UCSF

UC San Francisco Previously Published Works

Title
Regression trees and ensembles for cumulative incidence functions

Permalink
https://escholarship.org/uc/item/5gh0g944

Journal
The International Journal of Biostatistics, 18(2)

ISSN
2194-573X

Authors

Cho, Youngjoo
Molinaro, Annette M
Hu, Chen

Publication Date
2022-11-01

DOI
10.1515/ijb-2021-0014

Peer reviewed

eScholarship.org Powered by the California Diqgital Library

University of California


https://escholarship.org/uc/item/5gh0g94z
https://escholarship.org/uc/item/5gh0g94z#author
https://escholarship.org
http://www.cdlib.org/

DE GRUYTER Int. ). Biostat. 2022; 18(2): 397-419

Youngjoo Cho, Annette M. Molinaro, Chen Hu and Robert L. Strawderman*

Regression trees and ensembles for
cumulative incidence functions

https://doi.org/10.1515/ijb-2021-0014
Received February 15, 2021; accepted March 2, 2022; published online March 25, 2022

Abstract: The use of cumulative incidence functions for characterizing the risk of one type of event in the
presence of others has become increasingly popular over the past two decades. The problems of modeling,
estimation and inference have been treated using parametric, nonparametric and semi-parametric methods.
Efforts to develop suitable extensions of machine learning methods, such as regression trees and ensemble
methods, have begun comparatively recently. In this paper, we propose a novel approach to estimating
cumulative incidence curves in a competing risks setting using regression trees and associated ensemble
estimators. The proposed methods use augmented estimators of the Brier score risk as the primary basis for
building and pruning trees, and lead to methods that are easily implemented using existing R packages. Data
from the Radiation Therapy Oncology Group (trial 9410) is used to illustrate these new methods.

Keywords: Brier score; CART; cause-specific hazard; competing risks; Fine and Gray model; random forests.

1 Introduction

A subject being followed over time may experience several types of events, possibly even fatal. For example,
in a Phase III trial of concomitant versus sequential chemotherapy and thoracic radiotherapy for patients
with inoperable non-small cell lung cancer (NSCLC) conducted by the Radiation Therapy Oncology Group
(RTOG), patients were followed up to 5 years, where both the occurrence of disease progression and death
are of particular interest. Such “competing risks” data are often encountered in cancer and other biomedical
follow-up studies, in addition to the potential complication of right-censoring on the event time(s) of interest.

Two quantities are often used when analyzing competing risks data: the cause-specific hazard function
(CSH) and the cumulative incidence function (CIF). For a given event, the former describes the instantaneous
risk of this event at time ¢, given that no events have yet occurred; the latter describes the probability of
occurrence, or absolute risk, of that event across time and can be derived directly from the subdistribution
hazard function [1]. Dignam et al. [2] provides a review of methods for handling competing risks data as of
2012, where parametric and semi-parametric approaches to modeling both the CSH and CIF using hazard-type
regression modeling are considered. The literature on tree-based methods for estimating the CIF, including
ensemble approaches like random forests [RF; 3], remains comparatively under-developed. Indeed, there
is no software package currently available that specifically focuses on estimating the CIF using regression
tree methods, and ensemble-based methods for estimating the CIF are currently limited to the work of
[4, 5]. The methods described in [4] are implemented as part of the randomForestSRC package [6], where
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the unpruned regression trees that make up the bootstrap ensemble are built using logrank-type splitting
rules appropriate for competing risks [e.g., 7]. The method of [5] instead replaces all censored observations
with jackknife pseudovalues (i.e., an imputation) derived from the Aalen-Johansen estimator [8] for a specific
cause of failure m at particular follow-up time t; these authors go on to suggest that these imputed responses
can then be used in any software package capable of fitting a random forest. Further discussion on both
approaches, and contrasts to the methods to be proposed in this paper, can be found in Section 3.3.

In its most general form, the original CART algorithm, and by extension RF, relies on the specification of a
loss function that (i) informs all decision-making processes (e.g., what covariate to split on and when/where;
when to stop tree growth) and (ii) induces a particular estimator that minimizes the empirical loss. Motivated
by the recent work of [9, 10] for right-censored survival data, this paper proposes a direct extension of CART
and RF for estimating the CIF in the presence of right-censored competing risks. Specifically, starting with
an appropriate version of the Brier loss function [cf., 11] (i.e., squared error loss for a binary outcome), we
first develop a simple nonparametric estimate of the CIF for a single event by minimizing this loss function
when there is no loss to follow-up (i.e., with full data) and one has specified a fixed partition structure for
the covariate space. Estimation in this case may be viewed as a form of binomial regression, where the mean
function (i.e., CIF) is piecewise constant on the covariate space. For the case where there is loss to follow-up,
we then construct several observed data loss functions that target the same expected loss as the (unobserved)
full data Brier loss function. The simplest of these approaches employs inverse probability of censoring
weighted estimation (IPCW). Finally, we explain how the development of these new loss functions leads to
new splitting and decision rules that can be used by CART and RF algorithms for estimating the CIF, and
importantly, show how these new methods can be easily implemented using existing software in combination
with a certain form of imputation. The resulting methods may be viewed as nonparametric alternatives to the
semiparametric binomial regression approach proposed in [12] for estimating a CIF, differing in the approach
to estimation (i.e., through minimizing the Brier loss instead of employing estimating equations). Simulation
studies are used to investigate performance of these new methods. In addition, we use these new methods to
conduct some secondary analyses for the RTOG 9410 Phase III lung cancer trial mentioned at the beginning
of this section. The paper concludes with comments on future work.

2 Estimating a CIF by minimizing squared error loss

2.1 Relevant Data Structures

Let T™ be the time to event for the event type m=1,...,K where K > 2 is fixed. Let W be a vector of p
covariates, where W e SCRP. Let T = min(T(U, e, T(K)) be the minimum of all latent event times; it is
assumed that T is observed and has a continuous distribution function. Then, in the absence of other loss
to follow-up, F = (T, W, M) is assumed to be the fully observed (or full) data for a subject, where M is the
observed event type that corresponds to T. The definition of T therefore implies that (T"?, M, W) is observed.
Moreover, it is known for m # M that T™ > T™ even though T itselfis not observed. Define F = (F,...,F,)
to be the full data observed on n independent subjects, where F; = (T;, W;, M;),i =1, ... ,n are assumed to be
identically distributed (i.i.d.).

