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Abstract

Aalen’s linear hazard rate regression model is a useful and increasingly popular alter-
native to Cox’ multiplicative hazard rate model. It postulates that an individual has
hazard rate function h(s) = zj1(s) + --- + z,a,-(s) in terms of his covariate val-
ues z1, ..., Zr. These are typically levels of various hazard factors, and may also be
time-dependent. The hazard factor functions o (s) are the parameters of the model
and are estimated from data. This is traditionally accomplished in a fully nonparamet-
ric way. This paper develops methodology for estimating the hazard factor functions
when some of them are modelled parametrically while the others are left unspecified.
Large-sample results are reached inside this partly parametric, partly nonparametric
framework, which also enables us to assess the goodness of fit of the model’s paramet-
ric components. In addition, these results are used to pinpoint how much precision is
gained, using the parametric-nonparametric model, over the standard nonparametric
method. A real-data application is included, along with a brief simulation study.

Keywords Counting processes - Event history - Goodness of fit processes - Linear
hazard regression model - Semiparametric

1 Introduction and summary

Suppose individual i has observable covariate values z; 1, ..., z;» and that these are
thought to influence the probability distribution of his life time 7;. The most usual way
of modelling this is through Cox’ regression model for the hazard rate h; (s), which
takes this to be of the form ho(s) exp(B1zi,1 + -+ + Brzi,r) for certain parameters
B1, - .., Br. Aalen’s linear hazard rate regression model has over the past few decades
become a useful and popular alternative. It postulates that individual i has hazard rate
function

B Nils Lid Hjort
nils@math.uio.no

Department of Mathematics, University of Oslo, Oslo, Norway

BI Norwegian Business School, Oslo, Norway

Published online: 26 October 2021 @ Springer


http://crossmark.crossref.org/dialog/?doi=10.1007/s10985-021-09535-3&domain=pdf

N. L. Hjort, E. A. Stoltenberg

hi(s) = h(s|zi) = zijon(s) + -+ -+ zi o, (s) = Zha(s), (1.1)

where the o () functions are unknown. The observed data comprise triples (#;, 6;, z;),
for individuals i = 1, ..., n, where §; is an indicator for non-censoring. See Aalen
(1980, 1989, 1993) and the relevant chapters of the classic monographs Andersen,
Borgan, Gill and Keiding (1993, Ch. VII) and Aalen, Borgan and Gjessing (2008,
Ch. VI) for general discussion of the (1.1) model, for the most usual estimation methods
and their properties, and for applications to various datasets. We comment below on
various extensions of and further developments for the basic Aalen model (1.1). The
present paper is yet another contribution to this literature, taking some of the regressor
functions parametric and the others nonparametric.

One may think of z; = z; ; as the level of hazard factor no. j for the individual,
and the o (s) function as the associated hazard factor function, or regressor function.
Often, the first covariate is the constant 1, and the others are scaled such that zero
is the minimum value when the covariate is discrete, or the mean value when the
covariate is continuous, in which case one typically also scales the covariate by the
inverse of the empirical standard deviation. In such cases equation (1.1) models hazard
rate as the common « (s) plus excess contributions due to hazard factors z3, .. ., z,.
The covariates may also depend upon time as long as they do so in a previsible or
predictable fashion; the covariate values z; (s) at time s should be known just prior to
time s. It suffices that the z; (s) are left-continuous functions of what has been observed
on [0, 5], i.e., they must not depend on information becoming available after s.

Importantly, the Aalen additive model is typically estimated nonparametrically,
where there are no further assumptions beyond positivity and continuity of z}a(s) of
(1.1) for all z; in the support of the distribution of covariates. For the typical application,
nonparametric estimates of the cumulative hazard factor functions

t
A,-(z):/ aj(s)ds forj=1,....r (1.2)
0

are computed and displayed, supplemented with variability estimates. This is used to
suggest conclusions about relative influence over time of the different covariate factors.
The survival curves for given individuals may also be read off from the modelling here,
and if an individual has covariate vector z = (z1, ..., z,)', not changing over time,
the survival curve is

S(t12) = exp{—z'A(1)} = exp{—z1A1(1) —--- — z: A, (D)} (1.3)

There has been considerable further research, extending and finessing aspects of
the basic Aalen model (1.1)—(1.3), see e.g. Martinussen and Scheike (2007, 2002a,b,
2009b, a). McKeague and Sasieni (1994) studies a version where some of the o/ (s)
functions are taken constant, the other taken nonparametric; the present paper extends
these ideas and methods further. Stoltenberg (2020) studies the Aalen model in the
presence of a cure fraction. Borgan et al. (2007) extend certain features of the model
to encompass recurrent event data and to reflect between-subject heterogeneity and
missing data. Also of relevance for the present paper, Jullum and Hjort (2017) develop
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general model selection methods for choosing among parametric and nonparametric
candidate models; and Jullum and Hjort (2019) study the possible efficiency gains in
specifying a parametric baseline hazard in the Cox regression model.

In applications, the researcher might have firm prior opinions about the functional
form of the effect of certain covariates, while being less informed about others. This
motivates a framework where some of the hazard factor functions, say the first p,
are specified parametrically, while the remaining ¢ = r — p continues to be left
unspecified, beyond the basic requirement that the (1.1) quantity is nonnegative across
all expected covariate values, for all times s. Writing z; (1) for the first p components
and z; (o) for the remaining g of z;, with a similar block division of (s) into c(1) (s, 6)
and a2 (s), the model becomes

hi(s) = Z}’(l)a(l)(s, 0) + ZE,(Z)OIQ)(S)

! e (1.4)
ZZZi,jaj(SaG)+ Z Zi,jaj(s)
j=1 J=p+1
fori = 1,...,n. Here 6 is the collection of parameters used to describe the first

p hazard factor functions, which would typically take the form o (s, 0;) for j =
1,...,p.

The covariates in (1.4) are not dependent on time. As discussed in relation to the
Aalen model of (1.1), an extension to time-varying covariates requires only minor
modifications to the theory related to predictability and linear independence of the the
covariates at all time points. To ease the presentation we stick to covariates that are
constant in time.

Our quest is two-fold. We aim first at developing sound estimation methods for the
unknowns of the (1.4) model, along with large-sample theory describing the behaviour
of these estimators. Secondly, accompanying goodness-of-fit measures will be con-
structed, to assess the adequacy of the parametric components. To reach these goals
our paper proceeds as follows.

We start in Sect. 2 by presenting the natural methods and results for the purely
nonparametric and the purely parametric versions of model (1.4), before going on to
our favoured estimation strategies for the cases with both parametric and nonparamet-
ric components in Sect. 3. In Sect. 4 we derive the required large-sample normality
results, for both the parametric and nonparametric parts, enabling statistical inference.
A special case of the class of methods we propose is asymptotically optimal; the
details concerning such statements have independent interest, and are summarised in
Appendix A. Part of the benefit of using parametric rather than nonparametric compo-
nents in the (1.1) model is that it leads to better precision, again for both the parametric
and nonparametric components; this is assessed and illustrated in Appendix B.

Then in Sect. 5 we construct goodness-of-fit monitoring processes, which in partic-
ular lead to classes of chi-squared tests. In Sect. 6 the finite-sample behaviour of our
estimation and inference methods is illustrated through a simulation study. We also
present an empirical application, related to n = 312 primary biliary cirrhosis patients
in a double-blind randomised study, comparing our methods to those associated with
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the fully nonparametric Aalen estimator. These applications illustrate the usefulness
of the our methods, and showcase the gains in efficiency that are achieved by going
partly parametric partly nonparametric, as opposed to fully nonparametric. Our article
ends with a list of remarks, some pointing to further research work, in Sect. 7.

2 The fully nonparametric and fully parametric cases
Here we establish some notation and briefly describe the estimators A Iy vnns Kr in
typical use for the full nonparametric model, in Sects. 2.1-2.2. These will be the
basis for fitting the parametric and nonparametric components in later sections. We
also go through the natural estimation methods for the special case of (1.4) where all
components are specified parametrically, in Sect. 2.3.

