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1 | INTRODUCTION

| Eric S. Leifer! | Song Yang!

| Neal Jeffries! |

| Jungnam Joo! | Christopher M. O’Connor?

Consider the choice of outcome for overall treatment benefit in a clinical trial
which measures the first time to each of several clinical events. We describe
several new variants of the win ratio that incorporate the time spent in each
clinical state over the common follow-up, where clinical state means the worst
clinical event that has occurred by that time. One version allows restriction so
that death during follow-up is most important, while time spent in other clinical
states is still accounted for. Three other variants are described; one is based on
the average pairwise win time, one creates a continuous outcome for each partic-
ipant based on expected win times against a reference distribution and another
that uses the estimated distributions of clinical state to compare the treatment
arms. Finally, a combination testing approach is described to give robust power
for detecting treatment benefit across a broad range of alternatives. These new
methods are designed to be closer to the overall treatment benefit/harm from
a patient’s perspective, compared to the ordinary win ratio. The new methods
are compared to the composite event approach and the ordinary win ratio. Sim-
ulations show that when overall treatment benefit on death is substantial, the
variants based on either the participants’ expected win times (EWTs) against a
reference distribution or estimated clinical state distributions have substantially
higher power than either the pairwise comparison or composite event methods.
The methods are illustrated by re-analysis of the trial heart failure: a controlled

trial investigating outcomes of exercise training.
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Clinical trials usually target risk reduction in one or more clinical events for their primary efficacy measure. For example,
in a cardiovascular disease trial one might be interested in death, hospitalization for heart failure (HF), and myocardial
infarction (MI). Some methods combine the endpoints into a composite, for example the composite of death, HF, MI.
However, composite methods fail to account for the fact that often the endpoints can be ranked on an ordinal scale based
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on clinical importance. Some pairwise methods try to analyze the worst clinical event that occurs during follow-up. The
win ratio'? does this by first comparing a pair of participants on the worst event, death in the example given above. If
the comparison cannot definitively be concluded in either participant’s favor, the comparison moves on to the next worst
event in the ordinal clinical scale until a definitive winner is declared or the pair are tied.

A major drawback of the win ratio is that for most pairwise comparisons, only the first occurrence time of the worst
observed event matters. A lot of information is ignored. As a concrete example, suppose we are comparing two participants
in a cardiovascular trial with up to 5 years of follow-up according to a composite clinical scale of increasing severity: MI,
HF, death. Participant 1 was followed for 4 years and then died, no other events being observed. Participant 2 had an MI
after 1 year, then was hospitalized for HF after 2 years, and died after 4.5 years. The standard win ratio approach considers
Participant 2 to be the winner in the sense of the better outcome, since his/her death came after that of Participant 1.
In this case, when both participants are observed to have the worst outcome, nothing else but the time of this outcome
matters. However, the trial provided a head to head comparison based on the ordinal clinical scale for the entire 4.5
years of follow-up. We propose comparing the time each participant spent in a better ordinal clinical state than the other
participant. The ordinal clinical state can simply be the worst clinical event that has occurred so far (0—no events, 1—MI
only, 2—HF with or without MI, 3—death). Thus, in our example, participant 1 was in state 0 for the first 4 years, then
transitioned to state 3. Participant 2 started in state 0, transitioning to state 1 after 1 year, then transitioned to state 2 after
2 years, and to state 3 after 4.5 years. Over the 4.5 years for which we can compare the participants, participant 2 was in
the worse clinical state for 3 years and participant 1 was in the worse clinical state for 0.5 years. Thus, participant 1 is the
winner with 2.5 excess years of being in the better clinical state (time in better state minus time in worse state). We call
the excess time in a better clinical state the win time and the corresponding pairwise method of comparison is referred
to as being based on win time.

Comparison based on win time is appealing because the entire patient clinical experience is accounted for, without
the need for any arbitrary score being assigned to the clinical events. The only clinical judgment needed is the ordinal
clinical scale that is required for any pairwise composite method. Here we have chosen to define the clinical state based
on the worst clinical event to have occurred by the current time. This is a natural choice that makes the clinical state
monotone non-decreasing in severity. Defining clinical state in this manner avoids any potentially arbitrary decisions
about length of burden from clinical events, but other definitions could be used in general. If one places a fixed-length
burden window following each clinical event (a period of time where the participant is assumed to be suffering from
the event that has occurred at the start of the window), one could define clinical state based on the most severe burden
window the participant currently is in. Because of our desire to avoid arbitrary decisions, for the remainder of this article
we define clinical state to be the worst clinical event to have occurred by the current time.

One potential drawback to using win time is evident in the example given above. In the example, participant 1 was
determined to be the winner despite dying prior to participant 2. This might be appropriate in the sense of quality of life
since participant 1 did not have an MI or HF event while participant 2 did. However, with follow-up of clinical trials usu-
ally only lasting at most a few years, there is a real doubt that a participant who died before another participant could
be considered to have a superior outcome. Thus, for relatively modest follow-up, as in most clinical trials, we consider
a restricted version of win time. In the restricted version, a win means either a win on death (as determined in a win
ratio comparison), or if no determination is made based on death, a win on win time as described above. In the above
example, the restricted win time determines participant 2 is the winner and therefore agrees with the win ratio. How-
ever, it is easy to see that in general the restricted win time can differ from the win ratio when no determination can be
made on death.

Three other related methods are developed directly from the win times themselves. One method calculates the average
win time over all pairwise comparisons. A second method computes an outcome for each participant, which is then
compared between the treatment arms. A third method uses the estimated distributions of clinical state through time to
directly compare the treatment arms.

Finally, we describe a test that uses the maximum of two of the above estimates as the basis for determining treatment
benefit. This combination test will be shown to have robust power for detecting treatment benefit across a broad range of
alternatives.

