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Abstract
Topics in Current Status Data
by
Karen Michelle McKeown
Doctor of Philosophy in Biostatistics
University of California, Berkeley

Professor Nicholas P. Jewell, Chair

This dissertation considers topics in current status data, a type of survival data where
the only available information on the survival time is whether or not the event time has
occurred before the examination time. We introduce the concept of current status data and
give some motivating examples to highlight some of the many areas in which this type of data
naturally occur in practice. We discuss some of the well known and widely used methods
for analyzing current status data, along with some of the more recent developments in the
area, and provide appropriate references to these previously examined methods. Within this
dissertation, we add to the existing literature in the area by developing ideas not previously
addressed from a current status data perspective.

We describe a simple method for nonparametric estimation of a distribution function
based on current status data where observations of current status information are subject
to (known) misclassification. Nonparametric maximum likelihood techniques are obtained
through the use of a straightforward set of adjustments to the familiar pool-adjacent violators
algorithm, which is generally used when misclassification is assumed absent. The methods
are extended to allow for misclassification rates that vary over time, particularly when mis-
classification is most likely to occur close to the time of the true failure event. Using the ideas
of binary generalized linear models with outcomes subject to misclassification we consider
regression models for the underlying survival time. The ideas are motivated by and applied
to an example on human papillomavirus (HPV) infection status amongst women examined
in San Francisco. Additional applications on breastfeeding behaviors and menopausal status
are also presented. As an extension we consider group testing with current status data in
the presence of misclassification. Group testing combines samples, such as blood or urine,
from a number of individuals and tests the group sample for the presence of the disease of
interest instead of testing each individual sample. We examine whether group testing can
be used to not only reduce the costs incurred with testing a large number of individuals but
also improve the efficiency in estimating the underlying distribution function. We also seek
to determine the optimal group size for nonparametric estimation of a distribution function,



under various group testing scenarios. Regression models for the group testing approach are
briefly considered.

We also describe current status data from the perspective of counting processes. We
examine the relationship between current status data and simple counting processes. Specif-
ically we consider the multistate model defined by two survival times of interest where one
only observes whether or not each of the individual survival times exceed a common observed
monitoring time. We are interested in estimation of the distribution function of time to the
first event and whether current status information on the subsequent event can be used to
improve this estimate. For both single and multiple monitoring time scenarios, in the fully
nonparametric setting, one cannot improve the naive estimator, using information on the
first event only, when estimating smooth functionals of the distribution of time to the first
event (van der Laan and Jewell, 2003). We therefore examine improving this naive estimator
when parametric assumptions about the waiting time between the two events are made. For
situations where this waiting time is modifiable by design, we also determine the optimal
length of the waiting time for estimation of the cumulative hazard of the distribution of time
to the first event in the recent past. The ideas are motivated by and applied to an example
on simultaneous accurate and diluted HIV test data.



This dissertation is dedicated to my parents, Aidan and Bernadette McKeown, without
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Overview

Analyzing survival data is complicated by issues associated with incomplete data, some of
which arise due to various forms of censoring. Current status data, sometimes referred to as
interval censoring case I (Groeneboom and Wellner, 1992), is an extreme form of censoring.
Current status data provides information on the survival status of individuals at various
times rather than standard observation of failure times, or possibly right censored failure
times. As stated by Jewell and van der Laan (1995), interest in current status data has arisen
because of a number of interesting applications, the association between current status data
and related problems in deconvolution, and the nature of the non-standard results associated
with the non-parametric maximum likelihood estimate (NPMLE). Chapter 1 summarizes and
extends the work of Jewell and van der Laan (2004b) to give a review of the existing methods
used with current status data, and to highlight recent developments in the area. Aspects
such as regression, asymptotic properties, competing risks, cure models, and various current
status data sampling schemes are addressed. Subsequent chapters of this dissertation aim
to add to the existing literature on the analysis of current status data by addressing issues
not previously examined.

Chapter 2 considers misclassification of current status data where the current status
outcomes are subject to misclassification. We extend the known nonparametric maximum
likelihood estimator of the distribution function underlying current status data when there
is no misclassification (Ayer et al., 1955) to allow for time-independent misclassification,
with known misclassification rates. We consider the potential impact of misclassification
rates that vary over time, in particular when misclassification only occurs in a known time
window surrounding the underlying failure event. Using the ideas for binary generalized
linear models with outcomes subject to misclassification (Neuhaus, 1999), we also consider
regression models for current status data subject to misclassification. Chapter 3 further
extends Chapter 2 where we consider misclassification when the individual samples are com-
bined for group testing, an approach which is used to reduce the amount of testing needed
without screening fewer individuals. We determine the optimal group size, assuming known
misclassification rates, for estimating disease prevalence. Chapter 4 considers current status
observation of simple counting processes. We focus primarily on current status observation
of a three state counting process, defined by the occurrence of two events. We are interested
in estimating the time until the first event, and specifically whether current status informa-
tion on a subsequent event can be used to improve this estimate. Chapter 5 gives an overall
summary of the motivation behind this dissertation.



Chapter 1

Current Status Data Review

1.1 Background

When analyzing data, observations may be subject to censoring. Censoring occurs when the
value of the observation is only partially known. In survival analysis, right censored data is
commonly observed. Right censored data arises when the value of an observation is greater
than a certain point, but the amount by which it is greater is unknown. This situation
occurs naturally in medical and public health examples where individuals are examined for
the occurrence of an event of interest over a pre-specified period. At the end of this time
period some of the individuals may not have experienced the event. It is therefore known
that the event time for these individuals is greater than the length of the time interval, but
the exact amount greater is not known. Interval censored data is another common data
structure used in estimation of survival data. Interval censored data arises when a failure
time cannot be directly observed, instead it can only be determined to lie within an interval.
This type of data is usually obtained through the use of repeated examinations on each
individual. The exact timing of the event is not observed but the event is determined to
lie between two successive examination times. See Huang and Wellner (1997) or Zhang
and Sun (2010) for an overview of interval censored data. In many situations, due to time
constraints, costs, and other difficulties, a more extreme form of censored survival data may
be preferred, namely current status data, or Type I interval censored data (Groeneboom and
Wellner, 1992). With current status data the only available information on the failure time
is whether or not it has occurred before the examination time. With current status data we
never observe the exact failure time for any individual, therefore differing greatly from right
censored data.

In the next subsection we introduce some motivating examples which highlight some of
the many areas in which current status data occur naturally in practice. Specific examples



are given in Chapters 2, 3 and 4, however, many other examples would be equally applicable
to the statistical methods of these chapters, as seen in the additional data applications of
Appendix A. Although there remain concepts applicable to current status data not addressed
here, this chapter gives an overview of some of the key concepts applied to current status
data and gives the reader information and references on where to obtain a more detailed
description of the methods presented. We hope that this chapter will serve as an informative
starting point for those interested in exploring the analysis of current status data in more
detail.

1.1.1 Motivating Examples

There are many advantages to using current status data, the most obvious of which is that
current status data is less costly and time consuming than obtaining longitudinal data.
Earliest work with current status data was motivated by applications in demography, where
the distribution of age at weaning is commonly studied under various settings (Diamond
et al., 1986, Diamond and McDonald, 1991, Grummer-Strawn, 1993). In such an application,
inaccuracy and bias surrounding the retrospective recall of the exact timing of an event, such
as the time of weaning, has led to use of current status data as the preferred form of data
collection for understanding the distribution of time to a specific event, in this case, the age
at weaning. The bias and inaccuracy introduced with self-reporting is addressed in more
detail throughout Chapter 2.

Early work with current status data has also been applied to carcinogenicity studies
(Gart et al., 1986). Since this initial use, current status data has been continually applied to
carcinogenicity testing (Lin et al., 1998, Zhang et al., 2005, Tong et al., 2007). Carcinogenic-
ity testing is used when there is an occult tumor under investigation and the distribution of
time from exposure to a potential carcinogen until the development of a tumor is of interest.
The presence or absence of the occult tumor is determined through animal sacrifice, thus
providing current status information at the time of sacrifice. Current status data has also
been applied to other areas of epidemiology (Becker, 1989).

Partner studies of Human Immunodeficiency Virus (HIV) transmission have also received
considerable attention from a current status data framework (Jewell and Shiboski, 1990,
Shiboski and Jewell, 1992, Shiboski, 1998b). A straightforward HIV partner study collects
HIV infection data on both partners in a long-term sexual relationship. It is assumed that
each partnership consists of a primary infected individual, the index case, who became
infected through an external source. The time from infection of this index case to infection
of a susceptible partner is then of interest. A necessary assumption is that the susceptible
partner has no other means of infection other than contact with the index case.

Age-incidence estimation for a non-fatal human disease can also be obtained through the



use of current status data. This approach is useful when the exact incidence of the disease
of interest is not known but where disease prevalence can be determined through the use of
an accurate diagnostic test. Keiding (1991) estimates the age at incidence of Hepatitis A
based on a cross sectional sample of a given population examined by an accurate diagnostic
test. The use of current status techniques in this setting is further examined by Keiding
et al. (1996). For a rare disease, a case-control sampling scheme, described in Section 1.4.1,
should be used for this approach to age-incidence estimation.

Other examples of current status data are used throughout this dissertation to high-
light specific statistical concepts and ideas. Although an understanding of the biology and
history of the diseases of interest are not essential for understanding the statistical issues
and solutions presented, a basic knowledge helps the reader appreciate the problem being
addressed. To give the reader a more general understanding, a brief overview of the diseases
used throughout this dissertation are given in the appendices. These appendices are not
intended to give the reader a complete and comprehensive knowledge of the disease, instead
a more general understanding of how the disease affects individuals, the signs, symptoms,
available vaccines, and methods of prevention are identified. They also seek to highlight
the reasons for and importance of studying such illnesses. Specifically, Appendix B and
Appendix C describe the Human Papillomavirus (HPV) and the Human Immunodeficiency
Virus (HIV).

1.1.2 Notation and Likelihood

For simple current status data, let T be the survival time random variable of interest with
the corresponding distribution function F', and associated survival function S =1 — F. Let
the monitoring time, the time at which an individual is examined, be denoted by the random
variable C. With current status data we do not observe the exact failure times, instead we
observe information on the survival status of an individual at a specific point in time, C.
Observation of the survival time random variable, T', is therefore restricted to knowledge of
whether or not T exceeds the monitoring time, C'. When C' is random, as is often the case,
the data can be represented by n observations from the joint distribution of (7', C') where
n i.i.d. observations are collected on the random variable (Y,C) with Y = I(T < C). In
general, C is assumed to be independent of 7. Section 1.8 briefly considers the case where
C may depend on the underlying survival time 7', however, throughout this dissertation we
assume C' is independent of T'.

When the monitoring time C' is random, C' is assumed to follow a distribution function
G. For convenience we generally assume C' is random. However, most techniques, including
those used in this dissertation, are based on the conditional distribution of 7', given C, and
can therefore also be applied to the case of fixed, non-random C'. In the random case, it is
often assumed that the data arise from a simple random sample from the joint distribution



of T'and C. Much of the focus of this dissertation is based on this i.i.d. sampling of (Y, C').
Section 1.4 outlines some alternative sampling schemes which are also equally applicable to
the current status data structure. Appropriate references are contained within where a more
detailed description of each form of current status data can be obtained.

A great deal of interest is given to non-parametric estimation, and inference, of F'. With
simple current status data, since the binary random variable Y takes the value 1 when T" < C
and 0 when T > C, estimation of F' can be viewed in terms of estimation of the conditional
expectation of Y, for all ¢, with a monotonicity constraint imposed on the regression function.
This can be seen mathematically by E(Y|C = ¢) = P(T < C|C = ¢) = F(c¢). If an ii.d.
sample of n individuals is obtained, the likelihood of this data is given by

n

L= Fe) (1t = Fle) " dG(e),

=1

where ¢; and y; are the observed values of the monitoring time and current status outcome,
for individual 7, respectively. For the random monitoring time scenario, with C' independent
of T, estimation of F' can then be based on the conditional likelihood of Y, given C. This
conditional likelihood is also applicable when C'is fixed and non-random, again assuming C'
is independent of T'. The conditional likelihood is given by

CL = HF )1 — Fe;)) 4. (1.1)

The following section considers estimation of the non-parametric maximum likelihood
estimator of F' based on this likelihood, Equation (1.1). Considerable attention is given to
estimation of a survival function (or distribution function) in subsequent chapters, under var-
ious scenarios. Section 1.3 considers regression models with current status data. Although
this i.i.d. sampling scheme is commonly used for current status data, Section 1.4 identifies
other sampling schemes which can benefit from current status data techniques. Other inter-
esting areas of current status data are also considered later in this chapter, including cure
models (Section 1.6), competing risks current status data (Section 1.7), and misclassification
of current status data (Section 1.9).

1.2 Estimation of a Survival Function

Attention has been given to estimation of a survival function, S, or the corresponding dis-
tribution function, F', based on current status data, for both the simple current status data
structure given in Equation (1.1), and more complex current status data structures. Estima-
tion of a variety of functionals of F' has also been considered. In the single-sample setting, the



likelihood of Equation (1.1) can be maximized over the space of all distribution functions to
obtain the nonparametric maximum likelihood estimate (NPMLE) of F. The pool-adjacent
violators (PAV) algorithm of Ayer et al. (1955) is a widely used algorithm to obtain this
nonparametric maximum likelihood estimator, ﬁ, more information on which is given below.
Barlow et al. (1972) and Groeneboom and Wellner (1992) discuss the connection between

this estimator and convex minorants.

It is important to realize that with current status data, the data obtained can only identify
the value of the distribution function F' at the observed monitoring times, ¢, ¢, ..., ¢,. The
corresponding estimator, F, is a step function which can jump at each observed monitoring
time, or a subset of monitoring times, but cannot jump at any other time. The PAV algorithm
is a simple iterative algorithm used for solving monotonic regression problems. Although
this relatively straightforward algorithm has been widely used and explained, we rely heavily
on this algorithm throughout this dissertation and therefore present a summary of the steps
involved in this algorithm in Figure 1.1. See de Leeuw et al. (2009) for a more complete
overview of monotonic regression, and how to implement such an algorithm using available
statistical software.

Step 1:  Order the n observations (C;,Y;) by increasing monitoring times to obtain
(Ciiy Yis)), where Cyy < Cpg) < ... < Cpyy.
i=1

Step 2: 11 Y3 > Y(341), thus violating the monotonicity constraint, perform adjacent
pooling and replace Y;) and Y{;11) by the average;
Yy =Yy = (o) + V)2

Step 3 1 Yj;_y) < Y(*Zf), let 7 =i+ 1 and repeat Step 2.
Yy > Y(’;), pool {Y(Z-,l),Y(i),Y(i +1)} into one average. Continue pooling

until Yy < Y(’;), for all k < 4. Then, let i =i+ 1 and repeat Step 2.

Figure 1.1: Tllustration of the key steps involved in implementing the Pool-Adjacent Violators
(PAV) Algorithm of Ayer et al. (1955).

It is interesting to note that if the data does not violate the monotonicity constraint at
any of the monitoring times, the PAV algorithm will simply reproduce the original data as
its output. The presence of outliers in the data will cause the PAV algorithm to produce
a step function with long, flat levels. From Step 1 of Figure 1.1 we can see that, through
the initialization of ¢ = 1, the algorithm begins with the first ordered observation to obtain
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an increasing fit of the NPMLE. A different resulting distribution will be produced if the
algorithm begins with the final ordered observation and proceeds in reverse to produce a
decreasing fit from this final observation. It is therefore important to note that throughout
this dissertation, when we use the PAV algorithm, it is assumed we begin with the first
ordered observation, as described in Figure 1.1.

For a hypothetical data set, Figure 1.2 shows how the PAV algorithm can be used to
obtain F', the NPMLE of F. Here we assume there are six distinct ordered monitoring
times, Cpy, C(2),...,C). The initial observed values of F(C;) are simply the proportion
of individuals observed at time C; with a positive outcome. Figure 1.2(a) shows the true
distribution function F' as a solid curved line, with the initial observed values of F' represented
by a solid circle at each of the monitoring times. Figure 1.2(b) adds the pooled estimates to
the previous panel, which are represented by open circles. Finally, Figure 1.2(c) shows F as
a step function. Again, it can be seen that all jumps occur at a monitoring time.

(a) (b) (c)

— True distribution function F — True distribution function F — True distribution function F

¢ |Initial estimates of F o |Initial estimates of F o |nitial estimates of F

0 Pooled estimates of F

0 Pooled estimates of F
— — NPMLE of F

T T T T T T T T T T T T T T T T T T
C C C C GC GCg C C C C GC GCg C C C C GC GCg

Figure 1.2: Tllustration of the use of the Pool-Adjacent Violators (PAV) Algorithm for estimation
of the NPMLE of F, using hypothetical data.

Although this straightforward use of the PAV algorithm is the most commonly used ap-
proach for nonparametric estimation of a survival function with this type of data, variations
of this method also exist, including a weighted version. Burr and Gomatam (2002) study
non-parametric estimation of the conditional distribution function, F(Y|X = z), when there
is current status information on the outcome variable and a single continuous-valued covari-
ate X. An estimate of this conditional distribution function is based on a locally weighted
version of the NPMLE for current status data in the absence of covariates. The asymptotic
distribution of this local NPMLE of the conditional distribution function at a single point is
also addressed.



1.2.1 Asymptotic Properties

There is by now a growing literature on the non-standard asymptotic properties of the
standard NPMLE of F for this simple current status data setting. With simple current status
data, the NPMLE of F' converges to F' at a slower rate of convergence, n'/? as opposed to
the familiar n'/? rate of the empirical distribution function or the Kaplan-Meier estimator.
The limiting distribution of F' is not Gaussian. Groeneboom and Wellner (1992) describe
this limit distribution as a complex distribution associated with two-sided Brownian motion.
It is therefore not appropriate to focus on the (asymptotic) variance of the non-parametric
maximum likelihood estimate of F' based on any form of current status data as a step
towards confidence interval construction. For pointwise confidence intervals for F', various
approaches have been developed for standard current status data (Banerjee and Wellner,
2005). Banerjee and Wellner (2005) propose and discuss the properties of likelihood ratio
based confidence intervals. These intervals are compared to the quantiles of the limiting
distribution of F', estimated using various methods, including parametric fitting, ad-hoc
non-parametric procedures and subsampling techniques. In general, the standard bootstrap
yields inconsistent estimates of pointwise confidence intervals whether data is sampled with
replacement from the original data or generated from the nonparametric maximum likelihood
estimator (Sen et al., 2010). As a modification, a smoothed version of the bootstrap is
appropriate, as is the m out of n bootstrap (Politis et al., 1999). Further details on the m
out of n bootstrap are given in Section 2.2.1, with the ideas applied to a dataset on Human
Papillomavirus (HPV) infection in Section 2.2.2.

As stated in Jewell and van der Laan (2004b), despite the unusual and slow rate of con-
vergence, Huang and Wellner (1995) show that estimates of smooth functionals of F', based
on F , converge at rate n'/? and are asymptotically efficient at many data generating distribu-
tions. These authors also supply the influence curve for such smooth functional estimators,

thereby facilitating straightforward calculations for (asymptotic) confidence intervals.

1.3 Regression Models

In many applications, information on a (potentially multi-dimensional) covariate X is often
also available. The n i.i.d. observations can then be represented by the triplets (Y, C, X),
again where Y is the observed current status outcome. Considerable attention has been
given to estimation of regression coefficients from a variety of standard models, in both
the parametric, semi-parametric and nonparametric setting (Shen, 2011, Shiboski, 1998a,
Honda, 2004). Much of the literature on current status data has exploited the correspon-
dence between standard regression models for the underlying failure time and generalized
linear models for the observed current status outcome. Doksum and Gasko (1990) initially
considered the associated between survival and binary regression models in the context of



censored survival data. This approach has since been extended to link the failure time T
and the current status outcome Y to the covariate vector X. This approach allows estimates
of the parameters in the regression model for the observed Y to be interpreted in terms
of the parameters in the regression model for the unobserved survival time 7". Jewell and
van der Laan (2004b) give examples describing this correspondence, giving a comprehen-
sive overview of current status data in the regression setting. Assuming the survival times
follow a proportional hazards model, the current status random variable Y is related to X
through a generalized linear model for Y with complimentary log-log link and offset given by
an arbitrary increasing function of the observed ‘covariate’ C'. In Section 2.2.5 we consider
regression analysis when the current status outcome is subject to misclassification, where
the link between generalized linear models and regression with current status data is clearly
outlined, both in the presence and absence of misclassification.

If the baseline survival function Sy is assumed to follow a particular parametric form,
the corresponding binary regression model will often simplify to a familiar generalized linear
model, so that standard software can be used to estimate both Sy and the regression param-
eters. In the application of Section 2.2.5 it is shown that by assuming a Weibull regression
model for 7', the generalized linear model for Y in X and C involves the complementary
log-log link function. When the survival times follow a proportional odds regression model,
Y is associated with X via the logit link function. Various regression models have been
studied for current status data by other authors, including proportional hazards (Huang,
1996), proportional odds (Rossini and Tsiatis, 1996), additive hazards (Lin et al., 1998,
Martinussen and Scheike, 2002), linear transformation (Sun and Sun, 2005), additive trans-
formation (Cheng and Wang, 2011), accelerated failure time (Tian and Cai, 2006), and cure
models (Ma, 2009).

Shiboski (1998a) shows that if Sy is left arbitrary, semi-parametric methods can be used
to examine inference on the vector of regression coefficients, A, treating Sy as a nuisance
parameter. As dependance between C' and the covariates X can introduce some bias in
estimation of A, Shiboski (1998a) also describes some simulations that compare the relative
performance of coefficient estimates based on parametric or nonparametric assumptions on
So. Xue et al. (2004) consider a semi-parametric regression model that consists of para-
metric and nonparametric regression components. A sieve maximum likelihood estimator is
proposed to estimate the regression parameter, allowing exploration of the non-linear rela-
tionship between a certain covariate and the response function. Asymptotic properties of
the proposed estimator are discussed within.

Honda (2004) considers nonparametric regression with current status data where no
parametric assumptions are imposed on the distributions of C' or X, or the random error,
e. It is however assumed that (C, X) and e are independent. A nonparametric estimator of
the regression function is obtained by modifying the maximum rank correlation estimator
of Han (1987), originally proposed for linear models. The asymptotic bias and asymptotic
distribution of the estimator are discussed therein.



1.4 Sampling Schemes

Although an i.i.d. sample of n observations of (Y, C') is a common sampling scheme, there
are several applications in which alternative sampling schemes may be preferred. The fol-
lowing subsections introduce different sampling schemes which have received attention from
a current status data perspective, including case-control sampling, doubly censored current
status data, clustered current status data, and bivariate current status data.

1.4.1 Case-control Current Status Data

As with interval censored data with short intervals, if the failures of interest are infrequent
(which occurs when dealing with a rare disease) a random sample of the population may
result in very few current status observations where the event of interest has occurred before
the monitoring time. When this occurs a case-control sampling scheme is often preferred
where separate samples of individuals for whom the event has already occurred (cases) and
those for whom the event has not occurred (controls) are obtained. For more information on
standard case-control designs see Aschengrau and Seage (2003). With case-control current
status data, an identifiability problem arises in nonparametric estimation of F', even when
the support of T is contained within the support of C. Jewell and van der Laan (2004a)
consider case-control current status data and show that with such data one can only identify
the odds function associated with F' up to a constant. In an assumed parametric family
this may be enough to identify F', but this will not be the case nonparametrically. It is
also shown that the NPMLE based on case-control current status data supplemented by
knowledge of the number of individuals for whom 7" < C and T > C' can be obtained
by weighting observations inversely proportional to their probability of selection, and using
standard methods for simple current status data on this weighted data.

1.4.2 Case-cohort Current Status Data

A useful modification of the case-control study design is the case-cohort design (Sato, 1992,
Miettinen, 1982). As with case-control designs, a separate sample of those for whom the event
has already occurred (cases) is obtained. However, with case-cohort studies, the ‘controls’
now consist of a sample of individuals from the population, or cohort, of initially disease-free
individuals. Therefore, in this setting, an individual could be a member of both samples,
with the control sample containing some cases. Ma (2007) consider case-cohort sampled
current status data under the assumption of an additive risk model. Through the use of
estimating equations, estimation of the regression parameters are considered. Asymptotic
properties and inference are also considered. Li and Nan (2011) consider semi-parametric
regression models for case-cohort current status data, specifically relative risk regression.
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This work is approached from a more general perspective of two-phase sampling designs, of
which the case-cohort design is a specific example.

1.4.3 Doubly Censored Current Status Data

If interest is on the estimation of the distribution of time between two consecutive events
where the initial event time is known, yet the only available information on the subsequent
event is whether or not it is greater than an observed point in time, the data is considered
singly censored (or simple) current status data. DeGruttola and Lagakos (1989) describe
the general case of doubly censored survival data, a special case of which becomes doubly
censored current status data (Rabinowitz and Jewell, 1996), where the initial event time is
also unknown. Under this data structure the survival time random variable 7" measures the
length of time between two successive events, I and J, measured in chronological time. If
individuals are monitored at the single chronological time C', the observed data can then be
described as (Y,C) where Y = 1if J < C and Y =0if I < C < J, therefore producing a
form of current status data observing whether either the initiating or subsequent event have
occurred before the monitoring time. This definition of the indicator variable Y is useful as
if J < (| this implies T' < C' — I. Similarly, if I < C' < J, then C — I < T'. This type
of data structure is useful in applications to data on HIV partner studies (as described in
Section 1.1.1) where T is defined as the time between HIV infection of an individual (the
index case) and transmission of HIV to their sexual partner.

In examining doubly censored current status data, Jewell et al. (1994) assume the con-
ditional distribution of I, given I < (', is known and give the conditional likelihood for n
observations, from which parametric estimation of F' can again be obtained based on stan-
dard methods. They also approach nonparametric maximum likelihood estimation of F' by
viewing the model as a nonparametric mixture estimation problem. This work is extended
by other authors to further examine estimation of this NPMLE with doubly censored current
status data, and the corresponding asymptotics (van der Laan et al., 1997a, van der Laan
and Jewell, 2001). Rabinowitz and Jewell (1996) also examine the use of doubly censored
current status data to estimate the regression coefficient in an accelerated failure time model
for the length of time between two successive events. van der Laan et al. (1997a) give an
asymptotically efficient method for carrying out regression analysis for 7. The methods of
which are explained in detail for simple linear regression and later generalized for linear and
non-linear regression.

1.4.4 Clustered Current Status Data

Clustered data are characterized as data that can be classified into a number of distinct
groups or clusters within a particular study (Galbraith et al., 2010). Clustered data arises
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from many applications, including studies in ophthalmology, family-based genetics, commu-
nity interventions and biomedical data analysis. An important feature of clustered data is
that outcomes from the same cluster are likely to be positively correlated. This within-cluster
correlation therefore needs to be taken into consideration when analyzing such survival data.
The ignorance of such correlation can bias the statistical inference (Ying and Liu, 2006). The
modeling issues that arise during the analysis of clustered failure time data differ slightly
from those with the analysis of multivariate failure time data. The dimension of the cluster-
level response vector is often much larger than in the multivariate case since it is defined by
cluster sizes, which can potentially vary. Clustered event data have been widely examined
for right censored data. Current status data can also be clustered, where each individual is
observed only once. A cluster may represent a group, such as a family, or may consist of a
single subject, for example, when examining the time until blindness in the right and left
eyes of a single individual (Wen et al., 2011).

With clustered current status data 7T;;, C;;, and X;; denote the event time, the monitor-
ing time, and the multi-dimensional covariate vector of the jth member in the ith cluster.
Assume there are r clusters with m; > 2 members in the ith cluster. The observed data can
then be written as {(0137K]7X1j)|2 = 1, ...,T’,j = 17 ...,mi}, where Yij = I(E] < CU) is a
binary variable, indicating whether the event has occurred before the examination time for
the jth member in the ith cluster. Wen and Chen (2011) consider nonparametric maximum
likelihood analysis of clustered current status data, assuming a gamma-frailty Cox model.
The gamma-frailty model is also considered by Hens et al. (2009) for clustered current sta-
tus data, where details are given on both the shared frailty model and the correlated frailty
model. For more information on frailty models see Vaupel et al. (1979). Cook and Tolusso
(2009) consider second-order estimating equations for the analysis of clustered failure time
data under a current status observation scheme, where the proportional hazards formulation
is assumed to examine covariate effects.

1.4.5 Bivariate Current Status Data

Suppose instead of being interested in a single failure time, there exists two failure times
of interest on which only current status information is available for both times. In this
scenario with two random survival variables of interest, 7} and T, Wang and Ding (2000)
define bivariate current status data as observing whether or not 7}, for j = 1,2, exceeds the
random monitoring time C for each individual. The n i.i.d. observations could therefore
be written as (Y1,Y2,C), where Y| = I(T} < C) and Yy = I(T» < C). For a thorough
description of bivariate current status data see Jewell et al. (2005), where it is shown that
for bivariate current status data with univariate monitoring times, the identifiable part of
the joint distribution is three univariate cumulative distribution functions, namely the two
marginal distributions and the bivariate cumulative distribution function evaluated on the
diagonal. The complete bivariate distribution is not identifiable. Some of the simple current
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status data examples introduced in Section 1.1.1 can be extended by incorporating additional
information, resulting in the bivariate current status data structure. For example, with
carcinogenicity testing, animals could be tested for the presence of non-lethal tumors at two
different sites. With the HIV partner studies example, T} could define the time until HIV
infection of the partner, with 75 defining the time until the index case develops AIDS.

