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1 Context

The context of the candidate’s work is classified in nonparametric statistics for survival analysis
and specifically, in cure models. A common assumption in survival analysis is that all of the sub-
jects will eventually experience the event of interest if they are followed long enough. However, this
assumption is becoming more unlikely to be true, for the remarkable progress in cancer treatments,
which led to longer patient survival and increased the probability of cure. As a consecuence, often
classical survival analysis is not realistic and a new approach is necessary. Consequently, there has
been an increasing interest in cure models over the past few years.

Cure model techniques allow modelling and predicting the prognosis of a patient considering, as a
novelty, the possibility that the individual is cured. The goal in cure models is to estimate the cure
probability of the population (incidence) and the survival function of the susceptible individuals
(latency). The existing methods are limited to parametric and semiparametric models, which
require some assumptions on the underlying distribution of the data. Nonparametric methods
provide an alternative that does not require assumptions on the data. The main contribution of
this work is to introduce a completely nonparametric approach with covariates in this context.

Completely nonparametric estimators of the probability of cure and the survival function of the
uncured population are proposed and their asymptotic properties are studied, depending on a set
of covariates. Besides, a covariate significance test is proposed. The methods are used to analyze a
data base related to colorectal cancer patients from CHUAC (Complejo Hospitalario Universitario
de A Coruna).

2 State of the art

There are two major types of cure models: mixture and non-mixture cure models. The first papers
in non-mixture models were due to [Haybittle, 1959] and [Haybittle, 1965]. One category, belonging
to this group, is the proportional hazards (PH) cure model, also known as the promotion time cure
model, first proposed by [Yakovlev et al., 1994]. In this work, mixture cure models are studied.
They were introduced by [Boag, 1949] and they consider the survival function as a mixture of those
of two groups of subjects: those who are cured and those who are not. An important benefit of this
model is that it allows the covariates to have different influence on cured and susceptible patients.
In mixture cure models, the incidence is usually assumed to have a logistic form and the latency
is usually estimated parametrically ([Farewell, 1982], [Farewell, 1986], [Cantor and Shuster, 1992])
or semiparametrically ([Kuk and Chen, 1992], [Peng et al., 1998][Peng and Dear, 2000], [Sy and
Taylor, 2000] and [Li and Taylor, 2002]).



Due to the fact that the effects of the covariate on the cure rate cannot always be well approximated
using parametric or semiparametric methods, a nonparametric approach is needed. To the present,
some nonparametric methods for cure rate estimation have been studied: [Maller and Zhou, 1992]
proposed a consistent nonparametric estimator of the incidence, but it cannot handle covariates.
In order to overcome this drawback, [Laska and Meisner, 1992] proposed another nonparametric
estimator of the cure rate, but it only works for discrete covariates. Furthermore, [Wang et al.,
2012] proposed a cure model with a nonparametric form in the cure probability. To ensure model
identifiability, they assumed a proportional hazards model for the hazard function. The estimation
was carried out by an expectation-maximization algorithm for a penalized likelihood. They de-
fined the smoothing spline function estimates as the minimizers of the penalized likelihood. More
recently, [Xu and Peng, 2014] extended the existing work by proposing a nonparametric incidence
estimator which allows for a continuous covariate.

Although the above papers have a nonparametric flavor, they fail to consider a completely nonpara-
metric mixture cure model which works for discrete and continuous covariates in both the incidence
and the latency. [Lépez-Cheda et al., 2016a] proposed a completely nonparametric mixture cure
model, with nonparametric estimators for both the cure probability and the survival function of the
uncured individuals. Asymptotic properties and bandwidth selection procedures for the incidence
and latency estimators were addressed in [Lépez-Cheda et al., 2016a] and [Lépez-Cheda et al.,
2016b], respectively. No significance testing has been proposed yet. In this contribution, this
important gap is filled by proposing a covariate significance test for the incidence. Although two
cases are considered under the null distribution (with no covariates and with only one covariate),
the method can be easily extended to a case with multiple covariates.