The remainder of the article is composed as follows. The various methods are described in Section 2. Section 3.1
describes how we simulated clinical trial data to evaluate the statistical properties of the methods. The methods are then
compared via simulation in Section 3.2. The methods are then illustrated in Section 4, by applying them to re-analyze the
trial heart failure: a controlled trial investigating outcomes of exercise training (HF-ACTION).? Finally, in Section 5, we
discuss the findings and give recommendations for practice.
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2 | METHODS

Consider a cardiovascular trial with interest in the clinical events in order of increasing clinical severity: (MI < HF <
death). Suppose the trial randomizes participants to active treatment Z = 1 or control treatment Z = 0. The latent times
to first M1, first HF, and death are denoted (T7, T;, T;‘), respectively, while the censoring time is denoted T¢. Since these
events may not be observed, we also have indicators that an event occurs at the given time for each type of clinical event,
denoted (61, 8>, 63) and the observed (possibly censored) times (T3, T», T3). The ordinal clinical state of a participant at any
time ¢ is given according to the worst clinical event to have occurred up to time ¢ as (0—no events, 1—MI only, 2—HF
with or without MI, 3—death). As noted in Section 1, as defined the clinical state is monotone non-decreasing in time.
The clinical state for any participant is known up to time T, and for all times if death is observed.

One natural choice for analysis of treatment is to analyze the time to the first of any of the clinical events. This is called
the composite event approach. We start by describing the composite event approach, since it is often used and serves as a
primary competitor to pairwise approaches like the win ratio and win time ratio developed here. After that, we describe
the standard win ratio approach!? before introducing the new win time ratio, restricted win time ratio, the win time
difference methods and combination test.

2.1 | Composite event approach

The composite event approach uses the minimum of the clinical event times, T = min(T5, T, T1), along with the indicator
6r that an event occurs at time T. The primary treatment effect in a cardiovascular trial is often based on a composite
event logrank test,* or the estimated coefficient (B) of Z from a Cox model® of T that includes Z as a covariate:

A(t) = Ao(t) exp(p2), ()

where A(t) is the hazard function and A¢(t) is a baseline hazard. Our simulations (Section 3.1) will utilize (1) as given,
but in practice other baseline covariates could be included in (1). The analysis of HF-ACTION (Section 4) will include
a baseline covariate in (1). Tests of treatment effect can be based on 4, the estimated log hazard ratio from a fit of (1),
and its estimated variance. We will use model (1) for comparison in this article, as testing based on the estimate of f is
in very close agreement with a logrank test for large sample sizes and exp(f) provides a useful estimate of the treatment
effect.

2.2 | Winratio

We describe the win ratio test statistic that is most similar to a hazard ratio. Suppose there are n = ny + n; participants
randomized to either the control (ng) or novel treatment (n;), and we have ordered the times and indicators so that the
control participants are participants i = 1, ... , no while the active treatment participants are i = ny + 1, ... , n. We will
use the convention that i indexes the participants so that T ; is the time of MI or censoring for participanti =1, ... ,n.
Similar notation for the other times and indicators will be used. For any pair of participants, define the win ratio score Uj;
to be +1 if participant i has the more favorable outcome (win) than participant j and —1 if participant i has a less favorable
outcome (loss) than participant j and Uj; is 0 if neither is more favorable. A more favorable outcome (win) for the win ratio
means either that participant j died before participant i or that the comparison on death is inconclusive and participant j
has HF before participant i or that neither death nor HF is conclusive and participant j has an MI before participant i. An
analogous definition for less favorable (loss) is used. A comparison is inconclusive anytime one participant in the pair is
censored before the other participant is observed to have the event, or if both participants are censored without observing
the event, or if the participants both have the event at the same time. The score is defined as zero if all comparisons are
inconclusive. The win ratio test statistic can then be given as the ratio of loses to wins on treatment:

Sty Iy LUy = 1)

o~ = =1

WR = " CRT AT 2)
2i=n0+1 (j=1 ( y— )

where 1() is the indicator function.
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As pointed out by Follmann et al,’ a related but different version that uses the tied pairs could be used to estimate
the Mann-Whitney parameter.” We focus here on the ratio of loses to wins because it results in a metric that closely
resembles a hazard ratio, with null value of 1.0, and values less than 1 indicating treatment benefit. The estimand, WR,
for WR is the probability a randomly selected treatment participant would lose when compared to a randomly selected
control participant divided by the probability a randomly selected treatment participant would win when compared to a
randomly selected control participant, given the pair did not tie. Unfortunately, this estimand depends on censoring. As
a practical matter this usually is not a major issue. Including more (and more prevalent) events in the composite (or in
determining wins and loses), results in fewer censored times, and therefore the WR becomes less affected by censoring.

The variance of log (Vﬁ) can be estimated according to Bebu and Lachin.? Alternatively, one can use the bootstrap to

generate B bootstrap datasets, and calculate var [log <\ﬁ)] as the variance of log (\ﬁ) from the B associated datasets.

Testing of Hy : WR =1 is then according to the asymptotic normality of log (\ﬁ) /4 /var [log <\ﬁ)], established by

Bebu and Lachin.® We use this bootstrap variance version of testing for the win ratio since we will require the bootstrap
to estimate variance in testing for some of the win time methods in the following sections.

