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Abstract

The most common type of confirmatory trial is a randomised trial comparing the exper-
imental treatment of interest to a control treatment. Confirmatory trials are expensive
and take a lot of time in the planning, set up and recruitment of patients. Efficient
methodology in clinical trial design is critical to save both time and money and allow

treatments to become available to patients quickly.

Often there are data available on the control treatment from a previous trial. These
historical data are often used to design new trials, forming the basis of sample size calcu-
lations, but are not used in the analysis of the new trial. Incorporating historical control
data into the design and analysis could potentially lead to more efficient trials. When
the historical and current control data agree, incorporating historical control data could
reduce the number of control patients required in the current trial and therefore the du-
ration of the trial, or increase the precision of parameter estimates. However, when the
historical and current data are inconsistent, there is a potential for biased treatment effect

estimates, inflated type I error and reduced power.

We propose two novel weights to assess agreement between the current and historical
control data: a probability weight based on tail area probabilities; and a weight based on
the equivalence of the historical and current control data parameters. For binary outcome
data, agreement is assessed using the posterior distributions of the response probability in
the historical and current control data. For normally distributed outcome data, agreement
is assessed using the marginal posterior distributions of the difference in means and the
ratio of the variances of the current and historical control data. We consider an adaptive
design with an interim analysis. At the interim, the agreement between the historical and
current control data is assessed using the probability or equivalence probability weight
approach. The allocation ratio is adapted to randomise fewer patients to control when
there is agreement and revert back to a standard trial design when there is disagreement.
The final analysis is Bayesian utilising the analysis approach of the power prior with a
fixed weight. The operating characteristics of the proposed design are explored and we

show how the equivalence bounds can be chosen at the design stage of the current study
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to control the maximum inflation in type I error.

We then consider a design where a treatment arm is added to an ongoing clinical trial.
For many disease areas, there are often treatments in different stages of the development
process. We consider the design of a two-arm parallel group trial where it is planned to add
a new treatment arm during the trial. This could potentially save money, patients, time
and resources. The addition of a treatment arm creates a multiple comparison problem.
Dunnett [39] proposed a design that controls the family-wise error rate when comparing
multiple experimental treatments to control and determined the optimal allocation ratio.
We have calculated the correlation between test statistics for the method proposed by
Dunnett when a treatment arm is added during the trial and only concurrent controls are
used for each treatment comparison. We propose an adaptive design where the sample
size of all treatment arms are increased to control the family-wise error rate. We explore
adapting the allocation ratio once the new treatment arm is added to maximise the overall

power of the trial.
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Chapter 1

Introduction

1.1 Clinical trial design

A confirmatory trial is necessary to provide firm evidence of efficacy or safety of an ex-
perimental treatment [1]. The most common type of confirmatory trial is a randomised
controlled trial (RCT) comparing the experimental treatment of interest to a standard of
care or placebo. Confirmatory trials are expensive and take a lot of time in the planning,
set up and recruitment of patients [2]. The failure rate for phase III trials is approxi-
mately 50 percent [3] and therefore the big effort in terms of cost, time and resources of
running a confirmatory trial may not lead to a beneficial treatment. Efficient method-
ological design in all phases of clinical trials is critical in saving both time and money, and
allowing treatments to become available to patients sooner. Also, regulatory bodies recog-
nise the need for more efficient and innovative trial designs [4], and guidelines have been

produced for adaptive clinical trial designs and designs using Bayesian methodology [5, 6].

This thesis considers a Bayesian approach to trial design as a way to design efficient
clinical trials and allow exploration of flexible design options. In a Bayesian framework,
the design or analysis of the trial can be adapted while the trial is ongoing, different
sources of information can be combined or expert opinion can be used to inform both the
design and the analysis of a trial. However, regulatory approval of a treatment is based
on the frequentist operating characteristics of a trial design, therefore throughout the the-
sis we aim to find a Bayesian design that has good frequentist operating characteristics.
Frequentist operating characteristics, such as the type I and type II error rate, can be
determined for any Bayesian design through simulation and can be calculated exactly for

some specific Bayesian designs.

Where possible, conjugate Bayesian analysis is used throughout this thesis. A con-
jugate prior leads to a posterior distribution that is available in closed form and is a

member of the same distributional family as the prior. Often a conjugate prior is flexible
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enough to represent the prior belief about the parameter and simplifies the calculation
of the posterior distribution. The availability of an analytical expression for the poste-
rior distribution is especially important in design where simulation is often required to
determine the operating characteristics of a design and an analytical expression for the

posterior distribution will reduce the computation time.

The Food and Drug Administration (FDA) acknowledge that their guidance for in-
dustry document on statistical principles for clinical trials focuses on frequentist methods
for the design and analysis of clinical trials but suggest that “the use of Bayesian and
other approaches may be considered when the reasons for their use are clear and when
the resulting conclusions are sufficiently robust” [1]. Further, the FDA have provided a
guidance document for the use of Bayesian statistics in medical device clinical trials [5].
The advantages of the Bayesian approach to trial design suggests that for trials where
recruitment is difficult and for certain therapeutic areas, this criterion will be met, even

in later phase trials.

In a standard two-arm confirmatory randomised controlled trial comparing an exper-
imental treatment to a standard of care or control treatment, the sample size is fixed at
the design stage to achieve the desired error rates for a specified treatment effect. Patients
are randomised equally between the treatment groups and the analysis is on a defined
endpoint, using only data from patients randomised within the current trial. Often the

sample size required is large.

The FDA'’s guidance for industry document on adaptive design clinical trials for drugs
[6] defines an adaptive design clinical study as “A study that includes a prospectively
planned opportunity for modification of one or more specified aspects of the study de-
sign and hypotheses based on analysis of data (usually interim data) from subjects in
the study”. The motivation for using adaptive designs is to increase the efficiency of a
trial compared to using a traditional design approach. One or more of the following gains
in efficiency could be achieved depending on the design chosen: reducing the number of
patients and therefore the duration of the current trial; increasing the power of the studys;

or randomising more patients to the better performing treatment.

The use of adaptive designs has increased over the past 10 years [7]. The limitations
of adaptive designs seem to mainly lie in logistical issues. In an adaptive design the end-
points used need to be observed relatively quickly to allow the trial to be adapted based
on data collected in the current trial. Additional resources are required in an adaptive
design compared to a standard trial design in order to plan and carry out interim analy-
ses and the subsequent adaptations. An adaptive design that may lead to a trial ending

before the planned duration also has implications on trial staffing.
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In this thesis we specifically consider the following Bayesian ideas and adaptive meth-
ods: incorporating historical control data into both the design and analysis of a trial;
allowing interim looks at the current trial data; incorporating expert opinion into the
design of the trial, which will also affect inference from the trial; adding treatment arms
to an ongoing trial; and adapting the treatment allocation ratio during the trial. Con-
firmatory trials will be the main focus of this thesis. Confirmatory trials are designed to
have a low type I error rate, typically 2.5% or 5% and a low type II error, typically 10%
to 20%. However, the methods considered here could be applicable to early phase trials
which are more exploratory and typically allow a higher type I error rate and a similar

type II error rate compared to confirmatory trials.

