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Model robust designs for survival trials
Maria Konstantinou, Stefanie Biedermann and Alan Kimber

Abstract

The exponential-based proportional hazards model is often assumed in time-to-event
experiments but may only approximately hold. Deviations in different neighbourhoods of
this model are considered that include other widely used parametric proportional hazards
models and the data are assumed to be subject to censoring. Minimax designs are then
found explicitly, based on criteria corresponding to classical c- and D-optimality. Analytical
characterisations of optimal designs are provided which, unlike optimal designs for related
problems in the literature, have finite support and thus avoid the issues of implementing
a density-based design in practice. Finally, the proposed designs are compared with the
balanced design that is traditionally used in practice, and recommendations for practitioners

are given.
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1. Introduction

Optimal experimental designs are often constructed assuming that the model generating the data
is known, up to the values of the parameters involved. In many practical situations, however,
the proposed parametric model may only be approximately true and thus may cause the vector
of parameter estimators to be biased. As illustrated by Box and Draper (1959) for the case of
a linear regression model, the advantages of using an optimal design that minimises just the

variance are lost even if the deviations from the assumed model are small.

Following Box and Draper (1959), robust designs for approximately linear regression have been
constructed by Wiens (1992) based on classical optimality criteria but involving the mean
squared error matrix. He finds minimax designs which are optimal in that they minimise the
criteria functions for the worst possible deviation from the linear regression model. Prediction
and extrapolation problems with possible heteroscedasticity are studied by Wiens (1998) and
Fang and Wiens (1999) respectively among others. Sinha and Wiens (2002) consider the con-

struction of sequential designs which are robust against model uncertainty for nonlinear models.



Further results on misspecified nonlinear regression include Woods et al. (2006), Wiens and Xu

(2008) and Xu (2009a) for prediction and extrapolation problems.

However, none of these authors considers the case where the data are subject to censoring. This
arises in many time-to-event experiments when a particular event of interest is not observed for
some of the subjects utilised in the experiment. Censoring is often a result of the fact that the
experiments are not run as long as necessary in order to obtain complete data, that is, event
times for all the subjects, because of time and cost limitations. Therefore, it is of interest to find
optimal designs which are robust to misspecifications of the assumed model and which allow for

the possibility of the data being censored.

The available literature on model robust designs for time-to-event data is focused on accelerated
life tests for which the subjects are put under extreme conditions in order for the event of interest
to occur sooner than under normal circumstances. In this case, extrapolation to lower covariate
values and prediction problems is often of interest; see, for example, Pascual and Montepiedra
(2003), Xu (2009b) and McGree and Eccleston (2010).

An alternative class of models used for the modelling of time-to-event data is studied, namely
that of proportional hazards models. Such models satisfy the proportional hazards assumption
of constant hazard ratio over time and are frequently used in practice because of the simple
interpretation of the regression coefficients in terms of hazard ratios. When a specific distribution
is assumed for the event times, the resulting parametric models is referred to as distribution-
based proportional hazards models. Cox’s proportional hazards model, on the other hand, leaves
the underlying distribution unspecified and therefore inference is based on the partial likelihood
function (see Collett (2003) for further details).

Konstantinou et al. (2015) consider Cox’s model and show that in the presence of Type-I cen-
soring an exponential distribution can be assumed without greatly affecting the optimal choice
of design for partial likelihood estimation. They also find that the full and partial likelihood

approaches result in very similar designs for the same assumed model.

Following these findings, small deviations in a neighbourhood of the exponential-based propor-
tional hazards model are considered. The model uncertainty is formulated via a contamination
function and the data are assumed to be subject to Type-I censoring. Then following along the
same lines as in Xu (2009b), both censoring and model uncertainty are incorporated to obtain
the asymptotic properties of the maximum likelihood estimator. Based on the asymptotic mean
squared error matrix, minimax optimal designs for full likelihood estimation are constructed
which protect against the worst possible misspecification of the assumed exponential model.
Note that Xu (2009b) considers various prediction and extrapolation problems for normally dis-
tributed data and investigates the construction of designs that are continuous with respect to the
Lebesgue measure. However, the focus of the present paper is on designs with finite support.

This allows for explicit solutions to be obtained and then compared with the corresponding



results of Konstantinou et. al. (2014) for the case of the assumed model being true.