We first go through and comment on certain assumptions of convenience, which
will be taken to hold throughout our article.

Assumptions 1 (1) Ergodicity: All averages n! Z:’zl ¢ (zi) converge to appropriate
limits as n grows. These limits may be interpreted as means with respect to the covariate
distribution. This assumption facilitates the mathematical development and makes it
easier to give precise statements about e.g. limit distributions of estimators. The large-
sample theory is, however, developed conditionally on the observed covariate values,
so all randomness lies in (73, §;) given these. (2) Finite time window: Individuals
are followed over a fixed finite time interval, say [0, t]. This is not a restriction in
practice. Most results may be extended to the case of T = oo, under appropriate
assumptions on the censoring mechanism. We shall be content to work with the finite
time horizon, with which the martingale limit theory works more smoothly and with
fewer technicalities. (3) Independent censoring and finite variances: The censoring
mechanism involved, leading to data (;, §;), are not related to the survival mechanism
generating the hazard rates. Furthermore, the r x r matrix function ™! Yo (T >
s)ziz; tends in probability to a matrix with full rank r, for each s € [0, t]. This means
in particular that the censoring distribution does not have a support strictly smaller
than [0, t], and also that enough linearly independent covariate vectors z; are present
in the risk set at time s, with increasing n. (4) Smooth parametric components: The
a;(s,0) of (1.4) are smooth in 6, with continuous first order derivatives a}‘f (s,0) and
second order derivatives ozjf* (s, 0), for 6 in a neighbourhood around the true parameter
6o. O

2.1 The general integrated weighted least squares estimators

The data consist of triples (#;, J;, z;) for each of n individuals, where ¢; is the life-time,
possibly right-censored, §; an indicator for non-censoring, and z; the r-dimensional
covariate vector, as above. Let N;(t) = I{t; <t,5; = 1} and Y;(t) = I{t; > t} be the
counting process and at risk indicator for individual i, and introduce the martingale
M;(t) = Ni(t) — [y Yi(s)zlee(s) ds. Then
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D wi()zi dNi(s) = Y Yil)wi($)zizf a(s) ds + Y wi(s)z dMi(s), (2.1)

i=1 i=1 i=1

the second term here being martingale noise with mean zero. Here we have allowed
certain weight functions wj; (s) to be used. They are taken to be pre-visible functions
(their values at time s are known at time s—), and the most often used choice is that
of w;(s) = 1. Equation (2.1) is the motivation behind

dA(s) = Gu()"'n™" Y wils)zi AN (s),
i=1
where G, (s) =n"! Z Y (s)w; (5)ziz}, (2.2)

i=1

with accompanying cumulatives A @) = fot dA j(s)for j =1,...,r. Itis assumed
that at least r of the z; at risk at time s are linearly independent, so that G, (s) has full
rank.

These estimators have well-studied properties, see Aalen, Borgan and Gjessing
(2008, Ch. VI). In particular, large-sample results are available via the calculus of
counting processes and martingales. We review briefly here results, and introduce
notation which will be needed in the development to follow. Consider

n t
Uy (1) =n—1/22/ w; (s)z; dM; (s), (2.3)
: 0
i=1
which is a martingale with variance process H,(t) = n~! > fé Yi (s)w; ()2

ziz: Zia(s) ds. It follows from the regularity conditions described in Assumptions
1 that there are well-defined limits in probability,

Gu(t) =pr G(t) and H,(t) —p H(@),
as n increases, where G and H are full-rank r x r matrix functions. One finds
V{dA(s) — dA($)} = Gu(s) 7 dUu(s) —a G(s)7 AU (s), (2.4)

where U is a GauBian martingale with variance level Var dU (s) = dH (s). In particular,
VA —At)} =4 [y G(s)~! dU(s), which has variance [ G(s)~' dH (s) G(s)™".
This limiting variance may be estimated from data as f(; Gu(s)™! dﬁn (5) Gn(s)~ L.
There are a couple of options for estimating d H (s) consistently, including

n n
dH,(s)=n""Y " Yi(s)w;(s)*ziz} 2dA(s) and dH(s)=n"") w;(s)*ziz} AN; (s).

i=1 i=1

In our empirical work we have used the second option.

@ Springer



N. L. Hjort, E. A. Stoltenberg

2.2 Optimal nonparametric estimation

One may show, e.g. exploiting a parallel to the theory of weighted least squares, that
the theoretically optimal weights, minimising G, (s)’] dH, (s)Gn(s)’l, are

wl(s) = 1/{zla(s)} fori=1,...,n. (2.5)
The resulting minimum variance corresponds to F,(s)~! ds, where

Fo(s) =n" 12)/() 4% (2.6)

a(s)

In practice one needs to estimate these, say with w; (s) = 1/ {Z}& (s)}, leading to

A@t) = /t{n_l > Yi(s)i; (s)z,-z}}iln_l > i)z dNi (s).
0 i=I

i=1

One may show that \/n (A —A), with es}jmated optimal weights, has the same limit dis-
tribution f; F (s)1dU (s) as has «/n(A — A) with optimal weights, provided the &(s)
estimator satisfies certain uniform consistency conditions, see Huffer and McKeague
(1991). Candidates for @(s) include kernel smoothing of the plain Aalen estimators,
which use w;(s) = 1, and local linear likelihood smoothing. The limit distribution
variance for this optimal A estimator is fot F(s)~!ds, which is the minimum over all
fot G(s)dH (s) G(s)~!.Here F(s) is the limitin probability of F,,(s) of (2.6), assumed
to exist.

While F(s)~! ds may be somewhat smaller in size than the most often used G (s) !
dH (s)G(s)~!, with weights w; (s) = 1, there are additional variability contributions
associated with this estimator, which therefore is not automatically better than the
Aalen ones for finite n. Our default choice, for empirical work, is therefore to use the
‘plain weights’ w;(s) = 1in (2.2).

2.3 The fully parametric model
Consider now the fully parametric model where o (s) = o (s,6) for j =1,...,r.

We study the maximum likelihood estimator €, maximising the log-likelihood, which
may be written

2,(0) = Z/Ot[log{zﬁa(s, 0)}dN;(s) — Yi(s)Zje(s, 0) ds].
i=1

Here 7 is an upper bound for the period of observation, assumed finite, see Assump-
tions 1. Let a™(s,0) = da(s,0)/00 be the r x m matrix of partial derivatives
0 (s, 0)/00k, where m is the length of the parameter vector 6. Assuming the model
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holds, with 6y the true parameter value, let 29 = fot a*(s, 00) F(s)a*(s, 0p) ds, with
F (s) the limit in probability of Fj,(s) of (2.6). We then have the following.

Proposition 2.1 Under standard regularity conditions, including those described in
Assumptions 1, and supposing the model holds for a true parameter 6y, an inner point
of the parameter space, \/n(6 — 6g) tends to N, (0, 1) in distribution.

Proof The proof follows the lines of Borgan (1984) and Hjort (1986, 1992). We need
the first and second derivatives of z}a (s, ), and write these respectively as a* (s, 6)'z;,
of dimension 1 x m, and Z;‘=1 zi,jajf*(s, 0), where a;‘f*(s, 0) is the m x m matrix of
second order derivatives of o (s, ). The first derivative of £, is

* 0)'z; .
n (0) = Z/ a((ss 9)12 ANi(5) = Yi(s)a™ (s, 6)'2; ds |

Using the martingales M;(t) = N;(t) — fé Y;(s)a(s, Bp)tz; ds we see that

21, (6o) —n—l/ZZf ‘”;((SS :00){ L AMi(s),

which is a martingale, evaluated at t, with variance process

—p! anfor(a*(s, Oo)tz,')<a*(s, 60)[Zi>tYl’(S)Ol(s, 60)'z, ds
i=1

a(s,00)'z; /N als, o)tz

= /f a* (s, 0p)' F, (s)a* (s, 6p) ds.
0

It follows that n= /2y, (6p) tends to a N,, (0, ©29) random variable, under model con-
ditions.