In the case where there is also potential random loss to follow-up, we suppose that C is a continuous
random variable that, given W, is statistically independent of (T, M). Then, for a given subject, we instead
observe 0 = {T, A, MA, W}, where T = min(T, C) and A = I(T < C)is the (any) event indicator. The observed
data on ni.i.d. subjectsis @ = (Oy, ..., 0,). Similarly to the case where K = 1, random censoring on T permits
estimation of the CIF from the data 9. We remark here that the notational set-up intentionally excludes C
from the set of possible event times (T, ..., T¥); the reason for setting the problem up in this way will
become clear in Section 2.3.
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2.2 CIF estimation via the Brier loss: no loss to follow-up

Let w,(t; w) =P(T < t,M = m|W = w) and define ¥, = {y,,(t; w),t > 0;w € S,m =1, ...,K}. The set of
CIFs ¥, can be estimated from the data 7 using any suitable parametric or semiparametric method without
further assumptions on the data (e.g., independence of T(U, e T(K)). This section describes a simple method
for estimating y,,(t; w) for a fixed cause m and time point ¢ > 0 using the Brier loss function. As preparation
for Section 3, y,,(t; w) is assumed to be piecewise constant as a function of W; however, the basic estimation
ideas extend to more complex modeling assumptions in a straightforward manner [e.g., 12].

Let NV}, ..., N, form a known partition of S. In this section and also in Section 2.3, we assume this
partition is given and, consistent with the assumption that y,,(¢; w) is a piecewise constant function of w,
that g, (t; w) = 21L=1 PomOI{w € N}, where fy,,(t) = P(T < t,M = m|W € N)) is the same function of ¢
for each W € WV,. Define Z,,(t) = I(T < t,M = m) and let

L
Wn(t;w) = Y faOH{w € Ny} (1)

=1

be a model for y,,(t; w), w e S. Then, fixing both ¢t > 0 and m, the so-called Brier loss is given
by Lf;‘}[l(F W) = {Z,) =yt w)}? = Zlel {w € N HZ,(t) — B,(D)}. Assuming that F is observed, the
corresponding empirical Brier loss is given by

n L

L ) = 2 Y L yi) = 3 Y TW; € N} (Zin0) = (0. @
i=1

i=1 I=1

full
m,t

risk R(t, w,,) = E [Zlel H{we N HZ, @ - ﬂ,m(t)}z]; hence, so is (2). Considered as a function of §,,(t),! =
1,...,L, the risk fR(t,y,,) is minimized when f,,(t) = B,,(t) for each I; the loss (2) is minimized when
vt w) =yt w) = Zlell{w € N, } B (t), where

With ¢ and m fixed and under the assumptions of Section 2.1, L™(F, y,,) is an unbiased estimator of the

3 I{W, € N1} Zyu(®
Bunt) = B 3)
Y IH{W, € Ny}

i=1

is a nonparametric estimate for f,,, (t). By contrast, [12] use a semiparametric binomial regression model to
estimate y,,(t, w) from (Z,,,(t), W;),i=1, ... n.

2.3 CIF estimation via the Brier loss: random loss to follow-up

In follow-up studies with competing risks outcomes, the full data 7 might not be observed due to loss to
follow-up. In this case, estimating y,,(t; w) for a specified m under the loss function (2) is not possible. One
way to overcome this challenge is to use a modified loss function that (i) depends only on the observed data
O and (ii) has the same risk as the (unobserved) full data loss [c.f., 14, 13, 9]. Following [9, 10], we propose an
appropriate class of inverse probability of censoring weighted (IPCW), and subsequently augmented IPCW
(AIPCW), loss functions that share the same risk f3(t, y,,,) as the (unobservable) empirical loss (2). This allows
us to derive a new observed data estimator of the CIF with both t and m fixed. We then extend this class of
losses to the setting of a composite loss function, where the goal is to simultaneously estimate u/Om(tj; w) at
timet;, j=1,...,J. As in the previous section, we assume that v, (t; w) = 21L=1 Bom®I{w € N}, where the
partition {MN], ..., N, } of S is known.
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2.3.1 CIF estimation via the IPCW and AIPCW Brier losses

Fix t > 0, define G,(s|W) = P(C > s|W) for any s > 0 and suppose that G,(T;|W;) > € almost surely for some
€>0(i=1,...,n). Define Z,,(t) = I(T; < t,M; = m),i=1, ..., n; easy calculations then show
A;
E GO(T |W)(sz(t) Wm(t; Wl))z] =E [(sz(t) - Wm(b Wl))z] = g{(ta Wm)
for a fixed y,,(t; w). This risk equivalence motivates the construction of an IPCW-type loss function. In
particular, define for any suitable survivor function G(-|-)

1 cw Ai{Zim(t) - ﬂm(t)}2 .
PO, s G) = ;;uw € Ny} [ O mOL )

then, it is easy to see that (4) is minimized by

n ~
AZ;
SHUESGE
’Pcw(t G) = JA=1,...,L, (5)

ZI{WGM}

G(T |W

implying that §,(t; w) = Zz J{w e N} ﬂ"’cw(t G) is the corresponding estimator for the CIF at time ¢ for
cause m. Moreover, LP C“’((9 W, Go) is an unbiased estimate of J3(t, y,,,). Observe that (4) and (5) respectively
reduce to (2) and (3) 1f censoring is absent.

When K = 1, the loss (4) is just a special case of that considered in Molinaro et al. [13]; see also Lostritto
et al. [14]. In practice, an estimator G(-|-) for Go(:|-) is used in (4); popular approaches here include product-
limit estimators derived from the Kaplan—-Meier and Cox regression estimation procedures. Of course, other
methods could be used, such as regression trees or ensembles for right-censored survival data [e.g., 9, 10, 15].

As in [9], one can use semiparametric estimation theory for missing data to construct an improved
estimator of the full data risk $R(¢, y,,) by augmenting the IPCW loss function (4) with additional information
on censored subjects. In particular, consider the loss function LZ’EW(O, W,; G). Recall that W, defines the
set of CIFs of interest and let ¥ denote a corresponding model that may or may not contain ¥,. Define
Vinus t, w, W) = Ey [(Z,(8) — BT > u, W = w] for any t,u > 0 and w € S; it is shown later how this
expression specifically depends on . Then, fixing f,,,(t), ... , B (t), the augmented estimator of 2R(¢, w,,)
having the smallest variance that can be constructed from the unbiased estimator sz (O, w,; Go) is given

by L& (O, w3 Go, W) = lp””((? W Go) +La“g((9 Wi Gy, P) where

I v, (u;t, W:;,P)
L25(O, Y G, P) = iw, e Ny} [ 2L e B g ) )
ZZ | / cwy Mo

is defined for suitable choices of ¥, G(-|-) and M,(t|w) = I(T < t,A = 0) — /OtI(T > u)dA;(u|w), where Ag(-|-)
denotes the cumulative hazard function corresponding to the model G(-|-) [cf. 16, Section 9.3 and 10.4]. The
“doubly robust” loss er,{t(O, v,,; G, 'P) reduces to a special case of the class of loss functions proposed in
Steingrimsson et al. [9] when K = 1.

The loss function L;}‘n” [0, y,; G,'P) can be simplified further: because Z,,(t) is binary,

VinWs t,w,'¥) = y,,(us t, w, W) = 2y, (us t, w0, ¥) 1, (6) + B, () @
for any suitable ¥ (e.g., ¥,), where y,,(u; t,w,¥) = Eg{Z,,(O)|T > u, W = w} reduces to

Pogu<T<t,M=mW =w) i ou<t
Vs t, w, W) = Py(T > u|W = w) . (8)
0 otherwise
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The notation Ey and Py means that these quantities are calculated under the CIF model specification ‘P
Hence, under a model ¥, the calculation of Lfn”t(O, W,.; G, V) requires estimating both the CIF for cause m and
the all-cause survival probability Py(T > u|W = w).