Many of the problems of interest considered for simple current status data are also of
interest for bivariate current status data. With the additional information available in bi-
variate current status data comes additional problems of interest. In the bivariate current
status data setting, the failure times 77 and T, are potentially correlated. Wang and Ding
(2000) examine their dependent relationship, and consider semi-parametric estimation of the
association parameter in a bivariate copula model. Ding and Wang (2004) extend this work
to develop a nonparametric inference procedure for testing independence between the two
failure time variables, when only bivariate current status data is available. In a more recent
paper, Wang et al. (2008) consider efficient estimation of regression and association param-
eters jointly for bivariate current status data, assuming a marginal proportional hazards
model.

1.5 Counting Processes

Both the simple current status data structure, introduced in Section 1.1, and the more
complex extensions of this framework can be viewed as a counting process. For a deeper
understanding of counting processes, specifically in the survival analysis setting, see Fleming
and Harrington (2005). For an overview of counting processes applied to current status data
see Sun and Kalbfleisch (1993). Simple current status data, where there is a single survival
time random variable of interest T', can be described directly by a simple counting process
consisting of at most one jump occurring at the failure time 7". This simple counting process

can be defined by

0 if C<T
N(C):{ i T<C (1.2)

This simple counting process can be extended to allow for multiple consecutive events, or
jumps, namely, multistate current status data, which is described in more detail in the next
section. The special case of multistate current status data consisting of exactly two jumps,
creating three states, is considered in Chapter 4, with an application to simultaneous accurate
and diluted HIV test data. With two consecutive events 77 and 75, Chapter 4 considers
nonparametric estimation of time to the first event, and specifically whether current status
information on a subsequent event can be used to improve this estimate.
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1.5.1 Multistate Current Status Data

Multistate models, as described by Anderson and Keiding (2002) and Meira-Machado et al.
(2009), are a type of multivariate survival data, used to explain how individuals move through
a succession of stages, corresponding to distinct states. The simplest example of a multistate
model for survival data is the mortality model, made up of only two states, where individuals
move from an initial stage (alive) to a terminal stage (dead). This corresponds to the simple
counting process described in Equation (1.2) above, consisting of a single event of interest. In
multistate current status data (Datta and Sundaram, 2006, Lan and Datta, 2008) one only
observes whether or not each of the individual survival times defining the different stages
exceed the common observed monitoring time. An important difference between multistate
current status data and bivariate current status data is that in the former there is a specific
ordering to the events, namely the first event must occur at or before the second event, and
so on. Therefore, if the first event has not occurred by the monitoring time C, it is not
possible that any subsequent event has occurred before this time. Conversely, if the final
event of interest has occurred, then all preceding events must also have occurred.

When there are multiple ordered survival times, 17, T5, ..., T}, a counting process is defined
by N(t) = Z?Zl I(T; <t), Th < ... <1y, where Tj is the time variable at which an event
occurs and the point where the count N jumps from j—1 to j. Different individuals can pass
through a different number of states, or jumps, where the maximum number of potential
jumps for any individual is denoted by k. Multistate current status data can be described
as a sample of 1.i.d. observations on the random variable (N(C),C). The special case of
multistate current status data with exactly three states, considered in Chapter 4, represents
a counting process with the maximum attainable jumps fixed at £k = 2. We then observe
current status information on both the final and intermediate state.

1.6 Cure Models

A common assumption when analyzing survival data is that all individuals are initially sub-
ject to experiencing the event of interest. In many public health applications this assumption
is appropriate where, at the beginning of the interval of interest, all individuals are at risk
of developing a specific disease or experiencing a specific event. For example, at birth all
individuals are at risk of death. However, this may not be true for all applications. For
example, consider the demographic survey examining breastfeeding behavior, analyzed by
Grummer-Strawn (1993). In this study interest is on estimating the time until weaning in
developing countries. As is expected in such an example, some children are never breastfed
and are therefore not subject to weaning at a later age. Grummer-Strawn (1993) therefore
conduct the analysis in terms of the proportion of children ever breastfed. Similarly, it is
commonly assumed that all individuals will eventually experience the event of interest. In
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mortality studies, this is of course an accurate assumption but examples also exist where this
assumption no longer holds. In medical studies there may exist a subgroup of individuals
who are not susceptible to the specific disease of interest. Therefore, a proportion of indi-
viduals will never experience the event of interest and consequently the survival curve will
eventually level out without reaching a value of 0. Special survival analysis models have been
developed for this type of data to estimate the proportion of subjects who do not experience
the event. Such models have been referred to as cure models, under which there will always
be at least some survivors, resulting in S(co) > 0. For more details on cure models see
Maller and Zhou (2001).

As stated by Ma (2009), when considering current status data, previous methodological
studies including nonparametric, semi-parametric and parametric models, assume that if the
follow up time is long enough, all subjects will eventually experience the event of interest.
These studies include the nonparametric model in Groeneboom and Wellner (1992), the
linear Cox model in Huang and Wellner (1997), the additive risk model in Lin et al. (1998),
and the partly linear accelerated failure time model in Ma and Kosorok (2005). These
studies also assume that at the beginning of the time period of interest, all individuals
are at risk of experiencing the event of interest. Ma (2009) consider current status data
with a cured subgroup where individuals within that subgroup are not susceptible to the
event. Cure models have been considered by other authors for related data structures such
as right censored survival data (Fang et al., 2005, Chen et al., 2004, Lu and Ying, 2004) and
interval censored data (Liu and Shen, 2009, Lam and Xue, 2005, Thompson and Chhikara,
2003). To address current status data with a cured subgroup Ma (2009) assume the cure
probability satisfies a generalized linear model with a known link function. For susceptible
individuals, the event time is modeled using linear or partly linear Cox models. A (penalized)
maximum likelihood approach and weighted bootstrap are used for estimation and inference,
respectively. In a recent paper, Ma (2011) also consider current status data with a cured
subgroup, where the event time for susceptible individuals is modeled using a partly linear
additive risk model. As a flexible alternative to the Cox model, the additive risk is adopted
when the covariates contribute to the hazard function in an additive manner.

1.7 Current Status Data with Competing Risks

For simple current status data (Section 1.1) the failure time random variable 7" is assumed
to have a single definition, for example, time of infection, time of death, etc. Although this
is the most commonly used form of current status data, there are many examples in which
there may exist multiple causes of failure. The failure time 7" can therefore have more than a
single definition. An individual can experience only one of potentially many distinct causes
of failure. When there are multiple sources of failure, an individual is subject to multiple
risks, only one of which can occur. Data of this form are often referred to as competing
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risks data. As an example, consider estimating the time until menopause and note that
menopause can either be natural or operative, only one of which can occur (Jewell et al.,
2003). This is the simplest scenario with only two competing risks. The competing risks
framework has been considered for both right censored data (Kalbfleish and Prentice, 2002)
and general interval censored data (Hudgens et al., 2001).

Competing risks can also be applied to current status data. Extending the notation of
Section 1.1 to incorporate the competing risks framework, let J be the random variable
indicating the cause of the failure at time 7T'. Jewell et al. (2003) consider estimation of the
sub-survival functions, for each cause of failure, based on current status observations in the
presence of competing risks. Assuming there are m distinct failure types, the sub-distribution
functions of interest can be defined by

F,t)=P(T <t J=j3) j=12,.,m
The overall survival function can then be given by
S(t) =1—Fi(t) — Fa(t) — .... — F,.(t).

For simplicity, Jewell et al. (2003) consider the case of only two competing risks but the
ideas are easily extended to allow for the possibility of many competing causes of failure.
For current status data with only two competing risks, the observed data can be described
as (Y,C) with Y now defined as Y = (A, ®), where A =1if T < C with j =1 and & =1 if
T < C with J = 2. Assuming the observed monitoring times are independent of 7" and are
uninformative, the conditional likelihood for such a sample can be given by

CL = H Fl(CZ')6iF2(Ci>¢iS(Ci)1_6i_¢i.
1=1

Jewell et al. (2003) consider maximization of this likelihood for simple parametric models
as well as nonparametric estimation through both an ad hoc (naive) estimator and the
nonparametric maximum likelihood estimator (NPMLE). We use the ideas of this ad hoc
approach to develop a so called sophisticated naive estimator in Section 4.2.1 in relation
to current status observation of a three state counting process. This naive estimator of
Jewell et al. (2003) is not the NPMLE but they show that smooth functionals of either sub-
distribution function are efficiently estimated using the appropriate functionals of the naive
estimators of F; or F5. A faster algorithm for estimation of these NPMLESs which generalizes
the pool-adjacent violators algorithm is provided by Jewell and Kalbfleisch (2004).

Groeneboom et al. (2008) and Maathuis (2011) develop on the results of this paper by
deriving the large sample behaviors of both the naive estimator and the maximum likelihood
estimator. Groeneboom et al. (2008) assume a model that imposes certain smoothness
conditions on F' and the observation time distribution. It is shown that both estimates
have the same local rate of convergence of n'/3. Groeneboom et al. (2008) show that the
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limiting distribution of the maximum likelihood estimate is non-standard and involves a self
induced system of slopes of convex minorants of Brownian motion processes plus parabolic
drifts. The limiting distribution for the naive estimator is simpler and does not involve a
self-induced system. Maathuis (2011) examine the large sample behavior of both estimators
under a discrete model and a model with grouped observation times. In the discrete model
it is shown that both estimates have a local rate of convergence of n'/2, with both limiting
distributions being identical and normal.

1.8 Informative Censoring

A common assumption used with current status data is that the monitoring time is inde-
pendent of the underlying survival time. In many data applications this is a reasonable
assumption. However, certain examples exist where this assumption is perhaps no longer
the most appropriate, and informative censoring, where there monitoring time may depend
on the survival time of interest, could be preferred. Zhang et al. (2005) consider regression
analysis of current status data when the observation time may be related to the underlying
survival time. Inference procedures are presented for estimation of regression parameters
under the assumption of an additive hazards regression model.

The existence of monitoring times that depend on the survival time of interest are not
limited to the simple current status data scenario. Such a dependence is equally likely for
the more complex extensions of current status data. Dunson and Dinse (2002) address the
issue of informative censoring with multivariate current status data, a generalization of the
bivariate current status data considered in Section 1.4.5. Dunson and Dinse (2002) propose
a Bayesian model for the analysis of multivariate current status data subject to informative
censoring. It is however assumed that the different events occur independently.

1.9 Current Status Data with Misclassification

Current status data are generally considered more reliable than retrospective reports of age
or duration because respondents can more accurately report their current behavior rather
than recall the timing of an event that occurred in the past (Lesthaeghe and Page, 1980).
For this reason, in applications in demography, such as in the analysis of the duration of
breastfeeding, current status observations are the primary form of data collected (Grummer-
Strawn, 1993). However, as with any form of survival data, current status data may also be
subject to misclassification of various forms. The current status outcome or the covariates
in the regression setting may potentially be observed with error. In general, the monitoring
time is assumed to be accurately observed.
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1.9.1 Misclassified Outcomes

In many current status data applications, including those described in Section 1.1.1, ascer-
tainment of an individual’s current status is based on a screening test which may not have
perfect sensitivity or specificity. For example, tests for the infection status of a viral disease
like HIV or HPV are designed to detect antibodies and may be subject to error particularly
when a test is performed soon after infection. Detection of the existence of uterine fibroids
through ultrasounds (Young et al., 2008) is known to be subject to error. When an individ-
ual’s current status is measured through a survey instrument, such as studies examining the
age at weaning (Grummer-Strawn, 1993), or the age at onset of menopause (Jewell et al.,
2003), there is potential for misclassification particularly close to the (unobserved) event
time, menopause in this specific example.

Chapter 2 considers misclassification of current status data where the outcome variable
Y is subject to misclassification. The nonparametric maximum likelihood estimator of the
distribution function underlying current status data, when there is no misclassification, is
extended to allow for time-independent misclassification of both apparent survivors and
failures, using known misclassification rates. Calculation of the proposed estimator to allow
for such misclassification uses a simple modification of the pool-adjacent violators algorithm.
Details of this modification are given in Section 2.2. Asymptotic properties therefore follow
straightforwardly. The implication of misclassification rates that vary over time is also
considered, in particular when misclassification only occurs within a known time window
surrounding the underlying failure event. Regression models are also considered where the
current status outcomes are observed with error, using the ideas for binary generalized linear
models with the outcome variable subject to misclassification (Neuhaus, 1999). Chapter 2
presents results and plots for simulated data along with an application to the HPV infection
status of women in San Francisco, the details of this dataset are described within. Chapter 2
assumes known misclassification rates feasible for this specific example. Similar figures and
tables are presented in Appendix A for two alternative data examples, using corresponding
feasible classification rates.

Sal y Rosas and Hughes (2011) develop on the work of Chapter 2. In Chapter 2 we assume
all individuals were tested using the same testing mechanism and are therefore subject to
identical levels of sensitivity and specificity. Sal y Rosas and Hughes (2011) consider the
case where individuals can be tested with different laboratory tests, where a proportion of
individuals receive a more accurate test than the others. Hypothesis testing with two current
status data samples (intervention and control groups) are considered, where both samples
are subject to outcome misclassification. The regression model for current status data with
the outcome variable subject to misclassification considered in Section 2.2.5 is also extended
to consider a semi-parametric proportional hazards model.
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1.9.2 Mismeasured Covariates

As discussed in Section 1.3. considerable attention has been given to the examination of
the relationship between the failure time random variable and a set of covariates, assuming
various regression models. However, most models considered assume that both the outcome
variable and the covariates are observed without error. In practice, not only the outcome
variable is subject to imperfect sensitivity or specificity (as described in Chapter 2), the
covariates may also be observed with error. Several authors have considered mismeasured
covariates in the context of right-censored survival data (Hu et al., 1998, Tsiatis and David-
son, 2001), and also for interval censored data (Song and Huang, 2005). However, these
methods do not directly apply to the current status data framework considered here. Wen
et al. (2011) describe a semi-parametric maximum likelihood method for analyzing current
status data with mismeasured covariates under the proportional hazards model. They show
that the estimator of the regression coefficient is asymptotically normal and efficient and
that the profile likelihood ratio test is asymptotically Chi-squared. They also provide an
algorithm for computing the estimators which can be easily implemented.

As with other forms of data, current status data can potentially be observed with missing
covariates. Previous authors have considered statistical inference on right-censored data with
missing covariates, under the proportional hazards assumption (Qi et al., 2005, Zhou and
Pepe, 1995, Lin and Ying, 1993). In a recent paper, Wen and Lin (2011) extend this work and
consider current status data with missing covariates, also assuming a proportional hazards
model. The missing covariates are assumed to be missing at random, with the monitoring
time assumed independent of the missing covariates. A semi-parametric maximum likelihood
method is proposed to analyze the current status data in this scenario. An algorithm for
computing the proposed semi-parametric maximum likelihood estimator, along with the
variance estimate and profile likelihood ratio statistic are given.

1.9.3 Group Testing with Misclassification

The use of screening tests to detect the presence of an infectious disease is often limited by
cost or other factors. To control the spread of such infectious diseases it is often necessary to
test a large number of individuals. Bilder et al. (2010) consider the use of group testing (also
known as batch testing or pooled testing) to reduce the number of required tests. Group
testing combines samples, such as blood or urine, from a number of individuals and then tests
the combined (group) sample rather than testing each individual sample for the presence of
the disease of interest. The original group testing procedure of Dorfman (1943) involves
testing the group sample, from which if the group tests negative, then all of the individual
samples within that group are declared negative. If a group tests positive, then each sample
within the group is subsequently tested individually to identify the positive samples. Many
variations of this strategy were later developed using different pooling algorithms on the
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positive sample rather than retesting each individual sample, see for example Hughes-Oliver
and Swallow (1994), Brookmeyer (1999), Bilder et al. (2010), Xie et al. (2001), amongst
others.

Again, the testing mechanism used for group testing may not have perfect sensitivity or
specificity. In Chapter 3 we consider group testing from a current status data perspective,
specifically when the current status outcome is subject to misclassification. We extend the
results of Chapter 2 and develop on the work of Liu et al. (2011) who consider estimation
of disease prevalence, the probability of a positive test result at a single monitoring time.
In the group testing framework, when a positive group is identified, retesting individuals to
find those with a positive sample is not necessary for estimating this prevalence. We also
consider determination of the optimal group size for estimation of this prevalence, under
various scenarios.

1.10 Mortality Differentials

An underlying assumption of many current status data applications is that individuals for
whom the event of interest has occurred are equally likely to be selected at the monitoring
time as those for whom the event has not yet occurred. This is an important assumption
which implies there are no mortality differentials between a positive and negative current
status outcome at time C. There will be no mortality selection bias if the probability of
mortality is the same for all individuals, regardless of their event status. This assumption
is reasonable for many applications, including examining the time until first HPV infection,
natural menopause or weaning, some of the applications addressed in this dissertation. How-
ever, in certain examples, mortality differentials may exist when an individual’s mortality
risk increases due to the presence of the disease of interest. For example, consider a study of
HIV infection status. In this case, there may exist mortality selection bias when monitoring
individuals at different ages. Individuals with and without HIV may be equally likely to
be selected in a young age group. However, individuals who have had HIV for a long time,
and are thus in an older age group, may die before the survey as a result of HIV infection,
preventing them from providing information about their HIV status.

The remaining chapters of this dissertation assume no differential selection but more so-
phisticated models could be developed to allow for such a bias. In particular, when consid-
ering current status observation of a three-state counting process in Chapter 4 it is assumed
that the probability of being selected at a particular monitoring time does not vary from
state to state.
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1.11 Summary

The remaining chapters of this dissertation add to the existing literature on current status
data and the appropriate methods of analysis for use with this type of data. Existing
well-known methods, such as the PAV algorithm of Section 1.2 are extended to incorporate
concepts not previously addressed, such as misclassification of the response variable (Chapter
2). We then further extend this work to consider the case where instead of testing each sample
individually, the samples are combined and examined as a group, as described in Section
1.9.3. We compare estimation of the distribution of time to a specific event for both the
individual and group setting when the outcomes are subject to misclassification (Chapter 3),
and determine the scenarios under which group testing is preferred to testing each sample
individually.

As was described in Section 1.5, current status data, including the setup considered in
Chapter 2 and Chapter 3, can be viewed as a counting process. In Chapter 4 we approach
the analysis of current status data from a counting process perspective. Specifically, we
consider current status observation of a three-state counting process, defined by two events
of interest. We examine estimation of the time until the first event and whether current
status information on the second event can be used to improve this estimate. Some applicable
extensions and open problems in current status data are described at the end of each chapter,
with some concluding remarks given in Chapter 5.
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Chapter 2

Misclassification of Current Status
Data

2.1 Introduction

Recall from Chapter 1 that current status data is a type of survival data that provides infor-
mation on the survival status of individuals at various times rather than standard observation
of the failure times. As described in Section 1.9, current status data may be subject to vari-
ous forms of misclassification. This chapter specifically addresses the case where the current
status outcome is subject to misclassification. Although the general concept of current status
data and basic notation has been described in the Chapter 1, for completeness and ease of
understanding, Section 2.2 introduces the necessary variables and notation used throughout
this chapter. As was seen in Chapter 1, considerable attention has been given to estimation
of a survival function based on both simple current status data, and its more complex exten-
sions. Attention has also been given to estimation of regression coefficients from a variety of
standard models, where the techniques of generalized linear models can be utilized. Current
status data has been examined for many years, with some of the earliest work applied to
areas in demography (Diamond et al., 1986) and epidemiology (Becker, 1989), followed by
carcinogenicity studies (Gart et al., 1986), partner studies of Human Immunodeficiency Virus
(HIV) transmission (Shiboski and Jewell, 1992), age-incidence estimation, and assessment
of environmental exposures (Keiding, 1991). Nonparametric estimation in the single-sample
setting is based on the well-known pool-adjacent violators (PAV) algorithm of Ayer et al.
(1955), see Section 1.2 for more details on this algorithm. A review of various important
aspects of current status data are given in Chapter 1.

In many commonly used current status applications, ascertainment of an individual’s
current status is based on a testing mechanism that may not have perfect sensitivity or
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specificity. Misclassification of a current status outcome may occur through the use of a
survey instrument, or through laboratory error when testing infection status, or the presence
of a specific antibody. Due to the nature of the infection, a test used to detect antibodies
of a viral disease like HIV or HPV may be subject to error, particularly when a test is
performed soon after infection. When obtaining current status data from a survey, such as
in studies to examine the age at onset of menopause (Jewell et al., 2003), there is potential for
misreporting due to the silent nature of the event, in this case, menopause. Again, imperfect
classification may occur particularly close to the time of the unobserved event.

In this chapter we extend the PAV algorithm commonly used for nonparametric maxi-
mum likelihood estimation of the distribution function underlying current status data when
there is no misclassification. The next section describes how this algorithm, using known
misclassification rates, can be modified to allow for time-independent misclassification of
both the apparent survivors and failures. Asymptotic properties of the proposed estimator
follow straightforwardly from those of the standard PAV algorithm. In Section 2.2.3 we con-
sider misclassification rates that vary over time. In particular, we consider the case where
misclassification is most likely within a window surrounding the time of the true failure event,
and in certain cases misclassification only occurs within this window, with perfect sensitivity
and specificity observed elsewhere. Regression models for current status data subject to mis-
classification are also considered where the link between current status data and generalized
linear models is described both in the presence and absence of this misclassification.

2.2 Nonparametric Estimation of a Single Distribution
Function

Continuing the notation from Section 1.1.2, assume the standard data structure for simple
current status data with the following notation. Let T" be the survival time random variable
of interest with distribution function F', and let the monitoring time be denoted by the
random variable C'. As usual, we assume that C'is independent of T. As was seen in Section
1.8, in some examples, C' is non-random. In either case, we focus directly on the conditional
likelihood, given C'. For convenience we describe the random monitoring time scenario, where
current status observation refers to a sampling scheme with n i.i.d. observations collected
on the random variable (Y, C') where Y = I(T < C'). Most of the ideas presented are based
on the conditional likelihood, given C', and would therefore also be equally applicable for the
non-random monitoring time scenario.

Motivated by the examples discussed in the Section 1.1.1 and the potential for misclas-
sification, as highlighted in Section 1.9, we now consider the possibility that the random
variable Y is observed with error. We focus primarily on the following constant misclas-
sification model where the levels of sensitivity and specificity are assumed known, remain
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constant over time and are identical for all individuals, although we discuss alternative error
models in Section 2.2.3. To address this form of misclassification, assume that instead of
observing the current status outcome Y we now observe the random variable A where

PA=1Y =1)=a P(A=0]Y =0) = 6.

The classification rates a and [ therefore define the sensitivity and specificity, respectively.
The observed data can be described as n i.i.d. copies of (A, C). In Section 2.2.5, we also
incorporate covariates (observed without error) for each individual.

We assume the true classification probabilities a, 8 > 0.5, and are the same for each
individual. Sal y Rosas and Hughes (2011) later extend this work to consider the case
where the testing mechanism, and corresponding classification rates, may differ between
individuals. We also assume that these classification rates do not depend on the monitoring
time. Continuing with our notation, let C; be the i** order statistic of Cy, Cs, ....., C,,. Given
that the monitoring time C' is independent of the survival time 7', and A is independent of
(C,T), under this misclassification model, the (conditional) likelihood function is given by

H[P(Ai = 1]e))* [P(Ai = 0]e;)]' ™, (2.1)

where ¢; is the observed value of C; and §; is the observed value of A;. The probabilities
P(A; = 1|¢;) and P(A; = 0]¢;) can be defined as follows

P(Ai = Hci) = P(Ai = 1|yi = 1,Ci)P(yz = ch) + P( = Hyz Oaci)P(yi = O‘Ci)
=(a=1+pB)F(c)+1-8,

and

P(A; = 0lc;) = P(A; = 0ly; = 0,¢:) P(y; = 0lci) + P(A; = 0y = 1, ¢) P(yi = 1]ci)
=B~ (a—=1+B)F(c).

For ease of notation let v = o+ — 1 > 0. Then the (conditional) likelihood function
allowing for constant misclassification in the response variable can be written as

[IF) + (= a178 = vF(e)]' ™,

with corresponding log-likelihood given by

Z(& log(vF(c;) + )+ Z (1 —0:)log(B —vF(ci)).
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Writing G(¢;) = vF(¢;) + (1 — ), then the nonparametric maximum likelihood estimate
of the distribution function when the current status outcomes are subject to misclassification
can be found by obtaining a vector Z = (21 = G(c1), ..., 2, = G(¢,)) € R™ maximizing

¢(G(a)) = Z 0ilog(Gci)) + Z(l — d0i)log(1 — G(c)) (2.2)

under the constraint
1-0<G(1) <G(eg) <+ <G(en) < (2.3)

Note that G is itself a distribution function, the values of which must be non-decreasing
at successive monitoring times and fall between zero and one. We now formally show how
modifications can be made to the PAV algorithm to obtain the nonparametric maximum like-
lihood estimate (NPMLE) of the distribution function F', when the current status outcomes
are potentially observed with error. Throughout the remainder of this chapter, we refer to
the NPMLE assuming no misclassification as the unconstrained NPMLE and the NPMLE al-
lowing for misclassification as the constrained, or adjusted, NPMLE. This adjusted NPMLE
assumes a constant rate of misclassification that does not depend on time.

Claim:

The identity z,, = min(max(Z,,,1 — ), a), with m = 1,...,n, defines the unique vector Zz,
where Z = (21, 29, ..., 2,) € R” maximizes Equation (2.2) under the constraint described in
Equation (2.3), with G(¢;) replaced by z;, where

A . Zigjgk 0;
Zm = maxmin ————
i<m k>m k—1+1

is the unconstrained NPMLE of the distribution function G based on the likelihood in Equa-
tion (2.2) but with no additional constraints.

Note that the vector {Z,, : m = 1,...,n}, and consequently the estimate of G, can be
computed using the standard pool-adjacent violators algorithm, originally described by Ayer
et al. (1955) and characterised by Barlow et al. (1972) and Groeneboom and Wellner (1992)
in terms of convex minorants. The vector {z,,} modifies any value of {Z,,} less than 1 — 3
to equal 1 — 3, and similarly modifies any value of {Z,,} greater than « to equal a. The
estimate of the NPMLE of F' at a monitoring time ¢; then follows using the relationship

F(e) = [Gle;) — 1+ B/ (2.4)

Proof of Claim:

First note that, if 6; = 0 for ¢ = 1,2,...,k, then maximizing Equation (2.2) requires the
second term to be as large as possible, in which case, we set z1, z5,..., 2, = 1 — 8 without
affecting the maximization problem over the remaining zx,1, ..., z,. Similarly, if §; = 1 for
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j < i < n, then to maximize Equation (2.2) we make the first term as large as possible,
setting z;, zj41,...,2p = Q.

Suppose there exists at least one ¢; = 1 followed by a §; = 0, for some j > i (otherwise
we are done).

Let kg be the smallest index 7 such that §; = 1, and let k; be the smallest index k > kg

such that > 5
. i<j<k Vi

maxmin ————— > 1 — (3.

@%%znk—i+1“ p

Analogously, let mg be the largest index k > k; such that

. Zigjgk 0i
maxmin ————— <
i<m k>m k —i 41

&,

with m; being the largest index ¢ such that ; = 0.

Thus, ky and m, represent the index of the first §; = 1 and the last §; = 0 respectively,
where j > i. Also, k; — 1 is the smallest index for which the unconstrained NPMLE does
not fall below 1 — 3, and m is the largest index for which the unconstrained NPMLE does
not go above a. Figure 2.1 shows the positioning of such indices as they would appear in
terms of a hypothetical unconstrained NPMLE of a distribution function. The dashed lines
are positioned at 1 — 8 and «, between which the constrained NPMLE must lie.

L R e

Figure 2.1: Schematic of a hypothetical unconstrained NPMLE of a distribution function, showing
the values between which the corresponding adjusted NPMLE must lie.
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Using the above definitions of the required indices, we can redefine the claim by the following
three statements

(A) For all indices m < ky, z,, =1 — 5.

(B) For all indices m > my, 2, = .

2icj<k i

(C) For all indices ky < m < mg, 2z, = maX;<m, ming>, =357, the unconstrained

NPMLE.

We prove the claim by establishing each statement separately. First, we show that for all
indices m < ki, z, = 1 — 8 maximizes the relevant terms in the likelihood of Equation (2.2),
subject to the constraint given in Equation (2.3) without affecting the optimization function,
or constraint, based on z; for other indices. A detailed proof is given for statement (A), from
which proofs of statements (B) and (C) follow straightforwardly.

Proof of Statement (A):
Consider indices ¢ for kg < 7 < k;. Suppose the values of z; over this range of indices take
values that are increasing and, are necessarily greater than 1 — f3.

Take the largest of these indices (just to the “left” of k;) where the proposed maximizer
values of z; assume the value 1 — 8 + ¢, with ¢ > 0. It does not matter here whether z;
assumes this value at one index, or over a set, S of consecutive indices.

Assume that amongst the set of indices, S, there are p indices where §; = 1 and ¢ indices
where 0; = 0. The contribution to the likelihood in Equation (2.2) over this set of indices is
therefore, say,

plog(l — B+ €) + qlog(B — €) = h(e).

The derivative of this function is

/

hie)=1[p/(L=5+e)]—la/(B—e)l

Now, by the definition of k1, relative to the definition of the unconstrained NPMLE, it follows
that p/(p+¢) < 1 — . This in turn implies that ¢/p > /(1 — ).

Since ¢ > 0, it follows that 3/(1 — ) > (8 —€)/(1 — B+ ¢€), and h'(e) < 0 so that h is

decreasing in e.

