0.0202 0.0004 0.9440
Naive -0.0007 0.0208 0.0004 0.9570
10% (vp : 19.5%, Y7 : 0.25%) dL/\/i -0.0119 0.0192 0.0005 0.9210
dL/Q -0.0360 0.0181 0.0016 0.4540
dr, 0.0052 0.0209 0.0005 0.9270
CNS 0.0032 0.0212 0.0005 0.9410
Likelihood -0.0004 0.0206 0.0004 0.9480
n = 100 Naive -0.0063 0.0219 0.0005 0.9390
30% (vp : 56%, Y1 : 4%) dL/\/i 0.0027 0.0230 0.0005 0.9480
dL/2 -0.0090 0.0246 0.0007 0.9320
dr, -0.0075 0.0231 0.0006 0.9400
CNS 0.0000 0.0212 0.0004 0.9520
Likelihood -0.0018 0.0241 0.0006 0.9560
Naive -0.0432 0.0254 0.0025 0.5850
50% (vp : 82.2%, Y7 : 17.8%) dL/ﬁ -0.0086 0.0281 0.0009 0.9350
dL/Q -0.0087 0.0302 0.0010 0.9370
dr, -0.0576 0.0238 0.0039 0.2930
CNS 0.0011 0.0270 0.0007 0.9610
Left Likelihood -0.0005 0.0146 0.0002 0.9430
Censoring Naive -0.0007 0.0148 0.0002 0.9470
10% vy : 19.5%, Y1 : 0.25%) dL/\/§ -0.0119 0.0140 0.0003 0.8550
dL/Z -0.0361 0.0132 0.0015 0.1500
dr, 0.0051 0.0152 0.0003 0.9060
CNS 0.0019 0.0149 0.0002 0.9400
Likelihood -0.0005 0.0149 0.0002 0.9380
n = 200 Naive -0.0062 0.0155 0.0003 0.9530
30% (v : 56%, Y1 : 4%) dL/\/§ 0.0024 0.0169 0.0003 0.9280
dL/2 -0.0094 0.0182 0.0004 0.9140
dr, -0.0078 0.0165 0.0003 0.9160
CNS 0.0001 0.0152 0.0002 0.9500
Likelihood -0.0009 0.0173 0.0003 0.9370
Naive -0.0436 0.0177 0.0022 0.2450
50% (Yp : 82.2%, Y7 : 17.8%) dL/\/§ -0.0087 0.0198 0.0005 0.9160
dL/2 -0.0087 0.0213 0.0005 0.9190
dr, -0.0581 0.0172 0.0037 0.0530
CNS 0.0041 0.0183 0.0004 0.9640
10% (vp : 0.45%, vy : 19.55%) Likelihood -0.0005 0.0201 0.0004 0.9460
CNS 0.0041 0.0210 0.0005 0.9470
n = 100 30% vy : 4.7%, Y1 : 55.3%) Likelihood -0.0008 0.0207 0.0004 0.9480
CNS 0.0012 0.0216 0.0005 0.9600
50% (Y : 17.8%, Y7 : 82.2%) Likelihood -0.0021 0.0250 0.0006 0.9560
CNS 0.0043 0.0257 0.0008 0.9700
Right 10% (vy : 0.45%, vy : 19.55%) Likelihood -0.0005 0.0146 0.0002 0.9470
Censoring CNS 0.0029 0.0151 0.0002 0.9300
n = 200 30% vy : 4.7%, Y1 : 55.3%) Likelihood -0.0005 0.0149 0.0002 0.9440
CNS 0.0010 0.0155 0.0002 0.9430
50% (Y : 17.8%, Y7 : 82.2%) Likelihood -0.0012 0.0174 0.0003 0.9330
CNS 0.0058 0.0194 0.0004 0.9320
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Table D2: Simulation results for 1000 repetitions for the scenario of two populations that
follow a non-central t distribution. The likelihood approach falsely assumes the normal
model for both populations. The coverage is derived by using the percentile bootstrap
with 200 samples for each repetition. (True AUC equals to 0.7355)