We next need to work with the second order derivative i, (0) of £,, to show that
—n~1i,(0) = Jy + ope(1) at the model. We find

T (s, O)als, 0)'z — (o (s, 0) 'z )

0= ;/o [ (a(s, )z )2 Ny

—Yi(s) Z Zi,jajf*(s, 0) ds].

Jj=1
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Using the martingales again, and simplifying, shows that

1\t \2
—n- ln(e) = n_l Z/ ((a ) = )

+n—1;‘/0 [((0‘*) 2)? X1y ]dMi(s).

(a'zi)? alz

At the true value 6y, the first term is equal to for (™)' Fpa* ds = J,, while the second
goes to zero in probability, by an application of Lenglart’s inequality, see e.g. Ander-
sen et al. (1993, p. 86). Some further analysis, similar in nature to material in Hjort
(1992, Sections 2-3), leads in the end to v/n (5— o) being at most op, (1) away from
J;-\n=12u, (), which has the limiting N, (0, 2, ") distribution. o

3 Estimation in the parametric and nonparametric model

In this section we describe estimation methods for the parametric-nonparametric model
(1.4). These involve a Step (a) for estimating the parametric parts, the A1) (z, 6), with
these also being used in a Step (b) for estimating the nonparametric parts. In particular,
our estimators for these A o) (¢) utilise the parametric structure for Ay (¢, 0), and are
not identical to the direct Aalen estimators A 2)(1); the point is to utilise the parametric
knowledge, for increased precision.

3.1 Estimating the parametric part

Our preferred version of Step (a) is as follows. It is desirable to find values of 8 which
makes the integrated, weighted quadratic form

/0 {ay (s, 0) — oy ()} Va () o) (s, 0) — aqy(s)} ds

as small as possible. Here t is an upper time point, which could be chosen by conve-
nience for the application at hand, while the V), (s) is a full-rank symmetric p x p matrix
weight function. This minimisation cannot be directly achieved, since the quadratic
form depends on the unknown functions. Upon multiplying out and omitting the one
term which does not involve the parameters, however, the empirical version

cn(9)=/ a1y (s, ) Vi (s)aq) (s, 0) ds
0 . 3.1
—2/0 a(1y(s, 0) Vi (s) dA (s)

emerges. Here dA(l) (s) contains the first p components of the nonparametric dA(s)
of (2.2), and we let 0 be the minimiser of the criterion function C,(0).
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Note that the V,,(s) may very well be data-dependent. We typically have such in
mind where V,,(s) = V(s) for a suitable limit matrix function; see the following
section, where we also exhibit a particular choice of V,,(s) which leads to optimal
performance for large n. This involves the nontrivial estimates 1/ {zg&' (s)}, however,
discussed in connection with (2.5)—(2.6), and are often too unstable for small and
moderate n. Our default choice is the simpler

n
Va(s) =n~' Y Yi9)z 3y (3.2)
i=1

the upper left p x p block of n=! 3%, ¥;(s)z;2}. It has a well-defined limit in proba-
bility function V (s) by Assumptions 1. For the simplest case of having the parametric
hazard components constant, with (i, (s, 0) = 0; for j = 1,..., p, the above
yields

R T -1 [T ~
9:{/ Vn(s)ds} /Vn(s)dAa)(s)-
0 0

These are the best constants, seen as yielding approximations é}t to the nonparametric
X(l,j)(t) forr € [0,7]and j =1, ..., p, as also dictated by the choice of the V,,(s)
matrix.

With our default weight function in (3.2), the estimator 0 is similar to the estimator
proposed by McKeague & Sasieni (1994, Eq. (2.4), p. 503), but not identical to it. To
obtain their estimator, McKeague and Sasieni solve a system of equations obtained by
appropriately modifying the score function, obtaining an estimating equation linear
in 6 (their B). Similar techniques may be used with more general parametric hazard
functions, thus possibly replacing the C,, (6) we work with here with a slightly different
criterion function.

3.2 Backfitting to re-estimate the nonparametric part

We now describe a version of Step (b), after Step (a) has yielded parametric estimates
aj(s,0)for j =1,..., pasabove. Consider the nonparametric part of equation (2.1),
that is

n n
D wi($)zi,) dNi(s) = Y Yi()wi(9)zr, {2} 1)@y (5. 0) + 2} 5y 22) (5)} ds
i=1 i=1

n
+Zwi(s)zi,(2) dM; (s).

i=1

A more precise definition of the martingales involved, now that work is carried out
inside the (1.4) framework, reads
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t
M;(@) = N;(t) — /o Y; (S){ZE,(l)Oé(l)(S, 00) + ZE,(Q)CX(z)(S)}ds, (3.3)

with 6y the true parameter. To utilise the parametric knowledge, so as to reach better
estimation precision for the nonparametric components, this encourages using

n
> wi )z dNi(s) = Yi(9)z} (s, 0) ds)

i=1

n
= Z Yi()wi (5)zi, )2 () dev(a) (s) + noise

i=1

to put up

n
dAQ)(s) = Guoa() '™ D wi()zi, @) (dNi (5) = Yi(9)2} (g)n) (5, ) ds).
i=1

(3.4)

This defines modified estimators A\j t)forj=p+1,...,p+q.Here G, 22(s) is
the lower ¢ x g submatrix of G, (s).

Note that the method outlined here is really a class of procedures, in that different
weight schemes may be used in (3.4), and also different weight functions V;,, when min-
imising the C, (6) function to obtain the 0 estimator. In (3.4), we may e.g. use vanilla
weights w; (s) = 1, or the more sophisticated w; (s) of Sect. 2.2. An asymptotically
optimal scheme is found in the next section.

4 Large-sample behaviour and optimality

Here we demonstrate limiting normality for the estimators of Sect. 3, i.e. é\minimising
C,(0) of (3.1) and A(2)(¢) of (3.4), with precise formulae for the limit distribution
variances and covariances. Results are derived under model conditions (1.4), with 6y
denoting the true parameter for the parametric parts oy, (s, 6) for j = 1,..., p. Let

“Ekl)(s’ 0) be the p x m matrix of first order derivatives a}f (s,0) = da(s,0)/30 of
the p component functions, where m is the length of the full 6 vector.

4.1 Large-sample theory for the parametric part
For studying our estimators we also need the function Q(s), defined by

Q(s)ds = [G(s)" dH ()G (), .1
that is, the upper left p x p block matrix of the full G(s)"'dH(s)G(s)™! matrix,

associated with the variance of the first p components of the Aalen estimator, i.e. A(1);
see (2.4).
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Proposition 4.1 Suppose regularity conditions spelled out in Assumptions 1 are in
force, and that Vy,(s) —px V (s), uniformly over s € [0, t]. Then A, = /1O — 6p),
under the conditions of the parametric model, tends to Ny, (0, r-1Qr-1, in which

T
F:/O az“l)(s,Qo)[V(s)a?l)(s,Qo)ds,

Q:/O azkl)(s,90)[V(S)Q(S)V(s)ozzkl)(s,Go)ds.

Proof Setting the derivative of the criterion function (3.1) equal to zero gives the
estimation equation S, () = 0, where

S, (0) :/(; aZ‘l)(s,H)tVn(s){dZ(l)(s) — (s, 0)ds}.