Considering Lf""t((D, Vs G,'P) as a function of the L scalar parameters f,,(t),...,f,(t) only and
differentiating with respect to each one, it can be shown that

n —~ —~—

YIW, € N} [TS, (0 +TS,, 0]
B (t;G, W) = =1 ,1=1,...,L ©)
SI{W, € N} [ng’im + ngim]

i=1

minimize L‘rin’,t(O, W,.; G, V), where

T;
TSO = ~Ai T dM(u|Ww;)
e GTW) 2im Gulwy)
0
T,
TR ZmOA; 7 Ym t, W, 'P)
TS, ()= Zimo—i TSl ()= [ Tt ol w)). 1
Sl,lm(t) G(TIIWI) SZ,lm(t) / G(MH/VI) dMG(ul 1) (0)
0

The validity of this result relies on the assumption that G(T,.|Wl-) > e > 0forsomeeandeachi=1,...,n.
Under this same assumption, Lemma 1 of [17] implies

T;
TS0 4+ TS0 A, 1-A dAg(ulWy) —

Lim 2.im = G(T,|W,) ~ G(T;|W,) B G(u|W,)
0

1
letting N; = 2:;1[ {W, e N}}, 1=1,...,L, it follows that (9) can be rewritten as

n
B (£, G, W) = %IZI{WI- e N} [T, 0+ 78,0, 1=1.....L. (a1
i=1
Similarly to Section 2.3.1, ¥, (t; w) = ZILZII {w e N} /Aig;(t; G, ¥) now generates the corresponding CIF esti-
mate at time t for cause m and, in addition, Lf‘n” (O, wy,; G,'¥) and (11) respectively reduce to (2) and (3) when
censoring is absent.
The specification G(t|w) = G(t|w) =1 for all t > 0 and w € S generates an interesting special case of
L‘rin”t(O, ¥,,; G, V) despite G(-|-) being incorrectly modeled in the presence of censoring. In particular, for

suitable ¥, () LY (O, v, G, W) = T_, L} (O, w3 W) where

n
. 1 ~ ~
L) Oy ) = - N W, € Ni} [AdZin(8) = Bin(OF + (1= A)Vy(Tis £, W, P)] :
i=1
and, (ii) for ¥ = ¥, L%(O, w,.; G, ¥,,) is an unbiased estimator of the risk R(t, y,,). Noting that (7) implies
V,m(Ti; t, W;, ¥) can be rewritten in terms of ym(Ti; t, w,¥) for every i, the minimizer of Li’n ’l t((9, W V) is given
by
n
~pi 1 ~ ~
DY) = Y W, € NYAZy (O + (1= Ay, (Tt W, W)L

li=1
That is, under the loss Lfn ]1 t((9, v V), the estimator for g, (t) is the Buckley—-James (B]) estimator of the mean

response within the partition W [18], an estimator that can also be derived directly from (11) by setting G = G.
For this reason, we refer to LS}{ t((?, Wi G,¥) as the Buckley—-James loss function. For a fixed value of m and
I, the function g,,(t) (i.e., the cumulative incidence for type m within node W)) is monotone increasing in t.
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In contrast to the doubly robust loss, the Buckley-James loss function therefore preserves monotonicity; this
property is useful when considering multiple time points, as considered in the next section.

2.3.2 Composite AIPCW loss functions: the case of multiple time points

Under the piecewise constant model (1), the quantity being estimated within each partition depends on ¢;
however, the set of partitions remains the same across time. As a result, for a given m, it is reasonable to antic-
ipate reduced variability when estimating v ,,(t; w) by considering losses constructed from L‘rirl"t(@, W, G, W)
that incorporate information across several time points.

Recall that Ld' (O,y,;G¥) = ’pcw(O Wy G) + Laug(O W,,; G, ¥) where L Cw((D W,.; G) is given by (4)
and Laug(O Wi G ‘P) is given by (6). For a given set of time points 0 < t; < t2 - < t; < o0, a simple
composue loss function for a given event type m can be formed by calculating

JTmyt;

J
Ly O,y G, W) = ) agLY, (O,9,3 G, W), (12)

where a; > 0,j =1,...,] are pre-specified weights such that ZI ,@; < 00. We obtain

(e : G, ) = ZI{W € N} |TS!,,(6) + TS, ()| (13)

1,im
111

as the minimizers of (12) with respect to ﬂ,m(tj) forj=1,...,J; I=1,...,L. In the absence of censoring, the
indicated composite loss function and partition-specific estimators reduce to that which would be computed
by extending the loss function introduced in Section 2.2 in the manner described above.

One question that might be asked at this stage is how one should choose 0 < t; <t, <-:- < t; < c0.
In many biomedical applications, there will be one or more specific time points of interest; in this case, the
choice of ¢, ... , t; is reasonably clear. In the absence of interest in specific time points, there is less formal
guidance available. In part, this is because the loss function (12) is well-defined, and can be used, in its own
right for any given sequence of time points. For example, one could simply choose 0 < t; <, <---<t; <00
according to specified quantiles of the marginal (i.e., all-cause) distribution of T and specify weights to equally
or unequally weight loss contributions across time. Using equal weights, for example, limited simulation
experiments (not shown) have shown that using J = 3, 4, or 5 time points spread across quantiles that are not
too extreme generally results in very similar estimators. A more objective perspective for choosing t,, ..., t;
would instead be to regard the weighted composite loss as an approximation to the integrated Brier score on
[0, ] [e.g., 19]. For example, taking 0 < t; < t, < - - - < t; < co to be equally spaced with grid spacing h > 0,
one can set @; = h to obtain a trapezoidal rule approximation to the integrated Brier score on [0, ¢;]; more
generally, one cantake 0 < t; <t, <--- < {; < oo to be unequally spaced and obtain a different trapezoidal
rule approximation by selecting the ;s accordingly. Under certain smoothness assumptions on the Brier
score, it is then possible to select J to approximate the integrated Brier score on an finite interval to within a
certain degree of error [e.g., 20]. However, in view of comments made earlier on the sensitivity of the results
to the choice of J, the use of highly accurate integral approximations seems unnecessary.

Thus far, we have assumed the existence of a fixed partition {N7,..., N} of S. In this situation, and
regardless of how 0 < t; < t, <--- <t; < oo are chosen, the use of a composite loss like (13) actually yields
no extra efficiency gain for estimating the CIF for cause m within each partition. This can be seen from (13),
which is exactly equal to (11) computed for ¢ = ¢t;; that is, the partition-specific estimators for ¢, ..., t; do
not depend on a, ..., a;. We stress here that this is a direct consequence of the absence of further modeling
assumptions that restrict the relationship between f,,,(¢) (i.e., the CIF when W € W) and f,,,(¢) (i.e., the CIF
when W € N;) whenl#1'.
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However, in the case of regression trees, and by extension ensembles of trees (e.g., RF), the partition
{N},...,N; } for every tree is estimated adaptively from the data. In this situation, the use of a weighted
composite loss (13) directly influences both the selection of L and the chosen partition boundaries, hence
results in some implicit dependence between f,,,(t) and f,,,,(t) for | # r. Consequently, performance gains
may still be expected when estimating u/mo(tj; w),j=1,...,J] using a composite loss function whether one
uses trees or ensembles of trees. We consider such methods further in the next section.