AUC
Direction = Sample Censoring Method Bias SE MSE Coverage
Likelihood -0.0452 0.0385 0.0035 0.8080
Naive 0.0015 0.0355 0.0013 0.9540
10% (vp : 18.9%, Y1 : 1.1%) dL/ﬂ -0.0528 0.0421 0.0046 0.7830
dL/2 -0.0470 0.0417 0.0040 0.8240
dr, -0.0628 0.0423 0.0057 0.6960
CNS -0.0047 0.0383 0.0015 0.9530
Likelihood -0.0295 0.0349 0.0021 0.8820
n = 100 Naive -0.0118 0.0361 0.0014 0.9330
30% (vp : 47.5%, Y1 : 12.5%) dL/\/§ -0.0585 0.0421 0.0052 0.7370
dr/2 -0.0454 0.0417 0.0038 0.8340
dr, -0.0852 0.0418 0.0090 0.4330
CNS -0.0080 0.0297 0.0009 0.9480
Likelihood -0.0221 0.0440 0.0024 0.9240
Naive -0.0507 0.0356 0.0038 0.7080
50% (Yp : 67.3%, Y1 : 32.7%) dL/\/ﬁ -0.0812 0.0415 0.0083 0.4630
dr/2 -0.0677 0.0412 0.0063 0.6380
dr, -0.1133 0.0409 0.0145 0.1350
CNS -0.0078 0.0388 0.0016 0.9620
Left Likelihood -0.0496 0.0280 0.0032 0.5830
Censoring Naive -0.0003 0.0249 0.0006 0.9530
10% (vp : 18.9%, Y1 : 1.1%) dL/ﬂ -0.0575 0.0310 0.0043 0.5360
dr/2 -0.0515 0.0308 0.0036 0.6010
dr, -0.0676 0.0310 0.0055 0.3800
CNS -0.0025 0.0346 0.0012 0.9420
Likelihood -0.0322 0.0248 0.0017 0.7350
n = 200 Naive -0.0134 0.0251 0.0008 0.9040
30% (v : 47.5%, Y1 : 12.5%) dL/ﬂ -0.0631 0.0308 0.0049 0.4380
dr/2 -0.0496 0.0304 0.0034 0.6310
dr, -0.0900 0.0306 0.0090 0.1240
CNS -0.0049 0.0270 0.0008 0.9420
Likelihood -0.0221 0.0323 0.0015 0.8710
Naive -0.0513 0.0249 0.0033 0.4550
50% (Yp : 67.3%, Y7 : 32.7%) dL/\/i -0.0855 0.0301 0.0082 0.1620
dr/2 -0.0716  0.0297 0.0060 0.3170
dr, -0.1178 0.0299 0.0148 0.0070
CNS -0.0058 0.0367 0.0014 0.9420
10% vy : 5.8%, Y1 : 14.1%) Likelihood -0.0181 0.0379 0.0018 0.9390
CNS 0.0098 0.0368 0.0015 0.9300
n =100 30% (vp:17.8%, Y : 42.2%) Likelihood 0.0064 0.0392 0.0016 0.9520
CNS 0.0072 0.0388 0.0016 0.9450
50% (vp : 32.7%, vy : 67.3%)  Likelthood 0.0218 0.0431 0.0023 0.9050
CNS 0.0133 0.0534 0.0030 0.9600
Right 10% vy : 5.8%, Y1 : 14.1%) Likelihood -0.0196 0.0267 0.0011 0.8770
Censoring CNS 0.0066 0.0259 0.0007 0.9500
n =200 30% (vp: 17.8%, Y1 : 42.2%)  Likelihood — 0.0048 0.0272 0.0008 0.9330
CNS 0.0050 0.0275 0.0008 0.9510
50% (vp : 32.7%, vy : 67.3%)  Likelthood 0.0198 0.0299 0.0013 0.8840
CNS 0.0134 0.0375 0.0016 0.9620
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Table D3: Simulation results for 1000 repetitions for the tri-gamma scenario. The like-
lihood approach assumes the correct model for the three populations. The coverage is
derived by using the percentile bootstrap with 200 samples for each repetition. (True
VUS equals to 0.7747)

VUS
Direction Sample Censoring Method Bias SE MSE Coverage
Likelihood 0.0010 0.0269 0.0007 0.9360
Naive -0.0001 0.0273  0.0007 0.9380
10% dr/V2 -0.0086 0.0273 0.0008  0.9420
(Y7 : 29.4%, Y5 : 0.6%, Y3 : 0%) dr/2 -0.0320 0.0290 0.0019  0.8190
dy, 0.0061 0.0278 0.0008 0.9250
CNS 0.0096 0.0280 0.0009 0.9300
n = 100 Likelihood 0.0001 0.0284 0.0008 0.9340
Naive -0.0281 0.0284 0.0017 0.8460
30% d/vV2 -0.0154 0.0294 0.0011  0.9290
(Y1 : 76.65%, Yo : 13.1%, Y3 : 0.25%) dL/2 -0.0432 0.0301 0.0028 0.7460
dy, -0.0367 0.0284 0.0022 0.7740
CNS 0.0096 0.0280 0.0009 0.9300
Left Likelihood 0.0000 0.0197 0.0004 0.9540
Censoring Naive -0.0006 0.0200 0.0004 0.9390
10% dr/V2 -0.0099 0.0201 0.0005  0.9160
(Y7 : 29.4%, Y5 : 0.6%, Y3 : 0%) dr/2 -0.0339  0.0216 0.0016  0.6270
dy, 0.0051 0.0203 0.0004 0.9350
CNS 0.0052 0.0207 0.0005 0.9501
Likelthood  -0.0001 0.0207  0.0004 0.9550
n = 200 Naive -0.0285 0.0209 0.0012 0.7578
30% d/v2 -0.0162 0.0219 0.0007  0.8830
(Y1 : 76.65%, Y : 13.1%, Y3 : 0.25%) dr /2 -0.0441 0.0226  0.0025 0.4970
dy, -0.0382 0.0204 0.0019 0.5400
CNS 0.0052 0.0207 0.0005 0.9501
10% Likelihood 0.0007 0.0271 0.0007 0.9360
(Y1 : 0%, Ya : 1.75%, Y3 : 28.25%) CNS 0.0130 0.0288 0.0010 0.9340
n = 100 30% Likelihood -0.0003 0.0292 0.0009 0.9570
(Y1 :0.34%, Ys : 16.6%, Y3 : 73.06%) CNS 0.0025 0.0343 0.0012 0.9767
Right 10% Likelihood 0.0000 0.0197 0.0004 0.9490
Censoring (Y1 : 0%, Yo : 1.75%, Y3 : 28.25%) CNS 0.0080 0.0208 0.0005 0.9359
n = 200 30% Likelihood -0.0006 0.0217 0.0005 0.9580
(Y1 :0.34%, Ys : 16.6%, Y3 : 73.06%) CNS 0.0064  0.0228 0.0006 0.9780
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Table D4: Simulation results for 1000 repetitions for the scenario of three non central t
distributions. The likelihood approach falsely assumes the normal model for the three
populations. The coverage is derived by using the percentile bootstrap with 200 samples
for each repetition. (True VUS equals to 0.4185)