1.2 Historical data methods

Historical data can arise in many situations. There may be outcome information available
on both the experimental treatment and the standard of care from earlier phases of treat-
ment development. For the control treatment or standard of care, there are usually data
available from a previous trial. An expert’s opinion or experience could also be considered
historical data, where a standard of care treatment has been used in clinical practice for
a long duration. Historical data are often used informally to design new trials. Historical
data may be used to choose endpoints and the treatment effect to be detected in the new
study. Historical data therefore inform the design of a new study by forming the basis
of the sample size calculations but the historical data are not used in the analysis of the

new trial.

Designing a trial with the aim to incorporate historical data into the analysis has
the potential to increase the efficiency of the trial. Historical data can be used as prior
information in a fully Bayesian framework, where the historical data are updated with
the current trial likelihood using Bayes theorem [8]. The posterior distribution is then a
weighted average of the historical and current data. More recently historical data methods
have been proposed that dynamically borrow historical data when the historical data are
in agreement with the data observed in the current trial. Throughout this thesis we only
consider incorporating historical information on the control treatment into the current
trial. When the current and historical control data are in agreement, one or more of the
following advantages could be achieved depending on the design chosen: more patients
can be randomised to the experimental treatment and fewer to the control treatment;
the total sample size of the trial can be reduced; the trial duration can be decreased or
the precision of parameter estimates can be increased. However, when the historical and
current control data are inconsistent, there is a potential for biased treatment effects,

inflated type I error rate and reduced power.
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A limitation of incorporating historical control data is that although the current study
is a randomised comparison of the experimental treatment to control, the inclusion of his-
torical controls in the final analysis means that the final analysis is not a fully randomised
comparison. However, due to the advantages of the Bayesian approach to trial design
and utilising prior information, there is an argument for using designs without a fully
randomised comparison in certain settings. The benefits of adaptive designs, historical
data and non-randomised comparisons are discussed in detail by Berry in a comment
paper for Statistical Science [9] where he comments that “good statistical methods for
using historical control data seem not to be available”. A recent systematic review by
Wadsworth et al. provides details of methods relevant for extrapolations which includes
many historical data methods [10] and the following sections review some of the methods
that have been proposed in the literature for incorporating historical data into the design

and analysis of a current trial.

One of the earliest papers to discuss incorporating historical data into both the design
and analysis of a new study is a seminal paper by Pocock [11]. This paper considers a
design where patients are randomised to both treatment and control in the current study,
even when “acceptable” historical control data are available. The historical control data

are then incorporated into the final analysis of the current trial.

An important question is which historical data are relevant to the current study,
especially when there are a large amount of historical control data available spanning
many years and from multiple historical studies. In this thesis we focus on methods for
incorporating control data from a single historical study into both the design and analysis
of a current trial. However, Pocock’s acceptability criteria [11] for choosing relevant
historical studies to incorporate into a current trial design and analysis are applicable
whether there are multiple historical studies or a single historical study available. These

criteria state that the acceptability of a historical control group requires:

e the group must have received a precisely defined standard treatment which must be

the same as the treatment for the current trial controls;

e the group must have been part of a recent clinical study which contained the same

requirements for patient eligibility;
e the method of treatment evaluation must be the same;

e the distributions of important patient characteristics in the historical group should

be comparable with those in the new trial;

e the previous study must have been performed in the same organisation with largely

the same clinical investigators; and
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e there must be no other indications leading one to expect different results between

the randomised and historical controls (e.g. differing enrolment rates).

Some of the aforementioned criteria are strict. To satisfy the criterion that the histor-
ical study must have been performed in the same organisation as the current trial is likely
to rule out “literature controls” and a large amount of potentially relevant information.
Also, requiring the enrolment rates to be the same seems unnecessary unless there are
major differences between the trials, which would only be known after the current trial
had finished recruiting. However, these criteria provide a good starting point for selecting
relevant historical studies. Furthermore, it has been shown by Neuenschwander et al. [12]
that selecting a small number of historical studies that are very similar to each other and
are thought to be similar to the current study, leads to a larger prior effective sample size
than incorporating all historical data where there is lots of heterogeneity between studies.
The prior effective sample size when there are multiple historical studies is defined as how
many patients the historical studies represent when the historical studies are combined,

taking into account the heterogeneity between the historical studies.

In this chapter the historical data methods are described in their general form, the
specific details are kept for the main chapters. The main chapters include both previ-
ously published and new methods. This structure is chosen since both published and new
methods are explored and new methods are often extensions to the published methods.
Where a new method is proposed or a published method has been extended should be
clear from the text. Historical data methods for binary outcome data are considered in
Chapter 2 and methods for normally distributed outcome data are considered in Chapter
3.

To introduce the historical data approaches, we consider a standard trial design com-
paring one experimental treatment to control, assuming historical data are available for
the control arm only. Let D;, D. and D;, denote data from the current treatment group,
current control group and historical data, respectively. Let 6. denote the parameter of
interest in the controls and #; the parameter of interest in the treatment group. Where
a method assumes that the true underlying parameters are different in the historical and

current controls, 8, denotes the parameter of interest in the historical controls.

1.2.1 Pooling

The simplest approach to incorporate historical data into the analysis of the current trial
is to assume that the historical control data are exchangeable with the control data in
the current trial. The historical data forms the prior for the current study control arm
which is then updated with the current study control data using Bayes theorem [8]. We

assume an initial prior, my(6,), for the control parameter of interest before the historical
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data are observed, m(f.) is updated to form a posterior distribution that incorporates

the historical data, which forms the prior for the current study control parameter, given

by,

7(0. | Dy) o< L6, | Dy)mo(6.), (1.1)

where L(0. | D) is the likelihood of the historical data. w(6. | Dy,) is then updated with
the control data from the current study using Bayes theorem. The posterior distribution

for the control parameter is then,

7(0. | Do, Dy) o L(8. | D)L(0. | Dp)mo(8.) = L(Be | De, Dy)mo(6e),

where L(6,. | D..) is the likelihood of the current control data. This is the same as pooling

the current and historical control data as if they were from the same study.

1.2.2 Pocock’s approach to modelling bias

Pocock [11] proposed an approach to incorporating historical control data that acknowl-
edges that the underlying parameters of interest in the historical and current controls
may not be the same, even with careful selection of the historical data. The possibility
of unknown bias is modelled as n = 6. — 6, where 7 is treated as a random variable with
mean zero and fixed variance ag. In practice, it is recommended to conduct a sensitivity

analysis considering a range of values for 03]

. An initial vague prior is assumed for 6,
before the historical data are observed, denoted mo(6y,). This vague prior is updated with
the historical data to obtain the posterior distribution, 7 (6, | Dy) = mo(0,)L(0) | Dp).
The sum of the two random variables w (6, | Dy) and 7 forms the prior for the control
arm in the current study. This approach was extended to give the commensurate prior
approach described in Section 1.2.5. A bias variance approach to discounting historical

data was also proposed in a recent paper by Galwey [13].