2.3 | Win time ratio

We now define the win time ratio estimator in a similar fashion to the win ratio. The only difference between the win time
ratio and that of the win ratio will be the determination of more favorable outcome (win) and less favorable (loss). For any
pair of participants, we will define the win time ratio score Vj; to be +1 if participant i has the more favorable outcome
(win) than participant j and —1 if participant i has a less favorable outcome (loss) than participant j. We now proceed to
define what constitutes more or less favorable outcome for the win time ratio. When comparing two participants, i and
J, we define the effective common follow-up time to be the time of earliest censoring if either participant is censored. If
neither participant is censored, then the larger death time is the effective common follow-up time. The effective common
follow-up time, 7, is the last time when the clinical state of both participants are known and potentially different. Thus,
at any time ¢ € (0, 7;j), one can decide which participant is in the more favorable or less favorable clinical state, as was
done in the calculation of the win ratio. The difference is that now we do this at each time ¢ € (0, 7;), obtaining a function
of time, v;;(t), the win function. The function, v;(t), is +1 if participant i has the more favorable outcome than participant
j at time ¢ and —1 if participant i has a less favorable outcome than participant j at time ¢. If the participants are tied at
time ¢, then v;(t) = 0. Now we calculate the win time difference for the two participants,

T

WD, = / "oyt ©)
t=0

To make this comparable to the win ratio, we note that in case one member of a pair has an event at the same time that
the other member of the pair is censored, z;; is defined to be one day larger than the time of these simultaneous events,
enabling breaking of ties for such cases (as is done for the win ratio). The win time difference, \V’ﬁ)y tells us the excess
time that participant i is in a more favorable state than participant j over the effective common follow-up time (more
favorable minus less favorable). Thus, positive values mean participant i was in a more favorable state for longer than
in a less favorable state over the effective common follow-up time. We are now ready to define more and less favorable
according to win time.

More favorable (win) for the win time ratio means V7ﬁ)l] is positive (and then the score V;; = +1). Less favorable (loss)
for the win time ratio means \my is negative (and then Vj; = —1). The score Vj; is defined as zero if \my is 0. The win
time ratio test statistic can then be given as the ratio of losses to wins on treatment:

S SV = ~1)

—— = =1 )

WIR = — TRTAET 4)
Zi=n0+1 j=1 ( g = )

The estimand, WTR, for WTR is the probability a randomly selected treatment participant would lose when compared
to a randomly selected control participant divided by the probability a randomly selected treatment participant would
win when compared to a randomly selected control participant, given the pair did not tie. Variance estimates are obtained
by generating B bootstrap datasets, and calculating V/a\r[log(ﬁ)] as the variance of log(\ﬁ) from the B associated
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datasets. Testing of Hy : WTR =1 is then according to the asymptotic normality of 1og(V7’ﬁ{) / \ﬁl\r[log(\ﬁ’ﬁ{)] (again
established in Bebu and Lachin?®).

2.4 | Restricted win time ratio

We now define the restricted win time ratio estimator in a similar fashion to the win time ratio. The only difference
between the restricted win time ratio and the win time ratio will be the determination of more favorable outcome (win)
and less favorable outcome (loss).

A more favorable outcome (win) for the restricted win time ratio means either that death favors participant i or that
death proved inconclusive while the \mij is positive (and then the score Wj; = +1). Less favorable (loss) for the restricted
win time ratio means either that death favors participant j or that death proved inconclusive while \Vﬁ)ij is negative (and
then Wj; = —1). The restricted win time ratio test statistic can then be given as the ratio of losses to wins on treatment:

S D (W = —1)

RWTR = 212 |
Zi=n0+l j=°11(VV,~j=1)

(5

2.5 | Pairwise win time

We calculate the pairwise win time (PWT) as the pairwise average of the win time differences \ﬁﬁ)y The PWT test statistic
can then be given as:

n
PWT = Zin=no+1 Zj=01WTDU

(6)

nony

We use the bootstrap to get an estimated standard deviation of PWT for hypothesis testing of the null hypothesis that
PWT = 0. The estimand for PWT can be described as the difference in expected excess time in a better clinical state for
treatment participants compared to control participants over the average effective common follow-up time between the arms
(average of the 7;;). Note that this substantially differs from the WTR since the WTR counts each win or loss as 1 or —1,
whereas the PWT is averaging the actual win time differences.

2.6 | Expected win time against reference

The idea of expected win time against reference (EWTR) is to compare each participant’s clinical state at any time to a
reference group’s distribution of clinical states. A natural choice for the reference group is to use the control arm. The
first step in computing EWTR is to estimate the control arm’s clinical state distribution (described in Section 1) at any
time from baseline (time = 0) up until there are no control arm participants under follow-up (designated time = ).

We consider two ways to estimate the control arm’s clinical state distribution in time. One way, as proposed by Mao,’
is to estimate Kaplan-Meier curves KM (¢) that give the probability of being free of clinical state > k for k = 1, 2, 3. With
estimates {KMy(t), k = 1,2, 3}, the state distribution is then obtained by subtraction. This method is non-parametric and
yields estimates for times from 0 to the last time a control participant is still in state 0. In many applications this will not
represent an important restriction, but in some it may.

Another option is to use a Markov model. One complication with fitting the Markov model arises because of censoring.
Any time that the last participant in a clinical state below death (recall the clinical states with three events including
death are 0, 1, 2, 3 with 3 being the absorbing state of death) is censored, the transition probabilities for that state are not
estimable from the model. We extend the Markov model by simply assuming the transition probabilities from the state in
question to any different state are zero, while the transition probability of staying in the state in question is one. Note that
later, participants could transition into the affected state, thereby allowing later transition probabilities to be consistently
estimated. We will call this method of estimating the clinical state distribution through time as the extended Markov model
to call attention to this modification. In the presence of censoring, the estimated state distribution at a given time from an
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extended Markov model may not be consistent. For example, it may underestimate the probability of the death state since,
due to censoring, transitions from a lower clinical state to death may have been missed and the probability estimated as
zero. For a worked example of fitting the extended Markov model, see the Supplemental Material.