VUS
Direction Sample Censoring Method Bias SE MSE Coverage
Likelihood -0.0609 0.0418 0.0055 0.6580
Naive -0.0001 0.0344 0.0012 0.9620
10% dr/V2 -0.0748 0.0430 0.0074  0.5730
(Y7 : 27.08%, Ya : 2.74%, Ys : 0.18%) dr/2 -0.0663 0.0431 0.0062  0.6380
dy, -0.0890 0.0422 0.0097 0.4070
CNS -0.0013 0.0411 0.0017 0.9600
n = 100 Likelthood  -0.0401 0.0445 0.0036 0.8520
Naive -0.0314 0.0324 0.0020 0.8350
30% d/vV2 -0.0885 0.0404 0.0095  0.3830
(Y1 : 59.6%, Yo : 23.2%, Y3 : 7.2%) dL/2 -0.0730 0.0392 0.0069 0.5270
dy, -0.1203 0.0404 0.0161 0.1250
CNS -0.0013 0.0411 0.0017 0.9600
Left Likelihood -0.0639 0.0326 0.0051 0.4210
Censoring Naive -0.0008 0.0243 0.0006 0.9460
10% dr/V2 -0.0779 0.0334 0.0072  0.2620
(Y7 : 27.08%, Yo : 2.74%, Y3 : 0.18%) dr/2 -0.0693 0.0336 0.0059  0.3960
dy, -0.0922 0.0328 0.0096 0.1250
CNS -0.0055 0.0391 0.0016 0.9614
Likelthood -0.0403 0.0353 0.0029 0.7490
n = 200 Naive -0.0321 0.0230 0.0016 0.6960
30% d/v2 -0.0914 0.0313 0.0093  0.1030
(Y1 : 59.6%, Yo : 23.2%, Y3 : 7.2%) dL/2 -0.0756 0.0303 0.0066 0.2320
dy, -0.1235 0.0313 0.0162 0.0080
CNS -0.0078 0.0376 0.0015 0.9495
10% Likelihood -0.0325 0.0352 0.0023 0.8290
(Y1 :4.2%, Y3 : 9.85%, Y3 : 15.95%) CNS 0.0162 0.0377 0.0017 0.9240
n = 100 30% Likelithood -0.0029 0.0392 0.0015 0.9420
(Y1 : 12.4%, Yy : 30.1%, Y3 : 47.5%) CNS 0.0080 0.0441 0.0020 0.9760
Right 10% Likelihood -0.0344 0.0251 0.0018 0.7110
Censoring (Y1 :4.2%, Ys : 9.85%, Y3 : 15.95%) CNS 0.0110 0.0269  0.0008 0.9330
n = 200 30% Likelihood -0.0031 0.0273 0.0008 0.9440

(Y1 : 12.4%, Ys : 30.1%, Y3 : 47.5%) CNS 0.0079 0.0313 0.0010 0.9670
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Table D5: Simulation results for 1000 repetitions for the bi-normal scenario with unequal
sample sizes for the two populations (100 and 300 for Yy and Y; respectively). The
likelihood approach assumes the correct model for both populations. The coverage is
derived by using the percentile bootstrap with 200 samples for each repetition. (True
AUC equals to 0.7826)