Thus, without changing the optimization problem in terms of the other indices and con-
straints, we can increase the likelihood by lowering the value of the proposed z; to the next
lower value (to the right) where z; =1 — 3+ A with 0 < X\ < e. However, we can now repeat
the same argument in terms of A, and thus we keep lowering the relevant z;’s until they all
equal 1 — 5. This proves Statement (A).
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An identical argument also establishes Statement (B).
The proof of Statement (C) then follows since z,, = max;<,, Ming>, Zkf]%’“lé is already the
unconstrained NMPLE and meets the constraints of Equation (2.3) by the definition of k;

and mg. The claim is thus proven.

2.2.1 Pointwise Confidence Intervals for the NPMLE

As was addressed in Section 1.2.1, the asymptotic properties of the standard NPMLE of F
for current status data with no misclassification are non-standard. This topic has received
considerable attention, where it has been shown that there is a slower rate of convergence
(nl/ 3 as opposed to the familiar y/n rate), and the limit distribution is not Gaussian (Groene-
boom and Wellner, 1992). We conjecture straightforward extensions of these results for the
NPMLE for misclassified current status data and therefore do not focus on the (asymptotic)
variance of the NPMLE as a step towards confidence interval construction. In the case of
perfect classification, various approaches have been developed for estimation of pointwise
confidence intervals for F', using standard current status data (Banerjee and Wellner, 2005).
Suggested techniques include the likelihood-ratio method (Banerjee and Wellner, 2001) and
the m out of n bootstrap (Politis et al., 1999), both of which can presumably be adapted to
allow for misclassification.

The standard bootstrap (Efron and Tibshirani, 1994) is known to be consistent in many
situations, however Bickel et al. (1997) give many important examples where this bootstrap
method may fail. In general, regardless of whether the data is sampled with replacement
from the original current status data or generated from the NPMLE estimator, the standard
bootstrap yields inconsistent estimates of the pointwise confidence intervals (Sen et al.,
2010). Modifications to the standard bootstrap method, including a smoothed version of the
bootstrap and the m out of n bootstrap, are appropriate in this setting (Politis et al., 1999).
We use this m out of n bootstrap for confidence interval estimation in Section 2.2.2. For a
more detailed description of the m out of n bootstrap see Bickel et al. (1997), Politis et al.
(1999) and Santana (2009), amongst others.

The m out of n bootstrap is a variation of the the well-known bootstrap method where
instead of resampling n observations from a sample of size n, we now resample fewer obser-
vations, m < n. Practically, this procedure involves choice of the ‘block’ size m. Asymp-
totically, m must be chosen so that m — oo and m/n — 0 as n — oo. This approach
can be used either with or without replacement. However, these requirements provide little
guidance for a finite sample size. The choice of block size m is an important consideration.
Banerjee and Wellner (2005) suggest an intricate procedure for choice of m, based itself
on bootstrapping. Bickel and Sakov (2008) propose a data dependent rule for selecting m,
and define when the standard bootstrap fails. The m out of n bootstrap method can be
adapted to provide symmetric confidence intervals as these often perform better in finite
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samples. Banerjee and Wellner (2005) provide further implementation details. For current
status data with misclassification, illustrative calculations of symmetric confidence intervals
using the m out of n bootstrap are provided in Section 2.2.2. We do not however seek to
obtain the optimal choice of m, instead we present the results for a variety of values of m,
based on those examined in the literature.

2.2.2 Illustration and Data Example

This section addresses estimation of the NPMLE of F for both simulated data and an appli-
cation to Human Papillomavirus (HPV) infection status. Similar analyses and corresponding
plots were performed for two other current status data applications, the results of which are
presented in Appendix A.

Human Papillomavirus Example

Current status data on human papillomavirus (HPV) infection among women motivate and
illustrate this chapter. The dataset we analyze consists of 827 women examined in San Fran-
cisco, aged between 13.5 and 24.2 years. This data comes from a larger longitudinal study
where we extract the current status information based on an individual’s first examination.
Therefore, the sample size of n = 827 can potentially differ to the sample size addressed by
other authors with a similar version of this dataset. For more information on the testing
mechanism used to determine HPV infection status and the way in which women were re-
cruited for the study, see Moscicki et al. (1998). The data made available to us contained a
binary indicator of whether a woman has HPV infection at the time of the survey (Y') and
her age at screening (C'). Covariates included indicators of current smoking status and past
infection with any other sexually transmitted disease (STD). For more information about
the dataset and the error rates determined for such tests, see Neuhaus (1999) where it was
assumed that HPV testing approach enjoyed (correct) classification rates of a = 0.8 and
B = 0.9. We note that more advanced screening instruments for HPV are now available
and that these classification rates may no longer be the most appropriate when examining
HPV infection status under more advanced testing mechanisms. An overview of the hu-
man papillomavirus is given in Appendix B. This is not a comprehensive description of the
virus but gives information on prevalence, biological features, detection and prevention, as
well as a description of warts and cancer which can develop after being infected with HPV.
Knowledge of these aspects of the viral infection are not necessary for understanding the
data application of this chapter, instead Appendix B aims to highlight the importance of
studying this infection, and the challenges faced in doing so.

As is described in Appendix B, the nature of HPV infection is such that in 90% of cases,
the body’s immune system clears HPV infection naturally within two years without any
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medical intervention (CDC, 2011b). Therefore, in this example we first need to consider the
definition of the underlying failure time since HPV infection can go into remission in the
sense that a negative test result can plausibly follow an earlier true positive test result. Here
we define T' to be age at first HPV infection as distinct from the cross-sectional prevalence
interpretation used by Neuhaus (1999). In this case, we allow for additional misclassification
of the apparently negative screening results as such individuals may previously have been
infected, although they now have a true negative result. We assume that misclassification of
this form applies to 10% of the negative screening results. This additional misclassification
reduces the value of a from o = 0.8 to @ = 0.73. This adjustment can be seen as follows

a=PA=1]Y =1)
=PA=1Z=1Y=1)P(Z=1Y =1)+P(A=1Z=0,Y = 1)P(Z=0]Y = 1),

where Z = 1 if individual has antibodies. For the remainder of this section we therefore as-
sume constant classification rates of &« = 0.73 and 5 = 0.9. We reconsider these classification
rates in Section 2.2.3 when addressing misclassification that varies with time.

Unconstrained and Adjusted NPMLEs

Figure 2.2(a) illustrates the unconstrained NPMLE and the NPMLE adjusted for misclassi-
fication for a hypothetical dataset with sample size n = 500 generated from an Exponential
distribution, F', with mean 2. The monitoring times were selected at random from a uni-
form distribution on a set of discrete time values ranging from 0 to 3 at equal increments
of 0.1. The classification rates used in generating the data were a = § = 0.8, and these
values were assumed known in calculating the adjusted NPMLE. Note that, with a = £,
the two estimators cross at F' = 0.5, the estimated median time to occurrence. For earlier
monitoring times, the estimate of F' adjusted for misclassification is shifted downwards from
the naive, unconstrained estimator, as misclassifications are accounted for. Similarly, the
adjusted NPMLE is shifted upwards at values of the monitoring time above the estimated
median. Therefore, at the early monitoring times, values of the adjusted NPMLE are less
than the corresponding values of the unconstrained NPMLE, with the reverse seen at the
later times.

Figure 2.2(b) illustrates the HPV infection example described above. This figure displays
both the unconstrained NPMLE of age at onset of first HPV infection, and the NPMLE
adjusted for misclassification with the assumed values of a = 0.73 and § = 0.9, allowing for
the additional misclassification discussed above. Again it is assumed that these values of «
and [ are known (and remain constant) when calculating the adjusted NPMLE. With these
unequal classification probabilities, the two curves cross at F = 0.270, with the adjusted
NPMLE shifted appropriately higher for higher ages. We do not see the shift downwards
for lower ages since the first jump of the unconstrained NPMLE is to a value higher than
0.270. The additional data applications considered in Appendix A give examples where the
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two curves intersect at a value greater than the median time to occurrence, and also consider
an example where there is perfect specificity, resulting in the curves intersecting at F' = 0.

(a) Hypothetical data (o= 0.8, = 0.8) (b) HPV data (.= 0.73, f = 0.9)
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Figure 2.2: Estimated cumulative distribution functions for (a) hypothetical data and (b) HPV
data. Both the unconstrained NPMLE obtained through the pool-adjacent violators algorithm and
the proposed adjusted NPMLE are presented in each plot.

Symmetric Confidence Intervals

Using the m out of n bootstrap, described in Section 2.2.1, we estimate the 95% symmetric
confidence intervals for the adjusted NPMLE of the distribution function of time to first
HPV infection. Classification rates of a = 0.73 and g = 0.9 are again assumed. Instead of
searching for the optimal choice of block size m, we examine various choices of m ranging
from 9 to 423, corresponding to values of m from n'/? to n®?. These block size values, m,
were chosen based on the block sizes implemented in the simulations of Politis et al. (1999).

Table 2.1 provides the results of such calculations at three monitoring times, chosen to
represent the spread of monitoring times. The results are quite stable across these choices
except perhaps at 15.3 years. It it noteworthy that 15.3 years is close to the smallest
monitoring times and is equal to the value of the first jump of the estimator. In Table
2.1 slightly more variability is suggested for the central values of m. However, overall the
results provide a clear, consistent and useful assessment of variability. Similar estimates of
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95% confidence intervals were calculated for the additional datasets, the results of which are
presented in Appendix A.

to 15.3 years 19 years 22 years
F(to) 0.652 0.739 0.829
m=9 (n*/3)  [0.503 0.801] [0.569 0.909] [0.723 0.935]
m =29 (n'/?)  [0.428 0.876] [0.590 0.888] [0.723 0.935]
m =88 (n?/3) [0.3330.971] [0.622 0.856] [0.744 0.914]
m =154 (n?*) [0.311 0.993] [0.633 0.845] [0.723 0.935]
m =216 (n®8) [0.407 0.897] [0.633 0.845] [0.712 0.946]
m =423 (n%?)  [0.471 0.833] [0.654 0.824] [0.712 0.946]

Table 2.1: Confidence interval estimates for the adjusted (o = 0.73, 8 = 0.9) NPMLE at three
monitoring times obtained using the m out of n bootstrap for various values of m from 9 to 423.

2.2.3 Time-varying Misclassification

We now consider an extension of the simple, constant (i.e. time independent) misclassifica-
tion model, introduced in Section 2.2, to allow the misclassification rates to vary over time.
In particular, we consider the situation where the level of misclassification is defined by a
known window surrounding the time of true event occurrence. This means that misclassifi-
cation (both in terms of sensitivity and specificity) is higher when the observed monitoring
time is close to the timing of the true event. A lower level of misclassification may exist out-
side this window, and in certain cases perfect classification may occur for monitoring times
outside this window. This is natural for screening tests where accuracy may be improved, or
even essentially perfect, far from the event time, either before or after the event. Misclassifi-
cation is assumed more likely when the screening test is administered shortly before or after
the event of interest. For example, when testing for a viral disease, a false negative is likely if
an individual is examined immediately after infection as there are not yet enough detectable
antibodies for a positive result. Therefore, in diagnosing HPV infection, the probability of
a false negative possibly decreases with time since infection. Similarly, when considering
current status information obtained through surveys, there is also the potential for misclas-
sification close to the time of event occurrence, with perfect classification elsewhere. For
example, with a current status assessment of menopause, misclassification is unlikely for a
woman of age 30 or 65, but may be plausible at age 50. This data example is considered in
Appendix A.

First, we examine the simple extension where misclassification occurs only within a time
window surrounding the true failure event T" given by [T'— A, T + A]. Within this interval
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we assume the classification rates o, § > 0.5 are known, that perfect classification occurs
at screening times outside this window, and that the value A is also known. Later in this
section we see that a straightforward extension of this scenario allows all individuals to be
subject to misclassification but at different levels defined by whether the monitoring time
falls within A of T'. For the basic time varying case, given the above assumptions, we define
the log-likelihood as follows

> dilog((1 = a)F(ei = A) + (0 = (1= ) F(e) + (1= B)F(e; + A)

+ Z(l — 0i)log(1 = (1 = ) F(c; = A) + (= (1 = B))F(ci) + (1 = B)F(ci + A))). (2.5)

Note, when A = 0 and A = oo, Equation (2.5) reduces to the conditional log-likelihood of
the unconstrained NPMLE and the conditional log-likelihood with constant misclassification
rates (Equation (2.1)), respectively. This more complex conditional log-likelihood can still
be written in the general form given in Equation (2.2) if we define a distribution function as

G'e)=1—-a)F(c—A) +(a+B—-1)F(¢)+ (1= p)F(c; + A).

However, finding the NPMLE of G* is complicated here by the fact that the constraint on G*
(as ¢ — 0) depends on the unknown value of F(A). In addition, even if a reasonable estimator
of G* is determined, it is not generally possible to solve directly for F'in terms of G*, as unlike
in the time independent scenario (Equation (2.4)), a straightforward definition for F' cannot
be given in terms of known or estimated variables. This identifiability issue is most easily seen
when there is but a single monitoring time, C. In this situation, only G*(C) is identifiable
from the data and differing values of F'(C') (and F(C'—A) and F(C+ A)) are compatible with
any given value for G*(C'). However, this does not address identifiability when the observed
monitoring times cover a much broader range. In the latter situation, it is possible to make
bias modifications to either the unconstrained or adjusted NPMLE to address an incorrect
misclassification assumption. This allows the proposed and unconstrained estimators to
accommodate a different window of misclassification than that assumed by either estimator.
This bias-adjusted approach is formally introduced, discussed and evaluated via simulations
in the next subsection.

2.2.4 Time-varying Misclassification: Simulations

To address the situation where misclassification is no longer independent of time, we carried
out a set of simulations to further understand the implications of misclassification rates that
vary over time. As there is no direct method available to calculate the NPMLE for this
type of time-varying misclassification, we consider which of the two available estimators (the
unconstrained NPMLE or the adjusted NPMLE) would be preferred if the data were truly
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misclassified in the manner described above. For these simulations, datasets of unobserved
event times T, of sample size n = 500, were generated from an Exponential distribution,
F', with mean 2. Current status observations were then created based on monitoring times,
C, selected at random from a Uniform distribution on a set of discrete time values ranging
from 0 to 3 at equal increments of 0.2. Finally, the current status data were (mis)classified
with classification probabilities of & = 8 = 0.8 if and only if |C; — T;| < A in order to obtain
the dataset used for estimation of F. Therefore, all individuals for whom the monitoring
time falls within A of T" are subject to misclassification, only some of which will actually be
misclassified. Outside this window the current status responses were observed without error.
A variety of values of A were examined including A = 0 (no misclassification) and A = oo
(constant misclassification).

For each dataset, estimates of I were obtained according to both the unconstrained
NPMLE using the PAV algorithm directly, and the proposed estimator of Section 2.2 that
assumes constant misclassification rates at all times and for all individuals (i.e. assumes
A = o0). For non-extreme values of A, where neither estimator directly represents the
scenario we compare these two available estimators to determine which approach would
be most accurate if it is suspected that the data is misclassified within a specific window
and not misclassified otherwise. These simulations aim to highlight the impact of ignoring
misclassification in estimating the time until a specific event of interest. Fach simulation
consisted of 1000 datasets.

C 0.4 0.8 1.4 1.8 2.8
F(C) F(C) F(C) F(C) F(C)
=0.181 = 0.330 = 0.503 = 0.593 = 0.753

A=0 0% (0)%
NPMLE,  0.178(0.055) 0.331(0.063) 0.496(0.059) 0.591(0.056) 0.760(0.049)
NPMLEs,  0.022(0.043) 0.218(0.104) 0.494(0.098) 0.652(0.094) 0.923(0.068)

A=o0o 100% (20)%
NPMLE,  0.306(0.056) 0.397(0.056) 0.500(0.051) 0.557(0.047) 0.662(0.050)
NPMLE,,  0.178(0.091) 0.329(0.094) 0.500(0.086) 0.593(0.078) 0.769(0.084)

Table 2.2: Simulation averages (standard deviations) of two estimators of the distribution function
F (Exponential with mean 2) at 5 monitoring times, when the data generating distribution is either
subject to always being misclassified (A = 00), or never being misclassified (A = 0). The resulting
percentage subject to misclassification (average percentage actually misclassified) are also given for
each simulation. NPMLEg and NPMLE, represent the unconstrained NPMLE and the NPMLE
adjusted for constant response misclassification, respectively.
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Table 2.2 shows the results of both estimators of F' at a selection of monitoring times,
chosen systematically to depict the overall spread. These monitoring times are evaluated
assuming windows of length A = 0 and A = co. The true value of F' at each of the selected
monitoring times is presented in the table, along with the percentage of individuals sub-
ject to misclassification (average percentage actually misclassified). In Table 2.2, and other
tables to follow, NPMLEq represents the unconstrained NPMLE and NPMLE,, represents
the NPMLE adjusted for constant misclassification, at the appropriate constant levels. The
results are as expected where the NPMLE assuming no misclassification performs best for
a window of A = 0 (where no individuals are subject to misclassification) and the proposed
NPMLE, adjusted for constant misclassification, performs best for a window of A = oo

(where all individuals are subject to misclassification with an average of 20% truly misclas-
sified).

C 0.4 0.8 1.4 1.8 2.8
F(C) F(C) F(C) F(C) F(C)
= 0.181 = 0.330 = 0.503 = 0.593 = 0.753
A=15 60%(12%)
NPMLE, 0.225(0.057) 0.327(0.057) 0.454(0.056) 0.543(0.057) 0.732(0.052)

NPMLE,, 0.063(0.069) 0.214(0.095) 0.424(0.094) 0.571(0.095) 0.884(0.079)
Bias ~ NPMLE; 0.177(0.088) 0.315(0.097) 0.467(0.101) 0.575(0.102) 0.775(0.084)
adjusted NPMLE. 0.172(0.103) 0.337(0.116) 0.485(0.118) 0.588(0.119) 0.769(0.104)
A=25 82%(16%)

NPMLE, 0.258(0.055) 0.358(0.056) 0.470(0.056) 0.530(0.057) 0.673(0.051)

NPMLEs 0.104(0.084) 0.263(0.095) 0.451(0.087) 0.549(0.085) 0.787(0.090)
Bias ~ NPMLE, 0.185(0.093) 0.320(0.099) 0.487(0.092) 0.551(0.090) 0.729(0.094)
adjusted NPMLE. 0.184(0.109) 0.331(0.117) 0.506(0.107) 0.559(0.105) 0.731(0.109)

Table 2.3: Simulation averages (standard deviations) of two estimators of the distribution func-
tion F' (Exponential with mean 2) at 5 monitoring times when the data generating distribution is
subject to constant misclassification (a = 0.8, 5 = 0.8) only within a window of length 24 around
the underlying failure time. Window lengths of A = 1.5 and A = 2.5 are evaluated. The resulting
percentage subject to misclassification (average percentage misclassified) are also given for each sim-
ulation. NPMLEy and NPMLE , represent the unconstrained NPMLE and the NPMLE adjusted
for constant response misclassification, respectively. The corresponding bias adjusted estimates
(standard deviations) for each estimator under the different window lengths are also presented.
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Table 2.3 provides similar results to those of Table 2.2, presented for the same monitoring
times. However, in Table 2.3 the window length varies and the values of A do not represent
either the unconstrained or adjusted likelihoods. In this table, for values of A = 1.5 and
A = 2.5 approximately 60% and 82% of individuals are subject to misclassification, with an
average of 12% and 16% actually being misclassified, respectively. The results of Table 2.3
are perhaps not as expected where the adjusted NPMLE only outperforms the unconstrained
NPMLE when a very high proportion of individuals are subject to misclassification. Even
when 82% of individuals are subject to misclassification, evidence in favor of the adjusted
NPMLE is not overwhelming. There is also a visible bias with both estimators. The bias
adjusted estimates given in Table 2.3 are calculated to try adjust the estimates to account
for this bias. This issue is introduced and more formally addressed below, at which time we
return to interpret the bias adjusted estimates in this table.

Bias Adjustment

In practice, an investigator necessarily does not know the underlying distribution F' and
so cannot immediately assess which approach to nonparametric estimation to use, that as-
suming no misclassification or assuming a constant rate of misclassification over time. In
this situation, it is possible however to carry out a simulation using either estimator as the
assumed ‘true’ F' to examine performance. We also use this simulation to reduce the visible
bias seen in Table 2.2 and Table 2.3. We apply this additional analysis to the previous sim-
ulations, and to the next set of simulations where we slightly increase the complexity of the
misclassification model by allowing misclassification to exist outside the defined window, but
at a reduced rate. Of course the varying levels of misclassification, defined by the window
length, will not impact the cases where all (A = oo)or none (A = 0) of the individuals are
subject to the higher rate of misclassification.

If there is misclassification due to laboratory error in the (current status) screening instru-
ment, all individuals will be subject to this error. However, even with constant laboratory
misclassification, there may also be increased (and potentially asymmetric) misclassification
rates close to the true failure event, for reasons outlined in Section 2.2.3. Table 2.4 presents
results of simulations from the HPV data example where the true underlying distribution is
assumed to be the unconstrained NPMLE, as obtained through the standard pool-adjacent
violators algorithm. A constant laboratory error is assumed, giving classification rates of
a = 0.8 and § = 0.9 outside the window and o = 0.73 and 8 = 0.9 within the window,
indicating an additional deterioration in sensitivity close to the underlying failure time. In
computing the adjusted NPMLE constant rates of classification are assumed with o = 0.73
and 8 = 0.9, that is the adjusted NPMLE assumes all individuals are subject to misclassifi-
cation at the highest error rate.
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C 15 years 16.2 years 19.2 years 21.7 years 23.2 years
F(C) F(C) F(C) F(C) F(C)
= 0.484 = 0.539 = (0.581 = 0.600 = 0.661
A=0 0% (0%)
NPMLE; 0.414(0.086) 0.464(0.054) 0.511(0.031) 0.540(0.039) 0.584(0.069)
NPMLE, 0.498(0.137) 0.578(0.085) 0.652(0.049) 0.698(0.061) 0.766(0.102)
A=45 43%(7%)
NPMLEy 0.388(0.084) 0.433(0.057) 0.498(0.034) 0.532(0.042) 0.584(0.076)
NPMLE., 0.457(0.132) 0.528(0.090) 0.632(0.054) 0.686(0.067) 0.764(0.111)
Bias NPMLEy, 0.435(0.153) 0.475(0.113) 0.537(0.100) 0.562(0.115) 0.612(0.168)
adjusted NPMLE,, 0.475(0.187) 0.472(0.149) 0.524(0.141) 0.544(0.147) 0.606(0.191)
A=28 86%(15%)
NPMLE, 0.383(0.081) 0.426(0.054) 0.474(0.030) 0.513(0.045) 0.573(0.078)
NPMLE, 0.449(0.129) 0.517(0.086) 0.594(0.047) 0.655(0.071) 0.747(0.114)
Bias NPMLEy 0.437(0.153) 0.473(0.113) 0.520(0.090) 0.553(0.114) 0.610(0.172)
adjusted NPMLE, 0.473(0.189) 0.472(0.150) 0.513(0.132) 0.542(0.154) 0.604(0.203)
A=o00 100%(20%)
NPMLE, 0.384(0.083) 0.428(0.052) 0.472(0.032) 0.496(0.038) 0.544(0.075)
NPMLE, 0.451(0.129) 0.521(0.083) 0.590(0.050) 0.629(0.060) 0.702(0.111)

Table 2.4: Simulation averages (standard deviations) of two estimators of the distribution function
F' (unconstrained NPMLE from the HPV data) at 5 monitoring times when the data generating
distribution is subject to misclassification that varies with time. Classication rates of &« = 0.8 and
B = 0.9 are assumed outside the window and rates of & = 0.73 and 8 = 0.9 are assumed within a
window of length 2A around the underlying failure time. Window lengths of A = 0,4.5,8, 00 are
evaluated. The resulting percentage subject to misclassification (average percentage misclassified)
are also given for each simulation. NPMLEy and NPMLE , represent the unconstrained NPMLE
and the NPMLE adjusted for constant ( @ = 0.73, = 0.9) misclassification, respectively. The
corresponding bias adjusted estimates (standard deviations) for each estimator in the windows of
length A = 4.5 and A = 8 are also presented.
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In the simulations for the HPV infection status example, it must be noted that unlike the
simulations in Table 2.2 and Table 2.3, when A = 0 there is still misclassification present, at
a constant rate of a = 0.8, § = 0.9. This explains the lack of accuracy in the unconstrained
NPMLE for A = 0 which assumes no misclassification (and similarly for the constant misclas-
sification adjusted NPMLE which uses the incorrect misclassification probabilities). When
A = oo the results are as expected with the adjusted NPMLE more favorable, assuming
constant misclassification at rates of & = 0.73 and § = 0.9. Under the intermediate situ-
ations, with complex window misclassifications assuming non-zero and finite values for A,
the simulations suggest that there is a slight preference for the adjusted NPMLE in terms of
bias although there is a small price to be paid for additional variability. The mean squared
error here gives a slight preferential tendency toward the unconstrained NPMLE, at least
with these two possibilities for the window parameter A.

Regardless of the preferred approach for estimation of the NPMLE of F', the simulations
suggest a way to remove the bias for either estimator. The approach can be used for all
values of A, though only the results for finite and non-zero values of A are presented in the
tables. The bias-adjusted algorithm we propose is as follows

(i) Compute a suitable simulation ‘guess’ for F' to be used in the simulations.

(ii) Simulate data assuming this ‘guess’ is the truth, with the assumed value for A and the
relevant misclassification probabilities within and outside the window defined by A.

(iii) Estimate the bias at all monitoring times of interest by comparing the simulation aver-
age with either of the original estimators (NPMLE, or NPMLE).

(iv) Remove this estimated bias from the original estimator.

Either the unconstrained NPMLE or the NPMLE adjusted for constant misclassification
could be used for the initial ‘guess’, although the average of these two straightforward es-
timators may be preferred since the simulations seem to suggest that the bias for the two
estimators is sometimes in opposite directions, particularly in the tails where the biases tend
to be most severe. Note that this algorithm can also be used for more complex misclassifi-
cation models that might be anticipated.

We now formalize the above steps of the bias-adjusted approach.
Define the bias in the unconstrained NPMLE at time ¢, as
biaso(to) = E(Fy(te, F)) — F(to),

where F' is the assumed true data generating distribution, and F}, is the unconstrained
NPMLE. We estimate the bias by substituting F, for F' in each of the terms in biasy(to) and
estimate the expectation through simulations, thus yielding

biaso(to) = E(Fy(te, Fy)) — F}(to).
This estimate, Fg, could be the unconstrained estimate, F' (to, F) = Fo(to, F), the estimate

under constant misclassification, F (to, F) = Foo(to,F), or the average of both estimates,
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F(to, F) = (Fo(to, F)+ Foo(to, F))/2. Finally we produce the bias-adjusted estimate for the
unconstrained NPMLE as

ﬁga(to) = ﬁo(to, F) — bZZLSQ(to)
Similarly, define the estimated bias for the adjusted NPMLE as
biase (to) = E(Fa(to, F,)) — E,(to),

where ﬁ’g is chosen as before. In a similar manner to the description above, this estimated
bias can be used to adjust the estimate Fl, to allow for the visible bias.

Tables 2.3 and 2.4 provide the simulated performance of these bias adjusted versions
of the original estimators for the same simulations considered before. In constructing the
bias adjusted estimators, a sample size of n = 500 was used in step (ii) of the algorithm
described above and 1,000 simulations of this step were carried out. It is clear from the
results reported in Tables 2.3 and 2.4 that the bias adjusted estimators have significantly
improved the performance of both estimators in terms of bias, with only modest increases
in variability. The improvement is more noticeable in Table 2.3 as the original bias is much
greater. Note that the bias adjustments can also be calculated when A = 0 or A = 0o but
are not presented in these table. However, for completeness, the bias adjusted estimates are
presented for these values of A in the additional applications in Appendix A.

2.2.5 Regression Models

We briefly consider an extension of the above ideas to the regression context where interest
focuses on the effects of a (potentially multidimensional) covariate X. The use of regres-
sion models, parametric, semi-parametric and nonparametric, for current status data was
described in Section 1.3 where applicable references were given, in which more details can
be found. Much of the literature on current status data has exploited the correspondence
between standard regression models for the underlying failure time and generalized linear
models for the observed current status outcome. For ease of understanding, we use a specific
parametric model to illustrate this association with generalized linear models. A similar
approach can also be applied to other parametric models. Consider current status data with
no misclassification and assume the following Weibull hazard function

h(t) = exp(b)at® .

Note thats

H(C) = /OC h(t)dt = exp(b)a/oc t*tdt = exp(b)C*.
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This can also be written in terms of the survival function where
S(C) = exp(—H(C)) = exp(—exp(b)C*).
Now assume a proportional hazards model such that
S(C) =[SO,

where S is an arbitrary baseline survival function. We use A here instead of 3, the standard
notation used to represent the regression coefficient, to avoid confusion with the classification
rates used throughout this chapter. Combining these equations we get

[So(O)) = exp(—exp(b)C*).
This equation can then be written as
log(—log(So(C)) = b+ alog(C) + Ax.

This represents a particular case of generalized linear model for Y with a complementary
log-log link function. The advantage of this approach is that the regression coefficients \ are
exactly the relative hazards from the regression model for 7. Assuming a proportional odds
regression model instead of a proportional hazards model would result in the use of the logit
link function instead of the complementary log-log link function.