3 CIF regression trees and ensembles

The developments in Section 2 provide an important building block for developing new splitting and eval-
uation procedures when using CART to build regression trees for estimating the CIF, with or without loss to
follow-up. Because RF relies on bootstrapped ensembles of CART trees, the loss-based estimation procedures
have similarly important implications for RF. In the coming sections, we propose several variants on CART
and RF for competing risks data that use the loss functions introduced in previous section.

3.1 Estimating a CIF via CART or RF: no loss to follow-up

Given a specified loss function, CART [21] fits a regression tree as follows:

(1)  Usingrecursive binary partitioning, grow a maximal tree by selecting a (covariate, cutpoint) combination
at every stage that minimizes the chosen loss function;

(2) Using cross-validation, select the best tree from the sequence of candidate trees generated by Step 1 via
cost complexity pruning (i.e., using penalized loss).

In its most commonly used form for regression problems with a continuous outcome, CART estimates the

conditional mean response as a piecewise constant function on S, making all decisions on the basis of

minimizing squared error loss. The resulting tree-structured regression function estimates the predicted
response within each terminal node (i.e., partition of S) using the sample mean of the observations falling
into that node. The set of terminal nodes (i.e., the partition structure) is determined adaptively from the data
as a result of steps 1 and 2 above.

The random forests algorithm [RF; 3] is an ensemble-based extension of CART:

(1) Bootstrap the data; that is, draw B random samples with replacement from F.

(2) Foreachhbootstrapped dataset, run Step 1 of the CART algorithm above, possibly randomly selecting a set
of p* < p candidate covariates when determining a (covariate, cutpoint) combination at each possible
splitting stage.

(3) Compute the terminal node estimators for each subject for each of the B trees and average these to obtain
an ensemble predictor.

The critical step that underpins both CART and RF is Step 1 of the CART algorithm, where connections to the
developments of Section 2 should now be evident. In particular, in the absence of censoring and under the
piecewise constant model (1) for v, (t; w), Section 2.2 shows that a nonparametric estimate for y,,(t; w)
at t can be obtained by minimizing the loss (2). This basic estimation problem is equivalent to estimating the
conditional mean response using the modified dataset 7, = {(Z;,(), W/)',i =1, ... n} by minimizing the
squared error loss (2). Therefore, any implementation of CART or RF for squared error loss applied to 7,4 , will
produce a corresponding CART- or RF-based estimate of v, (t; w). For example, CART estimates L and the
associated set of terminal nodes { N7, ..., N} } from the data Fed,» and within each terminal node, estimates
Wom(t; w) by (3).

For the case of multiple time points, a composite loss function analogous to (indeed, a special case of)
(12) is given by
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L n J a:
=1 i=1 j=1

l

> H{W; € N Zi = Bin) D {Ziyy — B} (14)

L
=1 i=1
where Z, = (Zi,(t), ... . Zie) T, By = Bin(ty), ..., Bn(t))T, and D is a diagonal matrix with D;; = nai‘l,
j=1,...,]. One can therefore estimate the desired CIF either by a tree or random forest directly from the
data { (Zim, Wi’)' ,di=1,... n} using the MultivariateRandomForest package [22], which builds regression
trees using a Mahalanobis loss function of the form (14); see also [23]. The randomForestSRC package also
accommodates multivariate response data, but currently uses loss functions in the case of squared-error loss
that involve repeatedly (i.e., dynamically) standardizing the outcomes when determining where and when to
split. Since this process of repeated standardization has implications for certain equivalences on which we
later rely, we use the MultivariateRandomForest package to implement our methods in the next subsection.

3.2 Estimating a CIF via CART or RF: loss to follow-up

The CART and RF algorithms as outlined in the previous subsection extend easily to more general loss
functions, where decisions and predictions are instead derived from minimizing the chosen loss function. In
particular, the loss L%(O, W,,; G, P) or its composite extension Lmlt’d'(ﬂ, Wy G, P) could be used in place
of (2) in either algorithm in the presence of censoring. A detailed description of such an algorithm in the
case of CART (i.e., for building regression trees) can be found in [24], along with extensive simulation studies
evaluating the performance of several different loss functions derived from (12). There, it was found that
the use of the doubly robust and Buckley-James forms of the loss function, with the augmentation term
parameter ¥ estimated using the methods of [4], provided the second best performance overall, being inferior
only to the “oracle” setting where a correctly specified family of parametric models is chosen for V.

Although the algorithms extend quite easily to more general loss functions, existing software may not be
able to easily accommodate these extensions. As will be shown below, however, algorithms that use the loss
function Lfni (0, y,,:G,'P) or Lrﬁlt’d’((?, W G, ) can be implemented easily with existing software using a
certain form of response imputation; see [10] for related results in the case where K = 1.

Recall that L;inft((ﬂ, W, G, W) = Liﬁ“’({?, W G) + Lf‘n‘f((ﬂ, W G, V) where Liﬁw((D, W,.; G) is given by (4)

and Lfnuf (0, y,,; G, V) is given by (6). Using the results in (7) and (8) and notation defined in (10), calculations

similar to [10] show that

n L
LY (O3 G, '¥) = %2 3" IW; € N [B2,(0) — 2HY (¢ 0y, G, ) (O) + HY (1 0,, G, W)

i=1 l=1
where Hf}[(t; 0,,G,¥) = Tb:i @+ TS; i (). Define the modified “imputed” loss function

n L
Lo (O, 9 G, W) = ) DT I(W; € NYHI (550, G, W) — fr())?
i=1 I=1
n L 5
= Y, D10, € M) { £2,0) = 2HY (60, 6. W)f,u®) + [HE (60,6, %) |
i=1 =1
Importantly, observe Lfn’, (O, v, G,¥) — Li', (0, w,,; G,'P) does not depend on f,,(t),]=1,...,L when
Hgl’(t; 0;,G,¥),i=1,...,n does not depend on these terms. Hence, a CART tree or RF built using
L‘;I”t((D, Wi G, V) will be identical to that built using L9 (o, W G, 'P) [see also 10, Thm. 4.1].

m,t
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A similar correspondence can be established between the composite loss L‘;ﬁlt’dr((‘), W G, W) in (12) and
the Mahalanobis-type loss function

L n
L (i 6 = 3 3, 10, € ) (B - Bun) D7 (HY = i) (15)
where H?r; = HY(t;0,G,Y),...,H¥(t;;0,G,¥))T,j=1,...,J; compare with (14). Hence, a CART tree or RF
built using (12) is identical to that built using (15).