The next step in the calculation of EWTR is to compare each trial participant to the estimated reference clinical
state distribution. The comparison for participant i can continue until the effective common follow-up time, which
in this case is 7; = min(zc, 7]'), where 7" is either the censoring time for participant i or if participant i dies is co.
Let Poo(t), Po1(t), Poa(t), Po3(t) be the estimated clinical state distribution for the control arm from either the extended
Markov model or the Kaplan-Meier method (KM), where the first subscript indicates the control arm and the second
subscript refers to the state. We now consider the expected value of the win function, v;(t), from Section 2.3. Since
we are comparing participant i to a distribution, the win function gets replaced by the state specific win components,
wio(t), wir(t), wi(t), wiz(t), where wy(t) is +1 if participant i is in a better state at time ¢ than state k and is —1 if partici-
pant i isin a worse state at time ¢ than state k and is 0 otherwise for k = 0, 1, 2, 3. The expected value of v;(f) then becomes
Wio(H)Poo(t) + Wit (HPo1(£) + win(H)Poz(t) + wiz(H)Pos(t). This gets substituted for vy(t) in Equation (3) to give the EWTR for
participant i:

T;

EWTR, = / i{Wio(t)ﬁoo(t) + Wit (DPo1(£) + wia(DPo2(1) + wiz(HPos(t) } dt. 7
0

t=

Each participant gets a value for E\/Nﬁi. We could compare the Eﬁi values between the arms using a traditional ¢-test.
Instead, as a final step in the method, we fit a linear model to the EWTR; values with an intercept and treatment indicator:

EWTR; = a + fegwrrZi. (8)

Testing is based on the fitted value of frwrr and its estimated standard deviation from (8). One advantage of using model
(8) over a direct t-test comparison is that prognostic baseline covariates can be added to (8).

Although the extended Markov model in the presence of censoring may not give an entirely consistently estimated
clinical state distribution in time, this is only used as a reference distribution for the EWTRs, which are then compared
between arms. Thus the null hypothesis of frwr = 0 is true if treatment has no effect on clinical state (regardless of
censoring and its effect on the estimated reference distribution). The estimand for EWTR can be described as the treatment
arm difference in average excess time in a better clinical state compared to reference participants over the average effective
common follow-up time, defined above.

2.7 | Expected win time

The idea of EWT is to directly compare the two arm’s distributions of clinical states.

Once again there are two versions depending on the approach used to estimate the state space distributions. Either
an extended Markov model or KM approach can be used.

Let Pro(t), p11(t), P12(t), P13(t) be the estimated clinical state distribution in the active treatment group either from
the extended Markov model or the KM method (recall the first subscript refers to the arm so that for example pyx(¢) refers
to the treatment arm probability of being in state k at time ¢).

The next step in calculation of EWT is to compare the estimated clinical state distributions. The comparison can con-
tinue until the effective common follow-up time between the arms, which in this case is 7, = min(z¢, 7r), where 77 is the
first time when there are no active treatment participants under follow-up and z¢ is defined in Section 2.6. We again con-
sider the expected value of the win function, v;;(¢), from Section 2.3. It is easiest to think about the three possible win states,
vi(t) = +1, v(t) = 0, v;(t) = —1 with the associated estimated probabilities of those win states, p.1(), Po(t), p-1(t). For
example,

P+1(0) = Pro(®) {Por (D) + Poz(t) + Pos(t) } + P11(t){Po2(t) + Pos (1) } + P12(t) Pos (D).

Since we are comparing two distributions, the win function gets replaced by the win state components, +1, 0, —1, so that
the expected value of v;(t) becomes p.1(t) — p_1(f). This gets substituted for v;(¢) in Equation (3) to give the EWT:

T,

EWT= [ {pa(®-pa®)} dr ©)
0

t=
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We use permutations of the treatment arm indicators to approximate the null distribution of EWT and therefore to geta

_—_b
critical cutoff for hypothesis testing of the null hypothesis that EWT = 0. Let EWT forb =1, ... , Bbe the values obtained
from (9) for datasets created by random permutations of the treatment indicators applied to the observed dataset. We
thus use the 0.975 quantile of this distribution as a critical cutoff for EWT to create a 2.5% test of the null hypothesis. In

practice, with B = 200 (as will be used in our simulations), this means selecting the 196th largest of the values {]ﬁV\Tb, b=
1, ... ,200} as critical cutoff for EWT.
The estimand, EWT, can be described as the difference in expected excess time in a better clinical state for treatment
participants compared to control participants over the effective common follow-up time between the arms, defined above.
The latter three procedures (PWT, EWTR, and EWT) are each different attempts to calculate an expectation of \ﬁ’ﬁ)y
We shall refer to these procedures collectively as win time difference procedures as opposed to the pairwise comparison
methods WTR and RWTR.

2.8 | EWTR-composite max test

The idea of EWTR-composite max test (MAX) is to combine the test statistics of the EWTR and composite event approaches
to get a testing method with a robust power profile. To this end, define

PEwWTR —p

I\T/TX:max ———— —~ < |
std (ﬂEWTR) Std(ﬁ)

(10)

Note the negative applied to //3\ in (10) makes positive values reflect treatment benefit for each component. We use
the bootstrap to get a critical cutoff for hypothesis testing of the intersection null hypothesis of { fgwrr = 0} N {f = 0}.
This differs from the use of bootstrap for variance estimation described above. In this approach, B bootstrap datasets are
generated and for each the value of the standardized EWTR and composite test statistics are calculated and respectively
denoted zIéWTR and —z? for b= 1, ... , B. Let the standardized test statistics calculated from the observed data (and given
inside the max in 10) be respectively denoted zgwrr and —z. We then consider the collection of values {max[z’éwTR -
ZewTr, —2° +2],b =1, ... , B}. These values approximate the null distribution of (10). We thus use the 0.975 quantile of
this distribution as a critical cutoff for (10) to create a 2.5% test of the intersection null hypothesis. In practice, with B = 200
(as will be used in our simulations), this means selecting the 196th largest of the bootstrapped values {max|
Zewtr, —20 +2],b =1, ..., 200} as critical cutoff for (10).