To adapt these techniques to incorporate constant misclassification we use the ideas of
binary generalized linear models with outcomes subject to misclassification (Neuhaus, 1999).
To understand how constant misclassification can be incorporated into the regression setting
through modification of the link function, consider the following illustration where we assume
proportional odds regression with a logit link function. The distribution function F' and the
logit link function can be defined in general as

B 1 —— p(z|c)
F(C|X) = m, loglt link: log (T(;dc) s

where p(z|c) = E]Y|C, X]. In the absence of misclassification this implies

1
Tre—a(0=b(@) 1
g{P(Y =1]X,C)} = log <1 e 102 >> = log (m) = a(c) + b(x).

— (==
Combining the definition of G (Section 2.2) with the proportional odds assumption gives

a+ -1

GCIX)=(a+B-1)F(C|X)+(1-p) = (m

)+(1—5).
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Let v = a+ 8 — 1 and define the modified link function as

fod T on: 1o (p(zle) — (1 =B))/v
modified link function: log <1 = (el = (1= 5))/’}’)) :

This implies

fﬂ%A:1m¢3}:bg< ((=ato=m) + (1 = B) = (1= 5))/v )

1= ((=to=@) + (1= 8) = (1= 5)) /v
= log(e? @) = q(c) + b(x)

More formally, if we focus on the constant misclassification model, and with the same as-
sumptions as before, it follows that

P(A=1|X,0) = (a+ B —1)P(Y =1]X,C) + (1 — B)

and so
P(A=1]X,C) = (a+ B —1)g" " () + (1= B),

where ¢ is the link function in the induced generalized linear model for Y. In addition,
in most models, the regression term 7, . is also additive in « and ¢ (or log(c)). It follows
that the observed outcome A also follows a generalized linear model with a modified link
function, namely

7 (P =11x.0) =g { BTS00

(a+6-1)

For example, assuming a Weibull regression model for 7', the generalized linear model for Y
in X and C' involves g, the complementary log-log link function. By making such parametric
assumptions, the corresponding regression model will often simplify to a familiar generalized
linear model. We fit regression models to the example on HPV infection status. In Model (a)
we assume no errors in the response variable (therefore using g directly), and in Model (b)
we adjust for constant misclassification with the known classification rates of a = 0.73 and
B = 0.9 (using g*). These assumed classification rates allow for both laboratory error and
the possibility that some negative tests fail to detect prior HPV infection, as discussed in
Section 2.2.2. Note that the parameter estimates in both models have proportional hazards
interpretations on age at first infection with HPV, according to the Weibull regression model
assumption for T', as distinct from the simple cross-sectional interpretations discussed in
Neuhaus (1999). The results of both models are presented in Table 2.5, along with the
observed ratio of parameter estimates. The generalized linear model induced by Weibull
regression indicates that age at screening must be included in the model additively on the
log scale. The standard errors were obtained from the observed information matrix and were
calculated using PROC GENMOD in SAS version 9.1.
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log (RH): Model (a) (3*) log(RH): Model (b) (8)

Covariate Ignoring misclassification ~Adjusted for misclassification B / B
Smoke now 0.056 (0.108) 0.103 (0.144) 0.544
STD -0.479 (0.299) -0.698(0.258) 0.686
log(age at screening) 0.822 (0.455) 1.269 (0.552) 0.648

Table 2.5: Estimates (and standard errors) of the log Relative Hazard (RH) for time to first HPV
infection, which is assumed to follow a Weibull distribution. Model (a) ignores misclassification
in the response variable and Model (b) incorporates constant misclassification corresponding to
a=0.73 and 5 =0.9.

According to Model (a) and Model (b), respectively, the hazard of first HPV infection
is increased by 6% and 11% for those who currently smoke (Smoke now = 1) to those who
do not smoke (Smoke now = 0), holding other covariates in the model fixed. Clearly this
effect is not significant. On the other hand, the hazard of HPV infection is reduced by 38%
and 50% for those who have had any other prior sexually transmitted disease (STD = 1)
compared with those who have not (STD = 0). This effect is quite strikingly significant,
at least when misclassification is accounted for. As reported by Neuhaus (1999), the ratio
of the parameter estimates suggest that ignoring the errors in the HPV screening results
leads to substantially biased estimates of the associations of covariates with infection status,
with the direction of the bias reflecting attenuation towards the null. Our findings are qual-
itatively similar to those of Neuhaus (1999) although we show a somewhat lower effect for
the presence of a prior STD, presumably due to our allowance for additional misclassification.

2.3 Discussion

We have discussed estimation of the NPMLE of a distribution function based on current
status data where the outcome variable is subject to misclassification. The ideas were also
easily extended to regression models for the underlying survival time. We have illustrated the
latter using a parametric regression model. Alternative methods to allow for misclassification
in the current status response include the simulation extrapolation (SIMEX) method (for
the regression setting, see Hardin et al. (2003) where the SIMEX method is applied to
standard generalized linear models). More recently, Kiichenhoff et al. (2006) applied SIMEX
to binary outcome data associated with a generalized linear model and compared results to
the maximum likelihood approach espoused by Neuhaus (1999). Note also that the covariates
could alternatively be observed with error. Wen et al. (2011) consider a semiparametric
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maximum likelihood method for analyzing current status data with mismeasured covariates
under the proportional hazards assumption.

Although we considered a parametric regression model, semi-parametric survival models
can also be analyzed using the ideas of Shiboski (1998a) on semi-parametric generalized
additive models. In this case, the technique of adjusting the link function to allow for
misclassification, discussed in Section 2.2.5, can also be used. SIMEX again provides an
alternative approach. In addition, the bias adjusted algorithm discussed in Section 2.2.4
can also be applied in the regression context, in particular to allow for more more complex
misclassification models. Sal y Rosas and Hughes (2011) extend the work of this chapter
and consider nonparametric and semi-parametric analysis of current status data with the
response variable subject to misclassification.

Throughout this chapter we have assumed that the misclassification rates and window of
misclassification, if appropriate, are known exactly. In some cases, the rates may have to be
estimated from a validation sample where the true response is measurable perhaps by use
of an expensive ‘gold standard’ technique. This data can then be incorporated into a full
likelihood that will then account for the uncertainty in estimation of the misclassification
rates. In principal, a similar approach could be used for validation data that provided
information on the value of A or the size of the misclassification window. However, estimation
of the value of A is itself a much studied non-trivial estimation problem in detecting the time
of transition of binomial classification rates. We leave these interesting extensions to future
work.
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Chapter 3

Misclassification of Current Status
Data with Group Testing

3.1 Introduction

In many epidemiological applications individuals are screened for the presence of an infectious
disease, or disease specific antibodies. In such studies, the available resources for testing are
often limited, either by cost or other factors. With certain infectious diseases, including
sexually transmitted diseases, infected individuals are often asymptomatic, which results in
many individuals being left untreated and others becoming infected unknowingly. To address
such problems, it is necessary to test a large number of individuals. Given the large number
of tests and the associated cost of testing each individual sample, it is important to find
ways to reduce the amount of testing needed without screening fewer individuals. Bilder
et al. (2010) address this public health issue through the use of group testing and consider
an application to the epidemic levels of chlamydia and gonorrhea in Nebraska (Zagurski,
2006). Group testing, also referred to as batch testing or pooled testing, was first introduced
during the Second World War as a method for reducing the cost of detecting syphilis in U.S.
soldiers (Dorfman, 1943).

Group testing combines samples, such as blood or urine, from a number of individuals and
then tests the combined (group) sample rather than testing each individual sample for the
presence of the disease of interest. The number of tests to be performed is therefore greatly
reduced with this form of testing. The original group testing procedure of Dorfman (1943)
involves initially testing the group sample, from which, if the group tests negative, then
all individual samples within that group are declared negative. However, if the group tests
positive, then each sample within that group is subsequently tested individually to identify
the positive samples. Many variations of this strategy were later developed where different
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pooling algorithms and retesting mechanisms were applied to the positive sample, rather than
retesting each individual sample (see for example, Brookmeyer (1999), Bilder et al. (2010),
Xie et al. (2001), Hughes-Oliver and Swallow (1994), amongst others). The main advantage
of group testing is that it can reduce costs when a large number of individuals need to be
tested. Group testing also offers a feasible way to lower the error rates associated with certain
testing mechanisms, particularly if the disease prevalence is low, for example when screening
low-risk human immunodeficiency virus (HIV) populations (Litvak et al., 1994). Additional
applications of group testing have been seen in blood bank screening, public health, genetics,
drug discovery and development, and many other areas (Bilder et al., 2010). In the group
testing framework, if interest is in estimating disease prevalence (the probability of a positive
test result at a single point in time), when a positive group is identified, retesting individual
samples within that group is not necessary for estimation of this prevalence. In this chapter
we consider group testing from a current status data framework and also assume the retesting
of positive groups is not performed.

In many applications appropriate for group testing, ascertainment of the current status
outcome (the grouped result) is based on a screening test which may not have perfect sensi-
tivity or specificity, as few diagnostic tests are perfect. It is therefore important to consider
misclassification when using such forms of diagnostic testing. Chapter 2 describes misclas-
sification of simple current status data, where samples are tested individually, using known
misclassification rates. Misclassification of disease status in group testing has also received
attention (Tu et al., 1995, Liu et al., 2011, Graff and Roeloffs, 1972), although it has not
yet been specifically addressed from a current status data perspective. Section 3.2 shows
how the current status data structure is directly applicable to the group testing strategy
described in the literature.

In the remainder of this chapter, we develop on the previous work of other authors,
relating to misclassification and group testing. The main focus of this chapter is in estimating
the distribution function of time to a specific event, such as the time to disease infection, and
specifically whether group testing can be used for more efficient estimation of this distribution
function when the current status outcomes are subject to misclassification. In Section 3.2
we extend the notation of Chapter 2 to consider misclassification of current status data with
group testing. Initially we consider the simplest group testing scenario where all individuals
are tested at the same time, and all groups are equal in size (Section 3.3.1). We then
extend this simple model to allow for the multiple monitoring time scenario, again with
equal group sizes (Section 3.3.2). Determination of the optimal group size to be used under
each of these scenarios is also discussed. In Section 3.3.3 we consider a more complex model
where the group sizes are dependent on the monitoring times. We also briefly address the
situation where the groups may be made up of individuals with different monitoring times.
Finally, in Section 3.4 we address the current status regression setting, introduced in Section
1.3 and consider regression in the context of current status data with group testing and
misclassification.
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3.2 Notation and Likelihood

For current status data with a single event of interest, as described in Chapter 2, we assume
the following notation. Let T be the survival time random variable of interest with the
corresponding distribution function F', and let the monitoring time be denoted by the random
variable C, which is assumed to be independent of 7. In some examples C' is non-random,
but in either case, we generally focus on the conditional likelihood, given C'. For the random
monitoring time scenario, current status observation refers to a sampling scheme where n
i.i.d. observations are collected on the random variable (Y, C') where Y! = I(T < C). This
notation corresponds to each individual sample being tested separately. The binary variable
Y is therefore observed for each of the n individual samples. This individual level response
variable Y directly corresponds to the binary variable Y of Chapter 2.

To implement the group testing strategy of Section 3.1 we use the following notation.
Again, define the monitoring time as C', the time at which individuals are tested. Define the
sample size as n, the total number of individuals sampled, or the total number of specimens
obtained. Suppose these individuals are divided into m groups where each group has the
corresponding group size kj;, for j = 1,2,...,m. Therefore, the total sample size can be
defined as n = ZTZI k;. This allows for the possibility of differing group sizes, which may in
fact depend on the monitoring times. This idea is addressed further in Section 3.3.3. In many
examples, both in the literature and in practice, it is assumed that all groups are of equal
size, say size k, in which case the definition of the sample size can be simplified to n = mk.
In the group testing scenario, instead of observing the outcome Y7 for each individual we
now observe a binary variable Y for each of the m batches or groups. As described above,
with the group testing approach if the outcome for group j is negative (Y; = 0), then all
samples within that group are defined as having a negative result. This means if Y; = 0,
then Y1 = 0 for all individuals in group j. However, recall that a positive group test result
does not imply a positive test result for all individuals in that group, it simply indicates
there is at least one positive individual within the group. Therefore, if the group outcome
Y; =1 then Y7 =1 for at least one of the k; individuals in group j. Without further testing,
identification of the positive individual(s) is not possible.

Motivated by the need for group testing discussed in Section 3.1, and the potential for
misclassification in diagnostic tests, we now consider the possibility that the outcome variable
is observed with error, applicable to both the individual sample and group testing scenarios.
We focus primarily on the constant misclassification model, similar to that described in Sec-
tion 2.2, where we assume the classification rates are known and fixed. These methods can
also be extended to allow for alternative error models, such as the time-varying misclassifica-
tion model considered in Section 2.2.3. To allow for misclassification, assume that instead of
observing the correct response Y or Y we now observe the error corrupted response A’ or
A, respectively. We assume the classification rates are inherent characteristics of the testing
mechanism and that the sensitivity and specificity rates are not affected by grouping. This
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means that the classification rates remain fixed regardless of the group size. This may not be
true for all testing mechanisms, and in some cases there may be a maximum group size up to
which these classification rates hold. For example, Kline et al. (1989) showed the sensitivity
and specificity of the ELISA, a test used for the detection of HIV, is not affected by pooling
samples up to a size of £ = 15, for a specific test kit and level of dilution. For group sizes
greater than a defined maximum value, higher levels of misclassification may be observed.
In Section 3.3.1 we briefly discuss this case where the classification rates may increase as the
group size increases.

First, consider constant misclassification where increasing the group size does not alter
the accuracy of the assumed classification rates. These classification rates can be defined as
follows, for both the individual and grouped samples,

PAT=1Y'=1) = PA=1Y=1)= «
P(AT=0]Y'=0) = P(A=0]Y =0)= 3,

where Y/ and Y are the true individual and group outcomes, with A’ and A representing the
observed response for the individual and group samples, respectively. With this type of group
testing, the observed data can be defined as m i.i.d. copies of (A,C), where 1 < m < n.
If there exists equal group sizes with k; = 1 for all j, then Y/ =Y and A’ = A, resulting
in this setup reducing directly to the misclassified current status data setting discussed in
Chapter 2.

Following the notation and assumptions of Chapter 2, assume the classification proba-
bilities «, # > 0.5 and do not depend on the monitoring time, or the number of individuals
within a group. Assume also that only individuals with the same monitoring time are grouped
together, so the entire group can be indexed by a single monitoring time. Therefore, if C,,
is the monitoring time for group m, then all individuals within this group are observed at
time C,,. We discuss an extension of this assumption in Section 3.3.4. Let C; be the j
order statistic of Cy,Cy, .....,C,, and let J; be the observed value of A for group j. The
(conditional) likelihood function for this misclassification structure is given by

[TIPA; = e [P(A; = 0]e;)] ™, (3.1)

Jj=1

where ¢; is the observed value of C;, and m is the total number of groups examined. The
probabilities P(A; = 1|¢;) and P(A; = 0|c;) can be defined as follows

P(Aj = 1¢j) = P(Aj = 1]y; = 1,¢;) P(y; = 1l¢j) + P(A; = 1]y; = 0,¢;) P(y; = 0[cy)
=a—(a+pB—1)(1-F(¢)",
and
P(A; =0[¢;) = P(A; =0Jy; = 0,¢;) P(y; = 0[c;) + P(A; = 0ly; = 1,¢;) P(y; = 1|c;)
=l—a+(a+p-1)(1-F(c)".
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Note that by setting k; = 1 for all j, these probabilities and the corresponding likelihood
given in Equation (3.1) will be equal to the probabilities and likelihood of Equation (2.1).
For ease of notation, let v = o+ 8 — 1 > 0. The (conditional) likelihood function allowing
for constant misclassification in the response variable of a grouped sample is then

[l =21 = F(e;) )% [1 — a4 7(1 = Fey)]' =%,

Jj=1

with the corresponding log-likelihood
S dylog(a — (1= F(e))%) + 3 (1= o) log(1 —a+ (1 = F(e))%).  (3.2)
i=1 '

J=1

In the following section we consider maximization of this log-likelihood under various
scenarios. Section 3.3.1 considers the group testing scenario where there is a single monitoring
time and all groups contain the same number of individuals. This setting is extended in
Section 3.3.2 to allow for multiple monitoring times, again assuming all groups are equal
in size. Section 3.3.3 relaxes the assumption of equal group sizes and allows the group
size to vary with the monitoring times. Finally, Section 3.3.4 discusses maximization of this
likelihood (Equation (3.2)) under the more complex scenario where individuals with different
monitoring times can be tested together as one group.

3.3 Nonparametric Estimation of a Single Distribution
Function

As mentioned above, there are various group testing approaches that can be considered. In
this section we consider various group testing scenarios and show how the complexity of
maximizing the above log-likelihood (Equation (3.2)) depends on whether there are single or
multiple monitoring times, and whether the group sizes are equal or vary with the monitoring
time. In each case, we assume the classification rates are known and constant and do not
depend on the number of individuals within a group, though the concept of misclassification
increasing with sample size is briefly discussed in Section 3.3.1. Throughout this chapter, our
focus is primarily on nonparametric estimation of the distribution function F'. This chapter
is therefore an extension of Chapter 2 and many of the ideas previously used can therefore
be extended to this group testing scenario. We also compare the results of this group testing
approach to that of testing each sample individually (Chapter 2), from which we can assess
the situations in which it is beneficial to use group testing as an alternative testing approach.

To obtain the nonparametric maximum likelihood estimate (NPMLE) of F', we seek to
maximize the log-likelihood in Equation (3.2). We follow the general approach of Section
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2.2, previously used for simple current status data subject to misclassification. In this group
testing scenario, define the distribution function G as

Glej) = a—7(1 = F(e)"™,

where v = o + 8 — 1. Consequently, as before, the NPMLE of the distribution function F,
when the current status outcomes are subject to misclassification, can be found by obtaining

a vector 2 = (z1 = G(c1), ..., zm = G(cy)) € R™ maximizing
¢(G(g)) = Z5j10g(G(0j)) + Z(l — 0;)log(1 = G(c;)) (3.3)

under the constraint
1-8<G(c1) <G(e2) <+ < Glem) < a. (3.4)

Note that Equation (3.3) is similar to Equation (2.2), with the indices now differing. Equa-
tion (3.4) is identical to Equation (2.3), though the definition of the distribution function G
in the group testing scenario is now complicated by the additional term defining the group
size. However, even with this alternative definition of G, it is easily seen that the constraints
required in maximizing the log-likelihood of Equation (3.3) remain unchanged, regardless of
the group size. Note that the constraints are designed to control the estimates close to the
extremes of the distribution. In the limit, as ' — 0 or /' — 1, individuals will either all be
negative (F' = 0) or will all be positive (F' = 1). Therefore, at these values, the grouping
mechanism will not alter the estimation.

3.3.1 Single Monitoring Time, Single Group Size

Consider the simplest group testing scenario where there is a single monitoring time C' for
all individuals, and a single group size for all combined samples. Let k& denote the number
of individuals in each group and assume the total sample size n is made up of exactly m
groups of size k. We therefore assume m = n/k is an integer. This assumption is also made
by Tu et al. (1995) and Liu et al. (2011) in estimating the prevalence of a rare disease. For
this simple group testing scenario, the definition of G reduces to G(C) = a — (1 — F(C))*.
A claim, and corresponding proof, similar to that of Section 2.2 can be applied and followed,
where the resulting estimate of the NPMLE of F' at the monitoring time C' is then obtained
through the use of the following relationship

N 1/k
S a—G((O)
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where, as in Chapter 2, G can be estimated using the straightforward PAV algorithm (see
Section 1.2), with all estimates of G falling between 1— (3 and «. Estimates not falling within
this region are shifted to equal the appropriate bound.

As stated by Liu et al. (2011), in the presence of perfect classification, group testing
can substantially reduce the cost incurred with testing a large number of individuals, but
will always yield a less efficient estimate of prevalence than that obtained by using fully
observed data in which disease status is determined for each individual. As mentioned in
Section 3.1, imperfect sensitivity or specificity are often inherent in many epidemiological
applications. Tu et al. (1995) show that in the presence of misclassification of disease status,
group testing can be used for more efficient estimation of the prevalence of a rare disease,
as well as reducing the number of necessary tests. Tu et al. (1995), Litvak et al. (1994) and
Liu et al. (2011) all make assumptions equivalent to assuming the samples are pooled into
groups of equal size (k), the number of groups (m = n/k) is an integer, and all observations
are obtained at a single monitoring time (C'). Note that current status data with a single
monitoring time leads directly to estimation of prevalence at this monitoring time. Therefore,
although the notation and approach differ slightly, it is not surprising that the estimate of
rare disease prevalence defined by Tu et al. (1995) is equivalent to our estimate of F(C')
given in Equation (3.5).

Liu et al. (2011) extend the results of Tu et al. (1995) to determine the level of prevalence,
for groups of equal sizes, below which group testing is more efficient than (a) random sampling
and (b) the fully observed data. We now add to these results by determining the maximum
group size, below which group testing is preferred to testing each individual separately. We
also determine the optimal group size for estimation of the distribution function at a single
point in time, using known classification rates. For comparison with the work of Tu et al.
(1995) and Liu et al. (2011) we assume the total n samples are divided into m groups of size
k, all of whom are examined at time C. We assume there are no further limitations on the
possible group sizes. To validate this assumption, the testing mechanism may need to be
examined to determine whether increasing the pool size alters the sensitivity and specificity
of the test. As mentioned previously, in an application to HIV screening, Kline et al. (1989)
show, for a specific test and level of dilution, that the sensitivity is not affected by pooling
samples up to a size of £ = 15. Many authors therefore limit the possible group sizes to
a maximum of k = 15, as the accuracy beyond this level of grouping may not be equal to
that of a single sample test. If no such restriction is imposed by the testing mechanism, the
group size k can range from k =1 to k = n.

In our determination of this maximum group size, and the optimal group size for estima-
tion of the distribution function at a single monitoring time, we compare the mean squared
error (MSE) obtained for the various group sizes to that of the single sample analysis (k = 1).
The calculated maximum group size is therefore the largest group size with a MSE lower
than the MSE found when k£ = 1. It is important to note that all group sizes less than this
maximum will also produce more efficient estimates, so all smaller group sizes are at least as
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good as the single sample setting. The optimal group size is the group size with the lowest
MSE amongst all possible group sizes.

Table 3.1 presents the maximum group size (optimal group size) for estimation of a
distribution function at a single point in time, or equivalently, the prevalence at a single point
in time. The results presented are based on simulated data at three unique monitoring times,
where the corresponding values of F' at these monitoring times are F'(C') = {0.01,0.04,0.1}.
For each of these monitoring times both symmetric and asymmetric classification rates are
considered. For the situation of asymmetric classification, both cases, o > f and o < (3, are
examined, as both scenarios are plausible in practice and depend on the specific application.
As can be seen in Table 3.1, we also consider how these group sizes change as the sample
size changes. We examine a variety of sample sizes from n = 200 to n = 2000. For each
of these sample sizes, all possible integers, m = n/k, are considered, including & = 1 which
corresponds to the simple current status data setting of Chapter 2. It must be noted that
the number of possible group sizes vary depending on the total sample size and so certain
group sizes are not considered in all cases. The presented results are based on the MSE
obtained through simulated data where all simulations are repeated 1000 times. It should
be noted that in these simulations, the grouping is assumed to occur prior to adjusting the
observations for misclassification. Therefore, it is the grouped outcomes that are subject to
the pre-defined levels of misclassification.

These results compare, in the presence of misclassification, the use of group testing with
the standard approach of testing each sample individually, as described in Chapter 2. It
can be seen from Table 3.1 that both the maximum and optimal group sizes depend on the
value of the distribution function being estimated, the total sample size and the levels of
sensitivity and specificity. These results show that as the sample size increases, both the
maximum and optimal group sizes also increase (or at least are non-decreasing), regardless
of the levels of classification, o and §. However, the magnitude, and amount by which these
group sizes increase is influenced by the v and [ classification rates. It is also seen that as the
value of F' increases, the maximum (optimal) group size decreases, keeping the classification
rates fixed. The greatest gain therefore appears to occur when the monitoring time is small.
Within each monitoring time, the highest group sizes observed occur when the sensitivity is
greater than the specificity, namely when o = 0.95, 5 = 0.8.

o1



n 200 500 700 1200 1500 2000

F(C) =0.010

a =095 =080 25(25) 50 (50) 70 (70) 100 (100) 125 (125) 125 (125)
=080, =095 25(20) 50 (25) 50 (28) 60 (24) 60 (50) 50 (50)

a=095 =095 25(8) 50 (10) 50 (20) 80 (20)  75(25) 100 (25)
a =080, =080 10 (10) 25(20) 35(28) 50 (24) 50 (30) 50 (50)

F(C) = 0.039

a =095 5=080 20(20) 25(25) 35(35) 50(30) 50 (30) 50 (40)
a =080, 3=095 10(8) 20(10) 20 (14) 25(15)  25(15) 25 (16)
a=095 5=095 10(4) 20(4) 20(5) 25 (6) 25 (6) 25 (5)
a=080,3=080 8(4) 10(10) 20 (10) 20 (10) 25 (12) 25 (10)

F(C) = 0.100

a=095 =080 10 (10) 20 (10) 25(14) 30 (12) 30 (12) 40 (10)
a=080,8=095 5(4) 5(5) 10(7) 10 (6) 10 (6) 10 (8)
a=095 =095 4(3) 5(4) 5(4) 5 (2) 3 (3) 5 (4)
a=080,3=080 5(4) 5(4) 7(5 8 (4) 10 (5) 10 (5)

Table 3.1: Results from simulated data showing the maximum group size (optimal group size) at
which group testing is preferred to examining each individual sample for the purpose of estimating
the distribution function F' at a single monitoring time. Three monitoring times are considered
where the corresponding values of F/(C) = {0.010,0.039,0.100}. Various sample sizes are considered
from n = 200 to n = 2000. The results are given for a variety of known classification rates,
considering both symmetric and asymmetric misclassification.

There are a few instances in Table 3.1 in which the results appear to decrease as the
sample size increases. However, it must be noted that we only consider group sizes k such
that m = n/k is an integer. Therefore, the potential group sizes vary according to sample
size. For example, with F'(C') = 0.010, & = 0.80 and § = 0.95, a maximum group size of
k = 60 is calculated for the sample size n = 1500. This maximum decreases to k = 50 for
the sample size of n = 2000. With this sample size, a group size of k = 60 violates the
assumption that the number of groups m = n/k is an integer. The next possible group size
would be k = 80, therefore the maximum group size presumably lies between k& = 50 and
k = 80. An extension of these results, not yet considered, is whether a mixture of group sizes
at a single monitoring time could improve the estimate of F'. For example, with n = 2000,
40 groups of size 50 could be compared with 33 groups of size 60 plus one group of size 20,
to determine the optimal combination of group sizes for estimation of F' at time C'. Table
3.1 shows the maximum (optimal) group sizes when all groups are of equal size only.
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The results presented in Table 3.1 assume the classification rates are not altered by
increasing the group size. However, in practice this assumption may not always be accurate.
As previously mentioned, in certain cases there may be a limiting group size above which
there is greater potential for misclassification. Suppose the maximum group size for which
the classification rates remain unchanged is defined at k = 15 (Kline et al., 1989). Note that
many of the maximum (optimal) group sizes presented in Table 3.1 are greater than k = 15.
This suggests that in certain cases, even if higher rates of misclassification are observed for
larger group sizes, the optimal choice of group size may in fact be greater than k = 15. The
estimates of the MSE used to determine the values of the maximum and optimal group sizes
presented in Table 3.1 can be used to determine whether larger group sizes are preferable,
even when higher rates of misclassification are induced.

3.3.2 Multiple Monitoring Times, Single Group Size

We now extend this simple group testing scenario, where there exists a single monitoring
time C' and a single group size k, to consider the multiple monitoring time scenario. Under
this scenario we are interested in estimating the underlying distribution function F'; and not
simply the prevalence at a single point in time. In this section, although we assume multiple
monitoring times exist, we retain the assumption of equal group sizes k, and again assume
all individuals within a specific group have the same monitoring time. Under this scenario
we define the distribution function G as

Gle) =a—(1 - F(e)",

where ¢; is the monitoring time for the jth group. Under this definition of G, we maximize the
likelihood of Equation (3.3) by estimating G using the PAV algorithm with the constraints
defined in Equation (3.4). The resulting estimate of F" at ¢; is then given by

. 1/k
Fle))=1- (O‘_—G(CJ)> . (3.6)

a+p—1

This approach therefore allows the distribution function to be estimated at more than a sin-
gle point in time. As noted by Tu et al. (1995), and seen in Section 3.3.1, group testing can
be used to produce more efficient estimates of the prevalence of a rare disease. We therefore
also consider the rare disease setting in this multiple monitoring time scenario. With a rare
disease, we expect the values of the true underlying distribution function to have low values
at many of the monitoring times since F' = P(T < C). To determine whether group testing
is a useful tool for estimation of the distribution function we examine the results of simulated
data, presented in Table 3.2 and Table 3.3. Interest could alternatively be in estimating a
functional of F', for which similar simulations could be performed. We simulate hypothetical
data where we assume the true underlying distribution follows an Exponential distribution
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with mean 100 to represent a distribution function describing a rare disease setting.