AUC
Direction Censoring Method Bias SE MSE Coverage
Likelihood -0.0008 0.0281 0.0008 0.9440
Naive -0.0036 0.0284 0.0008 0.9420
10% (vp : 30.94%, Y7 : 3.02%) dL/\/é -0.0006 0.0289 0.0008 0.9460
dr/2 -0.0013 0.0279 0.0008 0.9470
dr, -0.0097 0.0304 0.0010 0.9390
CNS -0.0013 0.0292 0.0009 0.9430
Likelihood -0.0011 0.0295 0.0009 0.9470
Naive -0.0291 0.0278 0.0016 0.8300
Left 30% (vp : 62.05%, Y7 : 19.32%) dL/\/§ -0.0195 0.0310 0.0013 0.9020
Censoring dr/2 -0.0168 0.0310 0.0012 0.9110
dr, -0.0496 0.0307 0.0034 0.6220
CNS -0.0012 0.0314 0.0010 0.9530
Likelihood -0.0048 0.0385 0.0015 0.9390
Naive -0.0798 0.0253 0.0070 0.0240
50% (vp : 78.39%, Y1 : 40.35%) dL/\/i -0.0564 0.0308 0.0041 0.5350
dr/2 -0.0536 0.0311 0.0038 0.5750
dr, -0.0925 0.0298 0.0094 0.0450
CNS -0.0011 0.0461 0.0021 0.9860
10% (vp : 2.71%, Y1 : 12.43%)  Likelihood -0.0011 0.0281 0.0008 0.9400
CNS 0.0003 0.0288 0.0008 0.9450
Right 30% (vp : 10.17%, Y1 : 36.61%)  Likelthood -0.0016 0.0291 0.0008 0.9470
Censoring CNS 0.0003 0.0292 0.0009 0.9550

50% (v : 21.06%, Y7 : 59.65%) Likelithood -0.0023 0.0312 0.0010 0.9330
CNS 0.0014 0.0345 0.0012 0.9470
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Table D6: Simulation results for 1000 repetitions for the bi-gamma scenario with unequal

sample sizes for the two populations (100 and 300 for Yy and Y; respectively).

The

likelihood approach assumes the correct model for both populations. The coverage is
derived by using the percentile bootstrap with 200 samples for each repetition. The case
of 50% is not presented for left censoring since the level of censoring for Yj is over 90%.

(True AUC equals to 0.9037)

AUC
Direction Censoring Method Bias SE MSE Coverage
Likelihood -0.0002 0.0167 0.0003 0.9380
Naive -0.0013 0.0169 0.0003 0.9380
10% (vp : 36.53%, Y1 : 1.16%) dL/\/g -0.0059 0.0168 0.0003 0.9540
dr/2 -0.0264 0.0172 0.0010 0.6720
dr, 0.0034 0.0174 0.0003 0.9290
CNS 0.0017 0.0172 0.0003 0.9300
Likelihood -0.0006 0.0183 0.0003 0.9490
Naive -0.0313 0.0175 0.0013 0.5852
Left 30% (vp : : 14%) dL/\/i -0.0020 0.0206 0.0004 0.9460
Censoring dr/2 -0.0037 0.0226 0.0005 0.9420
dr -0.0449 0.0176 0.0023 0.1780
CNS 0.0014 0.0198 0.0004 0.9623
10% (vp : 0.22%, v; : 13.26%)  Likelihood -0.0003 0.0165 0.0003 0.9400
CNS 0.0029 0.0172 0.0003 0.9350
Right 30% (vp : 1.99%, Y1 : 39.34%)  Likelthood -0.0003 0.0164 0.0003 0.9400
Censoring CNS 0.0017 0.0171 0.0003 0.9460
50% (vy : 7.41%, Y7 : 64.19%)  Likelihood -0.0007 0.0175 0.0003 0.9390
CNS 0.0008 0.0189 0.0004 0.9600
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Table D7: Simulation results for 1000 repetitions for the scenario where the two popu-
lations follow two non-central ¢ distributions. The sample sizes for the two populations
(100 and 300 for Yj and Y] respectively). The likelihood approach falsely assumes nor-
mality for both populations. The coverage is derived by using the percentile bootstrap
with 200 samples for each repetition. (True AUC equals to 0.7355)

AUC
Direction Censoring Method Bias SE MSE Coverage
Likelihood 0.1607 0.0333 0.0269 0.7750
Naive 0.1988 0.0342 0.0407 0.9500
10% (vp : 29.66%, Y1 : 3.45%) dL/\/é 0.1472 0.0392 0.0232 0.7020
dr/2 0.1565 0.0389 0.0260 0.7810
dr, 0.1305 0.0389 0.0185 0.5200
CNS 0.2002 0.0318 0.0411 0.9460
Likelihood 0.1732 0.0327 0.0311 0.8440
Naive 0.1746  0.0307 0.0314 0.8400
Left 30% (vp : 57.39%, Y1 : 20.87%) dL/\/§ 0.1326 0.0384 0.0191 0.5270
Censoring dr/2 0.1465 0.0380 0.0229 0.6680
dr, 0.1026  0.0375 0.0119 0.1350
CNS 0.1887 0.0375 0.0370 0.9440
Likelihood 0.1760 0.0462 0.0331 0.8880
Naive 0.1292 0.0277 0.0175 0.1850
50% (Yp : 73.59%, Y1 : 42.14%) dL/\/i 0.1067 0.0366 0.0127 0.1620
dr/2 0.1192 0.0361 0.0155 0.3060
dr, 0.0754 0.0358 0.0070 0.0030
CNS 0.1289 0.0276 0.0174 0.9560
10% (vy : 4.86%, Y1 : 11.72%)  Likelihood -0.0232 0.0332 0.0016 0.8940
CNS 0.0065 0.0327 0.0011 0.9420
Right 30% (vp : 14.55%, Y1 : 35.15%)  Likelthood -0.0011 0.0338 0.0011 0.9390
Censoring CNS 0.0025 0.0335 0.0011 0.9460