1.2.3 Power prior

The power prior, originally proposed by Ibrahim and Chen [14] assumes that the historical
data and current control data are estimating the same underlying parameter of interest,
0.. An initial non-informative prior my(6,) is assumed for 6. before the historical data are
observed. This is then updated with the likelihood of the historical data raised to a power
a, where the power quantifies the uncertainty in the similarity between the historical and

current studies. The prior for the current study control arm is then,
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(0. | Dy) x mo(0.)L(0. | D),

where «q is a fixed value and usually lies between zero and one. When «y is zero, no
historical data are used in the final analysis and the prior reduces to the initial non-

informative prior,

m(0e | Dn) = mo(6e),

and when « is one, all of the historical data are used in the final analysis, pooling the
current and historical controls, and the prior becomes Equation 1.1. The power can be
given a value above one, however, in the area of historical data, we consider the most
reliable information to be the data from the current randomised controlled trial and are
therefore unlikely to want to give the historical data more weight in the final analysis
than the current control data. The power oy can be interpreted as a relative precision

parameter for the historical data.

1.2.4 Modified power prior

As we are usually unsure about the agreement between the current and historical data,
ap can be treated as a random variable [14, 15, 16]. Ibrahim and Chen proposed a joint

prior for the parameter of interest and the power of the form [14],

(0, g | Dp) o mo(0.)L(0. | Dp)*7(ap). (1.2)

A natural choice for 7(ag) is a beta distribution, given the desirability of a power

between zero and one.

A few problems arise with the formulation of the joint prior given in Equation 1.2.
Firstly, it violates the likelihood principle [17], since multiplying the likelihood by a con-
stant would change the joint prior and therefore the posterior distribution. Secondly, the
historical data has little influence in the analysis even when there is complete agreement

between the historical and current data [15].

This joint prior is missing a factor dependent on g and therefore the power parameter
always has a tendency to be close to zero, making no use of the historical data. Duan
[15] proposed a correction to the original joint power prior formulation, defined as the

modified power prior, given by,
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(0, g | D) ox Ceg)mo(6.)L(6. | Dp)*°m (),

where,
1
Jo. L0 | D)oo (6c)db.”

C(Odo) =

in the region of oy such that [ . L(6. | Dp)*my(0.)db. is finite. The modified power prior
does satisfy the likelihood principle.

1.2.5 Commensurate prior

The commensurate prior approach [18, 19, 20] assumes different underlying parameters for
the current and historical controls. The location commensurate prior for 6. is a conditional
prior distribution, centred at the historical parameter 8, with a fixed value 7 that controls
the cross-study borrowing. The joint distribution of 6. and 6}, before the current trial is

then given by,

7(0c,0n | Dp,7) < w(0c | O, 1/7)m0(0n)L(On | Dp),

where L(0), | Dy) is the likelihood of the historical data and my(6y,) is an initial prior
for the historical parameter before the historical data are observed. Larger values of 7
indicate increased commensurability (reduced variability) between the current and histor-
ical data parameters and induce increased borrowing from the historical data to inform

inference on 6,.

Similar to the modified power prior, there is a single parameter that governs how much
historical data are borrowed and incorporated into the final inference on the current study
control parameter 7, 7 can also be treated as a random variable rather than a fixed value.
The choice of prior for 7 is similar to the prior for the between study variance parameter
in a meta-analysis. Priors for variance parameters are discussed comprehensively in [21].
It is generally recommended that an informative prior should be used on the between
study variance parameter in a meta-analysis since the parameter is not well estimated
from the data when there are few studies [22]. An informative prior is recommended for
the commensurate prior for similar reasons. An informative prior is required to induce
sufficient borrowing from the historical data. For one historical study, there is a direct
relationship between a meta-analysis and the commensurate prior approach to incorpo-

rating historical data [19].



Chapter 1 Introduction 9

An extension to the location commensurate prior also places a commensurate prior on
the parameter that represents the true underlying variance in the control group [18]. To
induce borrowing from the historical data to the current trial parameters, the mean and

variance in the historical and current data both have to agree.

1.2.6 Robust mixture prior

When there are historical data available from only one historical study, the robust mix-
ture prior [23] is a two-component mixture distribution of conjugate priors. The first
component of the mixture distribution is an informative component based on the histori-
cal data and the second component is a weakly-informative component. The form of the
weakly-informative component is dependent on the type of outcome data. The weights
given to each component of the mixture distribution in the prior are chosen by the study
designer based on how relevant the historical data are thought to be to the current study
control data. The prior weight given to the informative component of the robust mixture
distribution based on the historical data can be interpreted in a similar way to the power
chosen in the power prior, when «y is a fixed value. The weakly-informative component
of the mixture distribution gives a heavy tailed prior distribution compared to using only
the historical data as a prior and adds robustness against prior-data conflict [23, 24].
Using a mixture prior allows added flexibility while maintaining the convenience of using
a conjugate prior. Here we will review properties of mixture distributions that are used
throughout this thesis.

Let m(6.),...,7;(0.) be proper probability density functions. Then given weights,
J

wy, ..., wy, where w; > 0 and ) w; = 1, the mixture distribution,
j=1

m(0.) = Zwﬂjwc),

is also a proper probability density.
If the individual mixture components are conjugate prior distributions, then the pos-

terior distribution is also a mixture of conjugate distributions with updated parameter

values and weights. Assuming the prior density for 6. of [25],

J
(00 = 3w (00),
j=1

where the superscript (0) denotes a prior distribution or weight, wj(.o) are the prior weights



10 Chapter 1 Introduction

and WJ(O)(QC) are the individual conjugate prior mixture distribution components (for the
robust mixture prior, 7\") (6. | D;,) would be the informative component of the mixture dis-
tribution based on the historical data and Wéo)(ec) would be a weakly-informative mixture

component), the posterior distribution is given by [25],

J
21 w7 (0.)L(0, | D.)
J:

Wb, | D) =
(0. | De) C

J
1 1
=2 w0 | Do),
j=1

where the superscript (1) denotes a posterior distribution or weight, L(f. | D.) is the

J
likelihood of the current trial control data and C'= ) w](-o) Cj,

=1
(0) (0)
) m: (0.)L(6. | D.) L w; ¢ o
ﬂg(' )(90 | D) = ! . ) wj(‘ ) = e d o , Cj = f 7T](- )(QC)L(QC | D.)db.,
’ Wy c; >

where 6, is either a single parameter or a vector of parameters. The posterior mixture
distribution components 7rj(.1) (0. | D) are then obtained from standard conjugate Bayesian
prior to posterior updates. The updated posterior weights sum to one and are calculated
using the marginal likelihood of the data for each component of the mixture prior distri-

bution.

Morita et al. [26] present a definition for the effective sample size of a parametric
distribution and their method is used to calculate the effective sample size of the poste-
rior mixture distribution. The method proposed by Morita et al. [26] approximates the
information at the mode of the mixture distribution using a quadratic approximation. A
vague prior is constructed which is updated with a sequence of known sample sizes to
get a sequence of posterior distributions. The information of these posterior distributions
with known sample sizes are then compared to the information of the mixture posterior
distribution and the closest in terms of information at the mode gives the effective sample

size of the mixture distribution.