C 5 10 15 20 25
F(C) 0.049 0.095 0.139 0.181 0.221
a=0.95, =0.90
k=1 0.005 (0.009) 0.035(0.032) 0.080 (0.032) 0.121 (0.032) 0.163 (0.032)
k=2 0.020 (0.017) 0.063 (0.032) 0.104 (0.032) 0.145 (0.032) 0.188 (0.032)
k=4 0.032 (0.017) 0.076 (0.032) 0.117 (0.032) 0.157 (0.032) 0.198 (0.032)
k=5 0.034 (0.017) 0.078 (0.032) 0.120 (0.032) 0.159 (0.032) 0.198 (0.032)
k=8 0.039 (0.018) 0.083 (0.032) 0.123 (0.032) 0.159 (0.032) 0.215 (0.118)
k=10 0.040 (0.018) 0.083 (0.032) 0.121 (0.032) 0.159 (0.063) 0.281 (0.262)
k=20 0.045 (0.021) 0.095 (0.122) 0.174 (0.243) 0.349 (0.063) 0.521 (0.437)
k=25 0.049 (0.071) 0.125 (0.210) 0.220 (0.318) 0.334 (0.392) 0.537 (0.447)
a=0.90, 5=0.95
k=1 0.107 (0.032) 0.154 (0.032) 0.197 (0.032) 0.240 (0.032) 0.283 (0.032)
k=2 0.079 (0.032) 0.128 (0.032) 0.173 (0.032) 0.217 (0.032) 0.263 (0.032)
k=4 0.067 (0.022) 0.117 (0.032) 0.166 (0.032) 0.211 (0.032) 0.265 (0.045)
k=5 0.064 (0.021) 0.115 (0.032) 0.163 (0.032) 0.212 (0.032) 0.274 (0.084)
k=8 0.062 (0.021) 0.112 (0.032) 0.171 (0.045) 0.248 (0.138) 0.435 (0.091)
k=10 0.060 (0.022) 0.114 (0.032) 0.191 (0.138) 0.375 (0.324) 0.685 (0.142)
k=20 0.082 (0.154) 0.405 (0.430) 0.730 (0.407) 0.901 (0.277) 0.969 (0.301)
k=25 0.115 (0.188) 0.403 (0.423) 0.681 (0.424) 0.843 (0.336) 0.933 (0.232)
a=0.90, =1
k=1 0.157 (0.032) 0.204 (0.032) 0.250 (0.032) 0.291 (0.032) 0.336 (0.032)
k=2 0.109 (0.024) 0.159 (0.032) 0.206 (0.032) 0.252 (0.032) 0.301 (0.032)
k=4 0.084 (0.022) 0.135 (0.032) 0.188 (0.032) 0.239 (0.032) 0.298 (0.055)
k=5 0.078 (0.022) 0.130 (0.032) 0.187 (0.032) 0.242 (0.045) 0.320 (0.100)
k=8 0.071 (0.023) 0.130 (0.032) 0.201 (0.077) 0.338 (0.230) 0.616 (0.342)
k=10 0.069 (0.032) 0.136 (0.071) 0.303 (0.277) 0.618 (0.382) 0.882 (0.270)
k=20 0.123 (0.226) 0.677 (0.432) 0.968 (0.163) 1.000 (0.021) 1.000 (0.022)
k=25 0.144 (0.270) 0.595 (0.439) 0.936 (0.227) 1.000 (0.021) 1.000 (0.022)

Table 3.2: Simulation averages (standard deviations) of the estimates of the distribution function
F (Exponential with mean 100) at 5 monitoring times (C' = {5,10,15,20,25}), when the data is
subject to misclassification and group testing. The assumed sample size is n = 1000 with 200 indi-
viduals observed at each monitoring time. A variety of classification rates are considered. For each
defined level of misclassification, results are presented for group sizes k = {1,2,4,5,8,10,20,25}.
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The data used in Table 3.2 was generated as follows. Let T be Exponentially distributed,
with mean 100 and assume a total sample size of n = 1000, with five unique monitoring
times of interest (C' = {5,10,15,20,25}). Assume each monitoring time observes an equal,
fixed number of 200 individuals. As noted Section 3.2, the likelihood we seek to maximize
(Equation (3.3)) assumes the grouped samples are made up of individuals all sharing the
same monitoring time. Therefore, at each monitoring time there exists m = 200/k grouped
samples, again where k is the group size, and m is an integer. For each pair of T" and C'
values, the corresponding (correct) outcome Y is produced, where Y = I(T' < C). At each
monitoring time, the Y values are grouped into m batches of size k. The group outcome is
then defined as positive if at least one of the individual samples within the group shows a
positive result. The group results are then misclassified according to the pre-defined o and
[ classification rates. We assume these classification rates hold and are fixed for all group
sizes. The estimate of F' based on this form of group testing is then obtained through the
relationship defined in Equation (3.6), with the appropriate estimate of G obtained through
the PAV algorithm.

All possible group sizes, k = {1,2,4,5, 8,10, 20, 25,40, 50, 100, 200}, were analyzed. How-
ever, only a selection are presented in Table 3.2. Group sizes above k = 25 are not shown
as it is evident that, even at very low monitoring times, such large amounts of grouping
are not beneficial. This is as expected, as for example, at £k = 200 this would imply all
individuals are grouped into a single sample, thereby limiting the information at a specific
monitoring time to a single binary outcome. A variety of classification rates are considered
and presented in Table 3.2 for each of the assumed group sizes. The simulation averages and
standard deviations of the estimates of the distribution function F' at the five monitoring
times are given in the table. The true value of F' at each of these monitoring time is also
given for comparison. For each monitoring time and classification rate combination, the
group size with the lowest MSE is highlighted by an underline.

Table 3.3 gives the results of similar simulations to those described above, where T' is
assumed Exponentially distributed with mean 100, n = 1000, and five monitoring times are
considered with 200 individuals observed at each of these monitoring times. The differing
aspect of this table is that later monitoring times are presented. Here, the assumed values
of the monitoring times are C' = {10, 20, 30, 40, 50}. The corresponding value of F' at each of
the assumed monitoring times is presented in this table along with the simulation averages
and standard deviations for each combination of group size and classification rates. By
examining the underlined values (those with the lowest MSE), Table 3.2 suggests that at
early monitoring times, where the corresponding value of the underlying distribution function
is low, group testing may be preferred to testing each sample individually (£ = 1). Table 3.3
indicates that when group testing is used at later monitoring times, the individual estimates
of F' at these monitoring times will contain more bias than the estimates at the earlier
monitoring times. Therefore, if interest is in estimating the distribution function of a non-
rare disease, it is likely the only benefit to be obtained from the use of group testing is the
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reduction in cost and the number of tests to be performed since for non-rare diseases the
true value of F' at all monitoring times may be relatively high.

C 10 20 30 40 50
F(C) 0.095 0.181 0.259 0.330 0.393

o =0.95, 8 =0.90

k=1 0.037(0.032) 0.123 (0.032) 0.200 (0.032) 0.269 (0.032) 0.338 (0.045)
k=2 0.063(0.032) 0.146 (0.032) 0.221 (0.032) 0.289 (0.032) 0.350 (0.045)
k=4 0.075(0.032) 0.155 (0.023) 0.225 (0.032) 0.287 (0.045) 0.350 (0.055)
k=5 0.080 (0.032) 0.159 (0.032) 0.225 (0.045) 0.288 (0.045) 0.358 (0.114)
k=8 0.083(0.032) 0.157 (0.032) 0.217 (0.071) 0.288 (0.155) 0.430 (0.290)
k=10 0.086 (0.032) 0.156 (0.063) 0.224 (0.152) 0.329 (0.274) 0.552 (0.379)
k=20 0.099 (0.122) 0.215 (0.288) 0.286 (0.243) 0.401 (0.406) 0.551 (0.435)
k=25 0.118 (0.200) 0.202 (0.295) 0.281 (0.359) 0.385 (0.411) 0.568 (0.444)
o =0.90, 8 =0.95

k=1 0.153(0.032) 0.241 (0.032) 0.317 (0.032) 0.389 (0.032) 0.455 (0.032)
k=2 0.128 (0.032) 0.219 (0.032) 0.303 (0.032) 0.377 (0.045) 0.449 (0.045)
k=4 0117 (0.032) 0.211 (0.045) 0.301 (0.045) 0.397 (0.077) 0.556 (0.200)
k=5 0.115(0.032) 0.212 (0.045) 0.316 (0.077) 0.466 (0.204) 0.727 (0.277)
k=8 0.117 (0.032) 0.248 (0.141) 0.526 (0.330) 0.805 (0.303) 0.950 (0.170)
k=10 0.120 (0.055) 0.413 (0.351) 0.769 (0.348) 0.921 (0.225) 0.978 (0.122)
k=20 0.454 (0.448) 0.865 (0.317) 0.945 (0.212) 0.973 (0.148) 0.987 (0.105)
k=25 0.403 (0.423) 0.720 (0.410) 0.855 (0.326) 0.929 (0.239) 0.963 (0.176)
a =090, 3=1

k=1 0.206(0.032) 0292 (0.032) 0.371 (0.032) 0.441 (0.032) 0.504 (0.032)
k=2 0.160 (0.032) 0.254 (0.032) 0.338 (0.045) 0.419 (0.045) 0.495 (0.055)
k=4 0.137(0.032) 0.239 (0.045) 0.345 (0.055) 0.484 (0.134) 0.731 (0.232)
k=5 0.134 (0.032) 0.244 (0.045) 0.386 (0.138) 0.672 (0.272) 0.930 (0.173)
k=8 0.134 (0.039) 0.356 (0.257) 0.791 (0.308) 0.982 (0.105) 0.999 (0.017)
k=10 0.146 (0.109) 0.652 (0.389) 0.964 (0.158) 0.999 (0.021) 1.000 (0.021)
k=20 0.703 (0.427) 0.995 (0.071) 1.000 (0.021) 1.000 (0.022) 1.000 (0.017)
k=25 0594 (0.439) 0.995 (0.071) 0.999 (0.032) 1.000 (0.022) 1.000 (0.022)

Table 3.3: Simulation averages (standard deviations) of the estimates of the distribution function
F (Exponential with mean 100) at 5 monitoring times (C' = {10, 20, 30,40, 50}), when the data is
subject to misclassification and group testing. The assumed sample size is n = 1000 with 200 indi-
viduals observed at each monitoring time. A variety of classification rates are considered. For each
defined level of misclassification, results are presented for group sizes k = {1,2,4,5, 8,10, 20,25}.
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For the simple group testing scenario of Section 3.3.1, where we consider estimation of
F' at a single monitoring time, the optimal choice of group size k can be determined by
direct comparison of the mean squared errors obtained for the different group sizes under
consideration. However, in this case with multiple monitoring times, determining the optimal
choice of k is not so straightforward. This optimal k£ depends on the question of interest,
whether we are interested in estimating the distribution function at a single point in time,
the entire distribution function F', or a functional of F', such as the mean. The nature of the
question of interest will impact the optimal choice of k£ and ultimately whether the use of
group testing is beneficial for reasons other than reduction in cost. Examining the individual
point estimates in Table 3.2 and Table 3.3 we can see how this optimal group size (lowest
MSE) is not consistent across all monitoring times. This optimal group size will therefore be
determined by the functional of interest. For example, if we are interested in the conditional
mean of F', conditional on the monitoring time being less than a specified value, say C' = 10,
Table 3.2 suggests group testing would be preferred to testing individual samples separately.
However, if the mean of the entire distribution of F' is of interest, although group testing is
preferred at the early monitoring times, it is unclear whether the use of group testing would
be beneficial.

In principle, a bias adjusted algorithm, such as that described in Section 2.2.3, could be
used to remove the bias in Table 3.2 and Table 3.3. It should also be noted that these results
are specific to an underlying Exponential distribution and therefore only represent the case
of a constant hazard. Further simulations are necessary to examine how group testing would
perform under an increasing or decreasing hazard.

3.3.3 Multiple Monitoring Times, Multiple Group Sizes

Previously, in Section 3.3.1 and Section 3.3.2, we assume a common group size k. However,
due to many factors this assumption may be difficult to hold true in practice, and of course
it may not be feasible to test equal group sizes at each monitoring time, especially under
the assumption that m = n/k is an integer. In this section we consider the more complex
group testing scenario where the group size is determined by the monitoring time. It is
therefore possible to have a different group size at each unique monitoring time. Further
motivation for considering this group testing approach is such that, if determination of the
group size is within the control of the examiner, varying the group size according to the
monitoring time may in fact produce more efficient estimates of the underlying distribution
function. Consideration should also be given to the appropriate choice of group size at each
monitoring time when designing a study, particularly if resources are limited. The results of
the previous tables suggest that larger group sizes should be used at the earlier monitoring
times. Determining the optimal number of group tests to perform at each monitoring time
could greatly reduce costs without a loss of accuracy in the estimates obtained.
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Under this group testing scenario, let £; denote the group size used at monitoring time
¢;. To maximize the log-likelihood of Equation (3.3) under this group testing scenario, define
the distribution function G as

G(cj) = a—~(1 = F(c))™.

When multiple monitoring times exist along with multiple group sizes, although the con-
straints given in Equation (3.4) remain unchanged, for reasons described in Section 3.3,
maximization of Equation (3.3) is now complicated by the fact that the group sizes k; are
not necessarily monotonic. Due to the varying group sizes, even if G is estimated as mono-
tonic using a standard algorithm, the corresponding estimate of F' may not be monotonic if
we assume a simple direct relationship between G and F', as seen in the previous sections.
When a single group size exists, G can be estimated using the straightforward PAV algo-
rithm (see Section 1.2), with the corresponding estimate of F' then easily obtained through
Equation (3.5) or Equation (3.6) as the group sizes are all equal and therefore do not cause
any monotonicity constraint violations. In this more complex setting, a direct estimate of F’
is not obvious to us.

As a towards estimating F', note that in the standard current status scenario with no mis-
classification, by assuming a proportional hazards model with no covariates, we can obtain
an estimate of the distribution function F'. This approach results in estimating a monotonic
distribution function, for which the PAV algorithm can be applied. Introducing misclassi-
fication also allows the use of the PAV algorithm but with modified constraints that now
depend on the classification rates v and 5. With the introduction of group testing, ignoring
misclassification temporarily, we examine estimating the distribution function F' for group
testing with group sizes depending on the monitoring times. Consider a proportional hazards
model in the absence of covariates. For this group testing approach with no misclassification,
define the distribution function G at time ¢; as

Glej) = (1= F(ey)).
Applying the complementary log-log without making any assumptions produces the following
log(G(c;)) = kjlog(1 — F(c;))
log(—log(G(¢;)) = log(—k;log(1 — F(¢;)) = log(—log(1 — F(c;)) + log(k;)
Consequently, our estimation problem follows the general form of
g{EY = 1|k, Cl} = H(C) + log(k),

where ¢ is a known link function and H(C') is monotonic, from which we wish to estimate
H(C). Therefore, without misclassification, the problem of estimating F' becomes a mono-
tonic binary regression problem with a known offset (log(k)) that differs depending on the
monitoring time. The solution to such a problem is currently unknown to us, it would be of
great interest to determine such an algorithm to further explore this group testing scenario.
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With the introduction of constant misclassification, as described in Section 3.2, we can
consider a similar analysis where the group size k; separates additively, on the log scale. As
seen in Section 2.2.5, misclassification can be incorporated through a simple modification of
the link function. It follows that this form of group testing in the presence of misclassification
also requires estimation of a form of monotonic function with a known offset. Although, to
our knowledge, it has not yet been addressed in the literature, it may be possible that the
PAV algorithm could be extended to incorporate a known offset.

As will be seen in Section 3.4, for the regression setting in the presence of covariates, the
only link function for which this form of group testing neatly separates to an additive form
is the complementary log-log link function.

3.3.4 Grouped Sample with Random Monitoring Times

An alternative group testing scenario which may realistically occur in practice is where the
grouped samples are not combined according to a common monitoring time. Instead, samples
are randomly combined and then tested as a group. The number of individuals observed at
each monitoring time within a group is assumed known, but notpre-defined. For simplicity,
assume there exists a single group size k£ and [ unique monitoring times.

Under this group testing scenario, the likelihood of Equation (3.1) can still be written as

m

[TIPA; = 1le)) [P(A; = 0]e;)] .

j=1
However, the probabilities P(A; = 1|¢;) and P(A; = 0|¢;) are now defined as

P(Aj =1]¢;) = P(A; = 1ly; = 1,¢j)P(y; = 1l¢;) + P(A; = 1]y; = 0,¢;) P(y; = 0|c;)

=a—(a+p-1)1—-F(c1))(1 = F(c2))....(1 = F(cx))

=a—(a+8-1)]]1-F(e))

and
P(Aj =0|c;) = P(A; = 0ly; = 0,¢;)P(y; = 0lc;) + P(A; = 0ly; = 1,¢;) P(y; = 1)
1t (atB—1)(1 = Fe))1 = F(ca)(1 — F(cy))

k

:1—a+(a+6—1)H(1_F(Ci))

=1
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Assuming v = a+ 8 — 1, the (conditional) likelihood function allowing for constant misclas-
sification in the response variable with this type of group testing can be written as

Ha—*yHl— 1—a+fyH1— 7,

j=1
with the corresponding log-likelihood given by

m k

> dilogla =y JJ(1 = Fle)) + 3 _(1 = d)log(1 — a7 [J(1 = F(e))).

j=1 i=1

Following the technique of the previous sections, define the distribution function G as

Glcreg...q) = a— 7H(1 — F(c))

where (¢; ¢y ... ¢) are the unique monitoring times found within a specific group, which are
monotonic in each argument. A straightforward algorithm for estimation of G is potentially
unknown, the PAV algorithm is not appropriate here in general, due to the grouping of
different monitoring times.

Recall the time varying misclassification scenario of Section 2.2.3 and the identifiability
issue discussed within. A similar identifiability issue can be found here where, even if a
reasonable estimator of G is determined, it is not generally possible to solve F' directly in
terms of G. This issue is most easily seen when there is only a single group, made up of
different monitoring times. Suppose this group is determined as positive, impling G = 1.
Mod1fy1ng this estimate to allow for the constraints of Equation (3 4) shifts this estimate
to G = a. Consequently, with G = «, this implies @ = o — 71_[1 (1 = F(¢;)). The only
solution to this equation is F(¢;) = 1 for all rnomtormg times. This implies all individuals
are positive, regardless of the monitoring time. This identifiability issue differs from before in
the sense that estimates of F' can be identified, however these estimates are not the maximum
likelihood estimates. Determining a more appropriate algorithm is therefore of interest.

3.4 Regression

We now extend the group testing scenario (with known misclassification rates) to briefly
consider the regression setting under this data structure. The association between standard
current status data and generalized linear models was introduced in Section 1.3, along with
appropriate references of parametric, semi-parametric and nonparametric regression in the
the context of current status data. This regression setting was also discussed in Section 2.2.5
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where the correspondence between standard regression models for the underlying failure time
and generalized linear models for the observed current status outcome is clearly outlined,
both in the presence and absence of misclassification, for simple current status data.

To address regression with group testing and misclassification, first consider the case
where there are multiple monitoring times but a single common group size k (Section 3.3.2).
In this group testing scenario, using a modified link function, the estimates of the parameters
in the regression model of the observed response A can be interpreted in terms of the
parameters for the unobserved failure time 7'. To illustrate this result, we follow the approach
used in Section 2.2.5 where the regression setting for standard current status data with
response misclassification is considered. Again, assume a proportional odds regression model,
where a logit link function would be appropriate in the absence of misclassification. Under
this setup the distribution function F' and the logit link function can be defined as

_ 1 —_— p(z|c)
F(C|X) = m, loglt link: IOg (T(aj’c) s

where p(x|c) = E[Y|C, X]. With multiple monitoring times and a single group size k, we
define the distribution function G(c;) = a — (1 — F(c;))¥. Assuming proportional odds
regression, G can be described as

] k e—a(0)—=bx) \*

We now show how misclassification can be incorporated through a simple modification of
the link function. The modified link function is now defined as

1— (a—p(93|0))1/k
modified link: log ( T >

a=p(zlc) \1/k
(a2l y1/

This implies
e—a(0)—b(2)

I = == 1
g{P(A =1][X,C)} = log < e = log (m)

1+e—a(c)—b(3¢)

= log(e® @) = q(c) + b(x)

Under this group testing scenario, appropriate modification of other standard link functions
will also produce similar results. However, these results do not follow when we extend this
analysis to the more complex group testing scenario of Section 3.3.3, where the group sizes
vary depending on the monitoring times. It is easily seen from the above calculations that if
the groups sizes depend on the monitoring times, the above modified link function cannot be
used to describe the required terms additively. Therefore, under the assumed proportional
odds regression model, there is no appropriate link function which separates C'; X and
k; additively when the group sizes vary with the monitoring times. The only regression
setting for which this can be achieved is the proportional hazards regression model, with a
complementary log-log link function.
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3.5 Discussion

Throughout this chapter we have considered estimation of the distribution function of time
to a specific event through the use of group testing, in the presence of misclassification.
We develop on the techniques used in Chapter 2 where misclassification of standard current
status data is considered. However, alternative methods to allow for misclassification in the
current status response variable could also have been considered and modified appropriately.
See for example the simulation extrapolation (SIMEX) method, a basic introduction to which
is given by Carroll et al. (1996) in the context of simple linear regression. This method has
also been applied to binary outcome data with a generalized linear model (Kiichenhoff et al.,
2006), which could be modified and compared with the results of Section 3.4. This regression
setting could also be extended to consider semi-parametric or nonparametric survival models
by extending the work of Shiboski (1998a) or Sal y Rosas and Hughes (2011).

Although we have focused primarily on estimating the distribution function F', interest
could alternatively be on estimation of some functional of F. In Section 3.3.2 it was seen
that in determining the optimal choice of group size k, with multiple monitoring times,
examination of a functional may be more informative. Jewell et al. (2006) consider the
choice of monitoring mechanism for optimal nonparametric functional estimation for binary
data, where it is shown how this optimal choice depends on the functional of interest. The
methods of Jewell et al. (2006) could be extended to determine the optimal group size for
this form of group testing.

Throughout this chapter we have assumed the misclassification rates are known and do
not depend on the group size. As mentioned in Section 2.3, these classification rates may
need to be estimated from a validation sample. A similar approach should also be taken to
validate the assumption that increasing the group size does not increase the potential for
misclassification. Although an application to HIV screening is only appropriate for group
testing when estimating the disease prevalence, due to the underlying age-period effect, Kline
et al. (1989) show that grouping samples up to a size of k = 15 does not alter the levels of
sensitivity and specificity from those assumed in the single sample setting. Similar analyses
should be performed prior to incorporating specific levels of misclassification for all potential
group sizes.

There are many areas in which the ideas of this chapter can be extended to further
analyze the use of current status data and group testing in the presence of misclassification
as a means to reduce the error rates associated with certain testing mechanisms.

62



Chapter 4

Current Status Observation of Simple
Counting Processes

4.1 Introduction

Current status data is a type of survival data where instead of observing exact failure times
we now only observe information on the survival status of individuals at a specific point in
time. Chapter 1 gives a review of methods, techniques, and limitations seen with current
status data, where the current status framework is introduced through motivating examples
(Section 1.1.1), followed by a formal introduction defining the necessary notation (Section
1.1.2). Various sampling schemes that deviate from the simple current status data structure
are presented in Section 1.4 and other areas of interest with current status data, including
regression (Section 1.3), cure models (Section 1.6) and mortality differentials (Section 1.10),
are also addressed within Chapter 1. Subsequent chapters then consider current status
data where the current status response variable is subject to misclassification, both when
samples are tested individually (Chapter 2) and combined and tested as a group (Chapter
3). As was discussed in Section 1.5, current status data can also be viewed as a counting
process. This chapter extends the simple counting process described by Equation (1.2) and
considers current status observation of a three-state counting process, which is motivated by
an application to simultaneous accurate and diluted HIV test data. For more information
on the HIV virus, including prevalence, diagnosis and prevention, see Appendix C.

Recall from Section 1.5.1 that multistate models (Anderson and Keiding, 2002) are a type
of multivariate survival data, used to explain how individuals move through a succession of
stages corresponding to distinct states. In medicine, the states can describe conditions such
as the health status of patients, for example, healthy, diseased, diseased with complication,
and deceased could define four such states. Multistate models can also be used when ex-
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amining the lifetime accumulation of events, such as the lifetime number of sexual partners,
marriages, or employment history. Multistate models can also be used in analyzing wear
patterns in industrial applications. Equation (1.2) describes the simplest multistate model
consisting of at most one event. This simple example could describe the mortality model for
survival data, made up of only two states, an initial state (alive) and a terminal state (dead).
Multistate models are of course designed to handle more complex situations which allow for
more than two stages. A special case of multistate model is the illness-death model which
has been studied for right censored data (Anderson et al., 1993, Datta et al., 2000). This
model has also been referred to as the disability model. This illness-death model involves
three states, the alive and healthy state (State 0), the alive and diseased state (State 1),
and the deceased state (State 2). It is often assumed that recovery is not possible so that
transition from State 0 to State 1 is irreversible.

A variation of this model is another three state model where the states are defined by
the onset and diagnosis of a particular disease. In this chapter we consider this model where
the disease is assumed to be irreversible. Irreversibility is necessary as otherwise a negative
disease status at the monitoring time may be indicative of either no prior occurrence or
occurrence followed by recovery. This approach would therefore not be appropriate for the
application to HPV infection used in Chapter 2, due to the high rate of recovery with this
specific virus. With HPV infection, it would be possible to move from State 0 to State
1 once infected and then back to State 0 after recovery. The model we consider in this
chapter is a progressive three-state model which implies the only possible transitions are
from State 0 — State 1 — State 2. We also assume that once an individual is a member
of State 1, they will eventually transition to State 2. This assumption is reasonable for
many applications, including our application to HIV testing where a positive test result
on a sensitive test implies a positive result on a less sensitive test will eventually occur.
However, in certain applications this assumption may not hold, for example, when assessing
the lifetime accumulation of events, where having a first job does not necessarily imply later
having a second job.

The complexity of multistate models depends on the number of possible states and by the
manner in which individuals are allowed to transition between these states. Figure 4.1 shows
different multistate models, the complexity of which increases from Model (a) to Model (d).
In this chapter we consider the straightforward progressive three-state model illustrated by
Model (a) in Figure 4.1. The ideas we present here can also be extended to more complex
models, such as those illustrated in Model (b) and Model (c) of Figure 4.1, both of which also
represent progressive models where the transitions move through a succession of stages. The
methods we consider in this chapter cannot be applied to a model such as an illness-death
model with recovery, as displayed in Model (d) of Figure 4.1, due to its cyclic nature where
recovery is represented by the double sided arrow between State 0 and State 1.
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Figure 4.1: Tlustration of four multistate models, the complexity of which increases from Model
(a) to Model (d).

As is expected with survival data, we may not see complete information for each indi-
vidual due to censoring. Multistate data can be observed for right censored data (Meira-
Machado et al., 2008), interval censored data (Sutradhar et al., 2010) or even current status
data (Datta and Sundaram, 2006, Lan and Datta, 2008). In multistate current status data
one only observes whether or not each of the individual survival times defining the different
stages exceed the common observed monitoring time. In this chapter we examine multistate
current status data in terms of counting processes, introduced for the simple case in Section
1.5. For ease of explanation and understanding, throughout this chapter, we focus on the
special multistate case consisting of only two jumps, or events of interest, but the ideas can
easily be extended to allow for more jumps. Practical examples of this kind of data structure,
with only two possible jumps, arise in a number of applications, including carcinogenicity ex-
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periments (van der Laan et al., 1997b), examining the onset and diagnosis of uterine fibroids
(Dunson and Baird, 2001, Young et al., 2008), and the detection of HIV infection through
accurate and diluted assays (Balasubramanian and Lagakos, 2010). Additional applications
can be found in Jewell and van der Laan (1995). The motivation behind this work relates
to the application to HIV testing, more information on which is given in Section 4.4 with a
detailed overview of HIV given in Appendix C.

The main focus of this chapter is estimation of the distribution function of time to the
first event (or in terms of counting processes, the time until the first jump). Interest could
alternatively be on estimation of time until the second event, where similar techniques would
apply. With the application to HIV testing considered in Section 4.4, knowledge of the time
until to first event is of greater practical benefit. More specifically, given multistate current
status data, we examine whether current status information on one event can be used to
improve the estimate of the distribution function of time to the other event. In particular,
we focus on estimation of the distribution function of time to the first event and whether
current status information on a subsequent event can improve this estimate. Much attention
has been given to a similar progressive three-state model consisting of a right censored
observation of the final event with a current status observation of the intermediate event.
For this related data structure it has been shown that in the fully nonparametric setting, one
cannot improve the naive Kaplan-Meier estimator when estimating smooth functionals of the
distribution of times to the first event in most situations (van der Laan and Jewell, 2003).
Nonparametric estimation in the single-sample setting, along with simple alternatives are
discussed by van der Laan et al. (1997b). Furthermore, under this data structure, regression
models for time to the first event are considered by Dunson and Baird (2001) and Young
et al. (2008), under proportional hazards.

Returning to the multistate current status scenario of interest, we now extend the results
of these related models to consider the pure current status case where we only observe current
status information on both the final and intermediate events. In van der Laan and Jewell
(2003) it is shown that in the fully nonparametric setting, one cannot improve the naive
current status estimators when estimating smooth functionals of the distribution of time
to the first, or second, event. A nalve current status estimator used to examine the time
until a particular event can be defined as an estimator that uses current status information
on the event of interest only, and does not use any information on subsequent events. For
our particular case, since we are interested in estimating the time until the first event, our
naive current status estimator would therefore only use information on the current status of
the first event and would ignore any additional information provided by the second event.
For the naive estimator, nonparametric estimation in the single-sample setting can then
be obtained through the well-known pool-adjacent violators (PAV) algorithm, described in
detail in Section 1.2. Analysis of the time to a specific event is often also of interest in a
semi-parametric setting. For a three-state counting process, the semi-parametric setting may
be obtained by making parametric assumptions about the time to the first event, without
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making any assumptions about the time to the second event, and vice-versa. Alternatively,
parametric assumptions may be made about the length of time between the two events, with
the distributions of time to the first and second events left unspecified. For convenience,
throughout this chapter, we refer to this time between the two events as the waiting time.