This redefines @, under appropriate conditions, as an M-type estimator; see Hjort
(1985, Section 4), Hjort (1992, Section 5). Note that

J184(00) > fo o) (5,60 V($)IG )™ dU )]y = S,

which at the true 6 is a zero-mean normal with variance matrix Q. A little more work
gives expressions for the m x m matrix I',(6), containing minus the derivative of
Sn (0) with respect to the m parameters, as

I, = / aZ‘l)(s, Q)tVn(s)ocz‘])(s, 0)ds + E, ().
0

Here the second matrix has components which are linear combinations of smooth and
bounded functions of 6 times the p components of dA (1) (s) — (1) (s, 0) ds, integrated
over [0, t]. The point is that all terms of E,(0) go to zero in probability, under model
conditions, at 6, so I',(6p) —pr I'. This leads to A, —4 r-is, proving the claim. O

Asking for the best performance under model conditions, at least for large n, is
the same as choosing the p x p matrix function V to minimise I'~'QI'~!. This is
achieved when V (s) is taken proportional to 0@s)7 !, assuming Q(s) to have full rank
p x p across the range [0, t]. Then I' = Q = €, say, with minimum variance matrix
being equal to

T -1
lez{/o az‘])(s,eo)tQ(s)—la;q)(s,eo)ds} . 4.2)

To prove that this is the minimum size matrix, let Z(¢) be a GauBian martingale
with incremental variance VardZ(s) = Q(s)ds, and consider the random vectors
X = [y af,VdZandY = [] af; 07" dZ. Their combined variance matrix is
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o (Fevora fae )
fo (az“l)) Vaz‘l) s J, (az“l)) 0~ az“l) ds

In usual block notation, X1; — 212 22_21 31 must then be nonnegative definite. This

is equivalent to the minimisation claim made.

The next question is how one can make 2, ! as small as possible. But this is the
same as minimising over Q(s)ds = [G(s)"YdH (s) G(s)~'111, which we have seen
takes place for the optimal weights (2.5), and for which we have Q(s) = [F(s)™ N, =
F'1(s), say. The asymptotically optimal method is accordingly to use as V, (s) a matrix

function which converges in probability, if possible, to V(s) = F!'!(s)~!. But this is
achieved via

Va(s) = EN(s) ™ = Fu11(5) — F12(5) Fpo2(s) T Fuo1 (s),

where fn is as F, of (2.6), but with weights z}& (s) inserted. We may conclude that
this method gives the optimal performance for large »n, with limit variance matrix

T —1 T 1 —1
{/0 (@i (F'Y e s} = {/0 (@) (Fit = FioFyp Fanagyy ds|
“3)

It is in fact not possible to improve on this, with any other estimation method. That
this is indeed so is detailed in Appendix A.

4.2 Large-sample theory for the nonparametric part

o~

To study the behaviour of A ptls--+» Apyy we need the g x m function
n
Gu(s) =n"" > Yi()wi(9)zi.@25, 1)) (8- 60),
i=1

which under the mild general conditions stated previously has a limit in probability
function ¢ (s).

Proposition 4.2 Assume that regularity conditions of Proposition 4.1 are in force, and

let A = T'~'S be the limit variable for Ay, = ﬁ(é‘— 0p). Then there is process
convergence

t t
V{Ao) () — Ap) (1)} =4 fo Gn(s) ' dUp)(s) — /0 Go(s)'p(s)ds A
“4.4)

in the space D|O0, t] of right-continuous functions with left hand limits on [0, t],
equipped with the Skorokhod topology.
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Proof Some algebra, starting with (3.3) and (3.4), shows that

n
dAQ)(8) = Guoa() ™'Y " wi(9)zi, @) [AM; (5) + Yi (9)2] ()02 () ds
i=1

— Yi ()2} 1y {ecn) (5. 8) — a1y (s, o)} s,

which leads to

Vn{dA @) (5) — a@)(s) ds}

= G2 172 Y wi(9)zi. 0 AMi(s) = ga(s) ds A |-

i=1

Here X,, = X, means that the difference tends to zero in probability. The claim follows
from general theory of convergence of processes in the D[0, t] space. O

Propositions 4.1 and 4.2 give clear descriptions of the large-sample behaviour of
our parametric and nonparametric estimators, separately. We also need the joint lim-
iting distribution of 6 and A, ) (1), for reaching inference for quantities involving both
parts, like the survival curves S(f | z) with A(t | 2) = 21 A1(t,0) +- -+ 2,A,(t,0) +
Zpr1App1(t) + - -+ 2pyrgApiq(t). Here we give details for the joint limiting distri-
bution of Ay (7, 5) and X(z) (t). We indeed have

- (Aa)A(r,é‘) — A (. 6o)

4 & Loy (B En()
A1) — Ap)(t) ) — N(0, E()), with E(@) = ( ) ’

Eo1(2) Exn()
4.5)

with formulae for the variance matrix to follow.

In (4.4), the first term is a Gauflian martingale with variance fot G2_21dH22G2_21,
while the second term also is normal, with a variance which can be written down
via Proposition 4.1. By combining Propositions 4.1 and 4.2, and applying the delta
method, we reach (4.5). First, 211(r) = A*(t, 0o)T ' QI 1 A* (1, 6p)", with A*(¢, 6)
being the p x m matrix with components dA (¢, 6)/06, for j =1, ..., p. Second,
E77 (1) is the variance of (4.4). To this end, for the covariance between the two terms
in (4.4), we have

t T
E(fy G2dUm)st = E( /0 G5 dUe)) /O (U, G +dUL, GPYVay,

\ (4.6)
=/ G5 (dHy G + dHp Gy Ve,
0
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so that the full variance of the right hand side of (4.4) is

t t
En(t) = fo G (s) 'dHa ()G (s) ™' + /O Gn(s) 'ps)dsT7IQr™!

t t
( /0 Gzz(S)_l¢(S)dS>

t
-2 f G2 () H{dHa1 ()G () + dHpa () G2 (5)}V (s)erfy, ()T !
0

t t
( fo G22(S)1¢(S)d8> .

Third, the lower off-diagonal block in the covariance matrix in (4.5) is
t 13
By (1) =E / Gy, dUo) ST~ A*(1,60)' — E / ¢(s)dsT7ISS'T A%z, 6)"
0 0
t
= f G (dHy G + dHp G Vel T A* (1, 6p)'
0

t
—f d(s)dsTIQr=1 A%, 6),
0

where we use (4.6), and E12(f) = E»1(¢)%. It is clear how to estimate these covariance
matrices, for example, when the traditional Aalen estimator weights w;(s) = 1 are
being used.

It is interesting to study the special case where V(s) = F!!(s)~!, which by the
above leads to optimal large-sample performance. Then the two terms of the limit
process are in fact independent. This follows from dH (s) = F(s)ds and G = F. For
this situation, therefore, the covariance function for the limit process in (4.4) may be
written

AR —1 —1 t
/ Faa(s) ™" ds + T ()25 T (1),
0

where J (t) = [y Fs,'¢ ds and ¢ is the limit of

Z;’(l)azﬁl)(é‘, o)

n
on(s) =n" 1Y) Yi(9)zi0) -
n ; i l ZE’(l)a(l)(s’GO) —|—Z})(2)Ol(2)(s)

5 Assessing goodness of fit
We have investigated the parametric-nonparametric model (1.4), constructed estima-

tors o (s, 5) for the parametric components, and derived large-sample properties,
leading to inference methods for all relevant quantities, with better precision than
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for the traditional nonparametric methods. The underlying assumption for these good
results is that the parametric structure actually holds. In this section we construct
monitoring processes and related tests to assess adequacy of the parametric part.

5.1 Goodness of fit processes

For each j we may consider monitoring processes of the type v/ fot Ky, j(s) {dZ j(s)—
a;(s,0)ds}, where K, ; is a suitable weight function. More generally, let

t ~ o~
Ry(t) = ﬁfo Ky (s){dAq)(s) — aq)(s, 0) ds}, (5.1

with a full p x p matrix of weight functions K, ;;(s). These processes can be plotted
against time to judge the adequacy of the parametric modelling assumptions. The
estimator 6 used is as in Sect. 3.1, depending on a matrix weight function V,,, for which
A, = /n(@ — 6) under model conditions tends to A = I'"!S ~ N,,,(0, T~'Qr—1),
as defined and derived in Sect. 4.1.