1.3 Equivalence and choice of equivalence bounds

Throughout this thesis, the concept of equivalence is used. Equivalence testing is typ-
ically used to compare an experimental treatment with a standard of care treatment,
where the experimental treatment may offer benefits such as lower cost or fewer side ef-
fects compared to the standard of care. In a frequentist framework, to test the equivalence

of two treatments, the null hypothesis is that the treatments differ and the alternative
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hypothesis is that the treatments are equivalent. When comparing an experimental treat-
ment to a standard of care, equivalence represents the belief that the two treatments are
close enough that neither treatment is considered more efficacious or less futile than the
other. How close two treatments are required to be for them to be considered equivalent
is governed by the equivalence interval (§;, d,). The hypotheses for testing equivalence
of two treatments in terms of the absolute difference of the parameter of interest in each

treatment group are given by [27],

Hy:0,—60.<¢6 or 6,—6.>6,
H :0,<6,—0.<6,

The hypotheses Hy and H; are tested as two separate one-sided hypothesis tests [27],

Hy 0, —0. <0,
Hllzet_9c>5l

and,

H02:‘9t_9025u
ng:é’t—80<§u

In order to conclude equivalence, both null hypotheses Hy, and Hy, must be rejected

at the chosen significance level.

Typically, when testing equivalence in terms of the absolute difference between two
parameters, the equivalence interval is symmetric and there is one equivalence margin pa-
rameter given by § = 9§, = —9;. The choice of equivalence margin is subjective, however
approaches have been proposed for choosing this parameter when comparing an experi-
mental treatment to a standard of care treatment. The equivalence margin can be chosen
based on expert opinion and interpreted as the largest difference that can be judged as
clinically acceptable for the experimental treatment to be used in practice as an equiv-
alent to the standard of care. Ng [28] discusses some interpretations of the equivalence
margin in the literature, most of which relate to clinical judgement. An alternative ap-
proach proposed in the literature for choosing § [28] is based on the comparison of the
active standard of care treatment to a placebo using prior data. The equivalence margin
is chosen to be a small fraction (e.g. 0.2) of the treatment effect comparing the active
standard of care treatment to a placebo or a fraction of the lower limit of a confidence
interval of the difference between the active standard of care and the placebo obtained

from a meta-analysis of historical studies.
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Throughout this thesis, equivalence is used for the comparison of historical control
data and the control data from the current trial, where the current trial is assumed to be
a superiority trial. The more formal methods proposed for determining the equivalence
bounds can not be used in this setting. The control treatment may not be an active
control, as is likely with a standard equivalence design for an experimental treatment.
Therefore, the equivalence bounds are initially considered to be chosen based on expert

opinion and alternative approaches for choosing the equivalence bounds are considered.

1.4 Adding a treatment arm to an ongoing trial

There are circumstances that may arise where it would be beneficial to add a treatment
arm to an ongoing clinical trial, such as a treatment about to complete phase II develop-

ment in the same disease area or a treatment currently awaiting regulatory approval.

The advantages of adding a treatment arm to an ongoing trial include: there is only
one protocol, with new treatments incorporated as an amendment; utilising the exist-
ing trial infrastructure (e.g. staff, protocols, recruitment, randomisation); increasing the
chance of allocation to a research arm, which may boost accrual; it potentially requires

fewer patients; less money and a shorter trial duration [29].

Only a few papers have discussed methods for adding treatment arms to ongoing trials
[29, 30, 31, 32]. Elm et al. [30] consider a design where a new treatment arm is added
during an ongoing trial and randomisation continues to all treatment arms until the end
of the study. Elm et al. [30] consider before and after the new treatment arm is added as
two cohorts and assume a random cohort effect is present. They compare four different
analysis methods and their operating characteristics in this setting. The four methods
are: a linear model adjusting for a cohort effect; pooling the data from both stages; an
inverse chi-square combination test and the weighted inverse normal combination test.
Wason et al. [31] briefly discuss adding treatment arms in multi-arm multi-stage trials,
Sydes et al. [29] discuss the methodology of the STAMPEDE trial, which added multiple
treatment arms throughout the study and the most recent paper by Cohen et al. [32] gives

a review of the methodology and practice of adding a treatment arm to a study.

One of the main design considerations when adding a treatment arm during an on-
going trial is controlling the family-wise error rate (FWER) for multiple comparisons of
treatment to control. The FWER is defined as the probability of at least one type I
error. The definition of the family of hypotheses in multi-arm trials has been discussed
in many papers [29, 33, 34]. The main argument against correcting for multiple testing
when comparing multiple experimental treatments to a single control treatment is that

no adjustment is made for multiple testing when multiple treatments are compared to the
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same control treatment in separate trials. Therefore an adjustment is not necessary when
the same comparisons are made in a single trial. The main difference when conducting
a single trial rather than a separate trial for each experimental treatment is that in a
single trial, the same control group is used for all treatment comparisons, which induces a
correlation between the test statistics. The European Medicines Agency states that for a
trial where there are more than two treatment arms “control of the FWER in the strong
sense is a minimal prerequisite for confirmatory claims” [35]. A multiple testing proce-
dure controls the FWER in the strong sense if the FWER control at level « is guaranteed
regardless of which or how many null hypotheses are true. A multiple testing procedure
controls the FWER in the weak sense if the FWER control at level « is guaranteed only
when all null hypotheses are true [36]. The aim of the methods proposed in Chapter 4
when designing a trial where a treatment arm is added is to control the FWER of the
design at a specified level. The next section gives an introduction to standard methods

that correct for multiple testing.

1.4.1 Multiple testing procedures

Consider a multi-arm trial comparing J experimental treatments to a control treatment.
There is a family of hypotheses which requires J statistical tests. A type I error in this
setting is defined as rejecting any true null hypothesis (false positive) and interest is in

controlling the risk of any false positives.

If no adjustment is made for multiplicity, then the overall sample size is reduced by a
factor of (J — 1)/2J for a single trial of J experimental treatments with a single control

group compared to running J separate trials, each with its own control arm, however the
FWER will be inflated above the desired level.

Many procedures have been developed to control the FWER when performing multiple
tests. The choice of method depends on: the aim of the study; the relationship among the
null hypotheses; whether there is a logical relationship and hypotheses have a pre-specified
ordering or an ordering that is data driven; and finally, whether there is a distributional
relationship between the hypotheses and whether a non-parametric, semi-parametric or

parametric method should be used.

Multiple testing procedures fall into two main categories. Single step methods, where
individual test statistics are compared to critical values simultaneously, and secondly, se-
quential procedures, where adaptive adjustments are made to the critical values for the
remaining hypotheses dependent on the previous hypotheses tested. A comprehensive
review of multiple testing procedures is given in [37] and a nice summary of which multi-

ple testing procedures are best in different scenarios is given in the book Multiple testing
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problems in pharmaceutical statistics [36]. In this thesis only single step methods are con-
sidered. We give a summary of some of the simple single step non-parametric procedures
below [38], but focus on the single step Dunnett procedure which is a parametric proce-
dure that accounts for the correlation between test statistics when comparing multiple

experimental treatments to a single control treatment [39].