In Section 2 the assumed and true models considered are introduced and two different classes
of contamination functions are defined to account for the various forms of the true distribution
for the data. Then in Section 3 the asymptotic properties of the maximum likelihood estimator
for the parameter vector are derived under model uncertainty and Type-I censoring. Analytical
characterisations of minimax ¢- and D-optimal designs are given in Section 4. These designs
are found using criteria corresponding to the classical ¢- and D-optimality criteria but are based
on the mean squared error matrix rather than just the information matrix. In Section 5 the
behaviour of the proposed designs is illustrated and they are compared with the balanced design

traditionally used in practice. Finally, the main conclusions are discussed in Section 6.
2. Models and contamination functions

Time-to-event experiments are usually conducted in order to evaluate a particular intervention
or treatment. Therefore, in what follows the focus is on models that involve one explanatory
variable z. The mean squared error matrix for general designs is derived, and then design search
is illustrated for the situation in which = takes values in the binary design space denoted by

X ={0,1}, corresponding, for example, to a placebo and an active treatment in a clinical trial.

The aim of the experiment is assumed to be the estimation of one or both of the two model
parameters. Let ¢ be the predetermined duration of the experiment at which point the observa-
tions of subjects for which the event of interest has not occurred are said to be right-censored.
Possibly censored data are summarised mainly using the hazard function which expresses the
risk of the event of interest occurring at any time after the commencement of the experiment
(Collett (2003)).

Consider the situation where the experimenter assumes the exponential-based proportional haz-

ards model specified by the hazard function
hi(t) =exp{a+ Bz}, t>0, z€ X C R, (1)

where o and 8 are real parameters, when in fact this is only an approximation to the true
underlying model. Denote the hazard function of the unknown true model by
g(t)

hg(t):exp{a—i—ﬁm—i—\/ﬁ}, t>0, e X C R, g(t) €, (2)

where n denotes the sample size. The function g(t) represents uncertainty about the exact
form of the underlying distribution for the data and, following the literature, it is called the
contamination function or just the contaminant. It is assumed that g(¢) is unknown and ranges

in a neighbourhood specified by the class G.



The parametrisation in (2) allows one to remain within a proportional hazards framework and
ensures that the model parameters are well defined. In particular, unlike the existing literature,
see, for example, Wiens (1992), the contamination function is independent of the covariate
value x. Therefore, the parameter 8 corresponds to the effect of the explanatory variable. For
identifiability reasons it is further required that g(¢) does not involve an additive constant. If this
were not the case, the constant term would be absorbed in the quantity exp{«a} that represents

the baseline hazard for model (1), that is, the hazard function for a subject with x = 0.

The factor n~'/2 is included so that the deviations are of the order O(1/y/n), resulting in models
that are in a neighbourhood of the exponential model (1). At the same time, the dependence of
g on the time t ensures that the general form of the true model includes widely used parametric
proportional hazards models, such as, for example, the Weibull and Gompertz distributions with
known shape parameter . These distributions correspond to the cases where g(t) is equal to

(v —1)logt and ~yt respectively.

Two classes of contamination functions are defined which allow various forms of g, including
those that correspond to the Weibull and Gompertz distributions. With the exception of Li and
Notz (1982), the existing literature on model robustness considers the construction of designs
that are absolutely continuous with respect to the Lebesgue measure. On the other hand, the
formulation of the classes considered ensures the use of designs with finite support on the design
space X. This allows for exact solutions to be obtained which can then be compared with the
corresponding solutions one would have in the case of the assumed model being true (see Section
4).

The first class of contaminants under study is specified by

G —{a max la(0] < e} 3)

te[0,c]

where ¢y is a specified positive constant. This class includes contamination functions g(¢) which
are bounded on the time interval [0, | and is also used in Li and Notz (1982). They, however,
considered extrapolation and interpolation problems for linear regression models with complete
data.

Now consider the case of unbounded contamination functions such as g(t) = (v — 1)logt for

which lim;_,0 g(t) = —oo. A class that can be used to include such contaminants is

Go = {g : /C e_tea+ﬂzg(t) dt /cg(s) ds
0

0
where, as before, ¢y is a specified positive constant. This class is defined so that the integral

< co, Ve X and

<c>o}, (4)

expression involved in the asymptotic expectation of the score function b(¢,g), evaluated in

Section 3, is bounded in the design space X.



3. Estimation under model uncertainty and Type-I censoring

For the estimation of the model parameters the full likelihood approach is adopted since the
assumed parametric model is completely specified as the exponential-based proportional hazards
model. Throughout this section a similar procedure to that used in Xu (2009b) is adopted in
order to incorporate both censoring and model misspecification in the maximum likelihood

estimation method and to obtain the asymptotic properties of the resulting estimator vector.