50% (v : 26.47%, Y1 : 57.85%)  Likelthood  0.0134 0.0358 0.0015 0.9000
CNS 0.0044 0.0407 0.0017 0.9460
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Table D8: Simulation results for 1000 repetitions in the case of a lower LOD when
5 or 6 or 7 knots are used with the proposed method (CNS(5), CNSs), and CNS(z)
respectively). The sample size for each of the two populations equals to 100. (Results
that correspond to C'N S(4) are restated here for convenience)

AUC

True Models Censoring Method Bias SE MSE
CNS(5) 0.0005 0.0351 0.0012
10% vy : 19.1%, Y3 : 0.9%) CNS(ﬁ) 0.0006 0.0351 0.0012
CNS(7) -0.0016 0.0344 0.0012
CNS(5) -0.0016 0.0352 0.0012
Bi-Normal 30% vy : 50%, vi : 10%) CNS(6) -0.0015 0.0352 0.0012
C'NS(7) -0.0025 0.0350 0.0012
C'NS(5) -0.0026 0.0424 0.0018
50% vy : 71%, Y3 : 29%) CNS(G) -0.0025 0.0440 0.0019
C'NS(7) -0.0028 0.0436 0.0019
C'NS(5) 0.0034 0.0212 0.0005
10% v, : 19.5%, vi : 0.25%) CNS(G) 0.0032 0.0212 0.0005
C'NS(7) 0.0004 0.0210 0.0004
C'NS(5) 0.0002 0.0213 0.0005
Bi-Gamma 30% vy : 56%, Y1 : 4%) C'NS(G) 0.0000 0.0212 0.0004
C'NS(7) -0.0012 0.0213 0.0005
C'NS(5) 0.0012 0.0265 0.0007

50% vy : 82.2%, Y1 : 17.8%) CNS(6) 0.0011 0.0270 0.0007
CNS(7) 0.0009 0.0277 0.0008
C'NS(5) -0.0003 0.0415 0.0017
10% v : 18.9%,v1 : 1.1%  C' NS 6) -0.0047 0.0383 0.0015

CNSEU -0.0018 0.0402 0.0016
C'NS(5) -0.0031 0.0368 0.0014
Bi-Non central t 30% (v : 47.5%, v1 : 12.5%) C’NS(G) -0.0080 0.0297 0.0009
C’NS(7) -0.0033 0.0366 0.0014
(

CNS 5 -0.0046 0.0451 0.0021
50% vy : 67.3%, Y1 : 32.7%) CNS(ﬁ) -0.0078 0.0388 0.0016
CNS(7) -0.0047 0.0455 0.0021
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Table D9: Simulation results for 1000 repetitions in the case of a lower LOD when
5 or 6 or 7 knots are used with the proposed method (CNS(5), CNSs), and CNS(z
respectively). The sample size for each of the two populations equals to 200. (Results
that correspond to C'N'S(g) are restated here for convenience)

AUC

True Models Censoring Method Bias SE MSE

) -0.0001 0.0234 0.0005
6 -0.0001 0.0233 0.0005
7) -0.0014 0.0230 0.0005

) -0.0012 0.0239 0.0006
6 -0.0012 0.0241 0.0006
7) -0.0018 0.0240 0.0006

) -0.0005 0.0281 0.0008

) 0.0006 0.0292 0.0009

) -0.0004 0.0276 0.0008

) 0.0026 0.0152 0.0002

y 0.0019 0.0149 0.0002
7y -0.0009 0.0152 0.0002

)

)

)

)

10% vy : 19.1%, v : 0.9%)

Bi-Normal 30% (vy : 50%, Y1 : 10%)

10% v, : 19.5%, vi : 0.25%)

0.0001 0.0152 0.0002
0.0001 0.0152 0.0002
0.0033 0.0185 0.0004
0.0034 0.0180 0.0003
50% vy : 82.2%, Y1 : 17.8%) CNS(6) 0.0041 0.0183 0.0004

CNS(7) 0.0001 0.0149 0.0002

C'NS(5) -0.0050 0.0381 0.0015
10% v : 18.9%,v1 : 1.1%  C' NS 6) -0.0025 0.0346 0.0012

Bi-Gamma 30% vy : 56%, Y1 : 4%)

C
C
C
C
C
C
C
50% v : 71%, Y1 : 29%) C
C
C
C
C
C
C
C

CNSEU -0.0061 0.0371 0.0014
C'NS(5) -0.0050 0.0381 0.0015
Bi-Non central t 30% (v : 47.5%, v1 : 12.5%) C'NS(G) -0.0049 0.0270 0.0008
C’NS(7) -0.0052 0.0269 0.0008
(

CNS 5y -0.0048 0.0367 0.0014
50% vy : 67.3%, Y1 : 32.7%) CNS(ﬁ) -0.0058 0.0367 0.0014
C’NS(7) -0.0049 0.0370 0.0014
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Table D10: Simulation results for 1000 repetitions in the case of a lower LOD when
5 or 6 or 7 knots are used with the proposed method (CNS(5), CNS(), and CNS(7)
respectively). The sample sizes are 100 and 300 for Y and Y; respectively. (Results that
correspond to C'N S(4) are restated here for convenience)