Critically, these results imply that a CART or RF algorithm that uses the loss function Lmult o, Vs G,'P)
can be implemented by applying a version of that algorithm designed for squared error loss to the modified
dataset (Hf‘r:l, WA) =1...,n, where ng'l is an imputed univariate (J = 1) or multivariate (J > 1) response. This
includes the case of Buckley-James loss, which results as a special case upon setting G(t|w) = 1forallt > 0
and w € S. Specifically, for a fixed set of times 0 < t; <---<t; < co and event type m, the relevant RF
estimation algorithm is as follows:

Algorithm M:
1. Compute G and ¥ by appropriate modeling;
2. Compute H¥(¢;; 0,6, Wfori=1,...,n,j=1,...,]J;

3. RunMultivariateRandomForest on the imputed dataset (I:I?r;, Wi> ,=1...,n, where

I:I;ir; = (H,C,ilr(tl, Ois Ga ‘AP), cee aHglr(t]’ Oia Ga l,\P))T’ ] = 19 aee 9]-

The above procedure extends in an obvious way to other tree- and forest-based algorithms that make all
decisions on the basis of minimizing squared error loss.

3.2.1 A modified imputation approach for doubly robust losses

Recall that HY = (HY(t;;0,,G, W), ..., HY(t;;0,,G,¥))T where HY(t;0,,G,¥)=TS! (t)+TS! (t) and
ffgi im(t), r = 1,2 are defined as (10). Observing that

T;

= = aYaTst W) [yt W)
TS, i) = (1= A) G(T, W) / EOA Y, (w)dGu|W,),

it can be seen that this term has the potential to be estimated with undesirably high variability due to the
presence of G*(-|W;) in the denominator of the second term.

In the context of devising testing procedures for the Cox regression model, Lin, Wei and Ying [25] proposed
approximating certain martingale integrals using a simple but effective simulation technique. The basic idea,
applied here, involves replacing Mg (u|W;) by M7 (u) = &I (T; <u, A; = 0), where & ~ N(0,1). In particular,
suppose that ﬁiim(t) in the term H;i[(t; 0;, G, V) is replaced by

T;

TS (&)= / Yl 6 Wi ®) ey = 21— A

2,im G(u|W,)

) G(T;|w)
Defining Hgl'(t, £:0;,G,Y) = Tg} im(t) + ﬁ; im(t, &), we obtain the alternative loss function

n

L
LY (O, £:G ) = Y Y I(W; € NYH (6,50, G, W) — fry(0)

i=1 I=1

A straightforward conditioning argument shows that each of E Ld’ (O, vy, G, lI’)] , [Ld' (O, y,,; G, P)| and
E Ldr *((9 W, €; G, ) | have the same minimizers; however, a CART tree or RF built using Ldr *((9 W €; G, V)
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is no longer guaranteed to be identical to that built using either Lfn’ t((‘), W G, W) or Ldr= O, y,,; G, ¥) because

m,t
LS{f(O, W, &; G, W) contains an extra mean zero term involving f,,(t).

Define the vector Hg;(ﬁ,.) = (HY(t,&;0,G,Y),... . HY(t;,£;0;,G,'¥))". Then, for a fixed set of times
0<t <---<t;<oo and event type m, we obtain a modified version of the algorithm presented in
Section 3.2:

Algorithm M;:
(1) Compute G and ¥ by appropriate modeling;
(2) Loopoverr=1,...,R, whereR > 1is set by the user:
(@) Generate 51.(’) ~ N(0,1) fori=1,...,n.
(b) Compute HY(t;, 51.(’); 0,6, ¥ fori=1,....,n,j=1,....J.
(c) Run MultivariateRandomForest on the modified imputed dataset (ﬁgr’l(.fi(')),m),= 1,...,n,
where HY (67) = (HY (¢, £7; 0,6, 9), ... . HY (4,750, G, 9)7, j=1,....J
(d) Record rthresult.
(3) Average the R ensemble estimates to obtain a final ensemble predictor.

Analogously to Algorithm M, Step 2(c) of the above algorithm involves bootstrapping the rth modified version
of the input dataset B times to obtain a RF predictor for the rth modified dataset. Step 3 then averages these
R different RF estimates to produce a single ensemble predictor. As a computationally efficient version of this
algorithm, Step 2(c) could be run with B = 1 only; that is, instead of generating a full RF at this stage, one
builds a single tree using random feature selection without pruning. The resulting algorithm then reduces to
a RF-type algorithm based on R bootstrap samples, but where there is an extra component of randomization
used in the generation of each bootstrap sample.

3.3 Some further remarks

We now provide some high-level comparisons between the proposed methods and the approaches of [4, 5] to
building CIF ensemble estimators. Our proposed methods share greater similarity with the methods proposed
in [5], as will be discussed below; hence, we consider that work first.

In [5], each censored outcome is replaced with a jackknife pseudovalue derived from the marginal Aalen-
Johansen estimator [8]. These authors then build a random forest by bootstrapping these pseudovalues (i.e.,
computed for a specific cause of failure m at particular follow-up time ¢, treating each as a fully observed
response) and constructing an ensemble estimator from the bootstrapped regression trees. In the presence of
censoring, their specific proposal amounts to running RF with squared error loss on a set of imputed response
variables (i.e., pseudovalues). The justification for this approach is that the ith jackknife pseudovalue reduces
to Z;, (t) if the ith response is uncensored and it gives an approximately unbiased estimate of the marginal
CIF for cause m at time t if the ith observation is censored. Hence, averaging these values in a terminal node
in a given tree should result in a sensible estimator of the CIF within any given terminal node provided that
censoring is independent of failure, cause of failure and all covariates.

Similarly to [5], the methods described in [4] also make direct use of the Aalen-Johansen estimator [8].
Specifically, for each nonparametric bootstrap sample drawn from the original training dataset, an unpruned
regression tree is built using logrank-type splitting rules appropriate for competing risks [e.g., 7]. One can then
respectively form the Aalen-Johansen estimate using all observations that fall into each terminal node, and
average those estimates over all bootstrap samples to obtain an estimated CIF. The approach taken in [4] to
building the individual trees that make up the ensemble predictor involves maximizing heterogeneity between
terminal nodes (i.e., “goodness of split”) using a statistic specifically designed for testing for differences
between CIFs; this differs from RF, which in standard form intends to maximize homogeneity within nodes
through minimizing a specified loss function (e.g., squared error).