Let 11, ...,T, be the independent random variables indicating the times to the occurrence of the
event of interest for the n subjects utilised in the experiment with corresponding observed values
t1,...,tn. Under the right-censored data scenario considered, Type-I censoring corresponds to
the case where all the subjects enter the experiment at the same time, indicated by zero, and
so the censoring time ¢ is common for all the subjects. This situation occurs commonly in
reliability applications. Alternatively, as is more common in clinical studies, subjects may enter
the study at different calendar times but each be followed up for ¢ time units. Therefore, in the
presence of Type-I censoring, what is actually observed are the values y; of the random variables
Y; = min{T},c}, j =1,...,n. This is formulated using an indicator variable J; that is equal to

unity if observation j is an event time and zero if it is a right-censored observation. That is,

1, ifY; =T,

0j =
0, ifY;=c

Note that §; ~ Bin(1, P;), where P; = P(§; = 1) = P(Y; =Tj).

The likelihood function for possibly censored data involves the survivor and probability density

functions which are defined in terms of the hazard function as
Y
Sk(y) = exp {—/ hi(s) dS} and  fi(y) = hi(y)Sk(y), v e€(0,clik=1,2,
0

respectively (Collett (2003)). Therefore, assuming that model (1) is correct, the corresponding

log-likelihood function of the jth observation y; with covariate value x; is given by

= 1(zj,a, B) = d;log f1(y;) + (1 — J;) log S1(c)
=0, (a + fxj — yjeO‘Jrﬁxj) — (1 — &;)ce™ P,

To find the limiting properties of the maximum likelihood estimator for the vector of model
parameters requires the evaluation of the asymptotic expectation and variance-covariance matrix

of the score function where

ﬂ
Oa

ol B ol(zj,a, B)

= 9; (1 - yjeaw‘rj) — (1= §j)eet i, BT e



for the jth observation and also the calculation of the asymptotic information matrix involving
the second order derivatives
0% B
da?

021 N Y )

_ CM+5SE]‘ 97 - — . = -
el =00l 5088 = Tgar 3pE T i da?

At this stage the fact that the true model is actually specified by (2) must be taken into account.
Assuming this true model and observing that the above expressions involve only two random

quantities via d; and ¢;Y;, gives

ol ¢ atBaj j
E [8] = e thT; / evie™ 9(y;) dy;j + o <
« 0

ol a+px,; a+pBz;
174 =1 e J a+ﬁ:pj /
ar <8a> € +e \F

_(eawmj)z/OCQyjé\i/(sg) et +O<\/ﬁ>, )

0o Vn

c . atBx; 1
_ ea+ﬁxj/ g(y])efyje thj dy; +o| — ),
0o Vn T\

using Taylor expansions. The calculations for the derivation of the set of expressions (5) can be

found in the appendix.

Now let 8 = (a, 3)T be the vector of model parameters and 8y the vector of their true values.

Also let
m
g=q1 T 0<wi <1 Y wi=1, (6)
w1 W2 ... Wy i—1
where 1, ..., %y (m < n) are the distinct experimental points where observations are taken and
w1, ...,wmn represent the relative proportions of observations taken at the corresponding point

x;. Using the expressions in (5) gives the asymptotic information matrix of 6

1 92
M(§) = M(£,60) = lim —F _jz:‘e:eo

n=vo0 — 90067
m
«a x; ]. )
= ZW@(l —e ¢ 7 Z) l‘; )

the asymptotic expectation of the score function evaluated at 8g

b(&, g) = b(&, g,00) = \f Jim nE IZ aa 0=0,



and finally the asymptotic variance-covariance matrix of the score function evaluated at 6y which

is given by
1< ol
C(§) = C(¢ 60) nl§;71;§;Ch”’<ae 9:90)
m a+Bx; 1 i
= E wl(l —e +B l) ( x?) ’
i=1 T T

Note that the asymptotic matrices M (&) and C(§) are identical. Now expanding the score

function s(@) around 60 gives
s(8) = s(80) + 5'(00)(6 — 6o) + ...,
and, since the maximum likelihood estimate 0 is a root of the score function,

~ 5(680) + 5'(80)(6 — 6y)
(6 — 69) ~ M~1(£,00)s(0).

Now /n s(6g) ~ AN(b(§,g),C(€)) and therefore the asymptotic distribution of the maximum
likelihood estimator is described by

V(0 — 09) ~ AN (M7H()b(E,9), M1(€)) - (7)
4. Minimax optimal designs

The optimal planning of time-to-event experiments is concerned with finding the experimental
points and the number of subjects that should be assigned to each point so that the parameters
are estimated as precisely as possible. To illustrate the proposed methodology, the binary design
spaces X = {0,1} is considered, corresponding, for example, to placebo and active treatment,
respectively. Following Kiefer (1974), the problem is formulated through an approximate design
of the form (6) with support points 0 and 1 and corresponding weights w and 1 —w. In practice,
if an approximate design is available and a total number of n observations can be taken, the
quantities wn and (1 —w)n are rounded to integers using an efficient rounding procedure in order
for the design to be used (see Pukelsheim and Rieder (1992)).