AUC
True Models Censoring Method Bias SE MSE

CNS;; -0.0014 0.0292 0.0009

10% vy : 19.1%, v1 : 0.9%) C'NS(ﬁ) -0.0013 0.0292 0.0009

CNSr -0.0030 0.0288 0.0008

CNSi) -0.0024 0.0314 0.0010

Bi-Normal 30% o : 50%,v1 : 0%  CNS) -0.0012  0.0314 0.0010
CNSr -0.0026 0.0314 0.0010

(

CNS 5 -0.0029 0.0447 0.0020

509% vy : 71%, Y1 : 29%) CNS(()-) -0.0011 0.0461 0.0021

CNS(7) -0.0027 0.0468 0.0022

CNS(5) 0.0018 0.0171 0.0003

10% vp : 19.5%, v1 : 0.25%) CNS(6) 0.0017 0.0172 0.0003

Bi-Gamma CNS(7) -0.0003 0.0173 0.0003
CNS(5) 0.0009 0.0193 0.0004

30% vy : 56%, Y1 : 4%) CNS(ﬁ) 0.0014 0.0198 0.0004

C'NS(7) 0.0006 0.0198 0.0004

CNS(5) -0.0042 0.0346 0.0012

10% (v : 18.9%, v1 : 1.1%) CNS(@) -0.0013 0.0292 0.0009

(7) -0.0054 0.0343 0.0012
(5 -0.0138 0.0372 0.0016
(6) -0.0012 0.0314 0.0010
(7) -0.0145 0.0374 0.0016
(
(
(

Bi-Non centralt 30% vy : 47.5%, v1 : 12.5%)

y -0.0178 0.0513 0.0029
g) -0.0011 0.0461 0.0021
)y -0.0184 0.0521 0.0031

50% vy : 67.3%, Y1 : 32.7%)
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EZTATIZTIKEX MEOOAOI
AEIOAOTHZHXE AIAI'NQETIKQN
EAETXQN ITAPOYXZIA AOTOKPIZIAY

HepidAnyn:

H xpron dayveotikev eAéyxov (1) Blodeiktov) yla v aviyveuon karolag acbévelag eivat
ONMAVTIKI] ylati oupBddAel 1000 OV KAtavonor ToU PnxXaviopou tng acbévelag aida kat
otV BeAtioon g mowdtntag g (NS v acbevev 1 Kat otnv MANPn AVIIPEIRINOY T1G.
'Otav £€X0Upe va KAVOUHE HE KATAANKTIKEG aoBEveleg TOTE 1 £yKatlpn S1ayvwon propel va
OoUpBAAAel OTNV EMPAKUVOT] TOU UTTOAOUTOPEVOU XPOVvou {wr)g. Qotooo 1) diayveon eival pia
atedrg Swabikaoia. 'Etot, n a§loddynon v diayveotkev eAéyxaov eival kpioyang onpaociag.

IV EPUTIOOT TIOU €X0UE 6U0 opddeg ripog draxwplopo (r.X. acbeveig kat uylelg) Kat
0 61ayveOoTIKOG £AeyX0G 6ivel oUVEXELG 1] PETProelg Slatetaypévng KATpakag Tote 1) 1o d1ade-
dopévn texvikn ya tmv aglodoynon tou, eival n kaprudn ROC (receiver operating char-
acteristic) (BAére Pepe (2003) yia pia Aermtopepr)] avaokonnon tov kaprnudov ROC). 'Evag
delking mou ouvowidetl TNV H1aXWPIOTIKY KAVOTTA £VOG TETO0U 1ayVROTIKOU €AEyXO0U gival
10 £16add katw aro v kaprudn ROC (area under the curve 11 AUC). Ze npoBArjnata
dlaxwpiopou prev minbuopov xpnowonoteitat ) ermmupaveia ROC (BAérne Mossman 1999).
O &eiktng 0 011010G CUVOWICEL TNV S1AXWPIOTIKI) IKAVOTNTA £VOG TETO10U H1aYVOOTIKOU EAEYXOU
elvat o Oykog kate anod v emeavela ROC (volume under the surface ) VU S).