1.4.2 Single step multiple comparison adjustments

The two simplest corrections for multiple testing are given by Bonferroni and Dunnett.
Both methods maintain strong control of the FWER.

Bonferroni

For J hypotheses being tested and FWER specified at level a. The Bonferroni correction
simply tests each hypothesis at significance level r/J. The weighted Bonferroni method
tests each hypothesis at level w;a/J where Z}]:1 w; = 1. Similarly, the Sidak method [38]
tests each hypothesis at significance level 1 — (1 — a)/7. However, all of these methods

are conservative when the test statistics are correlated.

Dunnett

The method proposed by Dunnett [39] to correct for multiple testing is designed for com-
paring multiple experimental treatments to a single control treatment, as it accounts for
the correlation between test statistics. Throughout Chapter 4 we assume a design where
multiple experimental treatments are compared to a single control arm. Consider a trial
comparing J experimental treatments to a control treatment, with test statistics for each

experimental treatment given by,

X: — X,

Z, =220 L N(0,0?),
1 1
__.I__
n; Un

with j = 1,2, ...., J hypotheses being tested. Where Xj and X, are the sample means of
the experimental treatment j and the control group respectively, which are assumed to
be independently and normally distributed. p; and pp are the true underlying means in
the treatment and control groups. o is the assumed known common standard deviation
across all treatment groups and n; and ny are the sample sizes of the experimental and

control treatment arms, respectively.
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The joint distribution of the J test statistics is multivariate normal with Z; having
mean 0, variance o2 and correlation between any two test statistics, Z; and Z, for example,

given by [39],

The critical values are determined that control the FWER at the desired level and
these are used to calculate the sample size needed per treatment group for a given marginal
power for each of the experimental treatment to control comparisons. Dunnett shows that
the optimal allocation ratio for this design is approximately ng = nv/J, where ng is the
number of control patients and n the number of patients in each experimental treatment
group, further details of this design are given in Chapter 4 where the design is extended
to account for adding a treatment arm during the trial. The methods described in this
section are frequentist and in this thesis we mainly aim to use Bayesian methodology
for the reasons discussed in Section 1.1. Whitehead et al. [40] proposed a Bayesian
design comparable to the approach proposed by Dunnett [39] for comparing multiple
experimental treatments to a control treatment. The design proposed by Whitehead
et al. was for phase II trials with the aim of identifying treatments that are worth further
investigation in a phase III trial. However, the methodology can be used for confirmatory
trials. The next section describes the design proposed by Whitehead et al. [40], this design

is described in detail here since it is only briefly considered in Chapter 4.

1.4.3 Bayesian design for comparing multiple experimental treat-

ments to a control treatment

The sample sizes derived using the Bayesian approach proposed by Whitehead et al. [40)]
match the sample sizes obtained from a frequentist design where the aim for the multi-arm
trial is to control the probability of detecting one or more truly beneficial experimental
treatment (family-wise power) and the probability of continuing with a single experimental
treatment that has no benefit over control (marginal type I error rate). For a confirmatory
trial the aim would usually be to control the probability of detecting a single experimental
treatment that is better than control (marginal power) and the probability of continuing
with one or more experimental treatment that has no benefit over the control treatment
(FWER). The Bayesian approach described in this section incorporates prior information

into both the design and analysis of the trial.

Following a similar notation to Whitehead et al. [40]. Let A* denote the treatment

effect to be detected, the clinically important treatment difference between a single ex-
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perimental treatment and control and let A denote the treatment effect of a single exper-
imental treatment compared to control. For a single experimental treatment, the sample
size is chosen to satisfy the Bayesian criterion that the posterior belief that A > 0 is large
enough to conclude that the experimental treatment is promising and research proceeds
to phase III, or the posterior belief that A < A* is large enough that the treatment is
not considered further. Let j = 0,..., J represent the treatment group, where j = 0 rep-
resents the control treatment and there are J experimental treatments. Let ¢ represent
the ith patient in treatment group j, 7 = 1,...,n;. n; denotes the number of patients
in treatment group j. Let x;; denote the observed value for patient i on treatment j.
In this section, let the superscript 0 represent prior information and the superscript 1
represent posterior information. Let Z; denote the sample mean for treatment j, p; the
true underlying mean for treatment j and o? the true underlying variance, assumed to be

common across treatment groups.

The observed value z;; of the ith patient on treatment j is distributed normally with
mean y; and precision v = 1/0? (v7! = 0?) for i = 1,..,n;,7 = 0,1,..., J, assuming v
is known. The treatment effects comparing each experimental treatment to control are

denoted by A; = pj —pp for y=1,...,J.

We assume independent normal prior distributions for each treatment mean p;,
0 (,0,\—1
W(Mj) ~ N(:uj7 (njv) )7

where n? represents the prior effective sample size for treatment group j.

The posterior distribution for each treatment mean is then normally distributed and

given by,
(1) ~ N(pj, (njo)™),

0
J

of information (both prior and observed) for treatment j.

where 5 = (uin9 +n;z;)/(n) +n;) and nj = (n§ +n;), which represents the total amount

The joint posterior distribution for the vector of treatment effects (Aq, ..., A;) is mul-
tivariate normal with A; having mean j — pg and variance (vnjng/(nj +ng))~". The

covariance between any two treatment effects is given by (nv)~*.

It is assumed that the trial is designed to obtain equal information for each exper-
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imental treatment (prior effective sample size plus current data sample size), therefore

ni = njl = n!. Then the variances for each treatment effect are equal, denoted by

(onlnb/(n! + b)) .
Sample Size Criteria

Let x denote data collected in the current trial, the sample size should be chosen to
ensure that either one treatment is developed further (Pr(A; > 0 | x) > 1 — «) or all
treatments are abandoned (Pr(A; < A*forall j=1,...J|x) > 1— /), for any possible

outcome dataset x.

To determine a suitable sample size before the study is conducted, let A’ denote the
value of the posterior mean of Aj, pj — pg = A’,j =1,...,J for which Pr(A; > 0] x) =
L Pr(Ay>0]x)=1—aand Pr(A; <A*forallj=1,...J |x)=1—-7.

Then,

/ nln(l)v ! —1 njlnév e
Pr(A; >0|x)=® (A —2— | = A =0¢"'1-a) oy .

(n' + nq) (nj +ng

Pr(A; < A*forall j=1,...J|x) =Pr(max(Ay,...,Ay) <A | x) =

Pr (max ((Al — A')y %,
)

(Ay— A ninjv y , ninjv
o (n' +nf) (n' 4+ ng
nindv \ ? nindv
— (A =D (1—a) 12— = 5,7,
( oo (rm (g

where ¢1_g ,, ; is the value such that Pr(Cy,...,C; < c1-5,) = 1 — 3, where the vector

(Cy,...,Cy) is multivariate normal with C; having mean 0, variance 1 and correlation
-1

nl
between any two C}, p = (1 + —(1)
n

Sample sizes are chosen such that,

1 1 1 1
(n j_?O): 5 + =5 = T Y S org=1...,J
ning ng+mno  ny+n; {1l —a)+cip,s/A%}
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The minimum total sample size required with respect to the constraint above is ob-

2 -1 2
2 o P l—a)—cip,u 0
n; = (0 +—\/7) ( A L —n;

-1 o . 2
n0:<a2+\/302> ((I) (1-a) Cl_ﬁ’p"]) —ny,

tained from,

A*

and the optimal allocation ratio is (ng +nQ) = (n; + ng)\/j , consistent with the frequen-
tist approximation for the optimal allocation. Note that, when n? = 0 and nJ = 0 these

formulae reduce to the sample size formulae for a standard frequentist multi-arm trial.