As mentioned in the introduction and as can be seen in (7), fitting the exponential-based pro-
portional hazards model given in (1) when in fact the true underlying model is specified by (2)
adds a bias to the maximum likelihood estimator for the vector of parameters. Therefore, a
suitable measure for the precision of the parameter estimates is the mean squared error matrix

which, using (7), is given by

MSE(¢,9) = (M~ (&)b(&, 9)) (M1 (T (&, 9)) + M ()
=M€ (b(& 9" (&, 9) + M (&) M71(€). (8)



Furthermore, the minimax approach is adopted in order to find designs that ensure precise
parameter estimation for the worst case scenario among all possible model departures in the

class of contamination functions (either G; or Ga).

4.1. Optimality criteria  The optimality criteria used correspond to classical optimality
criteria but they are based on the mean squared error matrix rather than just the information
matrix. The resulting minimax optimal designs minimise the corresponding criteria functions

with respect to the design, for the worst possible contamination function g.

The first criterion to be studied corresponds to the c-optimality criterion for estimating only
the parameter 3, treating « as a nuisance parameter. This is often the case in time-to-event
experiments since [ represents the explanatory variable effect and is therefore of primary interest.
A design £* is a minimax c-optimal design for estimating 3 if (0 1)7 is in the range of M SE(¢*, g)
and 0
*=argmin max (0 1) MSE(E, . 9
& ¢ geGi orgz( ) (5 g) (1) ( )
The case corresponding to D-optimality is also considered, that is, when one is interested in
estimating both model parameters o and 3. A design £* is minimax D-optimal if

* i det {MSE(&, g)}. 10
3 argmin _max et{ € 9)} (10)

Note that under both optimality criteria the resulting optimal designs depend on the parameter
values and therefore, following Chernoff (1953), these are referred to as locally optimal designs.
The corresponding locally optimal designs for the case of the exponential-based proportional

hazards model being the true model are readily available in Konstantinou et al. (2014).

4.2. Minimax c-optimal designs for §  Design search is illustrated through the special
case of a binary design space X = {0,1}. Hence a candidate design for estimating the parameter
B can have either one or two support points. However, in the former case the mean squared
error matrix cannot be defined since the information matrix M () is singular. Therefore, the
designs must be supported at both 0 and 1, and let w and 1 —w be their corresponding weights.
The following theorem gives the minimax c-optimal design for estimating 8 for both the cases

of g € G; and g € Gs (see the appendix for a proof).

Theorem 1. Regardless of whether the contamination function belongs in Gy or Ga, the minimax
c-optimal design for estimating 5 on X = {0,1} allocates a proportion of w* of observations at

point x = 0, where
1— —cextB
Wt = c (11)

V1 — e 4 /1 — g—cetF .




The minimax c-optimal weight given in (11) is the same as the c-optimal weight for estimating (3
when the exponential-based proportional hazards model is true (see Konstantinou et al. (2014)).
Therefore, the contamination function g does not affect the minimax c-optimal design for 8 and
the exponential distribution can be assumed without loss of generality. This result is in line

with the findings of Konstantinou et al. (2015) for partial likelihood estimation.

4.3. Minimax D-optimal designs To allow estimation of both parameters a design must
have at least two support points. For X = {0, 1} this means that both points 0 and 1 must be
support points of the minimax D-optimal design. However, now the choice of contamination
class and therefore the worst possible contaminant affects the optimal choice of design. Theorems
2 and 3 provide analytical characterisations of the minimax D-optimal designs when g € G; and

g € Gs respectively and are proven in the appendix.

Theorem 2. Let g € Gi. The minimax D-optimal design on X = {0,1} allocates a proportion

of w* observations at point x = 0, where

\/C%(l e Ceaw +1 [\/cl (1—e" Cea)—l—l—\/ 1(1—ecea+5)+1]

w = C%(e—ceaﬂf — e—cea) . (12)

Theorem 3. Let g € Go. The minimax D-optimal design on X = {0,1} allocates a proportion

of w* observations at point x = 0, where

c3(exth)2 02(6 c3(extB)2 7
(1_e—cc(¥+5) + 1 |: —CEO‘ + 1- \/ _ —cea+5) + 1

w =
9 (e2)2 B (e +8)2
02 |:(1 e— cea) (1 o— cea+,6’)j|

(13)

Note that the D-optimal design when model (1) is true allocates equal proportions of observa-
tions at point 0 and 1. Furthermore, it is easy to check that both minimax D-optimal weights

have limiting values as ¢; or ¢z, increases. These are

V1 — e—cert?
lim w* = 9
c1—00 V1 —e—ce® 1 4/1— e—ceoﬁLB

when g € Gy,

and 5
ePy/1 — e—ce”
lim w* = ,  when g € Go.

co—+00 eBy/1 —e—ce® 1+ \/1 — e—cexth

Also note that that the minimax D-optimal weight for g € G; given in (12) tends to the c-optimal

weight for § when the exponential-based proportional hazards model is true.