Proposition 5.1 Assume that the K, ;; functions are previsible and converge uniformly
in probability to K;; functions over [0, T], that regularity conditions associated with
the two propositions of Section 4 are in force, and that the parametric model is true
for the hazard functions aj (s, 0), for j =1, ..., p. Then there is process convergence
in the space D([0, t]7), equipped with the Skorokhod product topology, and

t 13
Ru(1) >4 R(t):/ K[G‘ldU](l)—/ Ko, ds A.
0 0

Proof Letting as before ozj (s,0) = da (s, 0)/06, and using the representation (2.4)
with dU,, (s) of (2.3), the essence here is that

V(dAj(s) — (s, 0)} = [Gu(s) ™ dUL()]j — (s, 0)'V/n(@ — 0) ds

for j =1, ..., p, by Taylor analysis. It follows from methods and results of Sect. 4
that there is joint distributional convergence of G, ()~1dU,(s) and «/ﬁ(?— 0) to
G(s)"'dU(s) and A = T'7'S. Let us write W(t) = [;[G(s)~' dU(s)](1), so that
dW(s) = G'!(s) dU1)(s) + G'%(s) dU2)(s). We then have

V{dA ) (s) — @) (s, 0)} =4 dW(s)—a;q)(s,e)r—lfo arfyy (5, 600)' V (s) AW (s).

With the weight functions K, (s) converging uniformly in probability to the K (s), we
reach R, —4 R via details and methods similar to those used in Hjort (1990, Sections
3-4), for a similar though somewhat different setup. O

The limiting processes Ry, ..., R, are jointly Gaulian with zero mean. To find
their covariance functions we utilise the structure found in the proof of the proposition.
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The W process is a normal martingale with independent increments, and Var dW (s)
= Q(s)ds, as before, see (4.1). Then

1 T
R(t) = / KdW — WA, with A=T""[ (@f)'Vdw,
0 0
writing also W (¢) for the p x m matrix f(; K “2‘1) ds. Taking the mean of
11 n
R(tDR(1)' = / KdW/ dW'K' + W(t) AA W (1)
0 0
1 9]
—/ KdW A" (1)' — \IJ(tl)A/ dW'K',
0 0
using the zero-mean independent increments property of W, gives
1WA )
/ KQOK'ds + (I 'Qr='wn)! — oI 'W(n) — v o @)!,
0

where ®(¢) is the p x m matrix function fot KQVaf, ds.

The (5.1) framework involves a full matrix of weight functions and gives p pro-
cesses for simultaneous monitoring. We note the special case of a single p x 1 weight
function K,, = (Ku 1, ..., Ky, p)‘, where a result can be read off from those above,
by considering only one monitoring process. So, the linear combination of compared
increments

t ~ P
Ry (1) = ﬁ/o K, (s){dA1)(s) — a1y(s, 0) ds}

k t ~ o~
=.n E /0 Ky, j(s){dA;(s) — a;(s, 6) ds}
j=1

converges in distribution as a process to R*(t) = fé K'dW — ¥ (t)A, where now
W(t) - f() Kt Ekl)

If in particular K,, =0,....Kyj, ..., 0)t, we are led to the separate monitoring
processes

t
R, (1) = ﬁ/ Ky, j(s){dAj(s) —aj(s,0)ds}, forj=1,...,p. (5.2)
0
This R, ;(¢) tends in distribution to
t T
R;(t) = / Kji(s)dW;(s) — wj(t)‘F’]S, with § = (az‘l))tV dw, (5.3)
0 0
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where ¥ (1) = fot K; (oz;f)t ds (of size m x 1). With calculations similar to those above,
the covariance function cov{R (1), R;(t2)} may be expressed as

HnAR
/0 K7Qjids+ ()T 'y (1)

— ) T D (1) — () T (1),

5.4)

where
T t t )
<I>j(t)=EfO (a;q))tVdW/O Kde,:/O Kj(s)af; (s, 00)'V()QY(s) ds.

writing 0 (s) for column j of the p x p matrix Q(s). Like Y(t), the ®;(z) is of
sizem x 1.

5.2 Chi-squared tests

Divide the time observation period [0, 7] into time windows I, = (ce—1, c¢] for
£ =1,...,k, where co = 0 and ¢, = t. For each window we may compute the p-
variate increment AR, (Iy) = Ry, (c¢) — R, (ce—1). From Proposition 5.1, the collection
of these tends in distribution to that of AR(I;) = R(c¢) — R(c¢—1), which under the
model hypothesis is zero-mean multinormal and with a covariance structure which
might be calculated from the above results.

We may somewhat grandly test the full simultaneous parametric hypothesis that all
a (s, 0) components hold, via the p-dimensional AR, (I;). Here we outline simpler
but natural strategies connected to studying one « (s, 0) at the time. For this we use
Ry j(t) =4 Rj(1), as per (5.2)—~(5.3), for a given choice of weight function K, ;(s).
We compute increments AR, j ¢ = R, j(I¢), and these tend jointly to the vector of
increments AR;(Iy) = A{Rj(c¢) — Rj(c¢—1)}. This is a zero-mean multinormal,
say N (0, X;), with X; the appropriate covariance matrix flowing from the covari-
ance function (5.4). There are several ways in which we may now test the o (s, 6)
hypothesis. In particular,

Coj=N, ;S0 A j—a Cj = AYSTIA; ~ (5.5)

where A, ; is the vector of the AR, ;, tending in distribution to A ;, the vector of the
AR;(I¢), and X; a consistent estimator of the k x k matrix X;.

5.3 Other tests
Itis in principle easy to construct other test statistics based on the monitoring processes
R, of (5.1), although their exact or limiting null distributions might be hard to tabulate

or assess. There are ways of approximating such distributions, however, as we now
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illustrate. Consider R, ; of (5.2), for a suitable K, ;, and define

1R jll = max|Ra (0] forj=1.....p.

These Kolmogorov—Smirnov type tests have well-defined limit distributions, namely
max;<; |[R;(t)| with R;(¢) as in (5.3), a process defined in terms of W(t) =
fot [G(s)~tdU (s)](1y- Options for deciding on an upper critical point in the null
distribution of || Ry, ; || include the following: (i) One may simulate from the limit distri-
bution, at the estimated versions of K ;, O and a}‘ (s, 0). This can be done with relative
ease by simulating W processes, via independent normal increments. (ii) One may sim-
ulate from the || R, ;|| distribution, again at its estimated position with respectto K ;, O,
and a* by simulating full N and Y;* processes from the model where the ith life-time

comes from the distribution with integrated hazard rate z a )A( n(t, 9) +7t i (z)A(2) (1).
This amounts to semiparametric bootstrapping at the estlmated model.

Note that the above methods also apply to the simultaneous test statistic
ZI;ZI | Ry, j I, and relatives thereof.

6 Simulations and an application

In this section we compare the fully nonparametric linear hazard regression model,
that is, the Aalen model, with the partly parametric partly nonparametric linear hazard
regression model developed in this paper. First, in Sect. 6.1, this comparison takes place
on simulated data; while Sect. 6.2 contains an analysis of n = 312 Primary biliary
cirrhosis patients that participated in a double-blind randomised study at the Mayo
Clinic in the USA between January 1974 and May 1984. This dataset is contained in
the R package survival (Therneau and Lumley 2013).

6.1 Simulations

We simulated 200 datasets of n = 2000 potentially right-censored survival times, with
the covariates held fixed across the 200 simulations (reflecting that the large-sample
theory of this paper is developed conditionally on the covariates, see Assumptions 1).
The true hazard rate of the ith individual was taken to be h; () = 9192/92_11,', 1+
63t7; 2 + 0.5721271 4 0.1231z; 4, with 6; = 0.123, 6, = 2, and 63 = 0.567. The
censoring times were drawn from the uniform distribution on [0, 1], resulting in about
55 percent of the survival times being observed. To each data set we fit the Aalen
linear hazard regression model with four regressors, and also a correctly specified
partly parametric partly nonparametric model, that is, the model with hazard rate

hi(t) = 01602t% 712 | +0312i 2 + 3(t) + aa(1)zi 4,
meaning that «3(7) is the ‘intercept’ function. Figure 1 displays histograms of the

z-values (or Wald statistics) f(@k — 6r)/se(@) for k = 1,2,3, and f{A (t) —
A(t)}/ se(A (t)) for j = 3, 4, the latter evaluated at time ¢t = 0.5. The standard errors
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Fig. 1 Histograms of v/n (B —6;)/se(@) and /n{A (1) — A ; (1)} /se(A (1)) fork = 1,2,3,and j = 3,4.
The cumulative regressors are evaluated at # = 0.5. The sample size was set to n = 2000, and the histograms
are based on 200 simulations. The green curves indicate the standard normal density (Color figure online)

se(@{) and se(X (1)) used to compute these statistics are estimates of the true standard
deviations of the estimators. The histograms indicate the with p =g =2 and m = 3,
arather large sample size is needed for the normality to really kick in for all estimands.