The methods described in [4] differ from those proposed here in several ways. Most importantly, the
trees that make up the ensemble are built using a “goodness of split,” not loss-based, criterion function. In
addition, response imputation is not used (or needed); as such, an ensemble estimate is constructed from
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averages of Aalen-Johansen estimates of the CIF within each terminal node (hence a function of time) rather
than from the mean of imputed response variables. Focusing on the specific case of regression tree algorithms
that use squared error loss, the most important differences between the approach taken in [5] and our
proposed methods stem from (i) our adherence to a principled loss-based approach to estimation that directly
generalizes that used by CART and RF for uncensored data; (ii) a rigorous justification for implementation
when using the imputed responses defined in Section 3.2; and (iii) the actual form of the imputed responses.
More specifically, in the setting where the loss function Lf‘,l”t(O, Wy G, 'P) is constructed using a single time
point ¢, the corresponding equivalent squared error loss Lfn’”t*((D, W G, W) utilizes imputed responses of the
form Hg{(t; 0;,G,¥) = rTVS}’im(t) + rﬁ;im(t) fori=1,...,n. These imputed responses differ from, but may be
considered analogous to, the jackknife pseudovalues of [5]. Indeed, similarly to [5], Hgl'(t; 0;, G, ¥) reduces
to Z;,,(¢) if the ith response is uncensored and is an unbiased estimate of the conditional CIF for cause m at
time t (i.e., for a correct censoring distribution G). In contrast to [5], our approach only requires censoring to
be independent of failure and cause of failure conditional on covariates. Use of the doubly robust loss is also
robust to misspecification of one of G and ¥ (but not both). In addition, using the jackknife pseudovalues of
[5] as the observed responses in a RF algorithm that employs squared error loss loses the direct connection
being exploited in Section 3.2, that is, the equivalence between the imputed loss Lfni’t* O, y,; G,Y) (ie.,
squared error loss derived from the imputed responses H%’(t; 0;,G,¥),i=1,...,n) and the observed data loss
Lf‘n”t(O, W, G, P) (i.e., an approximately unbiased estimator of the desired full data risk function).

The methodology proposed in [5] does not consider the possibility of estimating the CIF at multiple time
points, though their estimator can be extended to this setting in a manner similar to that done here. The
methodology proposed in [4] does not require pre-specification of ¢, ..., ¢; and can be used to estimate the
CIF at any time point, hence the CIF curve, within the range of the observed data. In this regard, the need to
specify a grid of times is a disadvantage of methods that average terminal node estimates constructed directly
from imputed time-specific outcomes. In the case where the full CIF curve is desired, one easy solution is to
generate the desired CIF estimate on a modest number of time points (e.g.,J € {5, ...,10}) and then construct
a curve using monotone interpolation. In settings where software provides easy access to each individual
tree that makes up the ensemble estimate of the CIF, alternative approaches are possible that use terminal
node estimates (e.g., Aalen—Johansen estimator) that differ from the natural mean estimate induced by the
composite loss.

4 Simulation study: CIF estimation via RF

4.1 Main simulation setting

In this section, we will evaluate the performance of estimators derived using Algorithms M, and M; and
compare the prediction errors to the RF procedure for CIF estimation proposed by [4], which is implemented
in the R package randomForestSRC. The methods of [5] are not considered here due to the absence of an
explicit proposal for handling multiple time points.
Let W; ~ N(0,1),i =1, ... ,20 beindependent predictor variables. Define the true CIFs y,,(t; W),m = 1,2
as follows:
Wor (6 W) = 1= (1 — p(1 — &) ZW) (16)

Woalt; W) = (1 — p)PBIZWD) 5 (1 — exp(—t exp(1Z(W)))), (17)

where Z(W) = (sin(zW,W,), W2, W,, I(W,; > 0), W,,, exp(W,5)) and the regression coefficients are given by
B, =1(0.5,0.5,0.5,0.5,0.6,—0.3)" and B, = (0,-0.5,—0.5,—0.5,0.5,0.1)". Random censoring is generated
from log normal distribution with mean 0.1+ 0.1 - |W; + W5 + W;| 4+ 0.1 [W;; + W5 + W ;| and variance 1.
In this setting, the overall censoring rate is approximately 28.1%.
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4.2 Simulation results

4.2.1 Algorithms to be compared

We focus on estimation of the CIF at the 25th, 50th and 75th time points of the marginal failure time distribution
T; these are approximated outside the main simulation using a single, very large random sample. These time
points are also used in the computation of all composite loss functions. CIF estimates are obtained using
both Algorithms M,, (Section 3.2) and M, (Section 3.2.1), and compared to those produced by rfsrc in the
randomForestSRC package [6]. For Algorithm M;, we set R = 1 and B = 500; for each simulated dataset; this
corresponds to generating a single set of n independent standard normal random variables to be used in
the computation of the modified imputed loss L‘fn” ’[*((9, W, €; G, W), and then using 500 bootstrap samples to
generate a RF predictor.

For calculating y,, (u; t, w, ¥) in (8), we estimate ¥ using rfsrc. We denote the resulting Buckley—James
(BJ-RF) and doubly robust (DR-RF) transformations H,ﬁj*(t, 0,;; %) and HY™(t,0; G, ¥).i=1,...,n, where the
censoring distribution estimate G is obtained using the methods of [26]. Specifically, G is estimated using
the rpart package [27] with the minimum number of observations in each node (i.e., minbucket) set to 30.
For comparison, we also compute (a) versions of these same estimators using correctly specified parametric
models derived directly from (16), with relevant parameters estimated using the maximum likelihood approach
detailed in Jeong and Fine [28]; these results for the parametric Fine-Gray-type model for the CIF are denoted
BJ-FG (true) and DR-FG (true), respectively, and, (b) the RF estimator of the CIF obtained using rfsrc.

Tuning parameters play an important role in the performance of ensemble estimators. In the case of rfsrc,
two key tuning parameters are (i) the minimum number of observations in each terminal node (nodesize)
and (ii) the number of candidate variables selected for consideration at each split (mtry). There are iden-
tical parameters with different names to be selected for use with the package MultivariateRandomForest,
specifically through the use of the required function build_single_tree; for simplicity, we present and
summarize results using the labels nodesize and mtry. For each algorithm, we calculate the relevant ensemble
estimators by setting these tuning parameters as follows:

—  Tuning Set 1: nodesize = 20 and mtry = [/p|.
— Tuning Set 2: nodesize and mtry are selected to minimize the out-of-bag (OOB) error.

Results with the suffix -opt correspond to parameters selected under Tuning Set 2. Hence, results are reported
for 4 cases:
(i) Fixed mtry and nodesize with Algorithm M;
(i) Optimized mtry and nodesize with Algorithm M,;
(iii) Fixed mtry and nodesize with Algorithm M;;
(iv) Optimized mtry and nodesize with Algorithm M;.

4.2.2 Summary of results

For all simulation settings, results are obtained for 400 independent (estimation, test) dataset pairs. The
estimation dataset is generated as in Section 4.1, with n = 250; an independent test dataset of size .., = 2000
consisting only of the covariates is generated similarly. For all simulation settings, we compute the mean

square error
Meest

D 0w tTW) = yro, (€W

test r=1

1

to compare the performance of different algorithms at different values of t. Figures 1-4 show the results
from the simulation setting with forests with multiple time points and comparisons with results obtained
using rfsrc using the same approaches to selecting mtry and nodesize. Figures 1 and 2 focus on m = 1 and
respectively compare the results for Algorithms M, and M, with fixed and optimized tuning parameters;
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Figure 4: Comparing algorithms M, and M, with optimized tuning parameters for event m = 2. Results with Buckley—James and doubly

robust losses are respectively prefaced by BJ- and DR-; the methods for ¥ as required by algorithms M, and M, are respectively denoted
by RF- and FG(true)-; and, the use of the imputation algorithms M, and M, in generating the ensemble estimator is respectively denoted by

mO— opt and m1— opt, the opt indicating use of optimized tuning parameters.
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Figures A.1 and A.2 in Section A.1.1 of the Supplementary Materials respectively compares the results with
fixed and optimized tuning parameters for each algorithm. Figures 3, 4, A.3 and A.4 repeat these results for
m = 2. We give an overall summary of these results below:

—  Algorithms M, and M, exhibit similar performance for the 25th and 50th percentile time points; however,
Algorithm M, tends to perform better for the 75th percentile, where the impact of the censoring rate is
higher.