5. Numerical results

For time-to-event experiments comparing two treatments, or equivalently a placebo with an
active treatment, practitioners traditionally use the balanced design allocating equal proportions
of observations at the two treatments. The aim is to illustrate the theoretical results on minimax
optimal designs found in the previous section and also to examine the efficiency of the balanced

design in the presence of model uncertainty and possibly censored data.

5.1. Minimax c-optimal designs for §  As shown in Section 4.2, the minimax c-optimal
design for estimating 8 does not depend on the contamination function g but is locally optimal
through the parameter values (see Theorem 1). To illustrate this parameter dependence [-
values corresponding to small, moderate and large covariate effects are used along with various
proportions of censored observations. Following Kalish and Harrington (1988), the proportion
of censoring is characterised as the overall probability of censoring for model (1) had a balanced

design been used. That is,
proportion of censoring = 1 — 0.5(1 — e~*") — 0.5(1 — efceaw). (14)

Setting a = 0, for illustration purposes, this equation provides the value of the censoring time

¢ for a given combination of S-value and censoring proportion.

Two different contamination scenarios are considered. For g € Gy, the Gompertz distribution is
selected for which g(t) = ~t, where ~ is the shape parameter. A value of v = 0 would correspond
to the exponential regression model. For the class Go of possibly unbounded contamination
functions the Weibull distribution with shape parameter + is studied for which g(¢) = (y—1)Int,

so a value of v = 1 would correspond to the exponential distribution.

The case of v = 1 for the Gompertz model and v = 2 for the Weibull model is presented. For both
contamination types, various different values for v gave similar results, and are thus omitted.
Table 1 shows the minimax c-optimal design weights at point x = 0 for several combinations
of -values and proportions of censoring. For each combination, the value of ¢ is determined
using equation (14) by setting = 0. Note that the minimax c-optimal weights are the same

regardless of whether the Gompertz or the Weibull distribution is used.

It can be observed that the minimax c-optimal design for 8 allocates more observations at point
x = 0 when § > 0, that is, when the probability of occurrence of the event increases with z,
and less when 8 < 0. Therefore, the design puts more weight at the experimental point where

censoring is more likely.

The efficiencies of the balanced design for the Gompertz and the Weibull models under con-
sideration are given in Table 2 for the various explanatory effect and proportion of censoring

scenarios.
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Table 1: Minimax c-optimal weights w* at point x = 0.

prop. e’ (B)
of 003 01 025 05 2 4 10 33.3

cens. (-3.51) (-2.30) (-1.39) (-0.69) (0.69) (1.39) (2.30) (3.51)
01 047 047 047 048 052 053 053  0.53
0.3 039 039 042 046 054 058 061 0.6l
05 022 031 038 044 056 062 069  0.78
0.7 017 027 036 043 057 064 073  0.83
09 015 025 034 043 058 066 0.75  0.85

It turns out that the balanced design is highly efficient for small proportions of censoring whereas
its efficiency drops below 90% for absolute -values of 2.3 or more and proportion of censoring of
50% or more. Furthermore, the efficiencies are almost identical for both contamination functions.

This can be explained by the form of the objective function defined in (9) which is given by

e T8 C s co ¢ 9
{(1—@—“*‘3/0 e e g(yj)dyj—(l_e_cecv)/o e e g(yj)dyj]
+ ! + !

wl—e") (1 —w)(l—e-cet)

for a design of the form £ = {0,1;w,1 — w}. The above expression shows that the objective

function is dominated by the terms involving w but not g.

5.2. Minimax D-optimal designs Besides the parameter dependence, the minimax D-
optimal designs also depend on the choice of contamination class and therefore on the values of
the positive constants ¢; or ca (see Theorems 2 and 3). In order to illustrate the contaminant
dependence a numerical example is used that is based on the study reported by Freireich et al.
(1963), for which the maximum likelihood estimates are & = —2.163 and 3 = —1.526 with
approximately 30% of the observations right-censored. Using this proportion of censoring and the
estimates & and B for the a and 8 values, the value ¢ = 30 is obtained from the characterisation
of the proportion of censoring defined in section (14). Figures 1 and 2 illustrate the limiting
behaviour of the minimax D-optimal weights w* on z = 0 given in (12) and (13) respectively as

c1 and ¢y increase.