As stated by van der Laan and Jewell (2003), for the related three-state model consisting
of both right censored and current status observations, when no parametric assumptions
are made, the naive estimator of time to the first event cannot be improved by including
additional information on other events. For completeness, in Section 4.2.1 we show that this
result also follows through to our case with multistate current status data, as expected. We
then examine whether one can improve these naive estimators when parametric assumptions
about the time between the two events are made. Using assumptions about the waiting time
between events, we estimate the nonparametric maximum likelihood estimate (NPMLE) of
the distribution of time to the first jump, or time at which the first event occurs. Later, in
the illustration of Section 4.4, we also consider estimation of the cumulative hazard of the
distribution of time to the first event over a short interval prior to the monitoring time. This
corresponds to estimating this cumulative hazard in the recent past. Finally, for situations
where the waiting time between the two events is modifiable by design, as is possible in an
application such as that using accurate and diluted HIV assays, we also address the issue of
determining the optimal length of the waiting time for estimation of this cumulative hazard.
In Section 4.4 we illustrate the ideas and methods of this chapter through application to
simultaneous accurate and diluted HIV test data.

4.2 Notation and Likelihood

We now extend the notation of Section 2.2 for simple current status data to describe our
multistate models. For simplicity, we focus on a special case of counting process where there
are at most two jumps and we obtain current status observation of this counting process.
Again, the methods used can easily be extended to allow for more states, or to incorporate
more complex multistate models such as those shown in Models (b) and (c) of Figure 4.1.

Let 77 and T, be the survival time random variables of interest for the time to the
first and second events, respectively. Hence, T} < T,. Note that this setup differs from the
bivariate current status data structure of Section 1.4.5 due to this ordering of the events. This
condition implies the first event will always occur before (or at least at the same time as) the
second event, a concept that will have importance later in this chapter. The corresponding
distribution functions (survival functions) for the first and second events are Fy (S7) and F;
(S2), respectively. Keeping consistent with the previous chapters, let the monitoring time
be denoted by the random variable C'. For convenience we describe the random monitoring
time scenario, where current status observation now refers to a sampling scheme where n
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i.i.d. observations are collected on the random variable (A, Ay, C'), where Ay = [(T} < C)
and Ay = [(T, < C). Assume the monitoring time C' is independent of 7} and T3 and focus
on the conditional likelihood, given C'. Under this data structure, there are three possible
types of observations

(1) Ay =0and Ay =0 when 7T} > C and Ty, > C
(2) Ay=1and Ay =0when T} < C and 15 > C

(3) Ay =1and Ay =1when 7} < C and 75, < C.

Figure 4.2 gives a schematic of the way in which individuals can progress through the
different states defined by the occurrence of events at T} and T5. At the monitoring time C,
an individual is defined as a member of State 0 if A; =0 and Ay = 0, a member of State 1
if Ay =1 and Ay = 0, and a member of State 2 if A; =1 and Ay = 1. Let ngg, n1g, n11 be
the total number of individuals observed in each of these three states.

State 2
State 1 —:

State 0

T T, time

Figure 4.2: Schematic of the progression of disease through the states defined by the occurrence
of events at 17 and T5. The number of individuals in States 0, 1, 2 are given by ngg, n10, 111,
respectively.

This data structure can be viewed as current status observation of a two-jump (or three-state)
counting process. A general counting process with k& jumps is defined by

k
N(t) =Y I(T; <t), with Ty <..<Tj,

J=1
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where T} is the time variable at which the jth event occurs, and k is the maximum number
of possible events. When an event occurs the value of N increases by one unit. Therefore, at
the time of the j** event, N will jump from j — 1 to j. Throughout this chapter we assume
the maximum number of possible jumps is known and fixed at £k = 2. The assumption that
C is independent of 77 and T, translates to assuming C' is independent of N. Under this
data structure the three possible observations for N can be summarized as

0 if C<Ty
2 it T, <C

Note this is a straightforward extension of the counting process described in Section 1.5.

4.2.1 Likelihood

To define the likelihood for this data structure, let C; be the i** order statistic of C, Cs, ..., C,,.
Let 6go; be an indicator variable counting if the i** observation has A = 0, Ay = 0. Similarly,
810; and 611; define the indicators counting if the i observation has A; = 1, Ay = 0 and
Ay =1, Ay = 1, respectively. The corresponding (conditional) likelihood function can then
be given by

n

[T = R (Fu(Ch) — Fa(Cy)) o Fa(Co) ™, (4.1)

i=1

where F} and F5 are the distribution functions of 77 and T3, respectively. Since this likelihood
can be fully expressed in terms of the marginal distributions of T} and T5, the only identifiable
parameters are [} and F5. The constraint that the second event cannot occur before the
first event implies that P(T} < T,) = 1. This constraint can equivalently be written in terms
of the marginal distributions, namely that Fj(¢) > Fy(t). This condition holds because for
any pair of marginal distributions (F}, Fy) with F} > F, there exists a bivariate distribution
with F} and F, as the marginals with the corresponding P(77 < T3) = 1. We subsequently
perform our analyses based solely on the marginal distributions, F} and F,. The ideas of
this section can be extended to allow for covariate effects on Fj, F5, or both. Under the
proportional hazards assumption, regression models have been considered by Dunson and
Baird (2001) and Young et al. (2008) for the related multistate model.

Using the ideas of Jewell et al. (2003), originally applied to competing risks current status
data (see Section 1.7), we re-parameterize the likelihood in terms of the ratio of the survival
functions. The likelihood given in Equation (4.1) can then be written as

ﬁ R(C’i)%m(l _ R(C’i))‘slﬂiSQ(C’i)(SOOi‘Flei(1 _ 52(01,))5111" (42)

=1
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where the ratio of the survival functions is defined by

R(C;) = g:gg; = P(Ty, > C; | Ty > Cy).

The corresponding log-likelihood is

Z dooilog(R(C;)) + Z d10ilog(1 — R(Cy))

i=1

=+ Z(égoz‘ + 5101)10g(52(C'Z)) + Z 511i10g(1 — SQ(O,)) (43)

i=1 =1

Note that S; = SR must be a survival function and that P(7} < Ty) = 1. Therefore, R and
Sy are functionally dependent. Without this consideration, maximization of Equation (4.3)
may result in an estimate for S; which is not a survival function.

Suppose that all individuals are examined at the same monitoring time C. In some
applications it will also be necessary to assume that all individuals are the same age at this
time of testing, due to the impact of an underlying age-period effect. This assumption is
made in the illustration of Section 4.4. For this case of a single monitoring time for all
individuals, the re-parameterized likelihood of Equation (4.2) can then be written as

R(CY™ (1= R(C)™Sa(C)™ (1 = Sy(C))™, (4.4

where ngg, n19, n11 are the total number of individuals observed in State 0, State 1, State 2,
respectively. Under this single monitoring time scenario, the NPMLE of either S; or S; can
be obtained through the use of naive current status estimators, maximizing this likelihood
(Equation (4.4)). To obtain each naive estimate, we focus solely on the jump of interest
and use standard maximization techniques. The straightforward PAV algorithm can be used
directly to obtain each of these estimates. Applying the PAV algorithm to (1 — Aj) results
in the NPMLE of S5(C'). Similarly, applying this algorithm separately to (1 — Aj|Ay = 0)
results in the NPMLE of R(C'). Consequently, S;(C') is easily obtained through the defini-
tion, S1(C) = R(C)Se(C). In fact, for the single monitoring time setting, the nonparametric
estimates of S;(C), Se(C) and R(C) can be determined by direct maximization of the like-
lihood in Equation (4.4), the results of which can be written in terms of ngg, 119, and nq;
without the need for an algorithm. These maximum likelihood values can be found through
the following simple definitions

5*1(0)2(@), 5*2(0)2(1—%), fz():(&).

n N1 + Moo

These results imply that for a single monitoring time, it is not possible to improve the naive
current status estimates, when no assumptions are made about the distributions of 77, T5 or
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the waiting time between the two events. This is evident from the above definition where the
NPMLE of S;(C) is based solely on current status information on the first event. Note that
ngo is the number of individuals for whom neither event has occurred. Recall the ordering
of events, if the first event has not occurred by time C', the second event has also not yet
occurred. Therefore, all the required information to estimate the NPMLE of S;(C') can be
obtained through current status information on the first event.

We now consider the case where multiple monitoring times exist. This is represented
by the likelihood in Equation (4.2) where R(C;) is the ratio of survival functions for the
i" individual. This likelihood is slightly more complicated than that of Equation (4.4). In
this more complicated case the NPMLE of S} cannot be obtained directly using the PAV
algorithm. However, note that the definition of R(C;) can be written as

The definition of S;(C;) can then be written as

Although the naive estimator cannot be obtained using the PAV algorithm, a ‘sophisticated
naive’ approach exists, similar to the ad hoc approach of Jewell et al. (2003), outlined in
Section 1.7. As stated by van der Laan et al. (1997b), estimating S; can be viewed as
estimating a monotonic regression of S3(C;)(1 —A;) on the observed monitoring times. This
approach suggests replacing S>(C;) by the pool-adjacent violators estimate of Sy(C;) and
then minimizing

%2{52(01‘)(1 —Ay) — Sl(C’i)}QI(C’i < Tui)v;

over the vector {S1(C;) : ¢ = 1,...,n}, subject to the constraint that S; is monotone. Here
v; represents the weights for individual ¢, with this weight defined by

1
~ SH(CHR(CH(1 = R(Cy)’

(%

This maximization can be achieved through a weighted pool-adjacent violators algorithm,
which is described in Dinse and Lagakos (1982). These results show that in the fully non-
parametric setting, we cannot improve the naive current status estimators when estimating
F; (or Fy), regardless of whether there are single or multiple monitoring times. This result
is as expected and agrees with the results found in van der Laan and Jewell (2003) relating
to the multistate model consisting of a right censored observation of the final event and a
current status observation of the intermediate event.
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4.3 Waiting times, W

Let W be the waiting time random variable between the first and second events. This waiting
time is simply defined as the length of time between the two events, W = Ty, — T7. Figure
4.3 gives a schematic identifying the variables T}, T, and W. This schematic can be viewed
as a progression through time, beginning at the timing of the first event. The solid arrow
(top) represents a positive outcome for the first event (A; = 1), which begins at time 77.
The dotted arrow (bottom) begins with the occurrence of the second event at time 75, after
which Ay = 1. The time during which these arrows do not overlap is considered the waiting
time, W. As the main focus of this chapter is estimation of the time until the first event,
hereafter we refer to the timing of the second event, T, as 77 + W.

Tl AI=I
L, +

@ rerrrnnnannrnnrrrnnsrrnrsrrrnasrrnnasernsssenap
N J
A T, 4,=1
Waiting time, W

Figure 4.3: Schematic illustrating the definition of the waiting time variable, W in relation to the
occurrence of events at times 77 and T5.

From Section 4.2.1 we see that since the likelihood only depends on the marginal distri-
butions of T} and T3, one cannot make inferences on W without further assumptions, for
example, that W and T; are independent. In van der Laan and Jewell (2003) it is seen
that at many continuous data generating distributions the PAV algorithm estimates for the
marginal distributions of the unobservable time variables yield asymptotically efficient es-
timators of y/n-estimable parameters. We now make some assumptions about the waiting
time random variable, W, in order to potentially gain from the additional information on
the second event. Specifically we examine the possibility of improving the naive estimators
when parametric assumptions about the waiting time between the two events are made.

Again, we assume the disease of interest is irreversible. We also make the assumption
that 1 has support in the interval [0, W*] and that W* < ', which is true in most practical
settings. The assumption of a finite support implies that if the first event occurs, the second
event is guaranteed to eventually occur. As mentioned in Section 4.1, this assumption may
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not hold in examples such as examining the lifetime accumulation of events, where the
occurrence of one event does not necessarily imply the eventual occurrence of a subsequent
event. However, this assumption is valid in many medical and public health applications,
particularly those related to the onset and diagnosis of disease.

In the remainder of this chapter we explore how various assumptions made about this
waiting time W impact our estimates of F}, both mathematically and through applications
to simulated data. We address how the likelihood and maximization of this likelihood change
depending on whether these waiting times are known or unknown and fixed or varying. In
Section 4.3.1 we assume there is a single fixed waiting time for all individuals. We then
relax this constraint in Section 4.3.2 to consider the case where the waiting times may differ
between individuals, and identify the algorithmic issues faced in such a scenario. Assuming
a single monitoring time, we also consider estimation of the cumulative hazard of F; over
a short period prior to C, that is, the cumulative hazard of F} in the recent past. Finally,
in Section 4.4 we examine the impact of the assumption that F) is increasing linearly in
the interval [C'— W*, C] through application to simultaneous accurate and diluted HIV test
data, an example which is examined by Balasubramanian and Lagakos (2010).

The introduction of the waiting time random variable W gives the following likelihood
for a single monitoring time C'
[t = F(C)™ (F(C) = Fi(C = w,)) B (C = w;)*, (4.5)
i=1
where dgo;, d10i, d11; are indicators counting if the ith observation has {7} > C,Ty > C},
{Th < C,\ Ty > C}, {T1 < C, Ty, < C}, respectively, and w; is the observed value of W for
individual 7. As before, this likelihood can also be re-parameterized in terms of the ratio of
the distribution functions, or equivalently, the ratio of the survival functions. The likelihood
of Equation (4.5) can therefore be written as
H Ri(c)élu(l _ Ri(O))élOiFl (0)610i+§11i(1 - R (C))éooi’
i=1
where
R,(C) = —————
=R

Again, estimation of the NPMLE of F} is of interest, where ideally the waiting times are
random and can potentially differ for each individual. To address maximization of this
likelihood (Equation (4.5)) we first consider the simplest waiting time scenario where the
waiting time does not vary between individuals. We then consider the multiple waiting time
scenario and specifically address the special case where all individuals within a state have the
same waiting time. We use this scenario to highlight the problems faced when considering
the purely random waiting times. The following sections consider these scenarios and also
address the case where the waiting times are unobserved but their distribution is known.

and 0< R;(C) <1.
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4.3.1 Single Waiting Time

First, assume there is a true single waiting time, W, which is known and fixed regardless
of the number of events that have occurred for each individual. Under this scenario, the
likelihood of Equation (4.5) can be simplified to

(1= F(C)"™(F(C) = Fl(C = W)™ By (C = W)™, (4.6)

again where ngg, nig, n11 are the number of observations in States 0, 1, 2, respectively. This
likelihood is equivalent to an interval censored problem where each individual belongs to
exactly one of the intervals, (C, o], (C'— W, C], (0,C — W], corresponding to State 0, State
1, State 2, as previously described. Maximization of this likelihood can then be obtained
through the use of standard interval censored methods. For a review of interval censored
data and the appropriate methods of estimation, see Zhang and Sun (2010). For a single
monitoring time C' and a single waiting time W, estimates of F;(C'—W) and F;(C') can easily
be obtained through an Expectation Maximization Iterative Convex Minorant (EM-ICM)
algorithm (Sun, 2006). In this instance, the algorithm converges in a single iteration. Due
to the simplicity of the likelihood in Equation (4.6), estimates of F}(C' — W) and F;(C') can
also be obtained directly through the following definitions

PO-—w)y="" and F(C)=1-"2

n n

If multiple monitoring times exist, yet there is still only a single known waiting time W
for all individuals, we could use the ‘sophisticated naive’ method outlined in Section 4.2.1,
based on isotonic regression against C' to estimate R. In this situation, the ratio of the
distribution functions for individual ¢ would be defined by

R(c;) = Fl(}ii (;-)W)

Therefore, for a single fixed waiting time, estimates of both Fi(¢; — W) and Fi(c¢;) are easily
obtained, regardless of the number of unique monitoring times.

4.3.2 Random Waiting Times

We now move from this simplistic scenario and consider the case where the waiting times may
vary across individuals. Ideally we would like to consider the random waiting time scenario
where there could potentially be a different waiting time for each individual, a scenario which
may realistically arise in practice. However, in this setting a straightforward algorithm for
estimation of the NPMLE of F} is not obvious to us without making further assumptions
about the distribution function Fj. In this section we highlight the complications faced in
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obtaining such an algorithm. In Section 4.4 we show that these algorithmic issues become
tractable when certain assumptions about F} are made. We then use these assumptions to
consider estimation of the cumulative hazard of time to the first event in the recent past.
The results of which are presented for simulated data in Section 4.4.

To illustrate the issues associated with examining the random waiting time scenario,
without making additional assumptions on Fi, consider the case where all individuals within
a specific state have the same waiting time. These waiting times can then vary from state
to state but not from individual to individual within the same state. Let wg, wi, wy be
the waiting times for all members of State 0, State 1, State 2, respectively. This means, for
individual i, wy occurs when dgp; = 1, wy occurs when d19; = 1 and wy occurs when d11; = 1.
An individual can only belong to a single state and therefore only one of the defined waiting
times will be applicable to each individual. The likelihood for a single monitoring time with
this specific multiple waiting time scenario can be written as

(1= F(C)" (F1(C) = Fi(C —wy))" Fi(C — wp)™, (4.7)

where ngg, n19, n11 are the total number of individuals in State 0, State 1, State 2, respec-
tively. This likelihood can also be re-parameterized as

Ro(C)™ (1= Ra(C))" (€)™ (1 = (€)™,

where

- F1<C — wl)

Ri(C) = Fi(c) e

Ral0) = Fi(e) 7

0<Ri(C)<1, 0< Ro(C) < 1.

The likelihood in Equation (4.6) is a special case of the likelihood in Equation (4.7),
where wy = w; = wy = W, thereby simplifying maximization of the likelihood. When the
waiting times are not equal across states, it is important to note that the length of the
waiting time in State 1 (wy) relative to the length of the waiting time in State 2 (wy) will
impact maximization of this likelihood in Equation (4.7). If the waiting time in State 1 is
shorter than that of State 2 (w; < wy) it follows that R;(C) > Ry(C), and estimating R1(C)
and Ry (C') reduces to a simple interval censoring problem. The NPMLE of F; can then be
obtained using an EM-ICM algorithm, as introduced in Section 4.3. However, if the reverse
is true, with w; > wy, it follows that Ry (C') < Ry(C'). Estimation of R;(C') and Ry(C) then
becomes a more complex interval censoring problem. Figure 4.4 highlights the difference
between these two interval censoring problems, the complexity of which depends on the
value of w; relative to ws. Figure 4.4(a) represents the simpler interval censoring problem
to which standard methods can be applied. The more complex scenario with overlapping
intervals is given in Figure 4.4(b). Each plot can be viewed as a progression through time,
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beginning at time 0, where the monitoring time C' is assumed to be out to the right hand
side. The waiting time for State 0 (wp) is not shown in either plot as it is the waiting time
for an individual for whom neither event has occurred, and knowledge of F(C — wy) is not
necessary for maximization of the likelihood in Equation (4.7).

Nyg | Ngg | Ny | Ny

Ny I My I | !
0 ;‘-w2

0 CW,

W, ¢ CW, ¢
I
I

Figure 4.4: (a) Interval censoring problem when w; < ws. (b) Interval censoring problem when
wy > wy. Schematic of interval censoring problems under different scenarios, which depend on the
values of the waiting times in State 1 and State 2, wi and ws.

The Expectation-Maximization (EM) algorithm of Dempster et al. (1977) is a well-known
iterative algorithm used to obtain the maximum likelihood estimates of parameters in a model
that depends on unobserved latent variables. Although this algorithm seems appropriate for
our particular setting, a naive EM algorithm, where the augmented data adds the unobserved
W values, is in fact not always appropriate. Using such an algorithm to estimate F;(C' —w),
Fy(C' — wsy) and F(C) we obtained the following results.

If w; < wy, the maximum likelihood solution obtained is

Fl(C—wl):FA’l(O—wz):E and Fl(C):l—@
n n
If wy > wy, the maximum likelihood solution obtained is

A A - Nig +n
F(C—w)=0 and F(C—w)=F(C)="2"2
n
The implication of this result is such that even when the waiting time distribution is known,
but W itself is not observed, this simplistic EM algorithm is not appropriate. Regardless
of the actual distribution of W, the EM algorithm always results in w; > ws. The EM
algorithm alternates between an E-step (expectation) and an M-step (maximization). In

76



the E-step, the expectation of the log-likelihood function is calculated based on the current
estimates of the latent variables, in this case, the unobserved waiting times. The M-step
then computes the parameters maximizing the expected log-likelihood obtained through the
E-step. These estimates are then used in the next iteration of the E-step. The algorithm
continues until a predefined level of convergence is attained. See Dempster et al. (1977) for a
more complete understanding of the EM algorithm. Note that individuals with large values
of W are more likely to be detected as members of State 1 than of State 2. If a large waiting
time exists, the chance of being monitored during this waiting time increases, at which time
an individual would be defined as being a member of State 1. If the waiting time is short,
an individual is less likely to be monitored during this waiting time, and would instead be
observed when both events have already occurred, placing that individual in State 2. For
this reason, this naive EM algorithm is not a suitable algorithm for the random waiting time
scenario, even in this specific scenario with a single waiting time for each state. A more
appropriate approach would potentially base the augmented data on the score function.
However, such an algorithm is not trivial for an unknown [} distribution, even when the
waiting times are subject to a known distribution. This remains a challenging problem.

Wang and Lagakos (2010) address this issue of length-biased sampling by proposing
an augmented design structure whereby individuals in State 1 are followed longitudinally
for a more accurate estimate of the time at which the second event occurs, 7;. In many
applications this will be a feasible modification, especially if the disease of interest is rare,
and the necessary length of follow-up is not too long. However, this augmented design
consideration deviates from the current status data structure addressed here, where such
additional information could not be obtained. We focus on the pure multistate current status
observations but recognize the benefits of the augmented design approach, particularly when
only a small proportion of individuals are found to be in State 1, as would be likely for
certain infectious disease studies.

Due to the limitations addressed above, when the waiting times are unknown, it is there-
fore helpful to make an additional assumption to make the likelihood more tractable. One
such assumption could be that the distribution function Fj is increasing linearly over a short
interval prior to the monitoring time, say over the interval [C' — W* C]. Equivalently, we
could assume the corresponding density fi(¢) = f for ¢ in the interval [C' — W* (], see Bal-
asubramanian and Lagakos (2010) in their application to HIV incidence estimation. Using
this additional assumption, the following section examines simulated data which is motivated
by an application to simultaneous accurate and diluted HIV test data. We also retain the
assumptions of the previous sections, namely that the disease of interest is irreversible, W
has finite support and W is independent of T7.
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4.4 TIllustration

Recent advances in the area of HIV incidence estimation motivate and illustrate this work.
One such advancement was given by Janssen et al. (1998), who made use of the fact that
HIV infection is followed within a few weeks by the development of HIV specific antibodies.
This led to the development of a now popular alternative approach for estimating HIV
incidence rates in which each subject is simultaneously given both a sensitive diagnostic test
(accurate) and a less-sensitive diagnostic test (diluted). Those found with a positive result
on the first test and a negative result on the second test are considered ‘recently infected’.
For a general understanding of HIV infection, its prevalence, biological features and methods
of detection and prevention, see Appendix C. To understand the basis of this approach to
identifying recent infections, consider the basic schematic given in Figure 4.5 which shows
HIV progression over time.

HIV viral load

HIV Antibodies

P24 Antigen

Viral and antibody levels

//
7

Time since infection

Figure 4.5: Schematic of HIV progression over time.

Figure 4.5 shows the evolution of biomarkers over time where the time scale begins at
the time of HIV infection. The simple interpretation of this figure is that the introduction
of the P24 antigen causes HIV specific antibodies to develop to neutralize this antigen. The
detection of certain biomarkers can be used to indicate a particular disease state. We can
see from this diagram that the level of antibodies present for someone who has only been
infected for a few days is quite different from the antibody levels of someone who has been
infected for several years. Differentiating between individuals with early HIV infection and
those infected for longer periods is difficult but important in estimating HIV incidence, and
for purpose of clinical care and prevention. If you test for a very high antibody level, only
those who have been infected for a long period of time will show a positive result. If you test
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for a very low antibody level, almost all of the infected individuals will appear positive. It is
this feature that Janssen et al. (1998) exploit to identify recently infected individuals. It is
important to note that, due to the nature of the development of antibodies, a negative result
on an antibody test may not necessarily indicate no infection, it simply indicates there are
not yet enough detectable antibodies. We can see from Figure 4.5 that soon after infection,
false negatives may be produced. In this chapter, we are interested in estimating the time
until a positive result on the sensitive test, and not specifically the time until infection.
However, the results of Chapter 2 could be applied if estimation of the time until infection
were of interest and this type of false positive needed to be considered.

In a recent paper, Balasubramanian and Lagakos (2010) use the results of Janssen et al.
(1998) to estimate HIV incidence for HIV test data obtained through the use of sensitive
and less-sensitive diagnostic tests. The standard ELISA antibody assay was used for the
sensitive test and a detuned version of the ELISA was used for the less-sensitive test. More
information on the ELISA (Enzyme-Linked ImmunoSorbent Assay) is given in Appendix C.
This type of data is consistent with the data structure outlined in Section 4.2 and can be
viewed from a current status data perspective. The computational issues noted in Section
4.3.2 can be overcome with the additional assumption of a constant density over an interval
prior to the monitoring time, that is, fi(t) = f for t € [C — W* C].

This data obtained from these diagnostic tests directly applies to the notation of Section
4.2 where, when two diagnostic tests are administered, a two-jump counting process or three-
state progressive disease model is created. In this example, State 0 represents the uninfected
state (or infected but not yet detectable by the sensitive test), State 1 represents the recently
infected state (detectable by the sensitive diagnostic test but not yet by the less-sensitive
test), and State 2 represents the non-recently infected state (detectable by both the sensitive
and less-sensitive diagnostic tests). As before, the number of individuals in each state is
denoted by ngg, nig, n11. Here the indices refer to the test results on the accurate and
diluted diagnostic tests, respectively. For each index, a value of 1 indicates a positive result
while a value of 0 indicates a negative result. In practice, the less-sensitive test is often given
only when the sensitive test is positive. A negative result on the standard ELISA implies a
negative result on the detuned ELISA. We assume no misclassification in the test results, an
assumption which is discussed in further detail in Section 4.5. As in Balasubramanian and
Lagakos (2010), we also assume that all individuals are tested at the same time and are the
same age at this time of testing. This assumption in necessary in applications of infectious
diseases such as HIV due to the age-period-cohort effect.

Recall Equation (4.6), the likelihood for a single monitoring time and a single waiting
time, which we repeat here for convenience

(1= F(O)"(F(C) = Fi(C = W) |y (C = W)™

We now add the additional assumption that the density fi(¢t) = f for ¢ in the interval
[C'— W*,C], where W* < C. This assumption that F} is locally linear implies that if you
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make such an assumption about F}, then the only additional information needed to obtain
the NPMLE of F} is the mean of the waiting times. To see this, assume W has finite support
on [0, W*] and let W be the mean of the waiting times. The probability of being in each of
the three states at the monitoring time C' can be defined by

P(in Sy at time C) =1 — F;(C)

P(in S at time C) = f fc (1-G(C —t))dt = fE[W] = fW
c-wr

P(in Sy at time C) =1 — (1 — F1(C)) — fW = (Fy(C) — fW).

Incorporating this result into the likelihood above gives the following likelihood, for a single

C with fi(t) = f in the interval [C' — W* C]|
(1= F(C)" (fW)™e (Fy(C) — fIV)™.

The maximum likelihood estimates of F;(C) and f, with W assumed known, can be obtained
through standard numerical methods, yielding

Fl(O):]_—@ and f:nlg/nW.
n
The corresponding estimated HIV incidence rate at time C' is

AO) = — L Moy

B Fi(C) oo

The maximum likelihood estimate of F;(C' — W) is then given by

P(C—W)="1
n
Note that these estimators can be immediately obtained from the results of Section 4.3.1
by setting W = W, that is, by assuming the fixed known waiting time for all individuals is
equal to the mean of the waiting time distribution. Therefore, under this assumption on the
local behavior of F}, the only additional information necessary to obtain the NPMLE of I}
is the mean of waiting time distribution, a single fixed known value for all individuals, and
hence the approach for a single waiting time can be used.

We are also interested in estimating the cumulative hazard of time to the first event in
the recent past. We therefore consider estimation of this cumulative hazard over a short
period, of length A, prior to the monitoring time, that is, over the interval [C' — A, C].
Balasubramanian and Lagakos (2010) raise the question of selecting the optimal value of
W with a view to precise estimation of the incidence rate. As a similar alternative, we
consider the case where the waiting time between the two events is modifiable by design,
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and determine the optimal choice of W for estimation of the cumulative hazard of Fy over
[C'— A, C], for an appropriate choice of A. Through the use of simulated data, following the
data structure of simultaneously administering both the standard and detuned ELISA to
each individual, we examine determining this optimal waiting time for different underlying
distributions, both where the constant density assumption holds and where it is violated. In
either case, we estimate the cumulative hazard over the interval [C' — A, C] by

log (1_1;(—%) | (4.8)

First we consider the case where the assumption of a constant density truly exists for the
underlying distribution Fy. In this case it is seen that the optimal choice of W is driven
solely by the variance (Table 4.1). We then extend the analysis to the more realistic scenario
where the density is no longer constant over the required interval. In this case, a bias-variance
tradeoff must be considered (Table 4.2).