If informative priors are used, the prior means will be used in the Bayesian analysis of
the trial, although they play no part in determining the sample size. The design set-up
here considers controlling the marginal type I error rate and the family-wise power, rather
than the FWER and the marginal power which we consider in Chapter 4, however, the

same theory applies.

1.5 Outline of thesis

In this thesis, three methods published in the literature for incorporating historical data
into the design and the analysis of a current trial are assessed. It is assumed throughout
that the historical data available are for the control arm only and from a single study.
The methods reviewed are: the modified power prior [15]; the commensurate prior; [18]
and the robust mixture prior [23]. In Chapter 2 these methods are explored for binary
outcome data, response and non-response to a treatment. In Chapter 3, the aforemen-
tioned methods are explored for normally distributed outcome data. The limitations of
the published methods are discussed. A novel equivalence weight approach for assessing
the agreement between historical and current controls is then proposed for binary data in
Chapter 2 and normally distributed outcome data in Chapter 3, the equivalence weight
is used to down-weight the historical data. Two designs are explored, a design where the
down-weighted historical data are incorporated as additional information to increase the
size of the current trial control arm, and an adaptive design where the down-weighted
historical data replace controls yet to be randomised in the current trial. The equivalence
weight is used alongside the analysis approach of the power prior [14] using the equiva-
lence weight as a fixed power. Methods are discussed for choosing the equivalence bounds
to control the maximum inflation in the type I error rate when there is disagreement

between the historical and current control data.
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In Chapter 4, the focus of the thesis then turns to trials where a treatment arm is
added during the trial. A design is proposed that adapts the sample size of all treatment
arms when a new treatment arm is added to control the FWER for a specific marginal
power for each treatment to control comparison. Only concurrent controls are used for
each treatment to control comparison. Optimal allocation to each treatment group is then
explored when a trial starts with a single experimental treatment and control arm, and

an additional experimental treatment is added to the trial.

Finally, the work presented in this thesis is summarised in Chapter 5 and ideas for

future research are outlined.

The statistical package Stata is used to generate results throughout the thesis [41].
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Chapter 2

Historical data methods for the
design and analysis of a trial with a

binary outcome

2.1 Introduction

This chapter is structured to address the five questions about the use of historical data
posed by Pocock in his 1976 seminal paper [11] when the outcome data are binary. These
five questions are: what is relevant historical data; how many additional patients does
the historical data provide; how do we assess agreement between historical and current
data; what sample size is required for the new study; and how can historical data be
incorporated into the analysis. The first question was addressed comprehensively in the
original paper where Pocock defined six acceptability criteria for using historical data in
both the design and analysis of a new study, these criteria were discussed in Chapter 1.
It is assumed throughout this chapter that the historical data chosen are relevant to the

current study taking into account the six acceptability criteria defined by Pocock.

In this chapter, it is assumed that only one historical study is available and therefore
the maximum number of additional patients that the historical study may provide is the
sample size of the historical study. Depending on the agreement between the historical
and current control data, the historical data may be down-weighted and therefore the ad-
ditional number of patients that the historical data provides will be reduced. To address
the remaining questions, this chapter is structured as follows: how to assess agreement
between the current and historical data is discussed in Sections 2.2 and 2.3; how to incor-
porate historical data into the design of a current study in Section 2.4; and finally how to
incorporate the historical data into the analysis of a current study is addressed in Section
2.5.

21
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Given the assumption that only one relevant historical study is available and that this
historical study provides information on the control arm only, the aim in this chapter is to
assess the conflict between the historical and current control data and to determine how
much weight to give the historical data in the final analysis of the current trial. When
outcome data are binary, response or non-response, there is only one unknown parameter,
the response probability. To assess agreement between the historical and current trial

controls, the response probabilities are compared.

The advantages and disadvantages of several historical data methods published in
the literature are explored for how they assess agreement between historical and current
controls, and how they incorporate historical data into the design and analysis of the
current study when the outcome data are binary. Two novel methods are then proposed
for assessing the agreement between historical and current control data. These two ap-
proaches specify a weight which is used to down-weight the historical data. A design that
incorporates the historical data as additional information and an adaptive design are both
explored for incorporating the historical data into the design and analysis of a new study.
The analysis approach of the power prior is utilised, where the calculated weight is used
as a fixed power to down-weight the historical data [14]. The operating characteristics
of these two new approaches are compared to the methods proposed in the literature for

binary outcome data.

For all historical data methods, the main disadvantage is that incorporating historical
control data affects the operating characteristics of the current trial. Consider a two-
arm trial for a binary outcome, with historical data available for the control arm only.
Testing the null hypothesis of no treatment difference against the alternative hypothesis
that the new treatment has a higher response probability than the controls. In general, if
the current trial control estimate of the response probability is lower than the historical,
incorporating historical data into the final analysis will result in reduced power and a
deflated type I error rate for estimating the treatment effect, compared to a standard
design not incorporating any historical data. If the current trial estimate of the response
probability in the control arm is higher than the historical data estimate, the power
and type I error rate will be inflated compared to a standard design. The effect on the
operating characteristics from incorporating the historical data is due to the historical
data causing bias in the control response probability estimate and therefore bias in the

treatment effect estimate.

2.1.1 Notation

Let x;, and y, be the number of responses and non-responses in the historical data,

respectively. Let x. and y. be the number of responses and non-responses in the current
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control group and x; and 1; be the number of responses and non-responses in the current
treatment group. ny, n. and n, are the historical, current control and experimental
treatment sample sizes, respectively. Let p. and p; denote the true underlying response
probabilities in the control and treatment arms, respectively. For models where it is
assumed that the true underlying response probabilities in the current and historical
studies are not the same, let p; denote the underlying true response probability in the

historical controls.

2.1.2 Illustrative example

Throughout this chapter, we consider an example from Viele et al. [42], which is repre-
sentative of a confirmatory two-arm randomised controlled trial. The primary analysis
of interest is a hypothesis test of Hy : p. = p; against H; : p. < p;. For a standard
design, incorporating no historical data, assuming a control response probability of 65%,
200 patients are required per treatment arm to detect a treatment difference of 12% with
approximately 76% power and a one-sided type I error rate of 2.5%. In addition, for
the historical data designs considered in this chapter, it is assumed there are 100 (ny,)

historical control patients available with a response probability of 65%.

Throughout sections 2.2 and 2.3 where methods are explored that assess agreement
between historical and current control data, the example used assumes that the historical
data are fixed at 65/100 responses and that there are 100 control patients in the current

trial. A range of response proportions in the current control data are explored.