3 Main results

Let Y be the time to occurrence of the event (for example, death), X be a set of covariates and v
a binary variable where v = 0 (or Y < o) indicates that the individual belongs to the susceptible
group and v = 1 (or Y = o0) indicates that the subject is cured. The conditional probability
of not being cured is p(x) = P(r = 0|X = x) and the conditional survival function of Y is
So(t|x) = P(Y > t|X = x,v = 0). Then, the mixture cure model can be written as:

S(tx) =1 = p(x) + p(x)So(t|x), (1)

where 1 —p(x) is the incidence and Sy (¢|x) is the latency. We assume that each individual is subject
to random right censoring and that the censoring time, C, is independent of Y given the covariates
X. Let T'= min(Y, C') be the observed time and § = 1(Y < (') the uncensoring indicator. Observe
that § = 0 for all the cured patients. This also happens for uncured patients with censored lifetime.
The sample is denoted by {(X;,T;,d;),i=1,...,n}, independent and identically distributed (iid)
copies of the random vector (X, T, ).

To estimate the conditional survival function with covariates, the generalized Kaplan-Meier esti-
mator by [Beran, 1981] is considered:
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i-th concomitants in the X and the § samples. [Xu and Peng, 2014] introduced the following kernel
incidence estimator:
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Using (1), [Lépez-Cheda et al., 2016a] proposed the following nonparametric latency estimator:

S = SHELZCE R,

where Sy, (t|z) is the Beran estimator of S(t|z) in (2) and 1 — pp(x) is the estimator by [Xu and
Peng, 2014] in (3).

It is interesting to test if a covariate has some influence on the cure rate or on the survival time of
the susceptible patients. Let W = (X, Z) = (X1, ..., X4, Z1, .., Z}) be the explanatory covariates. A
test (which is based on the significance test by [Delgado and Gonzdlez-Manteiga, 2001]) is proposed
to study if the cure probability, as a function of the covariate vector W, only depends on X, but
not on Z:
Hy:E@WX,Z)=1-p(X).

For W = (X, Z) the three cases in Table 1 can be considered. For the sake of brevity, only the
first two will be studied here, the third one will be addressed in a future work:

Dimension W | Dimension X | Dimension Z

Case 1: Hy:1—p(z)=1—-p 1 0 1
Case 2: Hy:1—p(z,z) =1—p(x) 1+p 1 D
Case 3: Hy:1—p(x,z) =1—p(x) q+p q D

Table 1: Different cases of covariate significant testing.

4 Contributions

The work of [Xu and Peng, 2014] for the incidence is extended and, to cover the latency function,
the following theoretical results have been obtained ([Lépez-Cheda et al., 2016a],[Lépez-Cheda
et al., 2016b]):

e The identifiability of the nonparametric mixture cure model.

e The incidence and latency nonparametric estimators are proved to be the local maximum
likelihood estimators.

An iid representation for each nonparametric estimator.

The asymptotic mean squared error and the asymptotic normality for the latency estimator.

Two bootstrap bandwidth selection methods, one for each nonparametric estimator.

The efficiency of the nonparametric incidence and latency estimators is assessed in a simulation
study, in which the advantages of both estimators over the semiparametric approach by [Peng
and Dear, 2000] is shown. The proposed covariate significance test is assessed in a Monte Carlo
simulation study, in which the distribution of the test is approximated using the bootstrap. All
the proposed methods are applied to a database of colorectal cancer patients from CHUAC.

In summary, this work addresses cure models, a field of growing interest in applied statistics, as
a novelty, with a completely nonparametric approach. This enables to carry out a flexible
analysis without imposing parametric constraints. Theoretical results have been proved, and
the good behavior of the proposed estimators and significance test was shown in computationally
extensive simulation studies.

The applicability of the methods for clinical studies was illustrated with real data. These non-
parametric estimators are the basis for the proposal of many other nonparametric interesting
methods such as comparison and goodness of fit tests.
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