6.2 Empirical application

Primary biliary cirrhosis (PBC) is a rare but serious liver disease of unknown origin.
Between January 1974 and May 1984, 312 PBC-patients were included in a double-
blind randomized study at the Mayo Clinic in the USA, comparing D-penicillamine
with placebo. In our analysis, we have chosen to model the hazard rate of the ith
patient as

hi(t) = a1(t) treat; + ax(t) alb; + a3(t), 6.1)

where treat; is an indicator taking the value zero if placebo, and one if D-
penicillamine; and alb; is the concentration of serum albumin (in g/dl) of the ith
patient. The covariate a1b; was centred around its mean, and standardised by its stan-
dard deviation. We estimated the cumulatives A (¢) = fot a(s) ds, both by using the
Aalen estimator A (t) of (2.2); and by parametrising the regression functions o (¢)
and oz (7) as a1 (1) = a1 (¢, 0) = 616,t271  and a2 (1) = a2 (t, 0) = H5t, and using the
estimation methods developed in this paper.

The estimated cumulative regression functions, along with pointwise approximate
95 percent confidence bands, are plotted in Fig. 2. For the parametric cumulative
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Fig.2 Estimates of the cumulative regression functions in (6.1), fitted to the PBC-data set. The dashed lines
indicate pointwise approximate 95 percent confidence bands

regressors the confidence bands were obtained by an application of the delta method,
and using Proposition 4.1. From the two plots in Fig. 2, itis not easy to see that the con-
fidence bands for the estimators in the partly parametric partly nonparametric model
are more narrow than those of the Aalen model. In Fig. 3, therefore, we have plotted
the estimated pointwise standard deviations for all six estimators of the cumulative
regression functions, clearly showing the gains in efficiency.

In order to make a stab at assessing the goodness of fit of the parametric functions,
Fig. 5 displays the R, 1(7) and R, >(¢) functions of (5.2), as developed in Sect. 5.
In pa}zticular, the blue line shows /n (;\\ 1(t) — @t92), while the green line shows
(A (1) — é}t). We see that the parametric regressors seem to give a decent fit for
the first eight years in the data, while for the remaining years the Aalen estimators and
the parametric estimates diverge somewhat. One should keep in mind, however, that
with n = 312, the amount of data we have for these later years is rather limited, which
means increasing variance for A 1(t) and Xz (t). A formal test for the adequacy of the
parametric hazard functions may be carried out using the apparatus of Sect. 5.2.

Figure 4 displays the estimated survival curves of an individual, corresponding to
the Aalen, and the partly parametric partly nonparametric linear hazard regression
model, respectively, along with pointwise approximate 95 percent confidence bands
(see Sect. B.3). The two survival curves in Fig. 4 follow each other closely, but the
confidence band for the partly parametric partly nonparametric model is always tighter
than that corresponding to the Aalen estimator.
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Fig.3 Estimated pointwise standard deviations of the estimators A j (t) for j = 1,2, 3 of the Aalen model
(in green), and A1 (¢, 0), As(t, 9), and ;\\3 (1), of the partly parametric partly non-parametric model (in
black) (Color figure online)
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Fig.4 The estimated survival curves corresponding to the estimated cumulative regression functions plotted
in Fig. 2, for a non-treated individual with alb; equal to its mean. The dashed lines indicate approximate
95 percent confidence bands
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years

Fig.5 The R, ;(¢) functions of (5.1), with weight functions K, (t) = 1. The blue line shows ﬁ(;l (t) —
1’9\1 192 ), while the green line shows /i (Zz (1) — é}t} (Color figure online)

7 Concluding remarks

We end our article with a list of concluding remarks, some pointing to further research.

A. Link to GAM. We have investigated parametric-nonparametric models for the
Aalen hazard function model Z;: 1 2joj(s). There are similarities to the generalised
additive regression models, where the mean response curve for covariates x1, . .., X is
modelledas E (Y | xq, ..., x,) = fi(x1)+-- -+ f-(x,). The typical GAM machinery
takes the regression functions f;(x;) functions to be nonparametric, where there are
several estimation methods; see Hastie and Tibshirani (1990); Wood (2017). Methods
of the present paper may inspire parametric-nonparametric versions of GAM, with
some of the f;(x;) modelled parametrically.

B. Local power of goodness-of-fit tests. The monitoring functions of Sect. 5, i.e. the
R, (t) and R, (1), lead as explained there to classes of goodness-of-fit tests, including
chi-squared and Kolmogorov—Smirnov type versions. One may also investigate the
local power of such tests, by extending Proposition 5.1 to the situation where the true
a(s) functions are O(1/ J/n) away from parametric o j (s, 00). Such results may then
be used further for constructing weight functions K, (s) with optimal local power
against certain envisaged alternatives.

C. Large-sample behaviour outside model conditions. In Sect. 4 clear limiting
normality results have been derived under model assumptions. These may be extended
to situations where the real underlying hazard function structure takes the general
Aalen form Z;: 1 zjaj(s), with the first p of the o ;(s) not necessarily being inside
the parametric models, say & (s, 6;). This involves certain least false parameters 6_;.
The benefit of having such more general outside-model results is partly to construct
model robust methods for confidence intervals, etc., and also for building appropriate
model selection strategies.
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D. FIC for model selection. Our parametric-nonparametric model machinery has
been developed for a given set of parametric model components, say «; (s, 6;) for
components j = 1, ..., p. It would clearly be useful to develop supplementing model
selection methodology, for situations where the statistician is not able or willing to
decide a priori which components to take parametric, and in that case which paramet-
ric structures to use. Methods of the AIC and BIC variety cannot be used, since there
are no likelihood functions. One may however develop FIC methods, for the Focused
Information Criterion; see Claeskens and Hjort (2008, Ch. 6-7) for a general discus-
sion. FIC methods along the lines developed in Jullum and Hjort (2019), Claeskens
et al. (2019) can be constructed in the present setup. The start assumption is that the
nonparametric Aalen model holds, for certain unknown «;(t) for j =1, ...,r. Fora
given quantity of interest, say ; = u(oeg(+), ..., o (+)), there would be a list of ensu-
ing estimators, say /i for candidate model M. The FIC would then be an estimator
of the mean squared error for these 71);. Carrying out this would need large-sample
normality results outside parametric model conditions, as briefly pointed to in point
D above.

E. Alternative estimation strategies. Our estimators for the parametric-
nonparametric model use for Step (a) minimisation of a certain criterion function
C,(0) of (3.1), with the resulting 9 also being used in Step (b) for the nonparametric
components. Other strategies may also be used for Step (a), including minimising
other criterion functions for making c(1)(s, #) come close to the underlying o1)(s).
Special versions of such ideas lead to M-type estimators, for which theory is given in
Hjort (1985, Section 4). Extending the full theory to estimation of both § and A () ()
takes further efforts, however.