2.2 Published methods for assessing agreement be-

tween historical and current control data

For the historical data methods discussed in this section, each method assesses the agree-
ment between the historical and current control data and calculates either a weight w or
a prior effective sample size (ESS). For methods that calculate a weight, this weight is
used to down-weight the historical data by raising the likelihood of the historical data to
the power of the weight and we define the effective historical sample size (EHSS) to be
the weight times the historical sample size wny,. For binary data, EHSS = wny, since
the posterior distribution based on the weighted historical data likelihood is identical to
a posterior distribution based on the likelihood of wn;, observations of which there were
wxyp, responses and wyy, non-responses. A distinction is made between the EFHSS which
is based only on the historical data and the ES'S which also incorporates the information

contained in the prior before the historical data are observed.
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2.2.1 Modified power prior

The modified power prior assumes that the historical data and current control data are
estimating the same underlying parameter of interest (p, = p.). For binary outcome data,

the modified power prior has the general form [15, 43],

L(pc | xha?ﬂz)aOﬂ-O(pc)
fL(pC | xhayh)aOWO(pc)dpc

7T<pcaa0 ’ SCh,Z/h) X W(Oéo)a

where my(p.) is the initial prior for p. before the historical data are observed, L(p. |
xp, yn)* is the likelihood of the historical data raised to a power ag, with prior 7(ap).
m(ap) is assumed to be a Beta(a, b) distribution. A beta distribution is an intuitive choice
for m(cvy) since it lies between zero and one and covers a wide variety of shapes depending
on the parameter values chosen. In the historical data setting, it is unlikely we would
want to give more weight to the historical data than the current control data, therefore a

beta prior that does not allow a weight above one is chosen.

For binary data and only one historical study, the likelihood of the historical data
follows a binomial distribution and beta prior distributions are assumed for p. and «y.

The modified power prior is then given by [15, 16],

p?oxh—&-c—l(l o pc)aoyh—l—d—l O[g*l(l o Oéo)b_l

B(aozy + ¢, aoyn + d) B(a,b) 7

7T(1%040 | fﬁh,yh) =

where B(a,b) = Fp(@igf;) and an initial Beta(c,d) prior is assumed for p..

The joint posterior distribution is then [15],

p?OIh‘HBC“FC*l(l _ pc)aoyh+yg+d71a8—1(1 _ Oé())bil

B(aoxn + ¢, cpyn + d)

(e, @0 | Th, Yny Te, Ye) X

The marginal posterior distribution for the power is given by [16],

(00 | 2 g o) X I'(conn + ¢+ d)I' (aozn + 2z + )T (coyn + ye + d) ad ™ (1 —ag)!
0 hs Yhy Ley Ye F(Oéoxh + C)F(Oé(]yh + d)I‘(aonh +ne.+c+ d) 0 0 .

Throughout the thesis, for the modified power prior approach we explore using a sum-
mary measure of the marginal posterior distribution of a as a measure of the agreement
between the current and historical controls and as a fixed value to down-weight the his-

torical data. A fixed summary value allows exact knowledge of how much of the historical
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data are incorporated into the final analysis. We explore using the mean, median or mode
of the posterior distribution as a fixed value for oy (substitution method). We denote this
approach the modified power prior approach because we are placing a prior on «g, we
then obtain a single value for the power from the marginal distribution of ag. An alter-
native approach is to incorporate the full uncertainty around aq into the analysis which

we denote the fully Bayesian modified power prior approach.

The marginal distribution of p. can be used to explore the behaviour of p. by inte-
grating aq out of the joint posterior distribution m(p., ag | Zn, Yn, T, Ye), we denote this
the fully Bayesian modified power prior approach. However, the marginal distribution
of p. does not have a closed form distribution and requires numerical integration. The

marginal distribution of p. is given by,

1
ﬂ-(pc ’ Th, yh7 Le, yC) = /W(pca (o7} ’ Th, yh; Le, yc)da(b
0

where,

pg‘ox’L+xC+C_l<1 . pc)aoyh+yc+d_la8_l(1 o ao)b—l

B(apzh + ¢, apyn + d)

p?0$h+$c+c_1(1 . pc)aoyh-&—yc-i-d—lagfl(l . Oéo)b_l

W(pc, (7)) | xh,th/ﬁwyC) =

dOéOdpc
(2.2)

I

B(agxn + ¢, agyn + d)

Choice of prior for the power

The modified power prior allows a prior to be placed on ag, with the aim of learning
about what the discounting parameter should be from the data. If there is no prior opinion
on the agreement between the historical and current control then a minimally-informative
prior for ag may be chosen. Various minimally-informative priors have been discussed for
Bernoulli random variables [17, 44]. An intuitive choice of minimally-informative prior
for ag would be a uniform distribution on [0,1] (or equivalently a Beta(1,1) distribution),
giving equal probability to all values of the power between zero and one. The Jeffrey’s
minimally-informative prior [17] for a Bernoulli outcome that is invariant to transforma-
tion is a Beta(0.5,0.5). Another minimally-informative prior that has been suggested is
a Beta(c,c) prior where ¢ < 1 [45]. Here, these priors are considered as ¢ — 0, these
priors are denoted quasi-dichotomous priors. The intuition behind using these priors for
the power prior is that they are heavy-tailed, which may help the choice of whether the

historical data should be borrowed or not depending on the observed current control data.
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These priors are considered minimally-informative because the ESS, given by the sum
of the parameter values, is small. However, they can be quite informative for the power

prior, as illustrated in Figure 2.1.

A final minimally-informative prior for a beta distribution is an improper Beta(0,0)
prior. The intuition behind this prior is to choose a prior which produces a Bayesian
posterior estimate that coincides with the maximum likelihood estimate, since the max-
imum likelihood estimate does not consider prior information. This is an intuitive prior
for a binomial likelihood and results in a proper posterior distribution, except when there
are zero responses or non-responses in the data. However, using a Beta(0,0) prior on the
power « results in an improper marginal posterior distribution for the . A Beta(0,0)

distribution can therefore not be used as a prior for the power.

Let’s consider the Viele example [42]. Figure 2.1 shows three different priors for ag, a
Beta(1,1), Beta(0.5,0.5) and a Beta(0.3,0.3) prior and the posterior distributions of aq for
each prior given different levels of agreement between the historical and current controls.
It is assumed that there are 100 current control patients and 100 historical patients and
the response proportion in the historical controls is fixed at 65%. A Beta(1,1) prior is

assumed for p. before the historical data are observed.

A prior that gives a posterior distribution with mass close to one when there is com-
plete agreement between the historical and current control data is desirable. As has been
previously noted [16, 18] and is illustrated in Figure 2.1, under a Beta(1,1) for oy, the
marginal posterior distribution of «q is almost flat at complete agreement between the
historical and current data (65% response proportion). The quasi-dichotomous priors re-
sult in a posterior distribution for oy with most of its mass at zero and one and seems to

differentiate well between agreement and disagreement in the historical and current data.