For both cases of G; and Go, the weight at point z = 0 is smaller than 0.5 (the D-optimal weight
when model (1) is true) and its value decreases as ¢; and ¢y increase, with the limiting weight

for g € Gy being larger than that for g € Go.

To investigate the performance of the D-optimal minimax design with respect to contamination

functions g € Gy and Gs, the Gompertz and the Weibull distributions respectively are considered

11



Table 2: Efficiency, in percent, of the balanced design, for the Gompertz model with v =1 and
the Weibull model with v = 2 (in brackets).

prop. eﬁ(ﬁ)
of 0.03 0.1 0.25 0.5 2 4 10 33.3
cens. (-3.51) (-2.30) (-1.39) (-0.69) (0.69) (1.39) (2.30) (3.51)

100.0  100.0 99.8 99.8 99.8 99.7 99.7 99.7

01 (99.9)  (99.8)  (99.8)  (99.9) (99.9) (99.8) (99.8) (99.9)
g 994 964 974 992 992 974 954 952
(97.2)  (96.1) (97.5) (99.2) (99.2) (97.5) (96.1) (97.2)
o5 765 872 947 986 986 94T ST1 763
(76.7)  (87.3) (94.7) (98.6) (98.6) (94.7) (87.3) (76.7)
o, 701 826 925 980 980 925 826 70
(70.1)  (82.6) (92.5) (98.0) (98.0) (92.5) (82.6) (70.1)
Lo 076 798 908 974 974 908 798 677

(67.6) (79.8) (90.8) (97.4) (97.4) (90.8) (79.8) (67.7)

again. In this situation the results turn out to be less clear cut than for c-optimality. In
particular, the relative efficiencies of the balanced design are close to 1 in all scenarios, and
sometimes even exceed 1. It is not surprising that an optimal minimax design can be less
efficient than a non-optimal design in some scenarios, since the minimax designs protect against
a whole class of contamination functions whereas each scenario is characterised by just one
function from this class. This phenomenon is similar in nature to situations where parameter

robust designs over a range of values are outperformed for specific values in this range.

As proposed by a Referee, the case of the continuous design space X = [0, 1] is also investigated,
for the same combinations of S-values and censoring proportions as in Table 1. Using either
the ¢- or D-optimality criterion, the support points of the resulting minimax optimal designs
for either contamination class are found to always be the points 0 and 1. Furthermore, the
corresponding minimax optimal weights are the same as in the case of the binary design space
X = {0, 1} described above.

Overall, the conclusion is that if estimation of both parameters, a and [, is of interest, the
balanced design is highly efficient, and can be used in practice. If, however, the main focus is

on the treatment effect 3, then the minimax c-optimal designs are recommended.
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Figure 1: Minimax D-optimal weight at Figure 2: Minimax D-optimal weight at
point 0 for g € Gy point 0 for g € Gs

6. Conclusions

In practice when parametric models are used for time-to-event experiments, often the exponen-
tial distribution is naturally assumed for the event times along with the proportional hazards
assumption. However, this assumed model may only be an approximation of the true underlying

parametric proportional hazards model.

Following this practical scenario, deviations in a neighbourhood of the exponential-based pro-
portional hazards model are considered which are specified by a contamination function g. Two
different classes of contamination functions are defined which can be used to include various
forms of g but most importantly they include the commonly used parametric proportional haz-

ards models based on the Weibull and Gompertz distributions.

Since time-to-event experiments are usually conducted in order to evaluate a particular interven-
tion or treatment, the focus is on models involving one explanatory variable. Nevertheless, the
model misspecification introduced in Section 2 and the results of Section 3 regarding the maxi-
mum likelihood estimator can be easily generalised to models with more than one explanatory

variables.

Assuming that the time-to-event data are subject to Type-I censoring, the construction of designs

13



which are robust to model misspecifications is investigated. Following Wiens (1992), optimality
criteria corresponding to the classical c- and D-optimality criteria but based on the mean squared
error matrix are used and minimax optimal designs are constructed which guard against the
worst possible deviation from the assumed model. Therefore, previous results on minimax
optimal designs are extended by considering both possibly censored data as well as the class
of proportional hazards models. However, the choice of contamination classes enables the use
of designs with finite support and therefore analytical characterisations of minimax ¢- and D-

optimal designs are provided.

This framework is established for general designs, hence optimal designs on continuous design
spaces X corresponding to, for example, doses of a drug can easily be found numerically. The
design search is illustrated for the important special case of a binary design space, and some

analytical results have been presented.

The results on minimax c-optimal designs for estimating the covariate coefficient 3, show that
the deviations from the exponential distribution do not affect the optimal choice of design if one
remains in a proportional hazards framework. This is in accordance with the result for partial
likelihood estimation, stating that under Type-I censoring the exponential distribution can be

assumed for design search without loss of generality (see Konstantinou et al. (2015)).