IToAdoi Slayvwotikoi éAeyyxol e§aptoviatl amno 1o xpovo. Ta napadeiypa to Framing-
ham risk score (FR-score) eivat évag diayveotikog éAeyxog rmou dempeital HeIKTIKOG ToU
EPPPAYHATOg ToU Puokapdiou katl tou eykedpadikou (BAére kat Wilson et al. (1998) kat
Grundy et al. (1998)). To FR-score (§iapopetiko yla yuvaikeg kat avipeg) Baoiletal oe
napdyovieg Onwg 1 TIPn g XoAnotepivng, tou cakxapndn 6tabnin, g nAikiag kat mg
niieong. Ma térooug Srayveotikoug eAéyxoug avapévetal 0Tl PeTproelg mou AapBavovat
IO KOVIA OT0 «yeyovog» (rmou ouxva eivat o 9davatog) eivat peyaAutepeg. I[10AAEG @opEg,
OTavV PEAETIOVTIAL KATAANKIIKEG a0BEvVeleg TTapatnpeital T0 eAIVOPEVO T Aoyokploiag. Auto
oupBaivel emedn kamolol acBeveig anopaocilouv ya diapopoug Adyoug va mapattfouv
ano Vv €peuva Kdt £101 1] Jovn MAnpodopia mou £€XOUME yia Ta v A0y® dtopa givatl ot
Katadepav va emr)oouv mEPav tou XPOoVIKoU onpeiou mou napattfnkav amo v £pguva.
'Et01 01 Xpovot p€xpt tov 9avato avutov tov atopev dem@pouvial AOYoKpiévol plag Kat Sev
napatnpouvial mneeg. Auto sivat éva napadsiypa 6e€iag Aoyokpioiag. Apiotepr; Ao-
YOKp1Ola €XOUpE OTav €va Atopo €XEl UTOOTEL TO UTO HPEALTN YEYOVOG MPWV TNV E10AY®YT)
tou oty €peuva. 'Eva daAlo £18og Aoyoxpioiag eivatl n Aoyokpioia oe Sidotnpa, Orou to
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HOVO TIOU pag €ival YVOOTO Yld KATIO10V AOYOKPIEVO acBevr) €lval 0Tl UTECTH] TO YEYOVOG O
KATTI010 KAE10TO XPOVIKO Siactnpa.

Ye autnv v 618aktopiky dtatpiBr] avartuoooupe VEEG OTATIOTIKEG 11eB0doUg Tou ou-
velopépouv oty a&loddynon S1ayveotkov eAéyxev rapouoia Aoyokpioiag. H poviedornoinon
EVOG XPOVOESAPTOHEVOU H1ayVOOTIKOU AEYXOU UITOPEL VA CUVEICPEPEL OV KATAOKEUL| XPOVO-
eCaptopevev kapurudov ROC kat RavenéKtaot) otV PeAEtn g 81ayveotikg akpiBelag tou
€AEYXOU OTOV XPOVO. Le aUTNV TV £pyacia EMKEVIP®VOIACTE 0TI XPHOT TOV YEVIKEUPEVOV
YPAPHIKGOV POVIEA®V Yld T HOVIEAOIIOINOT TETORV S1ayVOOTIKGOV eAéyXev. Qo0to00 Katd
TV MPOCAPHOYI] TOV YVEVIKEUHEVAOV YPAPHIKOV HOVIEA@V TpEmel va AngOel unoyn n Ao-
YOKPIEVI OUPPETABANTE TOU XPOVOU PEXPL TO YEYOVOS. 'a autd 10 oKomod avarticooupe
pia véa peboboroyia mou Baciletal os BEAtioteg ekUNTKEG e§lo0oelg. Me ) pebodoAoyia
avt 6e xperadetal kapia unoOeon yla v apapeIpiky Popdr) TG KATavoung g arnokpiong.
TMa v katavopr| g AOYOKPIEVNS CUPHETABANTAS TOU XPOVOU, IITOPEL KAVEIS va UTToBEoet
elte mapaperpka povieda eite dAAeg P mapaperplkég exvikeg. Epeig, yia v povie-
Aomoinon g AOYOKPIPEVNG OUPHETABANTAG avantuoooupe pia véa spline texvikn. IIpo-
oappodoupe pia uoikt KuBiky) spline otnv abpolotikn cuvaptnon KivdUuvou KAT® Ao Tept-
0p1o0Ug povotoviag. Me auth)v v pé€Bodo ermtuyxavoulle EKTIINOT TG KATAVOUnG g Ao-
YOKP1EVNG CUPPETaBANTAG KAl Epav tng tedeutaiag (Xpovikd) mapatr)pnong akopa Kat av
aut eivat Aoyoxkpipévn. Kat tétoto dev eivat Suvato e 1) yvootr) 1 apapeTpiKy] EKTINO0T)
peylong mbavogaveiag tov Kaplan kat Meier (1959). Emiong, kat tétoto dev eivat duvato
0oUTE [1E YVWOTEG TEXVIKEG Asiavong oTiwg autr) tewv upnvev (BAére Wand and Jones (1995)
Yla pla AEMTOPEPT] AVAOKOIINOI AUTOV TOV TEXVIKGV). Kdteo aro v spline texviki 1mou
avarttioooupie, e§acpalifoupie eyyunuévr oUYKALOT P1ag Kat 1o rpoBAnpa eAayiotoroinong
adopd oe ABpolopPa TETPAYOVRV HE YPAPRIIKOUG TIEPIOPIOPIOTHOUS OGS P0G TG ITAPAPETPOUG.
Kdu tétowo 6ev e€aopadiletat and spline texvikég rou apopouv oe péylotn rmbavopavela
oniwg 1 logspline texvikr) (BAéme Kooperberg (1991)) 11 Aeyopevn restricted cubic spline
(RCS) mpooéyyion (BAéme Harrell (2001)). EmutAéov, enmekteivoupe ) pebodoloyia twov
EKTIUNTIKOV £§1000E®V KAl Of KATAOTACELS OIOU £X0Upe eravalapBavopeveg HETProeig.
AnAadr) oe mepuTtOoelg MoOU acBeveig Tapakoloubouvial 0To XPOVo Kal Arlo TOUG OT0ioug
AapBdvovtal PEIPHOelg avd TAKIA XPOVIKA dStaoctripata PEXPtL T0 YEYOVOS 1) T AOyokpid.
Emiong, mapouoiddoupe KATOlEG £PAPHOYES PE mpaypatika dedopéva mou apopouv eite
0€ TIEPUTIWOELS OTIOU AapBdvetal pia pérpnon yla kabe acBevr) €ite 0 MEPUTIOOELS TTOU
AapBavovtal TEP1o0OTEPES ATTO [ld PEIPTOEIS KAl o1 aobeveig mapakolouBouvial oto Xpovo.