F. A parametric-nonparametric cure model. In recent years, cure models have
gained much attention. See Amico and Van Keilegom (2018) for a review, and the
references therein. These are models for survival times where an unknown fraction of
the population under study is ‘cured’, in the sense that the individuals belonging to
this fraction will never experience the event of interest. The population survival curve
for the (standard) cure model takes the form Syop. (1) = 1 — 7 + 7 S(¢), where S(¢) is
a proper survival function (that is, S(r) — 0 as t — 00), and 7 is the probability of
being susceptible to the event of interest. Both S(¢) and 7 are typically modelled as
functions of covariates, S(t) = S(¢ | z) and w = m(x'y), where z and x are potentially
different sets of covariates. In Stoltenberg (2020) a cure model with a linear hazard
regression model a la Aalen is introduced, as in 1.3 the (proper) survival function
takes the form S(¢ | z) = exp{—z'A(#)}, and estimation methods for the A j(t) as well
as the parameters entering 7 (x'y) are developed. Inspired by the development of the
present paper, estimation methods and accompanying large-sample theory could be
developed for the partly parametric partly nonparametric cure model, that is, a model
whose population survival function is

Spop. (3 x,2) =1~— JT(XI)/)

¢ P p+q
+7r(x‘y)exp[—/0 {Zzi,jaj(s,9)+ Z z,-,jaj(s)]ds],
j=1 j=p+1
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with w(a): IR— [0, 1] some parametric function, for example the logistic one. The
unknowns of this model, that need to be estimated from the data, are the parameter
vectors y and 6, as well as the nonparametric cumulatives A;(f) = fot aj(s)ds for
j =p+1,...,p+ g. Estimators for these may be obtained by combining the
estimators developed in Stoltenberg (2020) with the two-step estimation procedure of
the present paper.
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A Asymptotic optimality

Consider the family of models whose hazard rates are

hi(t,0,n) = ZE mam,0) + Z} o, n)

ptq Al
_Zzlja](t 0)+Zzz,a,(t n), D
j=1 Jj=1

where «(t,n) = ZIK=1 njiIw,;, with W, = [v;_1, v;), for an equidistant partition
0=1wv) < v < -+ < vg_1 < vg = 1 of the observational window [0, T]. We
assume that (s, 6;) for j = 1,..., p, sothat r > p. If 6 €IR” say, then (A.1)
is a r + g K dimensional model. This is now a fully parametric model, so we can
use theory from Sect. 2.3. Until we say otherwise, we are going to assume that the
true model is of the form (A.1), with K held fixed. The log-likelihood function is
6,0,n) =", for{log hi(s,0,n)dN;(s) — Yi(s)hi(s, 0, n)ds}. We split the score
function in a #-part and an n-part. We have

ol (s, 0)'zi 1)
_ -2 ORI
U,=n E / R dM; (s)

which is an 7 x 1 column vector (with r being the dimension of ), and where a;"l)
isa p x r matrix containing the partial derivatives do; (s, 6;)/06; for j =1,..., p.
We also have the score function V,, = (V! |, ..., V! .)', whichis a gK x 1 column
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vector, where

Zi, (2
Vi =n" UZZf h(;(g)n)dMi(s) forl=1,...,K,

are ¢ X 1 column vectors. Let J,, be the variance process of (Uy,, V;), and let (é\, 7) be
the maximum likelihood estimator. Under the conditions of Proposition 2.1, we know
that \/ﬁ(é\— 80, 7 — no.x) converges in distribution to N, 14k (0, QI_(I) asn — 09,
where Qg is the limit in probability of J,, and 6y, no, x denote the true values of
the parameters (under the K’th model). We need to find the limiting distribution
of § and the estimator for the cumulative Aor(t,n) = f(; (s, n) ds. Introduce the
(p+q) x (p+q K) matrix function H; : IRPT4KX —1RP*+4 thatis such that H, (6", n")' =
O1, .. 0, Apr1(t, ), o Apag(t, n))* for each ¢. (The function H; also depends
on K, but we suppress this from the notation as it is of little relevance in the following.)
An application of the delta-method now yields

_~ d _
Vil =0, Ax(t, ) — Ax(t, n0.k)} — NpiglO, H Q' HLY.

(The full process convergence version of this result is not necessary for what we are
about to show.) The upper left block of Hr €2 H ! is the r x r (limiting) variance
matrix of \/n (9 — 6p). Using the notation

Qk 11 Qk.12 ~1 Qll Ql2
Qg = ’ ’ and Q7 = (K 7K ),
K (QK,zl QK,zz) K

the upper left block of H, Q' H! is

11 -1 -1
Qg = Qg1 — Lk 12925 5,k 21)

By doing the matrix algebra, we see that the matrices inside the parentheses are the
r X r matrix

T
QK,]l Z/ (aﬁl))tFllazk])dS,
0

the » x g K matrix
T
Qk.12 =/ () Fiadw, - - (@) Fialwy 1 ds,
0

and Qg 21 = QtK 12> While Qg 27 isthe g K x g K block diagonal matrix whose blocks
are the ¢ x g matrices

(g 2) = Fnly, forl=1,...,K
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Here, F11, F12 = F>1 and F; are the probability limits of F, 11, Fj,,12 = F,.21 and
Fy .22, respectively, where these latter are the blocks of the matrix F,, defined in (2.6).
We now consider Qg as K — oo, that is, as the interval lengths shrink to zero. Under
appropriate conditions on the covariates, on the probability limit of n~! Yo Yids),
and on the function s — otz‘l) (e.g. bounded derivatives), we have that the /’th diagonal
block of Qk 22 is

(Qx22)1 = Fo-DK '+ 0(K™?), forl=1,...,K,
and, similarly,
Q.12 = [(fy) Fia(vo) - - (o)) Fra(wg - D)IK ' + O(K ).
We then get

-1
Qi 1282k QK 21

K
=K~ (@ (om0 Fra(ui-) Faa (ui-1) ™ Far (o Deefyy (v-1) + O(K ),
=1

which is a Riemann sum converging to fof (az‘l))tFle{z] leocz"l) ds as K — oo. In
conclusion, J, —, Qg asn — oo with K fixed, and

! -1
Q;“ - {/(; (@) (Fii — F12F231F21)af1)ds} ;

as K — oo. The limit on the right, say €2 il, is the expression of (4.3).

Suppose that there is a consistent estimator for 6y with smaller variance than €2, 111
under the partly parametric partly nonparametric model in (1.4). Denote its variance
matrix by V,sothat V < %1 (meaning that V — €y %1 is a negative definite matrix).

Since QEIU < QEIH 1; for all K and QEIU — Qalll as K — oo, this means that
there is a K¢ such that V < Q} 1 forall K > Kj. But QK 11 18 the Cramér-Rao

lower bound for estimating 6y under the K ’th parametric model of the form (A.1), so
V < Q¢ K 11 cannot happen, and consequently there cannot be a consistent estimator

for 6y with smaller variance than €2, 111 under the model in (1.4).

B Efficiency and relative improvement calculations

There are general benefits from building and using parametric components mod-
els rather than nonparametric ones, provided the models can be assessed to check
for adequacy, a theme addressed in the following section. In this section we con-
sider questions related to efficiency; how much is gained, in precision, by using the
parametric-nonparametric model (1.4), compared to the nonparametric Aalen meth-
ods?
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B.1 Asymptotic relative efficiencies

We have seen in previous sections that various limit distributions depend crucially
on the limit matrix functions F, G, H of F,, G, H,, defined in Sect. 2, along with
certain relatives. These functions will now be studied and compared for a certain setup,
to illustrate also aspects of relative efficiency.

Assume that the censoring mechanism works independently of the life-times, with
p(s) = P{C; > s} for its survival function. Then E{Y;(s) | z;} = exp{—zEA(s)},o(s).
With Y (s) and Z denoting generic at-risk indicator and covariate vector, distributed
according the covariate distribution in question, we deduce

z7! . z7!
F(s) = EY(S)Zt ®) =Eexp{-Z A(S)}Zt 7z )p(S) = Fo(s)p(s),
G(s) =EBY(5)ZZ' = BEexp{—Z'A(s)}ZZ' p(s) = Go(s)p(s),

dH(s) = E exp{—Z'A(s)}ZZ' Z'a(s)p(s) ds = dHy(s)p(s),
cf. Assumptions 1. Assume now that the rates «; are constant. Then
Fo(s) = E exp(—sZ‘ot)ZZt/(Zta),
with derivatives Fé i, +(8) = —Go,j k(s), and the next derivative gives d Ho_j  (s). Sup-
pose further that the covariates Z1, ..., Z, are independent with Laplace transforms

Lj(u) =E exp(—uZ;) = exp{— ut/fj(u)}.Then

L/j(u) =—-EZjexp(—uZzZj) = —Lj(u)tﬂ}(u),
L) = EZ3 exp(—uZ;) = L)y} @)?* = ¥ w),

which leads to
Go,jk(s) = E exp(—sZ'@)Z; Z
= [H exp{—vi (ais)}]{lﬁ} (s Py (aks) — 8 k¥ (@)},
i=1
where §; ; equals 1 when j = k, and zero otherwise. These functions may now be

studied and integrated numerically to give F' functions, for different scenarios. We shall
be content to illustrate this here for the case where the Z ;s have gamma distributions.