—  With optimization of tuning parameters, all methods demonstrate similar or slightly improved perfor-
mance than the same approach using fixed choices of nodesize and mtry, at least for the 25th and 50th
percentile. For the 75th percentile, the effects are somewhat less evident, and in the case of the event
m = 2, slightly worse for algorithms M, and M.

— Thebest overall performance is observed for B] (FG-true) with optimization of tuning parameters, followed
by BJ-RF with optimization of tuning parameters. The B] approach has the advantage of not needing
to estimate the censoring distribution at all. In general, algorithms that use the approach of [28] for
estimating the ¥ required for computing the augmentation term (i.e., a parametric model that agrees
with data generating mechanism) perform somewhat better than those that use rfsrc for this same
limited purpose; however, the results are not dramatically different.

— The proposed algorithms perform as well, and often somewhat better, than rfsrc in terms of minimizing
MSE(t), whether or not tuning parameters are optimized.

The results using Algorithm M; were also re-run with R = 500 and B = 1, and were indistinguishable from
those summarized here (results not shown).

4.3 Other simulation results

The Supplementary Material contains additional simulation results. In Section A.1.2 results are provided
for the same model as described in Section 4.1, but where the covariates are correlated with each other; see
Figures A.5—A.8 which repeat the figures generated for the main simulation study in this alternative setting for
m = 1. The simulations summarized in the main paper, and in Section A.1.2, are then repeated for n = 500; see
Figures A.9—A.16 in Section A.1.3. Finally, a different simulation model based on the accelerated failure time
model for competing risks described in [29], where we consider n = 250 as in the main paper; the model and
results can be found in Section A.1.4. In all cases, the results follow the same general patterns as summarized
in the previous section.

5 Example: lung cancer treatment trial

5.1 Main results

We illustrate our methods using data from the RTOG 9410, a randomized trial of patients with locally advanced
inoperable non-small cell lung cancer. The motivation for this trial was to ascertain whether sequential
or concurrent delivery of chemotherapy and thoracic radiotherapy (TRT) is a better treatment strategy.
The original RTOG 9410 study randomized 610 patients to three treatment arms: sequential chemotherapy
followed by radiotherapy (RX = 1); once-daily chemotherapy concurrent with radiotherapy (RX = 2); and,
twice-daily chemotherapy concurrent with radiotherapy (RX = 3). The primary endpoint of interest was
overall survival and the main trial analysis results were published in [30], demonstrating a survival benefit
of concurrent delivery of chemotherapy and TRT compared with sequential delivery. Secondary analyses of
the data using the time from randomization to the first occurrence of three possible outcomes are considered:
in-field failure (cancer recurrence within the treatment field for TRT); out-field failure (cancer recurrence and
distant metastasis outside of the treatment field for TRT); and, death without documented in-field or out-field
failure (i.e., without observed cancer progression). Among these event types, those that first experienced
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out-field failures are of particular interest since these patients typically have suboptimal prognosis and may
be candidates for more intensified treatment regimens intended to prevent distant metastasis, including but
not limited to consolidative chemotherapy, prophylactic cranial irradiation (for brain metastases), and so on.
As such, patients that experienced both in-field failure and out-field failure were considered to be out-field
failures for purposes of this analysis.

At the time the study database was last updated in 2009, there were 577 patients, with approximately
4% censoring on the aforementioned outcomes. Our methods could be applied to directly analyze this final
dataset. However, because the censoring rate is so low, we have decided to take a more illustrative approach.
Specifically, we first create a “fully observed” dataset by removing the 23 censored observations. We then
compare the results of analyses of the resulting uncensored dataset of 554 patients to analyses of data that
were created from this uncensored dataset using an artificially induced censoring mechanism. The main
purpose of doing this analysis is two-fold; first, with such a low censoring rate, the results for the uncensored
dataset should largely reflect an analysis that would be done for the full dataset of 577 patients; second,
we are now able to study how the introduction of (artificial) censoring affects the results and, in particular,
illustrate how well the various procedures recover the estimator that would be obtained had outcomes been
fully observed (i.e., no random loss to follow-up).

We focus on building forests for each outcome (i.e., out-field failure, death) using a composite loss
function with three time points (5.2, 8.5, 15.9 months), selected as the 25th, 50th and 75th percentiles of the
observed “all cause” event time distribution (i.e., T). Some related analyses using regression trees alone may
be found in [24]. Baseline covariates included in this analysis are RX (Treatment), Age, Stage (American Joint
Committee on Cancer [AJCC] stage IIIB vs. IIIA or II), Gender, KPS (Karnofsky performance score of either
70, 80, 90 or 100), Race (White vs. non-White), and Histology (Squamous vs. non-Squamous). Censoring is
created according to a Uniform [0, 50] distribution, generating approximately 29% censoring on T. In addition
to building forests using the uncensored version of the dataset using the methods described in Section 3.1,
we consider the methods BJ-RF and DR-RF based on Algorithm M, using optimally tuned parameters as
described in the Simulation results, with R = 500 and B = 1 (i.e., 500 bootstrap samples). For comparison,
we also report results obtained using rfsrc using the same approaches to setting the indicated parameters.

To summarize the results in a meaningful way, we created partial dependence plots (PDP) [e.g., [31] to
characterize the influence of Age and KPS on the CIF. For reference, the middle 50% of patients in this dataset
are aged 54-67, and 76% of patients have KPS scores of 90 or above. The PDPs for the 50th percentile time
point for the outfield failure and death outcomes are summarized in Figure 5. For outfield failure, the CIFs do
not demonstrate substantial changes across the levels of KPS, though a slight uptick in risk is observed for
the healthiest patients when using both BJ-RF and DR-RF; however, there is a decreasing risk with increasing
age, which may possibly be due to patients dying before experiencing outfield failure. For death, all methods
suggest a decreased risk of death for healthier patients, and an increasing risk of death as patients age,
particularly for the oldest patients. Similar trends are observed when looking at the CIF values calculated
at other time points; see Figure A.21-A.24 in Section A.2 of the Supplementary Material. Other noteworthy
features from these plots include (i) the trends seen in the PDPs for all methods are generally comparable;
and, (ii) the CIF estimates produced by rfsrc are always smaller than those obtained using the proposed
methods for these data, even in the case where the data are not censored.