Following a significant finding from the MAX procedure, one could proceed in a step-down fashion to identify if
either the composite or EWTR metrics show statistically significant treatment benefit. For one-sided testing of benefit,
a significant MAX test at level 2.5% followed by a significant EWTR test also at level 2.5% would allow rejection of the
EWTR null. Similarly, a significant MAX test at level 2.5% followed by a significant composite test also at level 2.5% would
allow rejection of the composite null. This multiple testing procedure controls familywise error at one-sided level of 2.5%
(by the closed testing principle of Marcus et al'?).

b —
ZEWTR

2.9 | Restricted mean survival in favor of treatment

If one picks an arbitrary timepoint, 8, at which the EWT methodology is truncated, one gets the restricted mean survival
time in favor of treatment (RMT) of Mao.’
The estimate of RMT), is given by

[4
RMTy = [ {Pu() =pa(n)} dt. an
t=0

We use permutations of the treatment arm indictors to approximate the null distribution of RMT, and therefore to geta

_— b
critical cutoff for hypothesis testing of the null hypothesis that RMTy = 0. Let RMTy forb = 1, ... , Bbe the values obtained
from (11) for datasets created by random permutations of the treatment indicators applied to the observed dataset. We
thus use the .975 quantile of this distribution as a critical cutoff for RMT, to create a 2.5% test of the null hypothesis. In
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practice, with B = 200 (as will be used in our simulations), this means selecting the 196 largest of the values {R/M\Tz, b=
1, ... , 200} as critical cutoff for mg.

The estimand, RMTy, can be described as the difference in expected excess time in a better clinical state for treatment
participants compared to control participants over the interval of [0, #]. Note that RMTy is also a win time difference
procedure.

3 | COMPARISON OF METHODS
3.1 | Simulation setup

We used simulation to compare the statistical properties of the methods described in Section 2. We consider the two-armed
randomized clinical trial setting comparing an active treatment (Z = 1) vs standard treatment (Z = 0). We aim to simu-
late times for each of three clinical events, while allowing the times to be correlated. To do this in our simulations, we
hypothesize that there is an additional relevant covariate Y which is an unobserved subject-specific frailty (that will be
common across the three clinical event models). Therefore the true simulation models will depend on X = (Y, Z). The ith
participant is followed until one of two potential competing events occurs:

(i) participant i dies at time ;.

(i) participant i is lost to follow-up or the trial ends at time ¢;.

We simulated data using the methods of Beyersmann et al,!* adapted to our semi-competing risk scenario. In this case
there are two events (death and censoring) that compete with all other events, and two events (HF and MI) that do not
compete with other events. The clinical ordering of events is assumed to be: MI < HF < death. The method specifies an
active treatment vs control proportional cause specific hazard (CSH) model for each of the four events.

We simulated data from a semi-competing risk model assuming a log(CSH) for each of the four events given by a
time-independent linear function of the active treatment indicator Z and the frailty variable Y. The CSHs 4;(¢), A5(t), and
A3(t) (this notation suppresses their dependence on X) for the clinical events (MI, HF, death) are given by:

MI: M) =explog +r*Z+y *Y], (12)
HF: M) =explaz + fo % Z + 7y, x Y], (13)
Death: As3(t) = explas + B3 * Z + y3 * Y], (14)

whereY ~ U (—% %), Z is set to 0 for half of the participants and 1 for the other half, and a3, a3, a3, f1, B2, 3, 1, 72, ¥3 are
real valued parameters (U(a, b) refers to the uniform distribution on the interval [a,b]). Thus, the frailty Y has no effect

on the event’s CSHs if and only if y = 0. We assume independent censoring with hazard given by
Acen(t) = explas]. (15)

We start our semi-competing risk simulation by generating a cause-specific event time S; from the all-cause hazard
A1) + 22(8) + A3(t) + Acen(t). To determine which type of event occurred at time S;, we perform a multinomial experiment
with probabilities determined by the hazards of each event type:

Pr(MI) = A1(51) ’
A1(S1) + 42(S1) + 43(S1) + Acen(S1)
Pr(HF) = A2(S1) ’
A1(S1) + 42(S1) + 43(S1) + Acen(S1)
Pr(death) = 43(51) ,
A1(S1) + 42(S1) + 43(S1) + Acen(S1)

Pr(censoring) = Acen(51)

A1(S1) + A2(S1) + 43(S1) + Acen(S1)
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In our simulations, the administrative censoring time is 4 years so any S; > 4 is truncated to be an administrative cen-
soring at 4 years. If the event at time S; is either death or censoring, then the simulation of events for this participant is
finished. If the event at time S; is either HF or MI, then the simulation continues with a second event at time increment
S, after time S;. The all-cause hazard for S, is adjusted by removing either A;(f) or A,(t) from the all cause hazard for
S1 based on which non-competing event occurred. The multinomial probabilities to determine the type of event at time
S1 + S, are adjusted accordingly, based on which of the non-competing events has already occurred. If this results in a
second non-competing event, a third time increment is generated in a similar manner, at which time one of the compet-
ing events must occur. In this way we generate (possibly censored) times for each of the clinical events, (T1, T, T3), along
with the indicators of censoring introduced in Section 2.

We used the KM method of estimation of the state space distribution for EWT and RMT}3 year, since our simulations
indicated that using an extended Markov model adds variability which results in reduced power for those procedures
which compare the arms directly based on the estimated state space distributions. In contrast, EWTR uses the estimated
state space distribution differently. For EWTR, the state space distribution is merely used as a reference that each par-
ticipant in either arm is compared to. Thus, it makes sense that being able to integrate further in time via an extended
Markov model leads to higher power for EWTR (and thus also for MAX). Therefore, EWTR and MAX are implemented
using an extended Markov model.

3.2 | Results

We simulated 1000 clinical trials (10 000 for the null case) using the methodology described in Section 3.1 with n = 2000,
v =05 a =a,=-0.5,a3 =—1.6,y; =y, = y3 = 1, and ay = 0.0. The value of a3 = —1.6 was chosen to have about half
as many fatal events as each of the non-fatal events. Several different possible configurations of cause specific treatment
effect log hazard ratios for each of the three clinical events were used and the results are shown in Table 1. In Table 1,
k indexes the various alternative scenarios.

TABLE 1 Estimated rejection rates (%) for simulated clinical trials from cause specific models (n = 2000,y = 0.5, ; = a, = —0.5,
az=-16,y1=r,=r3=1,a,=00).