First consider simulated datasets of sample size n = 500, which are generated assuming
the distribution function F} is Uniformly distributed with mean 1. The monitoring time
is assumed fixed at C' = 1 and values of W from 0 to 1 at equal increments of 0.1 are
examined. Let the length of the interval of interest be fixed at A = 0.5. With this value of
A and the fixed monitoring time at C' = 1, the goal is to estimate the cumulative hazard of
F) over the interval [0.5, 1], the true value being 0.405. Table 4.1 shows the results of 1000
such simulations where the mean estimated cumulative hazard, the corresponding standard
deviation and mean squared error (MSE) are presented for each assumed value of W. The
cumulative hazard is then estimated according to Equation (4.8). For this interval, [0.5, 1],
the corresponding estimate of the cumulative hazard is obtained through an estimate of

ot (=37

When W > A, it follows that W* > A and this calculation is straightforward given the
assumption of a constant f over the interval [C — W*, C]. However when A > W, we make
the additional assumption of a constant density over the interval [C'— A, C]. This assumption
is automatically satisfied if W* > A, which is likely to be true in any application. As an
estimate of F/(C'— A) is not always directly observable, when A # W, we estimate (F — A) by
simply extrapolating or interpolating the estimate of F'(C'— W), using the constant density
assumption.
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W Mean Cumulative  SD MSE
Hazard over
interval [0.5, 1]

0.1 0.406 0.072 0.00511
0.2 0.406 0.051 0.00262
0.3 0.406 0.044 0.00190
0.4 0.406 0.039 0.00151
0.5 0.407 0.037 0.00138
0.6 0.407 0.034 0.00117
0.7 0.407 0.032 0.00105
0.8 0.407 0.031 0.00098
0.9 0.407 0.030 0.00090
1.0 0.407 0.029 0.00086

Table 4.1: Simulated results (n = 500) for the mean estimated cumulative hazard over the interval
[0.5, 1] for a single monitoring time C' = 1, with values of W from 0 to 1 at equal increments of 0.1.
The true distribution F} is Uniformly distributed with mean 1. The true value of the cumulative
hazard over the interval is therefore 0.405.

For a Uniform distribution, the density over all possible intervals will be constant. As
can be seen from Table 4.1, when the true distribution Fj is Uniformly distributed with
mean 1, the optimal choice of W is to make W as large as possible while still satisfying the
constraint that W < C. Therefore, to estimate this cumulative hazard it is best to look
beyond the interval of interest (in this case the interval of length A = 0.5), and interpolate
to the required interval. In fact, this is true for all Uniform distributions regardless of the
mean of the distribution. Assuming a Uniform distribution for F; implies that the locally
linear assumption holds. This finding of the optimal W is as expected since extrapolation
increases the standard deviation but interpolation reduces variability. As all values of W
produce unbiased estimates of the cumulative hazard, the MSE is driven by the standard
deviation. A Uniform distribution for F; follows the constant density assumption, and so
making a linear extrapolation / interpolation does not introduce any bias. We therefore do
not have to account for a bias-variance tradeoff, and can instead simply choose the optimal W
as that with the lowest variance. Of course, the constant density assumption over [C'—W*, (]
is unlikely to be true for large values of W*.

We therefore extend this scenario and consider finding the optimal W when the true
underlying density is not constant over [C' — W* C]. For large intervals the assumption of
a constant density is not likely to hold true in many practical applications. Table 4.2 shows
the results of similar simulations to those in Table 4.1 but where the true distribution F}
now follows an Exponential distribution with mean 2. Again, sample sizes of n = 500 are
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considered and the monitoring time and interval length are fixed at C' = 1 and A = 0.5,
respectively. The cumulative hazard of F} is calculated in the same manner as that above
(Equation (4.8)). The true value of this cumulative hazard over the interval [0.5, 1] is 0.25.

W Mean Cumulative  SD MSE
Hazard over
interval [0.5, 1]

0.1 0.225 0.053 0.00338
0.2 0.233 0.039 0.00181
0.3 0.238 0.033 0.00130
0.4 0.244 0.029  0.00090
0.5 0.250 0.027 0.00073
0.6 0.256 0.026 0.00069
0.7 0.263 0.024 0.00076
0.8 0.269 0.023 0.00091
0.9 0.275 0.023 0.00115
1.0 0.282 0.022  0.00150

Table 4.2: Simulated results (n = 500) for the mean estimated cumulative hazard over the interval
[0.5,1] for a single monitoring time C' = 1, with values of W from 0 to 1 at equal increments of
0.1. The true distribution F; is Exponentially distributed with mean 2. The true value of the
cumulative hazard over the interval is therefore 0.25.

In Table 4.2 the distribution of F; does not follow the constant density assumption (F] is
now Exponentially distributed with mean 2). In this case, although increasing the value of
W decreases the variance, there is now a bias-variance tradeoff that needs to be considered.
For this specific example where the constant density assumption fails, the optimal W for
estimating the cumulative hazard of F} over the interval [0.5,1] is now to choose W just
greater than A, the length of the interval. In Table 4.2 the optimal choice of W, determined
based on these 1000 simulations, is W = 0.6. To verify this result, additional simulations
were performed where the constant density assumption is also violated. Again the sample
size, monitoring time, and interval length are fixed as before at n = 500, C' =1, and A = 0.5,
respectively. Table 4.3 shows the results of one such additional simulation where F} is now
assumed to follow a Weibull distribution with a hazard that doubles over the interval [0.5, 1].
The corresponding true cumulative hazard of F; over this interval is 0.75. Similar results to
those in Table 4.2 are found under this scenario where the optimal choice of W is again to
choose W just greater than A, specifically W = 0.6.
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W Mean Cumulative  SD MSE
Hazard over
interval [0.5, 1]

0.1 0.715 0.090 0.00929
0.2 0.732 0.068 0.00490
0.3 0.745 0.060 0.00360
0.4 0.751 0.055 0.00298
0.5 0.750 0.052 0.00271
0.6 0.740 0.050 0.00258
0.7 0.722 0.049 0.00311
0.8 0.697 0.047 0.00499
0.9 0.662 0.044 0.00966
1.0 0.620 0.042 0.01863

Table 4.3: Simulated results (n = 500) for the mean estimated cumulative hazard over the interval
[0.5,1] for a single monitoring time C' = 1, with values of W from 0 to 1 at equal increments of 0.1.
The true distribution F is Weibull with a hazard that doubles over the interval [0.5,1]. The true
value of the cumulative hazard over the interval is therefore 0.75.

In practice, these simulations suggest that if you have an idea of a model, or a set of
plausible models, you could perform such simulations to find the optimal W. The optimal
choice of W will depend on the estimate of interest and the corresponding interval of interest.
As was seen here, if interest is on estimating the cumulative hazard over the recent past where
the interval of interest is short, the density over this interval is unlikely to change, in which
case the optimal choice of TV is the maximum value of W. However, if the interval of interest
is longer, applicable to many practical examples, the density is likely to change within the
interval. In this case, a choice of W is no longer to make W as large as possible, instead a
value of W just beyond the length of the interval would be preferred.

4.5 Discussion

Throughout this paper we have considered a multistate model with exactly three states,
specifically, a progressive three-state model. However, the methods and ideas presented here
can easily be extended to allow for more distinct states, including Model (b) and Model (c)
of Figure 4.1. Datta et al. (2009) consider a four state progressive model for an irreversible
disease and also describe a more general acyclic multistate model.

We have discussed estimation of the cumulative hazard of the distribution of time to the
first event in the recent past. The ideas are also easily extended to address the effect of a
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covariate on the distribution of time to the first event, and the recent cumulative hazard
in particular. For the related data structure described in Section 4.1, consisting of a right
censored observation of the final event with a current status observation of the intermediate
event, regression models for the time until the first event, under proportional hazards, have
been investigated by Dunson and Baird (2001) and Young et al. (2008).

Throughout this paper it is assumed that there is an ordering to the events, namely that
the first event must always occur before the second event, thereby differing from bivariate
current status data, discussed in Section 1.4.5. We assume an indicator that the first event
has not yet occurred implies that the second event has also not yet occurred. However, if
event occurrence is determined by a testing mechanism with imperfect sensitivity or speci-
ficity, a negative test result on the first event may not necessarily imply a true negative test
result on the second event. The models discussed here can be extended to allow for misclassi-
fication (with known misclassification rates) using the ideas of Chapter 2 for misclassification
of simple current status data. Furthermore, if interest is in estimating disease prevalence
in the presence of misclassification, the group testing approach of Chapter 3 could also be
applied to this multistate scenario.

In the application to simultaneous accurate and diluted HIV test data of Section 4.4,
it is necessary to make the assumption that all individuals are the same age when tested,
and that there exists only a single monitoring time C'. This assumption is necessary in
many practical examples as the underlying distribution of time to disease onset will not be
the same for all ages as there is not only the affect of age, but there is also an underlying
chronological time effect. In a single cross sectional sample, as considered in this chapter,
age and time are confounded (Marschner, 1997).

Another issue is the potential for differential selection, as introduced in Section 1.10,
across the various states. For the progressive three-state model considered here, differential
selection would occur if the probability of being selected at a particular monitoring time
differs from state to state. The presence of differential selection will lead to biased estimation
of the cumulative hazard in the recent past. We assume there is no selection bias but more
sophisticated models could be developed to allow for such a bias.

For the additional assumptions made in Section 4.4, that the density fi(t) = f for ¢
in the interval [C' — W*, C], Balasubramanian and Lagakos (2010) consider the association
between a vector of covariates measured on each individual and the HIV incidence rate.
They also address the issues of imperfect diagnostic tests and the impact of the risk of death
on prevalence, under this assumption.
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Chapter 5

Summary

This dissertation considers topics in current status data, some of which are well known
and widely used, while others are more recent developments and have yet to receive much
attention. Current status data is a type of survival data. Instead of the standard observation
of failure times, with current status data the only available information on the failure time is
whether or not the event has occurred before the examination time, generally referred to as
the monitoring time. Although the current status data obtained appears somewhat limited,
it can be seen throughout this dissertation that considerable attention has been given to
analysis with this type of data. Many authors have also shown interest in current status
data due to its non-standard asymptotic properties.

Chapter 1 gives an overview of current status data and some motivating examples to
highlight some of the many areas in which current status data naturally occur in practice.
The aim of Chapter 1 is to inform readers of the usefulness of current status data and to
create an awareness of some of the available methods and resources for analyzing such data.
Various areas of interest and importance in current status data are discussed in Chapter
1 including a description of the asymptotic properties, the correspondence between current
status data and generalized linear models, the association with counting processes, and how
to incorporate different sampling schemes, misclassification and competing risks into the
current status data structure. Within each section, appropriate references are given, from
which a more detailed description of the topic of interest can be obtained. This chapter may
therefore prove beneficial to those interested in exploring current status data in more detail,
or may simply make others more aware of the recent developments in the area.

The current status outcome is a binary variable simply indicating whether or not the
event of interest has occurred before the monitoring time. The accuracy of this outcome
and the impact of inaccurate outcomes is of great importance. Chapter 2 therefore considers
current status data when the response variable is subject to (known) misclassification. In
many epidemiological applications with imperfect diagnostic testing mechanisms all indi-
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viduals examined may be subject to misclassification. It is seen in Chapter 2 how biased
estimates of both the distribution function and the regression parameters are produced if
this misclassification is ignored.

Many of the available testing mechanisms are costly and in many applications, such as
in screening for HIV, resources are often limited. For this reason, the use of group testing
has become a popular testing alternative. These diagnostic tests may again have inherent
imperfect sensitivity or specificity. Chapter 3 therefore extends the results of Chapter 2 to
consider group testing with current status data in the presence of misclassification. When
misclassification exists, it is seen that group testing can be used for more efficient estimation
of the prevalence of a rare disease than that of testing each individual sample separately.
This approach also successfully reduces the number of necessary tests to be performed.

Group testing can be used to reduce the costs of testing individuals for a viral disease like
HIV. With such an infectious disease, infected individuals are often asymptomatic, which
results in many individuals not receiving treatment at an early stage, and others becoming
infected unknowingly. Knowledge of the time at which individuals become infected is there-
fore important for both the individual and for health planning purposes. Chapter 4 considers
estimation of the time until a positive result on a sensitive diagnostic test based on current
status data, and specifically whether current status information on a subsequent event can
be used to improve this estimate.

This dissertation introduces many concepts applicable to current status data and adds
to the existing literature in the area by developing ideas not yet examined from a current
status data perspective. There are many interesting open problems and possible extensions
of this dissertation remaining for future work.
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Appendix A

Additional Data Applications

As described in Chapter 2, there are many applications in which the current status outcomes
could be measured with error. Misclassification can occur due to laboratory error, imperfect
testing mechanisms, misreporting, and other factors. The illustration in Chapter 2 focuses
specifically on an application to first HPV infection among women in San Francisco. The
assumed classification rates of a = 0.73 and § = 0.9 used in this example arise from an
imperfect testing mechanism, combined with the potential for recovery due to the nature
of HPV infection. Misclassification that varies over time is also addressed (Section 2.2.3)
where the probability of a false negative decreases when an individual is tested far from the
time of the true event, the time of first HPV infection. However, these classification rates
are specific to this particular case of estimating the time until first HPV infection, and are
not necessarily appropriate for all applications. This appendix considers misclassification
of current status data for different examples, using different levels of misclassification than
those presented in Chapter 2. The results of similar analyses to those performed for the
HPV application are presented in the following sections for two additional datasets. The
results of this appendix can therefore be combined with those of Chapter 2 to give an overall
understanding of the impact of failing to consider misclassification when estimating the time
until a specific event of interest, using current status data.

A.1 Datasets

The two additional datasets we consider in this appendix are both obtained through a survey
instrument based on self reporting. Self reporting is one of the most widely used methods
of data collection for information regarding the health status of individuals. This approach
has been used to assess an extensive range of health behaviors, including estimating the
prevalence of certain risk factors, the utilization of available measures of preventive care, and
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the use of mental healthcare services. The accuracy of self reports have received considerable
attention in a wide variety of fields, for example, when examining healthcare utilization
(Short et al., 2009), identifying homeless persons (Campanelli et al., 2007), assessing the
duration of work disability (Campanelli et al., 2007), and studying obesity (Lim et al., 2009).
The reliability of self reports have also been considered in applications to examine various
aspects of compliance and utilization of various other public health areas of interest, such as,
diabetes (Fowles et al., 1999), lung cancer (Studts et al., 2006), and pap smears (Bowman
et al., 1997), amongst others. Through the datasets considered in this appendix, we examine
estimating the time until weaning, and the time until natural menopause. Although the
levels of misreporting vary depending on the type of survey being carried out, the questions
of interest, and whether there is social pressure to give a specific response, it is widely agreed
that self reports are subject to misclassification, some of which may simply be due to lack
of knowledge of the respondent. Therefore, both datasets considered below are immediately
subject to potential misclassification. Different sensitivity and specificity rates, some of
which may be due to respondents having reasons for hiding or distorting their true answers,
are examined for each application.

Breastfeeding Example:

The Demographic and Health Surveys (DHS) are a series of studies conducted in developing
countries to study population and health. The DHS program has been implemented in over
90 countries across Africa, Asia, Latin America and the Caribbean since it commenced in
1984. The health information obtained through these surveys is commonly used to help
plan, monitor, and evaluate population, health and nutrition programs in these developing
countries. As this initiative is publicly funded, the data collected is made available through
the DHS website (DHS, 2011). Such datasets have thus been widely considered and analyzed
from various approaches. The first additional dataset we consider was obtained from a DHS
survey carried out in Indonesia. The data we consider consists of 8041 women between the
ages of 15 and 49. For each woman in the study, a binary variable indicating whether their
child has been weaned or not, and the current age of the child (in months) are observed, thus
giving us current status data. Covariates describing the residential location and educational
level of each mother are also available, along with a variety of other covariates. This dataset,
along with DHS surveys for other locations are considered by Shiboski (1998a) and Grummer-
Strawn (1993), where additional information on our dataset is provided.

Menopause Example:

The National Health Care Surveys are a set of surveys carried out in the United States
by the Center for Disease Control and Prevention (CDC). These nationally representative
surveys are designed to answer key questions of interest to healthcare policy makers, public
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health professionals, and researchers. Each survey collects core information which remains
stable over time, as well as other key elements, including the factors that influence the
use of healthcare resources, the quality of healthcare, and disparities in healthcare services
provided to population subgroups. More information on these surveys can be found on the
CDC website (CDC, 2011c). The second dataset we consider in this appendix is based on
data obtained from the National Center for Health Statistics’ Health Examination Survey.
This dataset has previously been analyzed by several authors, where more information on
the dataset can also be obtained (Jewell et al., 2003, Krailo and Pike, 1983, MacMahon and
Worcester, 1966). In this survey the menopausal history of female respondents is examined
where the age and menopausal status at the time of the survey are observed for each woman.
For those who have experienced menopause, whether menopause was natural or operative is
also recorded. Jewell et al. (2003) analyze this data (n = 2423) from a current status data
perspective with two competing risks for the menopausal outcome, see Section 1.7 for more
information on competing risks current status data. Here we are interested in estimating
the time until natural menopause and therefore exclude the data for those who experienced
operative menopause, thus reducing our dataset to n = 2076.

The remainder of this appendix is organized in a similar manner to Chapter 2. The
sections, figures and tables presented here are in the same general order as the application
to HPV infection (Section 2.2.2) to allow for straightforward comparison of results. For
each table and figure, the results of the breastfeeding example are presented first, followed
by those for the menopause example. Within each section, the level of misclassification
assumed for each dataset is clearly identified.

A.2 Nonparametric Estimation of a Single Distribu-
tion Function

Recall the definition of the classification rates, a and 3, given in Chapter 2
P(A=1Y =1 =a PA=0]Y =0)=70.

For the DHS dataset, we are primarily interested in estimating the time until weaning in
Indonesia. In this example, we assume constant known classification rates of @ = 0.9 and
B = 1. These rates imply that all observations indicating a child has been weaned at the
time of the survey are correct ( = 1). However, we assume there is the potential for
imperfect classification (o = 0.9) when observing a child is still being breastfed at the time
of the survey. These rates seem reasonable as there exists a social desirability bias where
breastfeeding is considered socially desirable. On the other hand, we see no reason for a
mother to misreport and say her child has been weaned, if she is in fact still breastfeeding.
We also recognize that the desire to misreport may be greater if you have recently ceased
breastfeeding, a concept readdressed in Section A.2.2.

104



For the menopause data obtained from the National Health Care Surveys, we assume
constant known classification rates of & = 0.95 and § = 0.9. In this instance, as the
menopausal status of a woman is measured through self-reporting, although there may not
be social pressure to misreport, the possibility of imperfect sensitivity or specificity still
exists. For an silent event like menopause, the exact timing of this event is not immediately
apparent, therefore leading to the unintentional misreporting of information. As illustrated
in Section A.2.2, if a woman is examined close to the time at which menopause occurs, there
is increased potential for misclassification of the menopausal status.

Figure A.1, similar to Figure 2.2, shows the estimated cumulative distribution functions
for both the breastfeeding and menopause examples, under no misclassification and constant
misclassification at the specified rates. Figure A.1(a) displays estimates of the time until
weaning, where the time scale is measured by age, in months. The unconstrained NPMLE
and the NPMLE adjusted for constant misclassification at the assumed rates of @« = 0.9
and f = 1 are shown. Figure A.1(b) considers the time until natural menopause with age
now measured in years, and shows the unconstrained NPMLE and the NPMLE adjusted for
constant misclassification with known classification rates of a = 0.95 and § = 0.9.

(a) Breastfeeding data (0= 0.9, p=1) (b) Menopause data (o= 0.95, $=0.9)
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Figure A.1: Estimated cumulative distribution functions for (a) the breastfeeding example and
(b) the menopause example. Both the unconstrained NPMLE obtained through the pool-adjacent
violators algorithm and the proposed adjusted NPMLE are presented for each example.
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When g = 1, which occurs only when there is perfect specificity, the two curves (the
adjusted and unconstrained NPMLEs) will intersect at F = 0. Note that perfect specificity
is assumed in Figure A.1(a). In this plot the curves are not seen to intersect at F=0as
the value of F at the first monitoring time is already greater than zero. As shown in Figure
A.1(a), with perfect specificity, the adjusted NPMLE will always be greater than (or equal
to, at F = 0) the unconstrained NPMLE. This is true for all cases where there is perfect
specificity and imperfect sensitivity, regardless of the level of imperfect sensitivity. Of course,
the closer the sensitivity rates are to perfect, the closer the two curves will be to each other,
at each of the monitoring times. The reverse will be seen if there is perfect sensitivity and
imperfect specificity, where the adjusted NPMLE will always be less than or equal to the
unconstrained NPMLE, with the curves then intersecting at F' = 1.

Recall, from the hypothetical example of Section 2.2.2, that when the classification rates
are equal, the two curves will cross at F' = 0.5, the estimated median time to occurrence.
This result holds for all equal classification rates of a = § > 0.5. At monitoring times below
the point of intersection, the adjusted NPMLE is shifted downwards from the unconstrained
estimator, and similarly shifted upwards at monitoring times above the point of intersection.
Figure A.1(b) assumes unequal classification rates with both imperfect sensitivity and speci-
ficity. With the assumed rates of @ = 0.95 and 8 = 0.9 used in the menopause example, the
two estimators will cross at a point greater than the median time to occurrence (F' = 0.667)
as the sensitivity is greater than the specificity. The reverse was seen in the application
considering the time until first HPV infection given in Section 2.2.2 were the specificity was
greater than the sensitivity.

A.2.1 Confidence Intervals

For reasons described in Section 2.2.1, the standard bootstrap yields inconsistent estimates
of the pointwise confidence intervals with current status data. As an alternative, we use
the m out of n bootstrap of Section 2.2.1, on which more details are given in Banerjee and
Wellner (2005), for confidence interval estimation. Again, we consider symmetric confidence
intervals as they often perform better in finite samples. Table A.1 and Table A.2 show the
results of these symmetric confidence intervals for both the breastfeeding and menopause
examples, respectively.

The 95% symmetric confidence intervals, presented below, were calculated for the ad-
justed NPMLE, using the appropriate levels of classification for each application. As with
the results of Section 2.2.2, we are not interested in estimating the optimal block size m for
use with the m out of n bootstrap. Instead, the results are given for three monitoring times
at various values of m. The block sizes again represent the block sizes used by Politis et al.
(1999), that is, values of m defined by {n'/3 n'/2 n2/3 p3/4 n08 P09,
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to 16 months 22 months 31 months
F(to) 0.299 0.591 0.765

m =20 (n'/?)  [0.214 0.384] [0.506 0.676] [0.695 0.835]
m = 90 (n'/? [0.219 0.379] [0.496 0.686] [0.710 0.820]
m =401 (n?/3) [0.229 0.369] [0.501 0.681] [0.700 0.830]
m = 849 (n**) [0.234 0.346] [0.486 0.696] [0.705 0.825]
m = 1331 (n®®) [0.239 0.359] [0.501 0.681] [0.700 0.830]
m = 3271 (n®) [0.249 0.349] [0.511 0.671] [0.715 0.815]

Table A.1: Breastfeeding example: estimation of the time until weaning. Confidence interval
estimation for the adjusted (o« = 0.9, 5 = 1) NPMLE at three monitoring times obtained using the
m out of n bootstrap for various values of m ranging from 20 to 3271.

Table A.1 shows the 95% symmetric confidence intervals based on the breastfeeding ex-
ample where interest is in estimating the time until weaning. These intervals were calculated
for the adjusted NPMLE using classification rates of @« = 0.9 and $ = 1. With a sample size
of n = 8041, the corresponding block sizes range from 20 to 3271. Table A.2 shows similar
results for the menopause example where interest is in estimating the time until natural
menopause, under the classification rates of & = 0.95 and § = 0.9. Given a sample size of
n = 2076, the block sizes range from 13 to 967.

to 46.5 years 49.5 years 01.5 years
F(to) 0.300 0.578 0.738
m =13 (n'/3)  [0.167 0.433] [0.468 0.688] [0.597 0.879]
m =46 (n'/?)  [0.214 0.386] [0.413 0.743] [0.558 0.918]
m =163 (n*?) [0.167 0.433] [0.351 0.805] [0.558 0.918]
m =307 (n®*) [0.135 0.465] [0.343 0.813] [0.581 0.895]
m =450 (n°%) [0.112 0.488] [0.319 0.837] [0.573 0.903]
m =967 (n°?) [0.073 0.527] [0.304 0.852] [0.581 0.895]

Table A.2: Menopause example: estimation of the time until natural menopause. Confidence
interval estimation for the adjusted (o« = 0.95, 5 = 0.9) NPMLE at three monitoring times obtained
using the m out of n bootstrap for various values of m ranging from 13 to 967.
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For Table A.1 and Table A.2, the results are given for three monitoring times, with the
corresponding estimate of F' at these monitoring times also given. These estimates of F
are based on the values of the NPMLE adjusted for constant misclassification. Both tables
suggest that the 95% symmetric confidence intervals are quite stable across the presented
monitoring times, which were chosen to represent the overall spread of monitoring times.
For each choice of block size m, the results are based on 500 bootstrap samples. Similar
results were also found for a larger number of bootstrap samples. Overall, these tables, and
the corresponding table of Section 2.2.2 (Table 2.1) suggest the m out of n bootstrap can be
used to provide a clear, consistent and useful assessment of variability.

A.2.2 Time-varying Misclassification

We now extend this simple misclassification scenario, where misclassification is constant and
independent of time, to allow for the possibility of classification rates that vary with time.
Recall the specific time-varying misclassification models of Section 2.2.3 where misclassifica-
tion is highest when the observed monitoring time is close to the true failure event. Under
such a time-varying misclassification model, there is currently no available method for direct
estimation of F. However, although they do not represent the time-varying misclassifica-
tion model exactly, there are two available alternative methods, namely, the unconstrained
NPMLE and the NPMLE adjusted for constant response misclassification, which can be
used to estimate F'. In the following tables we therefore compare these two estimators to
determine which approach would be most accurate if the data is truly misclassified according
to this particular time-varying misclassification model.

In Section 2.2.3 we examined two related time varying misclassification models, both
following the same general structure. First, misclassification was assumed to occur only
within a known time interval surrounding the true failure event, with perfect sensitivity and
specificity observed for all monitoring times outside this interval. Table 2.3 gives estimates
for both the unconstrained NPMLE and the NPMLE adjusted for constant misclassification,
under this scenario. An extension of this time varying misclassification model was then
considered, where all individuals are subject to misclassification, but the classification rates
are dependent on how close the monitoring time (C) is to the true failure time (7). For a
defined length A, higher rates of misclassification are applied if |C' — T| < A. Otherwise,
the current status outcomes are still subject to misclassification, but at lower rates of mis-
classification. The results of this extension are given in Table 2.4 where estimates of both
the unconstrained NPMLE and adjusted NPMLE are given for various values of the interval
length, A. In this appendix we re-examine both of these misclassification models where the
menopause example is most appropriately described by the first model, with the breastfeed-
ing example following the extension. We therefore have the ability to present additional
results similar to those of both Table 2.3 and Table 2.4. Table A.3 and Table A.4 show the
results of both estimators of F' for the breastfeeding and menopause examples, respectively.
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C 6 months 15 months 20 months 29 months 39 months
F(C) F(C) F(C) F(C) F(C)
=0.123 = 0.263 = 0.457 = 0.688 = 0.833
A=0 0% (0)%
NPMLE, 0.114(0.018)  0.262(0.020) 0.445(0.037) 0.689(0.017) 0.844(0.011)
NPMLE, 0.126(0.020) 0.291(0.022) 0.494(0.042) 0.766(0.019) 0.937(0.012)
Bias NPMLE, 0.120(0.025) 0.271(0.026) 0.473(0.047) 0.713(0.027) 0.867(0.018)
adjusted NPMLE 0.120(0.025) 0.271(0.026) 0.473(0.048) 0.711(0.028) 0.865(0.018)
A=5 17% (3.71)%
NPMLE, 0.112(0.019) 0.254(0.021) 0.441(0.040) 0.685(0.024) 0.835(0.013)
NPMLE,, 0.125(0.021) 0.282(0.024) 0.490(0.045) 0.761(0.026) 0.928(0.015)
Bias NPMLE, 0.119(0.026) 0.278(0.027) 0.473(0.052) 0.713(0.026) 0.869(0.019)
adjusted NPMLE 0.119(0.026) 0.278(0.027) 0.474(0.053) 0.712(0.027) 0.867(0.020)
A=15 46% (4.5)%
NPMLE, 0.109(0.017) 0.251(0.022) 0.432(0.037) 0.665(0.019) 0.826(0.013)
NPMLE. 0.121(0.018)  0.279(0.025) 0.480(0.041) 0.739(0.021) 0.917(0.015)
Bias NPMLE, 0.115(0.022) 0.270(0.025) 0.461(0.053) 0.703(0.027) 0.870(0.018)
adjusted NPMLE 0.116(0.023) 0.271(0.025) 0.463(0.054) 0.704(0.027) 0.869(0.019)
A=0c0 100% (6.4)%
NPMLE, 0.106(0.017)  0.251(0.018) 0.423(0.038) 0.656(0.023) 0.796(0.014)
NPMLE. 0.118(0.019) 0.279(0.020) 0.470(0.042) 0.729(0.025) 0.884(0.015)
Bias NPMLE, 0.119(0.021) 0.264(0.026) 0.462(0.042) 0.693(0.026) 0.846(0.018)
adjusted NPMLE 0.119(0.022)  0.264(0.027) 0.463(0.043) 0.693(0.027) 0.846(0.019)

Table A.3: Breastfeeding example: estimation of time to weaning. Simulation averages (standard
deviations) of two estimators of F' at 5 monitoring times, when the data generating distribution
is subject to classification rates of @ = 0.9, = 1 within a window of length 2A surrounding the
failure time, and « = 0.95, 5 = 1 elsewhere. The resulting % subject to misclassification (average
% actually misclassified) are also given. NPMLE; and NPMLE,, represent the unconstrained
NPMLE and the NPMLE adjusted for constant misclassification, respectively.
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Table A.3 shows the estimates for the unconstrained NPMLE (NPMLEj) and the ad-
justed NPMLE (NPMLE,) for the breastfeeding example, where interest is in estimating
the time until weaning. The data is truly misclassified with the classification rates of & = 0.9
and § = 1 for women examined within a pre-defined length A from the true failure event T,
and at classification rates of a = 0.95 and 5 = 1 for those examined more than A units from
T. A selection of monitoring times from 6 months to 39 months are presented. A variety
of values of A are considered which give intervals of different lengths in which the higher
rates of misclassification are observed. Values of A representing no misclassification (A4 = 0)
and constant misclassification (A = oo) are also presented. For the NPMLE adjusted for
constant misclassification (NPMLE, ), constant classification rates of @ = 0.9 and § = 1 are
assumed. The results of this table can be compared with those of Table 2.4.