Extog and to @aiwvopevo tng Aoyokploiag otnv PetaBAntr) 10U XpOVOU arod v oroia
propet va e€aptatat évag dlayveotikog édeyxog, Aoyokpioia propei va epgaviotei Kat oe
aUTEG KABeaUTEG TIG TIHEG TOU S1ayveotikoU eAéyxou. Kdatu t€tolo propesi va ocupbet otav
e€attiag teXvikov SUOKOAI®V TTOU adopouv otV TeXVoAoyia 1) tv @Uor tou S1ayveoTikou
eAéyxou, 6 pmopouv va AngOouv TIHEG KAT® 1) AVe ard Karoto oplo (limit of detection
1) LOD). Karoieg texvikég rou £xouv rpotabei yia tnv a§loddynon térowv 81ayveootikmv
eAéyxov Baoidovtal eite og A£G TIHEG AVIIKATAOTAOCNG TOV AOYOKPIHIEVOV TTAPATI|PHOEDV
elte oe p1eBoOdoug pEylotng mbavopavelag UOTEPA ATIO AUCTNPES TTAPAPEIPIKEG UTTOOEOES Yia
TV KATAVOUI] TRV PEIPHOe®V. ATTOSEIKVUOUE OTL Ol TEXVIKEG ATTA®V TIH®OV AVIIKATACTAONS
POKaAoUV pepoAnyia katd v ektipnor tou VU S yevikevoviag 1o anotédeopa tou Perkins
et al. (2007) rou agopd otnv nepinworn dayxwpiopov duo rmAnbuopev. Ta wmyv a§loddynon
TETOLOV B1AYVOOTIK®OV EAEYX®OV PEAETANE ) Xpron g spline peBodou ou avagpépape otnv
PO youUnevy mapaypado yia va AdBoupe pia Asia exktipnon g abpoiotiknig ouvaptnong
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Kwbuvou twv petprjoewv. 'Etot eivat Suvatt) n kataokeur g avtiotoixng ROC kapruing
1) erupaveiag kat ) ektipnon v AUC 1) VU S avtictoixa. M£ow ripocopoinosmv deixvoupe
OTL 1] TEXVIKI] pag &ivel KaAutepeg EKTIPNOEIS WG IIPOG AUTOUG Toug duUo Oeikteg oe OxEon
He dAAeg yvootég texvikeés. Emiong n mpotewvopevn spline peBodoloyia propetl va gavet
16laitepa xpriowarn Otav 10 eviladEPOV HPaAG EIMKEVIPOVETAL Ot UWNAEG TIHEG eopaApéva
detk@V PETPoE®V TOU S1ayVOOTIKOU eAEYXOU 010U oav Seiking afloAdynong xpnotpornoteitat
1 MEPIKT) ErPAveId KATo aro v kaprudn ROC (partial AUC).

O1 1eXVIKEG TTOU TTapouctadovial oe authv tv Sidaktopikr) §1atpiBr) propouv va epappio-
OTOUV Kal ot dAda erotpovika nedia mépav g Prootatiotikyg. Ia nmapddetypa otnv
Owovopetrpia moAAég @opeg 10 €1006npa maidel 10 podo g ocUPPETaBANTNG KAl UTTOKETTAL
ouxva oe 6e€a 1 apilotepry Aoyokploia piag xkat Hev eival yvootr 1 akpilBrng Ty tou av
auty) Bpioketal Ave /KATe and KAT010 CUYKEKPIPEVO oplo. Tlapadeiypata emiong agpopouv
otnv npoBAsyrn MUPKAYI®OV OTIOU 0avV CUPHETABANTY] XPNOHOMOlElTaAl 1] £€VIAOT) TOU AVEROU
1 HEIPNOoN g Oroiag JIopel va Aoyokpiveral egattiag KAMmoou opiou aviyxveuong (BAére
Chang (2007)). ‘AMAa napadeiypata pmopei va apopouv otnv eviopiodoyia Orou n €viaon
TOU avépou emdpd oy dpaoctnpiomta eviopev (PAéne Steelman et al. (1993)).
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