MI HF Death

k B B B3 RR* RRw:" RRw® RRw' RRpwt® RRewtr' RRewt® RRpax”  RMT; yeur!
Null 0.0 0.0 0.0 2.00 2.37 2.29 2.34 2.21 2.71 2.53 2.21 2.50
1 -0.17 -0.17 -0.17 82.0 78.1 77.7 77.6 70.7 65.6 68.5 80.1 69.1
2 -0.20 -0.15 -0.10 78.1 63.3 66.4 65.5 51.6 38.0 45.6 73.3 46.3
3 -0.10 -0.20 -0.30 81.8 90.7 87.7 89.1 92.4 94.0 95.8 93.4 96.3
4 -0.20 -0.20 0.00 80.6 56.0 62.5 57.3 31.1 15.9 26.3 71.4 27.2
5 -0.24 -0.16 0.00 80.8 49.6 58.8 53.9 28.2 13.0 20.5 71.3 21.1
6 0.10 0.10 —0.35 0.3 6.5 34 6.3 28.6 67.2 37.6 56.7 37.4
7 -0.35 0.10 -0.35 61.6 44.3 50.2 58.6 71.8 84.5 62.6 82.1 63.1
8 0.10 0.00 —0.35 1.9 23.5 14.4 20.9 50.5 80.1 61.3 71.3 61.7
9 0.00 0.00 -0.35 10.3 34.5 25.2 32.9 61.1 84.4 69.4 75.8 69.6

Note: Estimated over 1000 replicated trials (10 000 for null case); one-sided target rate is 2.5% under the null hypothesis (with an average of 410 deaths, 764
HF, and 765 MI events).

“Test based on j from Section 2.1.

" Test based on log (\ﬁ) from Section 2.2 with B = 200 bootstraps for std estimate.

‘Test based on log(W/ﬁ) from Section 2.3 with B = 200 bootstraps for std estimate.

‘Test based on log(m) from Section 2.4 with B = 200 bootstraps for std estimate.

*Test based on PWT from Section 2.5 with B = 200 bootstraps for std estimate.

"Test based on EWTR using an extended Markov model from Section 2.6.

“Test based on EWT using KM from Section 2.7 with B = 200 permutations for critical cutoff.

"Test based on (10) using an extended Markov model from Section 2.8 with B = 200 bootstraps for critical cutoff.
'Test based on lﬁ/l\"lg year Uusing KM from Section 2.9 with B = 200 permutations for critical cutoff.
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Note first that all nine testing methods approximately control the type I error rate at a one-sided 2.5%. Scenarios 1-5
(with approximate proportional hazards for the composite event) are cases where one might expect the composite event
approach to dominate power. The cause specific treatment log hazard ratios for scenarios 1-5 were chosen to approxi-
mately give 80% power for the composite event approach. As expected, the composite event approach does perform well
over scenarios 1-5. However, in scenario 3 where the largest treatment effect is on death, the composite method has
notably lower power than the other methods. Scenarios 6-9 are cases where treatment is either null or slightly harm-
ful for at least one non-fatal event and possibly beneficial for a different non-fatal event (scenario 7) as well as death.
Scenarios 6-9 are more difficult to evaluate scientifically since overall treatment benefit requires weighing pros and cons;
in these cases it seems safe to conclude there is a strong overall benefit. Scenarios 3, 8, and 9 show that the hierarchical
pairwise comparison approaches can have somewhat higher power than the composite event approach when the treat-
ment benefit is largest on death. Scenario 6 is particularly noteworthy as an example where treatment is slightly harmful
for MI and HF, but much more beneficial for death. In general, the win time difference methods have highest power
whenever treatment benefit is substantial on death. This is primarily because the pairwise comparison methods treat any
win or loss as the same whereas the win time difference methods allow the effect of death to dramatically impact the
metric since death is the worst clinical state and there is a longer effective common follow-up when death occurs. The
EWTR and especially the EWT (or RMT) have even longer effective common follow-up times than does the PWT. This is
because when a participant dies, a longer period of time dead can be used in the calculation of EWTR or EWT (or RMT)
than for PWT. Effectively this means that the EWTR and EWT (or RMT) methods more highly weight death in the treat-
ment arm comparison. In contrast, the composite event method considers all events equal while the pairwise methods
do not explicitly weight the length of time a participant is dead during follow-up. The result is that the EWTR and EWT
(or RMT) methods are most sensitive to treatment benefit on death.

Power should not be the only deciding factor in choosing a primary analysis estimand or testing procedure. The main
factor should be using a meaningful metric that best represents the combined treatment effect on important health events.
The win time difference methods naturally incorporate the importance of death, leading to a metric that appropriately
highly weights death. The power of the win time difference methods is tied to the overall treatment benefit, determined
by summing the patient experience over an effective common follow-up time. Overall, the simulations show that power
depends critically on the CSHs for treatment. However, Table 1 confirms that in cases where overall treatment benefit is
clear and the treatment effect on death is substantial (scenarios 6-9), the win time difference methods are substantially
more sensitive than the composite event approach. Moreover, the MAX test achieves a relatively robust power profile
across all of the alternatives.

Results with no correlation between events (y = 0, not shown) are similar and can be found in the Supplemental
Material. Results with similar numbers of fatal events as each of the non-fatal events (a3 = —0.5, not shown) demonstrate
that the relative power of the win time based methods are even higher and can also be found in the Supplemental Material.

We further investigated the effects of smaller sample size or higher censoring rates. The results did not substan-
tially change the primary comparison of relative power between the methods and can also be found in the Supplemental
Material.

We investigated a second set of trials with only two events to see if the relative power results changed in any substantial
manner. The events are HF and death (events 2 and 3 from section 3.1). The results are presented in Table 2. The results
are mostly similar in nature to those with three events. Scenario 5 is a case with treatment benefit on HF and treatment
harm on death. This scenario seems to present a difficult case for judging overall treatment effect, and perhaps most
would consider it unclear that treatment is beneficial overall. The interesting observation for scenario 5 is that the win
time difference methods are the only methods that are insensitive to this treatment effect that includes harm on death.