Table A.4 gives similar results for both estimators of F', for the menopause example
where interest is now on estimating the time until natural menopause. In this example,
the data is only subject to misclassification if the monitoring time occurs in the interval
T — A, T + A], for an appropriate choice of A. Perfect classification is assumed for all
monitoring times outside this window. In this table the NPMLE adjusted for constant
misclassification assumes constant rates of classification of « = 0.95 and § = 0.9, which are
the true classification rates within the interval [T — A, T + A]. A selection of monitoring
times and values of A defining the length of the interval are again evaluated and presented
in the table, including A = 0 (no misclassification) and A = oo (constant misclassification).
The results of this table can be compared with those of Table 2.3. The total percentage of
individuals subject to misclassification (average percentage actually misclassified) are also
given in Table A.3 and Table A .4, for each assumed value of A.

In both Table A.3 and Table A.4 it can be seen that due to the high levels of classification,
even when all individuals are subject to misclassification, only an average of 6.4% and 9.0%
of individuals are actually misclassified, respectively. When all individuals are subject to
misclassification (A = 00), we would therefore expect the unconstrained NPMLE of Tables
A.3 and A.4 to perform better than the corresponding unconstrained NPMLE of Table 2.3,
where an average of 20% of individuals would actually be misclassified. In Table A.3 the
greatest difference between the two estimators (NPMLE, and NPMLE,) is seen at the
later monitoring times. This result is not surprising, given Figure A.1(a). From this figure
it is seen that since § = 1, the difference between the curves is driven by the imperfect
classification @ = 0.9 which has a greater impact at the later monitoring times, when the
estimate of F is closer to 1. The reverse is seen in Table A.4 where the greatest difference
between the two estimators is seen at the earlier monitoring times. This is a result of the
sensitivity being greater than the specificity. As was seen in Chapter 2, both estimators
produce biased estimates of F. Again, we apply the bias-adjusted approach described in
Section 2.2.3, the results of which are given in Tables A.3 and A.4 for each of the assumed
values of A, including A = 0 and A = oo. In both tables, the bias-adjusted estimates are
extremely similar for both estimators.
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C 45.5 years 48.5 years 50.5 years 52.5 years 54.5 years
F(C) F(C) F(C) F(C) F(C)
=0.152 = 0.295 = 0.593 = 0.789 = 0.875
A=0 0% (0)%
NPMLE, 0.144(0.037)  0.307(0.049) 0.583(0.063) 0.771(0.052) 0.875(0.048)
NPMLE,  0.054(0.041) 0.243(0.057) 0.569(0.074) 0.789(0.061) 0.911(0.054)
Bias NPMLE, 0.152(0.045) 0.297(0.058) 0.600(0.077) 0.779(0.061) 0.881(0.059)
adjusted NPMLE.  0.139(0.061) 0.302(0.059) 0.604(0.078) 0.779(0.063) 0.882(0.065)
A=45 22% (1.6)%
NPMLE, 0.165(0.035)  0.341(0.050) 0.594(0.061) 0.774(0.048) 0.871(0.046)
NPMLE,,  0.077(0.041) 0.283(0.059) 0.581(0.072) 0.793(0.056) 0.906(0.052)
Bias NPMLE, 0.147(0.045) 0.300(0.065) 0.591(0.079) 0.771(0.074) 0.871(0.067)
adjusted NPMLE,  0.149(0.049) 0.298(0.067) 0.592(0.081) 0.770(0.077) 0.870(0.071)
A=10 48% (3.99%
NPMLE, 0.144(0.037)  0.307(0.049) 0.583(0.063) 0.771(0.052) 0.875(0.048)
NPMLE.,  0.054(0.041) 0.243(0.057) 0.569(0.074) 0.789(0.061) 0.911(0.054)
Bias NPMLE, 0.152(0.054) 0.303(0.063) 0.581(0.076) 0.769(0.070) 0.866(0.067)
adjusted NPMLE,  0.147(0.056) 0.297(0.065) 0.579(0.079) 0.769(0.073) 0.866(0.070)
A=0c0 100% (9.0)%
NPMLE, 0.183(0.055)  0.334(0.055) 0.590(0.062) 0.766(0.051) 0.863(0.048)
NPMLE,  0.099(0.062) 0.276(0.065) 0.577(0.072) 0.783(0.061) 0.897(0.055)
Bias NPMLE, 0.150(0.056) 0.303(0.060) 0.581(0.084) 0.751(0.079) 0.859(0.071)
adjusted NPMLE.  0.144(0.058) 0.296(0.062) 0.579(0.087) 0.749(0.082) 0.857(0.074)

Table A.4: Menopause example: estimation of time to natural menopause. Simulation averages
(standard deviations) of two estimators of F' at 5 monitoring times, when the data generating
distribution is subject to classification rates of @ = 0.95, 8 = 0.9 within a window of length 24
surrounding the failure time, and @ = 1, 8 = 1 elsewhere. The resulting % subject to misclassi-
fication (average % actually misclassified) are also given. NPMLEy and NPMLE, represent the
unconstrained NPMLE and the NPMLE adjusted for constant misclassification, respectively.
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A.2.3 Regression

The correspondence between standard regression models for the underlying failure time and
generalized linear models for the observed current status outcome was described in Section
2.2.5, along with a description of how to allow for misclassification through modification of
the link function. For convenience we repeat the modified link function here

7P =,y = g {PESIR A L0

Keeping consistent with Chapter 2, we assume a Weibull regression model for T', which
results in the generalized linear model for Y in the covariate X and the monitoring time
C that involves g, the complementary log-log link function. Although the National Health
Care Surveys contain a wide variety of information, unfortunately the menopausal data
available to us does not contain any covariate information. We therefore only consider the
breastfeeding example as an additional application in the regression setting.

In the breastfeeding application we are interested in estimating the time until weaning.
We now consider the mother’s residence as a covariate of interest, where residence is recorded
as a binary variable indicating residence in a rural (residence = 0) or urban (residence =
1) location. We fit regression models to this breastfeeding data (a) assuming no errors in
the response variable (therefore using g directly), and (b) adjusting for errors with constant
classification rates of &« = 0.9 and 8 = 1 (using ¢g*). The parameter estimates in both models
have a proportional hazards interpretation on age at weaning, according to the Weibull
regression model assumption for 7. The age of the child at screening is again included in
the model additively on the log scale. Table A.5 presents the results of models (a) and (b),
along with the observed ratio of parameter estimates.

log (RH): Model (a) (5%) log(RH): Model (b) (5)

Covariate Ignoring misclassification Adjusted for misclassification B* / B
Residence 0.238 (0.036) 0.340 (0.036) 0.7
log(age at screening) 1.512 (0.034) 1.366 (0.011) 1.1

Table A.5: Estimates (and standard errors) of the log Relative Hazard (RH) for time to weaning,
which is assumed to follow a Weibull distribution. Model (a) ignores misclassification in the response
variable and Model (b) incorporates constant misclassification corresponding to e = 0.9 and § = 1.

According to models (a) and (b), the hazard of weaning is significantly increased by 26%
and 40% for those who have an urban residence (Residence = 1) to those who have a rural
residence (Residence = 0), respectively, holding other covariates in the model fixed. The
ratio of the parameter estimates suggest ignoring errors in the response variable leads to
substantially biased estimates of the association of covariates with breastfeeding status.
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Appendix B

Human Papillomavirus (HPV)

This appendix aims to give the reader a general understanding of various aspects of the
Human Papillomavirus (HPV), including information on HPV prevalence, biological features,
prevention and detection. This overview is by no means complete, its goal is to help motivate
and give a deeper understanding of the importance of the methods outline in Chapter 2.
Knowledge of the infection of interest is not necessary for understanding the statistical
concepts presented in this dissertation, but gives a more complete assessment of the work.
Unless stated otherwise, the information on HPV contained within this appendix is based
on the best available information known to the Centers for Disease Control and Prevention
(CDC) in 2011 (CDC, 2011b).

B.1 Introduction and Prevalence

Genital Human Papillomavirus, most commonly referred to as simply HPV, is a very com-
mon, usually benign, sexually transmitted infection. HPV affects skin and mucous mem-
branes, and is the cause of warts. Approximately 100 viral types of HPV have been identi-
fied, and about one third of these are associated with sexually transmitted genital infections
(Koutsky and Kiviat, 1999). These HPV types can also infect the mouth and throat. HPV
is not the same as HIV (see Appendix C), both are viruses that can be passed on during sex
but they cause different symptoms and health problems.

HPYV has affected humans for thousands of years and is transmitted by direct skin to skin
contact with an infected individual. Transmission is usually from vaginal, oral or anal sexual
contact, and can occur whether or not warts or other symptoms are present (McDermott-
Webster, 1999). HPV can be passed on between straight and same-sex partners. A person
can have HPV even if years have passed since he or she had sexual contact with an infected
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person. It is possible to get more than one type of HPV. The virus, although it rarely occurs,
can also be transmitted from mother to infant during childbirth. This vertical transmission
is associated with the child’s development of recurrent laryngeal papillomatosis (warts on
the throat). This type of transmission occurs in approximately 2,000 children for every 4
million new borns (Jay and Moscicki, 2000). This is a serious condition that may require
frequent laser surgery to prevent obstruction of the infant’s airways.

HPYV is the most common sexually transmitted infection in the United States. According
to the American Social Health Association (ASHA, 2011), approximately 5.5 million new
cases of sexually transmitted HPV infections are reported every year, although 6.2 million
new infections are estimated to occur. As most people with HPV do not develop symptoms
or health problems from it, although approximately 20 million people in the United States
are currently infected with HPV, most of them are unaware they are infected, and many have
never even heard of the virus. HPV is so common that at least 50% of sexually active men
and women get it at some point in their lives. The highest rates of genital HPV infection
are found in adults between the ages of 18 and 28 (Koutsky, 1997). HPV is believed to be
widespread across racial groups with very little variation in prevalence across regions (CDC,
2000). There is no treatment for the virus itself, but there are treatments for the diseases
that HPV can cause.

As described in Section B.5, genital warts or cancer can develop from HPV infection.
About 1% of sexually active adults in the U.S. have genital warts at any one time. Each
year, about 12,000 women get cervical cancer in the U.S. Almost all of these cancers are HPV-
associated. For less common cancers, each year in the United States, approximately 1,500
women get HPV-associated vulvar cancer, 500 women get HPV-associated vaginal cancer,
400 men get HPV-associated penile cancer, 2,700 women and 1,500 men get HPV-associated
anal cancer, 1,500 women and 5,600 men get HPV-associated oropharyngeal cancers (cancers
of the back of throat including base of tongue and tonsils). Although each of these cancers
occur less frequently than cervical cancer, taken together they equal nearly half the number
of cases of cervical cancer in the U.S. (Eng and Butler, 1997). It must be noted that certain
populations are at higher risk for some HPV-related health problems. These include gay and
bisexual men, and people with weak immune systems (including those who have HIV/AIDS).

B.2 Biological Features

HPV infection can be clinical (symptomatic) or subclinical (asymptomatic), and many people
with HPV will never know they have it. HPV targets the deep, basal level of the skin and
most often causes no clinical microscopic changes in the cells of the skin (Verdon, 1997).
Knowledge of the HPV virus has progressed over the years. A recent paper by Schiller
et al. (2010) gives a current understanding of the mechanism of HPV infection, where it
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is stated that HPV has the unique mechanism of infection that has likely evolved to limit
infection to the basal cells of stratified epithelium, the only tissue in which they can replicate.
The virus cannot bind to live tissue, instead, it infects epithelial tissues through micro-
abrasions or other epithelial trauma that exposes segments of the basement membrane. The
infectious process is slow, taking 1224 hours for initiation of transcription. It is believed
that involved antibodies play a major neutralizing role while the virions still reside on the
basement membrane and cell surfaces.

B.3 Detection

HPVs cannot be cultured and the detection of HPV relies on a variety of techniques used
in immunology, serology, and molecular biology (Villa and Denny, 2006). There is currently
no FDA-approved test to detect HPV in men but HPV tests are available for women and
are strongly recommended at regular intervals. Current HPV tests can detect up to 13 high-
risk and 5 low-risk HPV types (Hybrid Capture assay, version h2). Villa and Denny (2006)
discuss the advantages and disadvantages of the different methods of HPV DNA detection.

Most people with HPV do not develop symptoms or health problems from it. In 90% of
cases, the body’s immune system clears HPV naturally within two years (CDC, 2011b). In
a study designed to determine the natural history of genital HPV infection, college women
were followed for three years and HPV was detected using a sensitive DNA test designed to
detects small amounts of HPV, even when there are no symptoms present. It was reported
that 43% tested positive for HPV at some point over the study period. Repeated HPV DNA
testing showed that 70% of the HPV infected women cleared their HPV infections within
one year through the natural immune process, with only 9% still infected after two years.
The viral type of HPV was found to be a major determinant in the duration of infection,
with types 16, AE7, 61, 18, and 73 having the longest average duration (Ho et al., 1998).

B.4 Vaccines and Prevention

In 90% of cases, the body’s immune system clears HPV infection naturally within two years
without any medical intervention. If HPV infections are not cleared they can develop into
genital warts or cancer, including cervical cancer and other less common but serious cancers.
There is no way to know which people who get HPV will go on to develop cancer or other
health problems (CDC, 2011b). Although there is no cure for HPV, there are several ways
in which people can lower their chance of getting HPV. Vaccines exist that can protect
males and females against some of the most common types of HPV that can lead to disease
and cancer. These vaccines are given in three shots and are most effective when given at
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11 or 12 years of age. There are two vaccines (Cervarix and Gardasil) available to protect
females against the types of HPV that cause most cervical cancers but there is only one
available vaccine (Gardasil) to protect males against most genital warts and anal cancers.
HPV vaccines will not treat or get rid of existing HPV infections. Also, HPV vaccines
do not treat or cure health problems (like cancer or warts) caused by an HPV infection
that occurred before vaccination. All vaccines used in the United States are required to
go through years of extensive safety and testing before they are licensed by the U.S. Food
and Drug Administration (FDA). Both HPV vaccines, Cervarix and Gardasil, are currently
being monitored for adverse events, especially rare events not identified in the study trials.

Condoms may lower the risk of HPV or HPV-related diseases, such as genital warts and
cervical cancer, but HPV can also infect areas that are not covered by a condom, so condoms
are not fully protective against HPV. People can also lower their chance of getting HPV by
being in a faithful relationship with one partner, limiting their number of sexual partners,
and choosing a partner who has had no or few prior sex partners. However, even people with
only one lifetime sexual partner can get HPV, and it may not be possible to determine if a
partner who has been sexually active in the past is currently infected.

Cervical cancer can also be prevented with routine cervical cancer screening (pap test)
and follow-up of abnormal results. The pap test can find abnormal cells on the cervix so
that they can be removed before cancer develops. Abnormal cells often become normal over
time, but can sometimes turn into cancer. These cells can usually be treated, depending
on their severity, the woman’s age, past medical history, and other test results. HPV DNA
tests may also be used with a pap test in certain cases. Even women who were vaccinated
when they were younger need regular cervical cancer screening because the vaccines do not
protect against all cervical cancers.

B.5 Warts and Cancer

HPV can cause normal cells on the infected skin to turn abnormal. Most of the time, you
cannot see or feel these cell changes. In most cases, the body fights off HPV naturally and
the infected cells then go back to normal. In cases when the body does not fight off HPV,
HPV can cause visible changes in the form of genital warts or cancer. Warts can appear
within weeks or months after sexual contact with an infected partner, even if the infected
partner has no signs of genital warts. Cancer, however, often takes years to develop.

The types of HPV that can cause genital warts are not the same as the types that can
cause cancers. Genital warts usually appear as a single bump or group of bumps in the genital
area. They can be small or large, raised or flat, or shaped like a cauliflower. Warts can be
diagnosed by looking at the genital area during a medical examination. If left untreated,
genital warts might go away, remain unchanged, or increase in size or number, but they will
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not turn into cancer. Other types of HPV can cause common warts in other areas such as
the hands or feet. Recurrent Respiratory Papillomatosis (RRP) causes warts to grow in the
throat. This can sometimes block the airway, causing a hoarse voice or troubled breathing.
Although rare, RRP can occur among adults or children.

Genital warts are the clinical, visible manifestation of genital HPV. In more than 90% of
cases, they are caused by HPV types 6 and 11, which are considered low-risk types because
they are not associated with an increased risk of cancer. However, a person may be infected
with more than one type of HPV at a single point in time. It is estimated that 1% of the
American population has genital warts, with men and women having similar rates. Genital
warts are very contagious, with an estimated rate of infection between 30% and 60% from
unprotected exposure (Jay and Moscicki, 2000).

Cervical cancer usually does not have symptoms until it is quite advanced. For this
reason, it is important for women to get regular screening for cervical cancer. Screening
tests can find early signs of the disease so that problems can be treated early, before they
ever turn into cancer. An international study found that HPV was present in 93% of cervical
cancer tumors. HPV 16 was found in 50% of these cases, HPV 18 accounted for 14%, HPV
45 for 8%, HPV 31 for 5% and other types accounted for 23% of all cases (Bosch et al., 1995).
Although HPV is considered a cause of cervical cancer, only 1 out of 1000 women with HPV
develop invasive cervical cancer. HPV appears to be necessary, but not sufficient, for the
development of cervical cancer. Apart from HPV type, researchers believe there are several
other factors that may contribute to the development of cervical cancer. These factors may
include smoking, HIV infection, diet, hormonal factors, and the presence of other sexually
transmitted infections, such as chlamydia or herpes simplex virus 2 (Anttila et al., 2001).
Other HPV-related cancers might not have signs or symptoms until they are advanced, at
which time they will be difficult to treat. These include cancers of the vulva, vagina, penis,
anus, and oropharynx (back of throat including base of tongue and tonsils).
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Appendix C

Human Immunodeficiency Virus
(HIV)

This appendix is similar to Appendix B (Human Papillomavirus) and seeks to give the reader
a general understanding of various aspects of the Human Immunodeficiency Virus (HIV), in-
cluding information on HIV prevalence, biological features, prevention and detection. Again,
this overview is not complete, but gives enough information to help convey the importance
of the methods outlined in Chapter 4. The HIV testing mechanism used in the illustration
of Chapter 4 is given in more detail in Section C.3. Unless stated otherwise, the information
contained within this appendix, relating to Human Immunodeficiency Virus and Acquired
Immune Deficiency Syndrome (AIDS), is based on the best available information known to
the Centers for Disease Control and Prevention (CDC) in 2011 (CDC, 2011a), where several
studies published in scientific journals are listed, from which many of the details presented
here were obtained.

C.1 Introduction and Prevalence

Although there are two types of HIV (HIV-1, HIV-2), in much of the literature, and also in
this appendix, HIV-1 is simply referred to as HIV. The HIV virus infects the white blood
cells, known as CD4+ cells, which are part of the body’s immune system that help fight
infections. The CDC estimates that about 56,300 people in the United States contracted
HIV in 2006 (Hall et al., 2008). Despite the major advances in diagnosing and treating HIV
infection, 35,962 cases of AIDS were diagnosed in 2007, and 14,110 deaths were reported
among people living with HIV in the United States. Untreated early HIV infection is also
associated with many diseases including cardiovascular disease, kidney disease, liver disease,
and cancer. It is currently estimated that approximately 1.1 million Americans are now
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living with HIV (NIAID, 2011). Once infected with HIV, the virus can later progress to
AIDS, which is a serious syndrome, more information on which is given in Section C.5.

Although there are many less common modes of HIV transmission, including blood trans-
fusions and unsanitary injections, the primary forms of HIV transmission come from unpro-
tected sex with a person who has HIV, sharing needles, and being born to an infected mother,
who can spread HIV during pregnancy, birth or breastfeeding. Unprotected sex with an HIV
infected person has various levels of risk. The highest risk is associated with having unpro-
tected anal sex, multiple sex partners or the presence of other sexually transmitted diseases.
Although this feature of HIV is commonly misunderstood, HIV cannot reproduce outside
the human body, therefore HIV cannot be spread by air or water, by insects (including
mosquitos), saliva, sweat, tears, or casual contact such as shaking hands.

C.2 Biological Features

According to the National Institute of Allergies and Infectious Diseases in 2011 (NIAID,
2011), HIV belongs to a class of viruses known as retroviruses, and more specifically to a
subgroup known as lentiviruses. This type of virus has a long waiting time period between
initial infection and the beginning of serious symptoms. Retroviruses are viruses that contain
RNA (ribonucleic acid) as their genetic material. After infecting a cell, HIV uses an enzyme
called reverse transcriptase to convert its RNA into DNA (deoxyribonucleic acid), and then
proceeds to replicate itself using the cell’s machinery. A very useful and detailed description
of the biology of HIV, including the structure of HIV and the HIV replication cycle can be
found on the National Institute of Allergies and Infectious Diseases’ website (NIAID, 2011).

HIV replicates rapidly with several billion new viruses made every day in a person infected
with HIV. Therefore, HIV is difficult to stop due to its ability to mutate and evolve rapidly.
New strains of HIV develop in HIV infected individuals, some strains of which are easy
to kill while others can replicate at faster rates, making them more difficult to kill. The
more virulent and infectious strains of HIV are typically found in people who are in the late
stages of infection. The development of AIDS also occurs in the late stage of HIV infection
(Section C.5). Different strains of HIV can also recombine to produce an even wider range
of strains. One of the effects of HIV is that the virus destroys billions of CD4+ cells in
a person infected with HIV (per day), which eventually prevents the immune system from
regenerating or fighting other infections. HIV can be shielded from the immune system by
lying dormant in an infected cell for months or even years. Antiretroviral drugs are capable
of suppressing HIV, even to undetectable levels in the blood, but they cannot eliminate the
virus hiding in these cells.

Recall Figure 4.5 of Chapter 4, reproduced below (Figure C.1) for convenience. This
figure gives a basic schematic to show the progression of HIV over time, where the time scale
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begins at the time of initial HIV infection. Once HIV enters the body, the virus infects a
large number of CD4+ cells and replicates rapidly. During this acute phase of infection, the
blood has a high number of HIV copies (viral load) that spread throughout the body, which
can be seen in Figure C.1. After infection, it can take weeks to months for HIV specific
antibodies to appear in the blood sample. The time between being infected with HIV and
the time at which these HIV specific antibodies can be detected is called the seroconversion,
during which, an infected individual can still spread the disease, even though a test will not
indicate an HIV positive result.

As was utilized in Chapter 4, the detection of certain biomarkers can be used to indicate
a particular disease state. We can see from Figure C.1 that the level of antibodies present
for someone infected for a few days differs greatly from the corresponding levels for someone
infected for several years. As described in Section 4.4, Janssen et al. (1998) make use of
this feature of HIV progression to identify those recently infected, knowledge of which is
important for clinical care and prevention. Note also that in Chapter 4 we are interested in
estimating the time until an HIV positive result on a sensitive diagnostic test and not in the
time until HIV infection. Figure C.1 helps illustrate how an antibody test, such as the ELISA,
described below in Section C.3, may not detect HIV specific antibodies in someone who has
been recently infected with HIV as there are not yet enough detectable antibodies in the
blood sample. This again supports the time-varying misclassification approach considered
in Section 2.2.3 of Chapter 2.

HIV viral load

HIV Antibodies

o
-
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Viral and antibody levels

[/
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Figure C.1: Reproduction of Figure 4.5: Schematic of HIV progression over time.
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C.3 Detection

In the acute phase of infection, up to 70% of HIV infected individuals suffer flu-like symp-
toms (NIAID, 2011). Other people infected with HIV may not show any symptoms at all.
However, although these infected individuals may both feel and appear healthy for several
years, HIV is still damaging their body. Each year, approximately 16-22 million persons
in the United States are tested for HIV. By 2002, an estimated 38%-44% of all adults had
been tested for HIV (CDC, 1999). However, at the end of 2006, approximately 1 in 5 (21%,
or 232,700 persons) persons did not know they were infected (CDC, 2008). An individual’s
knowledge of their HIV status is important for maintaining health and reducing the spread
of the virus. In 2006, in an effort to increase such knowledge, the CDC implemented new
recommendations for HIV testing for both inpatients and outpatients in acute-care hospital
settings. In this recommendation, the routine HIV screening of adults, adolescents, and preg-
nant women in health care settings in the United States was advised. Once aware of being
HIV infected, people generally take advantage of the therapies aimed to keep them healthy
and extend their lives. Without knowledge of being infected with HIV, people are unlikely to
alter their behaviors that allow transmission of HIV. Several cohort studies have shown that
many infected persons decrease behaviors that transmit infection to sexual or needle-sharing
partners once they are aware of their positive HIV status (Rietmeijer et al., 1996, Rhodes
and Malotte, 1996, Gibson et al., 1999). Medical treatment designed to lower HIV viral load
may also reduce the risk of transmission to others (Quinn et al., 2000). Therefore, early
referral to medical care could prevent HIV transmission in communities while also reducing
a person’s risk for HIV-related illnesses and death. A sample of blood can be tested for the
presence of HIV specific antibodies (disease-fighting proteins). Groups or batches of blood
samples can also be tested for the presence of at least one infected individual sample, as
described in Chapter 3.

Enzyme-Linked Immunosorbent Assay (ELISA)

The Enzyme-Linked Immunosorbent Assay (ELISA), introduced in Section 4.4, is a technique
used to detect the presence of an antibody or antigen in a sample. It can be used for a
variety of applications, and is a useful tool for determining HIV antibody concentrations.
The ELISA is usually the first test performed to detect infection with HIV. The test is
generally repeated to confirm diagnosis, only when an initial positive result is obtained. The
ELISA has a low chance of producing a false result after the first few weeks of infection, that
is, after seroconversion. Due to its high sensitivity level, the ELISA was the first screening
test widely used for HIV detection. ELISA results are reported as a number. The most
controversial aspect of this test is determining the cut-off point between a positive and a
negative result. Once the cut-off is determined, samples that generate a signal stronger
than the known sample (prepared at the cut off rate) are considered positive and samples
that generate weaker signals are considered negative. Lequin (2005) describes the historical
background of the invention of the ELISA.

121



C.4 Vaccines and Prevention

Recent developments have greatly aided the prevention of HIV transmission and the overall
care available to individuals infected with HIV. The Food and Drug Administration have
approved several medications (31 antiretroviral drugs) to treat HIV infection which can limit
or slow down the destruction of the immune system. These medications can also improve the
health of people living with HIV, and may reduce their ability to transmit the virus (CDC,
2011a). While current medications can dramatically improve the health of people living
with HIV and slow down the progression of HIV infection to AIDS, existing treatments need
to be taken daily for the rest of a person’s life, need to be carefully monitored, and come
with costs and potential side effects. Available treatments can suppress the virus, even to
undetectable levels, but cannot completely eliminate HIV from the body (NIAID, 2011). At
this time, there is no cure for HIV infection.

Many agencies, including the National Institute of Allergies and Infectious Diseases,
conduct and support research to better understand HIV and how it causes disease, with
the hope of finding new and more effective therapies, drug classes, and antiretroviral drug
combinations that can extend and improve the quality of life for people living with HIV
and AIDS (NTAID, 2011). Although there is no vaccine to prevent the development of HIV,
there are many lifestyle changes and preventative measures one can practice to reduce the
risk of becoming infected with HIV, or transmitting the virus once infected. Such measures
include being regularly tested for HIV, remaining faithful to your partner, using condoms
during sex, and not sharing needles.

C.5 Acquired Immune Deficiency Syndrome (AIDS)

Acquired Immune Deficiency Syndrome (AIDS) is a disease of the human immune system
caused by the HIV virus (Sepkowitz, 2001). As HIV attacks the CD4+ cells, a person’s
immune system is weakened and they are unable to fight off infection and disease, ultimately
resulting in the development of AIDS. AIDS is therefore the late stage of HIV infection, when
a person’s immune system is severely damaged and has difficulty fighting diseases and certain
cancers. Significant developments in available medications, since AIDS was first recognized
in 1981, have allowed people to live much longer before they develop AIDS, a process that
once took only a few years (CDC, 2011a). AIDS remains actively spreading and is considered
a severe health problem in many parts of the world. An epidemic update published by the
Joint United Nations programme on HIV and AIDS, reported that, in 2007, an estimated
33.2 million people worldwide were living with AIDS, and that 2.1 million people died from
AIDS during that year, including 330,000 children. It is estimated that 76% of those deaths
occurred in sub-Saharan Africa (WHO, 2007).
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