Taking Z; to be gamma (c;, y;), with Laplace transform yjcj /(yj + u)7, one finds
Vi) =cj(yj +u)~" and ¥ (u) = —c;(y; +u) 7%, so that

r

Yi Cj Ck Cj
Go,j.x(5) = ) +8)k }.
! ,11 vi+ais/lyj+ajsm+as T (v +ays)?
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With the further specialisation that o ;s are equal to a common «, and similarly that
the Z ;s come from the same gamma (c, y) distribution, some work leads to

C2ycr
(]/ + O[S)cr—‘,-Z ’

2.cr

cy
(cr + Da(y + as)er+1l’

2,,cr
_ cy (cr +2)a
dHO(S) = h(S) ds (C IIr + ere;)» where h(S) = W,

Go(s) = g(s)(c I, + ere}),  where g(s) =

Fo(s) = f(s)(c "I, +ere'), where f(s) =

where e, = (1, ..., 1)! of length r and I, is the identity matrix of size r x r.

Inside this particular setup, with constant hazard rates and independent covariates,
we may now answer various questions related to relative efficiency.

(1) How much is precision increased, for large n, by using the A estimator with
estimated optimal weights w; (s) instead of the simpler A estimator with plain weights
w; (s) = 1 (see Sect. 2)? We find

2 2
h
I, — C—ereﬁ) and G 'dHG ! = T(clr ¢ ere§>,
g°p 1+cr

Fl = L(c -
fp 1+4+cr

the latter function being by inspection

cr+2  &Er+2/y
Cer+1 Er4l)y

times bigger than the first, writing § = ¢/y for the mean of the Z;s. The variance
matrices for the limiting distributions of A* and A are the integrals of these functions,
so the asymptotic relative efficiency ratio is equal to the same constant. The variance
reduction may be small, when c or y (for fixed £ = c¢/y) is large, but can be as big as
nearly 2, which happens for ¢ small or y small.

(i) How much better are the parametric estimators é}t of Aj(z) than their best
nonparametric counterparts, under model conditions of constant rates « (s) = 0 for
j =1,..., p? The best nonparametric estimators A* 1 (t) have variance

t | t 1 C2 .
\7 = [ (F Yy ds= —d(I—— )
Alnonpm /O ( )11ds /0 fo s\Clp 1+Cr8pep
The limit variance matrix of /7 (5— 0) is the inverse of 29 = fOT Q_l ds, by Sect. 4.1.
For the best choice of weight functions, Q0 = (F -1y, with consequent Q’1 =
(F')~!, leading to Qo being [, fp ds times {cI, — c*(1 +cr)"'epe,}~". The limit
variance matrix for the 6;¢ estimators therefore becomes

2 2

c
Varp, =t S'Z - ( e et>.
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In order to reach more concrete comparisons, we let the censoring distribution be of
the shifted Pareto type p(s) = (1 4+ as/y) 7%, with density (kar/y)(1 +as/y)~*+D,
We also let t = oo. The distribution is stochastically increasing with decreasing k,
with median equal to (y /) (2'/% —1). The case of no censoring corresponds to k = 0,
while larger k corresponds to more heavy censoring. One finds

e’} 62
/o f”ds_az(cr+1><cr+k> /fp

cr+1 J/2 ( o )cr+k+2 .
cr+k+2c_2{ v }

The asymptotic inefficiency ratio becomes

Varnonpm _ 1 1+ u)cr+k+2 -1
Varpm  (cr +k)(er +k +2) u?

, where u = (a/y)t.

Note that the two matrices are simply proportional to each other, and the ratio is
independent of p.

(iii) How much improvement is there for the semiparametric estimators ;\\(2) of
Api1, ..., Apyy, constructed in Sect. 4.2, compared to the nonparametric A’("z)‘7 The
latter ones have limit distribution variance matrix

/(F 1)22ds—/ ——ds CI T gt 2)

This needs to be compared to the (4.5) formula. It involves ¢ (s), which in this situation
is seen to simply be F>1(s), so that

! | c? c
J(t) = F'F ds=/ — ds(cl ——e et)e e =t———eye!.
(1) /(; 2 121 Ofpfp q 1+quq q€p 1+qup
The variance matrix formula (4.5) is found to be equal to

c? . 12 A3p
—ds —eqeq) eqe q
1+4cq f fpds (14+cq)(1 +cr)

With the censoring mechanism given above, one finds the asymptotic inefficiency
ratio, corresponding to the nonparametric limit variance of the A; estimator divided
by the parametric limit variance, is

Il+c(r—1) 1+c(q ) 2
T—or ()/{ (u)+cx(c,k)u }
where again u = («/y)t,

(cr +k+2)p(cr +k)
(cq + D(cr +1)

v) = (1 + ) 2 — 1, and «(c, k) =
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This ratio can now be studied, as a curve in ¢, for different sets of parameters. In certain
setups the precision of the parametric estimator can be significantly better than the
nonparametric one.

B.2 Efficiency improvements for the plain-weights estimators

In the previous subsection we have cared for the particular case of theoretically optimal
estimators, for fand A JER A p+q- These involve the use of certain cumbersome
optimal weights w;(s) = 1/ zla(s), an accompanying optimal Vj,(s) matrix when
minimising the criterion function C, (8) of (3.1), and so on. This has led to relatively
clear and transpararent formulae for relevant relative efficiency ratios.

In practice we would be more interested in similar efficiency ratios for our favoured
default choice V;,(s) = n=! 3", ¥;(s)z;z}, however. Propositions 4.1 and 4.2 may
be used to find limit variance expressions in this case too, involving

n
nl Y Yis)aizt —p B exp(=Z' A ZZ p(s).
i=1

n! Z Y; (s)ziz}zﬁa(s) —, E exp{—Z'A($)}ZZ" Z'a(s) p(s),
i=1

and yet other quantities; again expectation is with respect to the ergodic distribution of
covariates, see Assumptions 1. These expressions can be evaluated numerically, along
with other required quantities, for given setups of covariance distributions and A (¢)
functions. The efficiency ratios do not have clear formulae, however, so comparisons
are harder and less transparent compared to those in the previous subsection. We have
carried out some numerical computations, in simple cases, and found ratios broadly
similar to those reached above.

B.3 Improvement potential for a given problem

For a given dataset, and a given focus parameter © = w(Ay, ..., A,), a statistician
may compute two estimators: the [taaen = (A1, ..., A;) using (2.2) to estimate the
cumulative regression functions, and

o~

ﬁPartly == M(Al(.v é\)’ D) Ap(a 0)7 Zp-‘r]v ) Xp+q)

Crucially, one may also use variance formulae developed in Sect. 4 to compute their
standard errors, i.e. estimated standard deviations. For example, a focus parameter of
particular interest in survival analysis is the survival function evaluated in some fixed
time point ¢. For an individual with covariates zo = (z(t)’(l), zay(z))t, so that the focus
parameter is & = exp{—z{A(1)}, we have \/n(party — ) —a N(O, u?z{ B (1)20),
where E(¢) is the matrix appearing in (4.5).

A direct comparison of the standard errors of [aalen and ﬁpamy for a given focus
parameter allows one to see if there is a clear gain in going from nonparametric to
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parametric for the «;(s) components in question. This is illustrated in Fig. 3, with
proof-of-the-pudding plots of the standard errors for the two estimators of the cumu-
latives A1(t), A>(t), A3(t), and also exemplified by the survival curve plot of Fig. 4
where the confidence band of the partly parametric survival curve is visibly more
narrow than the confidence band corresponding to the Aalen estimator.
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