If estimation of both parameters is required, that is, if D-optimality is the desired criterion,
then Theorems 2 and 3 give the minimax optimal weights for deviations in the class G; and Gs
respectively. Both of these weights have limiting values if we allow the deviations to become
large and in particular when g € G; the minimax D-optimal weight tends to the c-optimal weight
corresponding to the case of the assumed model being true, as ¢; — oo. This again highlights

the importance of the latter design in a model uncertainty situation.

The analytical characterisations of minimax optimal designs and the numerical results of Section
5 suggest that if the main interest is in estimating the treatment effect one has to move away from
the traditional balanced design to guard against misspecifications of the assumed exponential
model. A suitable candidate for practical use would appear to be the classical c-optimal design
for estimating the covariate effect assuming the exponential-based proportional hazards model.
It is minimax c-optimal for both contamination classes, is (in the limit) minimax D-optimal for
G1, and is also highly efficient if Cox’s proportional hazard model is fitted via partial likelihood
estimation (see Konstantinou et al. (2015)). An analytical characterisation of the locally c-

optimal design for estimating /3 is given in Konstantinou et al. (2014).

The designs derived are locally optimal hence, while being robust against model misspecifica-
tions, they depend on the values of the unknown model parameters. Finding designs which are
robust to both sources of uncertainty is an interesting area of future research. A promising
starting point for such an investigation could be the parameter robust designs derived in Kon-

stantinou et al. (2014). They show that for a binary design space and a given range of possible
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B-values, the optimal weight at point 0 of the standardised maximin c-optimal design for S (for
parameter robustness) is the average of the two locally c-optimal weights at point 0 correspond-
ing to the end-points of the given interval of S-values. As it is shown in Section 4, the (locally)
minimax ¢- and D-optimal weights (for model robustness) are the same or tend, respectively, to
the locally c-optimal weight. Therefore, it is of interest to investigate whether such an averaging
of the locally optimal weights result also holds both for minimax ¢- and D-optimal designs for

model robustness.
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Appendix

A.1. Proof of set of expressions in (5) The true underlying model specified by (2) has

corresponding probability density function given by

fa(y;) = exp {a + Bxj + 9(v;) } exp {—ea’“ﬁ’fi / ’ eg(s)/ﬁds} . j=1,...,n.
vn 0

Taking this into account gives

E(§) =P = P(Y; =Tj) = /0 Folys) dy; = 1 — exp {_eawxj /0 L9(5) /R ds} _

Since small deviations from the exponential-based proportional hazards model are considered,

the Taylor expansion of e9(*)/V" around g(s) = 0 can be used. Then the above expression

B) = 1-exp{ e [ 1 0040 (8] ) 4}
= 1o (oo honp { et | [0 a0 (|

By further expanding around foc % ds + o (ﬁ) = 0, the expectation of the random variable

becomes

d; becomes

__a+B; otz € g(s) 1
() = 1= e s[5 4o ( L),
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_Cea%wi, corresponds to the expectation if the assumed exponential

where the first term, 1 — e
model was in fact the true model. Using this expression the variance of §; can be found without
making any further calculations and is given by

ce® A5 —ce®ThT;

Var(;) = (1~ P = """ (1= ")

. atBr; _atpr; ¢ g(S) 1
+ 6cx+ﬁz]e ce J (26 ce J 1)/ L ds+o <) .
0o Vn Vn

v, Y =T,
0, fYj=c

Note that
0;Y; =
Following along the same lines as for the random quantity d;, that is, using two consecutive

Taylor expansions, the following expression can be obtained

_ et

1-— a+Baj a+pa; _ €g(s
E((SJY}) — 4ei+ﬁacj — cece +Bz; +€—ce J(ceoa-i—ﬁarj +1)/0 g(\/ﬁ) ds
c
g(yl) —yjeo‘+31j 1
— 77 d . —,
. e Yj +o Jn
—2ceth; —2ce®Thj
9 _eettBe; e T8 1-e 2ce T8
Var(9;V;) =—ce™ (14 )t — e - e
(e ) e
a+Bz,;
2e~ ¢ !