4 | HF-ACTION TRIAL

The trial HF-ACTION? was sponsored by the National Heart, Lung and Blood Institute, and randomized participants from
82 centers in the United States, Canada, and France. A total of 2331 participants were enrolled in 2003 through early 2007
with median follow-up of 30 months. The trial randomized 1:1 into usual care (UC) vs usual care plus exercise training
(ET). The protocol specified primary outcome was a composite of all-cause mortality or hospitalization, analyzed here
by a Cox model with treatment group and heart failure etiology as covariates. In this re-analysis, we consider application
of the pairwise methods along with the win time difference methods and the composite method to the primary outcome
ordered as (hospitalization < death). The EWTR method included the etiology covariate in its linear model (8). We also
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TABLE 2 Estimated rejection rates (%) for simulated clinical trials from cause specific models (n = 2000,y = 0.5, a; = =99, a, = —0.5,
a3=-16,y1 =y, =r3=1, a4 =0.0).

HF Death

k B Bs RReomp”  RRw®  RRw RRa®  RRpwt®  RRewn!  RRew®  RRpa"  RMTs
Null 0.0 0.0 2.47 2.74 2.67 2.74 2.54 2.78 2.81 2.65 2.81

1 —0.18 —0.18 80.2 71.8 71.4 71.8 65.6 61.8 57.8 76.4 66.3

2 —0.21 —0.10 80.4 62.6 63.8 62.6 46.4 37.0 36.8 72.5 44.3

3 -0.10 -0.21 49.5 51.6 48.4 51.6 55.3 59.1 51.4 59.7 57.7

4 0.10 —0.30 1.3 8.8 5.6 8.8 30.3 59.5 43.0 48.5 42.3

5 —-0.30 0.10 81.0 40.0 47.3 40.0 11.6 2.6 4.9 72.8 8.1

Note: Estimated over 1000 replicated trials (10 000 for null case); one-sided target rate is 2.5% under the null hypothesis (with an average of 410 deaths and 764
HF events).

“Test based on ﬁfrom Section 2.1.

" Test based on log (V/\’T{) from Section 2.2 with B = 200 bootstraps for std estimate.

“Test based on log(\m) from Section 2.3 with B = 200 bootstraps for std estimate.

“Test based on log(m) from Section 2.4 with B = 200 bootstraps for std estimate.

“Test based on PWT from Section 2.5 with B = 200 bootstraps for std estimate.

"Test based on EWTR using an extended Markov model from Section 2.6.

“Test based on EWT using KM from Section 2.7 with B = 200 permutations for critical cutoff.

"Test based on (10) using an extended Markov model from Section 2.8 with B = 200 bootstraps for critical cutoff.
'Test based on R/l\ﬁ} year Using KM from Section 2.9 with B = 200 permutations for critical cutoff.

TABLE 3 Re-analysis of HF-ACTION.
HR* WRP WTR® RWTRY PWT® [P EWTS MAX! RMT; yeor!

Primary two components (hospitalization < death)

Effect estimate 0.925 0.934 0.932 0.934 22.4 days 36.5 days 43.8 days - 31.8 days
P-value 0.143 0.210 0.199 0.210 0.141 0.096 0.058 0.077 0.054
Three components (AE < hospitalization < death)

Effect estimate 0.912 0.931 0.927 0.930 24.0 days 38.4 days 46.4 days - 34.0 days
P-value 0.081 0.182 0.165 0.178 0.118 0.082 0.052 0.075 0.042

“HIR is exp(f) from Section 2.1.
"log (V\//T{S from Section 2.2 with testing based on B = 1000 bootstraps.

Clog(m) from Section 2.3 with testing based on B = 1000 bootstraps.

dlog(m) from Section 2.4 with testing based on B = 1000 bootstraps.

*PWT from Section 2.5 with B = 1000 bootstraps.

' ﬂAEWTR using an extended Markov model from from Section 2.6.

*EWT using KM from Section 2.7 with B = 1000 permutations for critical cutoff.

"Test based on (10) using an extended Markov model from Section 2.8 with B = 1000 bootstraps for critical cutoff.
"Test based on lﬁ/I\T3 year Using KM from Section 2.9 with B = 1000 permutations for critical cutoff.

constructed a three component outcome that (in addition to the components of the primary) included any adverse event
(AE) from a pre-specified list (worsening heart failure, myocardial infarction, unstable angina, serious arrhythmia, stroke,
transient ischemic attack) ordered as AE < hospitalization < death. Results are shown in Table 3.

Analysis of the primary outcome, at the top of Table 3, yields similar treatment effect estimates for all of the methods
based on ratios. Recall that the estimand for the protocol specified analysis is a hazard ratio, while the pairwise methods
have win ratios as estimands. The estimands for the win time difference methods are based on definitions of effective com-
mon follow-up times, and expressed here in excess days in the better clinical state. In most cases the effective common
follow-up time for EWT (or RMT) will be larger than the average effective common follow-up time for EWTR (similarly
they will be larger for EWTR than for PWT), leading to larger effect estimates for EWT (or RMT) than EWTR
(similarly they will be larger for EWTR than for PWT). Separate analysis of each component of the primary outcome (with
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a Cox model exactly like the primary composite model adjusting for HF etiology) reveals an estimated treatment hazard
ratio of 0.921 for death and 0.933 for hospitalization. Based on the similarity of these separate estimated hazard ratios and
the results of Section (3.2), it is not too surprising that the composite primary analysis yields the smallest P-value among
the methods based on ratios. However EWTR, EWT, and RMT have smaller P-values than any of the ratio methods. In
addition to considerations of power, the composite primary analysis leaves a question of whether or not one should regard
the components of the composite as equal when there is a clear clinical hierarchy.