In Figure 6, the difference in the PDPs for KPS and Age that are obtained using censored and uncensored
data are compared. Specifically, for BJ-RF and DR-RF, we calculate the difference compared to the uncen-
sored estimator obtained using the methods described in Section 3.1; for rfsrc, we compute the estimators
obtained using the censored and uncensored outcomes and calculate the difference. In general it can be
seen that censoring has a minimal effect on the PDP estimates for all methods, though there is evidence of
a somewhat more pronounced difference for outfield failure at the lowest and highest ages, particularly for
rfsrc. Importantly, however, these results may reflect the comparatively small number of patients at these
ages (i.e., only 5% of the patients are under 45, and only 5% are older than 74). Overall, BJ-RF tends to exhibit
the smallest changes when comparing results for censored and uncensored data.
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Figure 5: Partial dependence plots with respect to KPS (top) and age (bottom) from forests with outfield failure (left) and death
(right) using artificially censored data and uncensored data for 50th percentile time. The five lines are as follows: black = BJ;
blue = DR; red = rfsrc(censored); brown = uncensored data estimate using proposed methods in Section 3.1; dark green =
uncensored data estimate using rfsrc.

We also compute similar measures for the categorical variables and report those in Tables A.1 and
A.2 of the Supplementary Material. Similarly to Age and KPS, the proposed methods tend to estimate CIFs that
are larger than those estimated by rfsrc for these data. In all cases, the estimated CIF values demonstrate
monotonicity in time; this is easier to see in Tables A.1 and A.2 than it is in the figures generated for KPS and
Age. In addition, we again observe that the impact of censoring is relatively small when comparing the results
for censored and uncensored data within each method for estimating the CIF.

The difference in the estimates obtained between rfsrc and the proposed methods persist whether or
not there is censoring present. In the absence of censoring, both rfsrc and the proposed methods use a
bootstrap ensemble of trees; moreover, for each tree in the ensemble, the CIF is estimated in each terminal
node using the corresponding average cause-specific number of events in that node. Hence, the differences
observed here in the case of uncensored data, and consequently also in the case of censored data, appear to
stem from the different splitting rules used to build the trees that make up each ensemble.
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Figure 6: Plots of the difference in partial dependence CIF estimates with respect to KPS (top) and age (bottom) between
uncensored and censored data with outfield failure (left) and death (right) for 50th percentile time (black = BJ; blue = DR; red =

rfsrc).

5.2 Predictive performance and variable importance

In order to quantify the predictive performance of the ensemble models fit to the data, hence prognostic
potential, we used the methods of [19, Thm. 4.1] to estimate the expected quadratic loss of prediction (i.e.,
expected Brier score) using a weighted mean squared error calculation. This risk estimate is calculated using
5-fold cross-validation to reduce the potential finite sample bias resulting from using the same data to both
estimate the CIF and assess prediction performance. The results are reported in Supplementary Table A.3
for the artificially censored outcomes. The table shows (i) negligible differences across methods; and, (ii)
prediction error increases with time, as expected.

Measures of variable importance for the artificially censored outcomes have also been computed. Cur-
rently, MultivariateRandomForest only reports the average number of occurrences of each variable across



DE GRUYTER Y. Cho et al.: Regression trees and ensembles for CIFs = 417

all splits in all bootstrap trees. Because we have not seen this measure used elsewhere, we have elected to
compute the default Breiman—Cutler measure of variable importance that is supplied by rfsrc [4]. As noted
earlier, the multivariate regression loss functions used in [4] use a dynamic form of normalization that fails
to maintain the desired equivalence between (12) and (15). Hence, for the proposed methods, we use rfsrc
to implement these losses separately at each time point (i.e., using Algorithm M, in the case of DR); for
comparison, we also compute the default measure reported by rfsrc as implemented for a competing risk
outcome. This approach complements the composite univariate measure reported by rfsrc by allowing a user
to investigate how a variable’s importance may change across time. Tables A.4—A.7 summarize the results for
the outfield failure and death events. Tables A.4 and A.6 report the computed variable importance measure;
Tables A.5 and A.7 report the corresponding ranks of the variables within each method to facilitate compar-
isons across time and method. Tables A.5 and A.7 show, in particular, that while there is some variability in
the ranked importance measures (i.e., across time as well as method), there is also a reasonable degree of
agreement as far as the variables that rank as being most important. For example, taking the median rank for
outfield field failure across time for the doubly robust and Buckley-James losses, the variables Age, Histology,
and AJCC stage are ranked as most important; for rfsrc as implemented for a competing risk outcome, the
variables Age, AJCC, and Karnofsky Performance score are ranked as most important. In the case of death,
we instead respectively see that Age, Histology and Gender and Karnofsky Performance score, Histology and
Age are ranked as most important.

6 Discussion

In our simulation studies, the proposed methods demonstrate similar or better performance (i.e., with respect
to the chosen MSE measure) compared to the methods of [4], as implemented in the randomForestSRC
package. Of interest is the ease with which the proposed methods can be implemented using existing software,
including for CIF regression trees.

The proposed methods focus on building a tree or ensemble estimator for a single cause in the presence
of other possible causes. When interest lies in multiple causes, the method can be applied to each cause
in exactly the same manner. However, this is arguably inefficient, and one interesting direction for further
research would be to extend both regression tree and ensemble procedures to the problem of simultaneous
estimation of multiple CIFs. For example, when building a regression tree, one could easily adapt the approach
taken earlier to accommodate multiple causes in addition to multiple time points; see [4] for a similar proposal.
In the case of a regression tree, such an approach makes the restrictive assumption that the predictor space
is to be partitioned in the same way for all causes. This restriction may ultimately be less worrisome when
building a predictor derived from ensembles of trees, but it would be interesting to explore alternative ways
in which one might proceed. A second area of possible extension would be to consider generalizations of
the model-based recursive partitioning algorithm proposed in [32] to the setting of CIF estimation using a
composite loss function, leading to alternative tree and/or ensemble estimators.

The reliance of the proposed methods on the need to estimate a “nuisance” parameter that coincides
with the target of primary interest (i.e., the CIF) is an evident drawback of the proposed approach. Of course,
this problem is inherent to using all augmented IPCW estimators. Currently, we use rfsrc for this purpose,
and it is therefore perfectly reasonable to ask whether the proposed approach offers any advantages over the
methods introduced in [4]. We believe the answer to this question is affirmative. For example, our approach
provides the ability to estimate what happens at specific points in time. In addition, rfsrc uses alog-rank-type
splitting process for competing risks that may be adversely influenced by informative censoring, particularly
so in the early stages of splitting; see, for example [9, 10], and especially [33] for discussion and results in
the case of right-censored survival data. Although the validity of the proposed methods also requires that
(T,M)LC | W, the observed data loss functions used in Algorithms M,, and M, are approximately unbiased
both conditionally and unconditionally on W and should be less susceptible to similar biases. It would be
interesting to study the performance of iterated versions of the proposed algorithms in which the CIF required
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for computing the augmentation term is updated with each iteration of the proposed algorithm, possibly only
being initialized with rfsrc.
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