(CQeaJr,ij + 4cefcea+ﬁxj + + 2026a+6xjecea+mj> /C g(s) ds
0

vn

eoa—&-ﬂxj
&

_ 9e—vie™ o ﬂ 1 epmee™ 9(y;) dy: + o 1
Vi~ atpa; NG Yi vn)’

0

_cea+ﬁzj _ceoH»sz 04+sz

Cov(d;,6;Y;) =e (1—e

n eicea+5wj (2cea+ﬂ$j€*(36a+ﬁwj I 267cea+,31'j B 1) /C g(S) ds
0

e tBz; ¢ Q(Z/J) 7yjea+/3w]' 1
- — dy; + — | .
¢ 0 \/FL ¢ yj © \/ﬁ

The set of expressions given in (5) then follow since

)/ea—i-ﬁm]- . 66—208

E<?>:E@n—wwwﬂ@%ww&”%ﬂi—wv
(67

Var <88l> = Var(3;) + ) Var(5;Y;) + X5 Var (5;)
(8%
— 2e°P% (1 + ce®TP%3)Cou (45, 6,Y5),

021 .
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A.2. Proof of Theorem 1 Let £ = {0,1;w,1 — w}. The objective function defined in (9)

becomes
2

ﬂ Ce*yjff(“’ﬁ (y;)d et [ e dus

|:(1_e_cea+6)/0 9(y;) dy; (1ecea)/0 € 9(v5) y]]
1 1

- w(l —e=") - (1—w)(l— ety

The minimax c-optimal design for 8 is found by minimising the above expression with respect

(15)

to w for the worst possible contaminant. Observe that the term involving the contamination
function ¢ is independent of the weight w and therefore, it is enough to minimise
1 1
—ce® + a+8?
w(l—e7) (1 —w)(l —e ™)

which gives the optimal weight

1 —e—ce™t?

V1—e—ce® 4 /1—ecetP '

w* =

A.3. Proof of Theorem 2 For £ = {0,1;w,]1 — w} the determinant of the mean squared

error matrix is given by

1 " [e fi e~ gly;) dy;]”
w(l —w)(l —e—ce")<1 —e—cea+ﬂ){1+ (l—e_cea)

o 2
{eaw Joe e +ﬁg(:t/j)dya}
(1 — e~ '

+(1-w)
Since g € G1, then max, cjo,q 9(y;)| < e1 Vj=1,...,n and so

¢ e+ BT ¢ 2. pat+Bx ¢ .ot B
/ e % g(y;) dy; S/ e vi° Ig(yj)ldyjé/ e Vi ey dy;
0 0 0

=1 (1—e ™y fer BT g e {0,1)

Therefore, for contamination functions g in the class G; the maximum value of the determinant
of the mean squared error matrix is given by
c c 1
—ce™ + at+pB + o at+py *
w(l—e ") (1—w)(l—e)  wl—w)(l—e)(1—e ™)

Taking the first order derivative of this expression with respect to w and equating it to zero

gives
A1 —e ) = A1 —w)(1—e ") - (1-2w) =0

A=) p 1]+ /E(1 - ee) + 1\/c§(1 —emce*™ ) 41

C%(e—ce"“rﬁ _ e—ce"‘)
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When S is positive, it is easy to see that both the numerator and the denominator of the above

expression are non-positive. The negative root of the numerator is rejected since

— A=) 1 A1 - ) £ 1 G - e 41
< Al-e ) L AL e ) = BT e,
and the weight must be always less than or equal to unity. In the case of negative B-values the

denominator is positive and since w > 0, again the positive root is accepted.

Therefore, whatever the sign of the parameter 5, the minimax D-optimal weight at point 0 is

given by (12).

C
A.4. Proof of Theorem 3 Since g € Gs, then / eyt 9(yj) dy;| < ca Vo € {0,1}.
0

Therefore, for a fixed design £ supported at 0 and 1 with corresponding weights w and 1 —w the

determinant of the mean squared error matrix is smaller than or equal to

1 y (6260‘)2 . (026a+6)2
w(l —w)(1 —e—ce™)(1 — e—ce*) {1 " (1 —ece) +a )(1 — emce™th) }

Taking the first order derivative of this expression with respect to w and equating it to zero

gives

(c2e®)? o (™)’
(1 —e—ce) (I—e ce‘”B)

(CQea"’B czea Cgea+ﬂ)2
(1—e- ce"ﬁLB —cea _ceaJrB

2 ( (e)? (eatP)?

1-w)?-(1-2w)=

— w12 =

E Oe“”f_uew”%

When f is positive, it is easy to check that both the numerator and the denominator of the

above expression are non-positive. The negative root of the numerator is rejected since

I PN I CTO LN IO
(1 — e—ce**?) (1 —ec) (1 — emce™?)

el Y T I )

(1—ecemy =42

<_

_ e—cea) (1 _ efcea+ﬁ)

and the weight must be always less than or equal to unity. In the case of negative S-values the

denominator is positive and since w > 0, again the positive root is accepted.

Therefore, whatever the sign of the parameter 3, the minimax D-optimal weight at point 0 is

given by (13).
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