Analysis of the three component outcome, at the bottom of Table 3, yields different effect estimates with each method
yielding a somewhat stronger estimated treatment benefit. This is explained by a separate analysis of AEs alone (with a
Cox model exactly like the primary composite model) that revealed an estimated treatment hazard ratio of 0.890 for AE.
In this case the composite, EWTR, and EWT all yield similar P-values while RMT has the smallest P-value of any method.
With this three-level outcome, the appropriateness of including all hospitalizations and AEs as equal to deaths (as the
composite method does) is even more suspect than in the composite primary analysis. Note that while for this example
the CSH ratios are all in the direction of benefit, in general the win time difference methods are appropriate regardless of
the direction or magnitude of the CSH ratios.

5 | DISCUSSION

We have introduced a pairwise comparison method, the win time ratio, that accounts for the time spent in each clinical
state during the combined common follow-up period. A second method, the restricted win time ratio, allows restriction
so that death during study follow-up is more important than time spent in other states. We also introduced three methods
based on win time differences. PWT, EWTR, and EWT are all based on the excess time spent in a better clinical state over
an effective common follow-up time. These methods reflect the entire clinical experience of the trial participants and offer
sensitive tests of overall treatment benefit. The major advantage of the win time difference methods, as compared to the
win ratio or composite event method, is that they account for the patient’s entire experience, captured through the time
spent in a clinical state, and not just the occurrence of the clinically most important event. This is the main reason for
using the win time difference methods in a primary analysis of a clinical trial. Additionally, simulations indicate that in
many cases where overall treatment benefit is clear and treatment benefit is substantial on death, the win time difference
methods have substantially higher power than either the win ratio or the composite event approach. Overall there is no
procedure that is most powerful, and relative power depends critically on the particular CSH ratios for treatment. Finally,
we created a combination hypothesis testing procedure (MAX) that has a very robust power profile across a wide range
of alternatives. Regarding the power of several related procedures, Yang et al'? have some relevant discussion.

Based on these observations, it seems that win time difference methods are well suited for trials where several clinical
events are expected to occur in addition to death and when treatment is expected to provide benefit on death. We note
that the EWTR has the advantage over the EWT of being able to easily include baseline covariates directly into the model.
This can lead to further power gains if the baseline covariates are strongly prognostic. The PWT has the advantage of not
requiring estimation of any state space distribution.

The choice of events to include in a hierarchy is always difficult and controversial. Inclusion of unimportant events
makes the resulting metric less meaningful and can inflate the variance. Exclusion of important events can make the
resulting metric further from an overall treatment effect.

We think the win time difference methods reflect well the desirability of outcomes, although we do not use the win
time metric to rank subjects which would make the approach similar to the desirability of outcome ranking by Evans and
Follmann.!3 In contrast, the win time difference methods use the win time metric itself to directly describe the treatment
effect. This leads to tests that are very sensitive to treatment benefit on death. A pragmatic option is to use the MAX
combination testing procedure.

The EWT method is very similar to restricted mean survival time in favor of treatment (RMT) of Mao® if both methods
use the same approach to estimate the state space distributions. The main difference is that RMT restricts analysis to an
arbitrary time cutoff. This means that RMT has an estimand that is easier to describe. In contrast, EWT uses all available
data. Our simulations seem to indicate the RMT is slightly more powerful in most practical cases than EWT.

Further work could explore other definitions of clinical state. As Mao® did, one could define clinical state according to
the number of occurrences of a recurrent event process with death given a value higher than the largest number of occur-
rences. This definition makes sense when there is one recurrent event process and death. Another possibility is to define
a time window of burden for each clinical event, then the clinical state could be defined as the worst of the clinical burden
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windows currently affecting the participant. Such a definition would allow participants to transition non-monotonically
to different clinical states throughout their follow-up.
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SUPPORTING INFORMATION
Additional supporting information can be found online in the Supporting Information section at the end of this article.

How to cite this article: Troendle JF, Leifer ES, Yang S, et al. Use of win time for ordered composite endpoints
in clinical trials. Statistics in Medicine. 2024;1-13. doi: 10.1002/sim.10045

85U8017 SUOWILIOD BAITe81D 3|qed!|dde 8y Aq pausenob afe ssjolife YO ‘@SN JO Sa|nJ 10} ARud18UlJUO /8|1 UO (SUORIPUD-pUR-SWLBY /WO A8 | 1M Ae1q 1 BUIUO//SANY) SUO HIPUOD PUe SWLR 18U} 89S *[1720Z/c0/£0] UO ARiq18ulluO A8|IM ‘SPOOT WIS/Z00T OT/I0P/MO0D A8 |IM"ARelq 1 Ul [UO//:Sa1Y WOI) papeojumoq ‘0 ‘8520260T


http://biowulf.nih.gov
https://biolincc.nhlbi.nih.gov/home/
https://biolincc.nhlbi.nih.gov/home/
https://orcid.org/0000-0002-7903-1015
https://orcid.org/0000-0002-7903-1015
https://orcid.org/0000-0002-3051-5844
https://orcid.org/0000-0002-3051-5844
https://orcid.org/0000-0001-9405-4840
https://orcid.org/0000-0001-9405-4840

	Use of win time for ordered composite endpoints in clinical trials 
	1 INTRODUCTION
	2 METHODS
	2.1 Composite event approach
	2.2 Win ratio
	2.3 Win time ratio
	2.4 Restricted win time ratio
	2.5 Pairwise win time
	2.6 Expected win time against reference
	2.7 Expected win time
	2.8 EWTR-composite max test
	2.9 Restricted mean survival in favor of treatment

	3 COMPARISON OF METHODS
	3.1 Simulation setup
	3.2 Results

	4 HF-ACTION TRIAL
	5 DISCUSSION

	ACKNOWLEDGEMENTS
	DATA AVAILABILITY STATEMENT
	ORCID
	REFERENCES
	Supporting Information