From the marginal posterior distribution of «q, given in Equation 2.1, the mean is

calculated using numerical integration,

1
E(O(O) — / ap - 7T-(O{O | xh7yh7xc7yc) dOéo. (23>
0 f[) 7T(CY0 | JJh,yh,Qic,yc)dOZO

To calculate the median of the distribution, numerical integration and optimization can

be used. The function to be minimised is given by,

q(0.5) 7(040 ’ ThyYhs L, yC)dao ’
A 05 (2.4)

fO 7T-(050 ‘ .Th,yh,l'c,yC)dOéO
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Figure 2.1: Marginal distributions of aq for different observed current control response
proportions and different priors on the power. Viele example, historical data 65/100
responses, 100 current controls.
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with respect to q(0.5). The same approach can be used to obtain the 95% credible interval

for arg. Minimising the functions,

2 2
Ccy JC d 9 y ey JC d
/ (o | Th, Yn, Te, Ye)davg 00254 and / (o | T, Yn, Te, Ye)darg 00754 |
fg Oé[) ’ xhayhaxcayc)dgo fo Oéo ‘ $h>yh>$c>yc)dao

(2.5)

respectively, with respect to L and U.

The mode M is the value of ag such that w(M) > m(ap),V oy € [0,1]. The mode
can be calculated by differentiating 7(ag | Zn, yn, Zc, ye) and equating to zero. Or the
mode may need to be determined through searching over the function values or by using

graphical methods where the mode lies at the bounds of the distribution.

It can be difficult to evaluate Equations 2.3 to 2.5 when a quasi-dichotomous prior
is chosen for ag. When the parameter values of the quasi-dichotomous prior are small,
the marginal distribution of ¢y is heavily peaked at the limits of the distribution (near
zero and one) and can be difficult to integrate using numerical integration due to the dis-

continuity at zero and/or one. Furthermore, because numerical optimisation is required
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to calculate the median, this approach could be computationally intensive depending on
the current control sample size. Since the power needs to be calculated for each observed
current control response. The terms power and weight are used interchangeably to denote
the summary measure of the posterior distribution of g that is used to down-weight the

historical data.

Figure 2.2 and Table 2.1 show the mean of the posterior distribution of oy for the three
beta prior distributions discussed above: Beta(1,1); Beta(0.5,0.5); and Beta(0.3,0.3), and
the mode of the posterior distribution of aq for a Beta(1,1) prior for a range of observed
current control proportions and fixed historical data. The mode of the quasi-dichotomous
prior was not considered here, as this would always give either zero and one, similar to
the test and pool approach discussed by Viele et al. [42]. Table 2.2 gives the median
and 95% credible interval of the power aq for five observed current control response
proportions. The optimisation technique used to find the median value and 95% credible
interval by minimising the functions in Equations 2.4 and 2.5 was the modified Newton-
Raphson technique implemented in Mata [46]. For a single observed response proportion,
calculating the median took 2.88 seconds, therefore calculating the median for all possible
responses in a dataset or for all possible combinations of control responses in a two-stage

adaptive design may be time consuming.

Figure 2.2: Mean and mode of the marginal distribution of « for different observed control
response proportions and different priors on «g. Viele example, historical data 65/100
responses, 100 current controls. The vertical red line represents complete agreement
between the historical and current control proportions.
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Table 2.1: Mean and mode of the marginal distribution of oy for a range of observed
current control proportions and different priors on «gy. Viele example, historical data
65/100 responses, 100 current controls.

Current control proportion Mean (ayp) Mode (ayp)
Beta(1,1) Beta(0.5,0.5) Beta(0.3,0.3) Beta(1,1)

0.45 0.307 0.250 0.218 0.057

0.55 0.512 0.538 0.563 0.380

0.65 0.571 0.622 0.664 1

0.75 0.474 0.481 0.494 0.195

0.85 0.185 0.119 0.088 0.024

Table 2.2: Median and 95% credible interval of the marginal distribution of «q for different
observed current control proportions. Viele example, historical data 65/100 responses, 100
current controls.

Median(95% credible interval)

Current control proportion Beta(1,1) Beta(0.5,0.5) Beta(0.3,0.3)
0.45 0.210 (0.011,0.889) 0.115 (0,0.956) 0.062 (0,0.986)
0.55 0.490 (0.040,0.972) 0.514 (0.006,0.998) 0.557 (0,1)
0.65 0.594 (0.065,0.981) 0.692 (0.020,0.999) 0.793 (0.003,1)
0.75 0.483 (0.038,0.972)  0.500 (0.006,0.998) 0.535 (0,1)
0.85 0.145 (0.007,0.806) 0.067 (0,0.826) 0.030 (0,0.813)

gives a low weight to the historical data even when the historical and current observed
response proportions are the same. The weight discounts slowly to zero as the difference
increases. The quasi-dichotomous priors give a higher weight at agreement and discount
more quickly to zero than the Beta(1,1) prior. The mode gives a weight of one to the
historical data (pooling of the historical and current controls) for a range of response
proportions around complete agreement and discounts quickly to zero as the difference
between the current and historical control response proportions increases. However, for
a Beta(1,1) prior, at complete agreement in the historical and current control response
proportions, the posterior distribution of «ay is almost flat across all values of «ay, there-
fore a weight of one does not seem representative of the posterior belief about the power.
Using the median of the posterior distribution of oy to down-weight the historical data
gives a higher weight at complete agreement in the historical and current control response
proportions and discounts more quickly to zero as the difference increases compared to
using the mean of the posterior distribution of ay. However, there is a computation cost
to using the median, each calculation of the power requires integration and optimisation
and therefore using the median would be too computationally intensive in the trial design
setting. The credible intervals of g are wide for all priors and different levels of agree-
ment between the historical and current data, indicating there is a lot of uncertainty in
estimating . Power prior and modified power prior are used interchangeably throughout

the thesis, where the power is treated as a random variable, the modified power prior is



30 Chapter 2 Historical data methods for binary outcome data

always used.

2.2.2 Commensurate prior

The commensurate prior [18, 19, 20] assumes different parameters for the true underly-
ing response probabilities in the current and historical controls. The outcome data are

modelled on the log odds scale. The model fitted is given by,

Xc ~ Bin (nmpc> )
Xh ~ Bin(”caph)7
Xt ~ Bin<nt7pt)7

1Ogit (pc) = ¢c>
logit(pr) = n,
logit (pt) = 1y,

wc ~ N(wh71/7—>7
U~ N(0,1000),
b~ N(0,1000),

where logit(p) = log(p/(1 — p)). Three different priors for 7 (the commensurability pa-
rameter) are considered in the original paper by Hobbs et al. [19]. The first two priors are
conjugate gamma priors of the form, m(7) ~ Gamma(c(7), ¢) where 7 is a prior guess of 7
and ¢ represents the belief in the prior estimate of 7, with a smaller value of ¢ correspond-
ing to weaker prior belief, 7 > 0 and ¢ > 0. Hobbs et al. [19] consider two gamma priors, a
Gamma(1,0.01) and a Gamma(1,0.05). The gamma prior here is parameterised in terms
of the shape and rate, therefore, a Gamma(c, 3) prior has mean a/ and variance a/3%.
The Gamma(1,0.01) prior has mean 100 and variance 10000 and the Gamma(1,0.05) has
mean 20 and variance 400. The third prior considered by Hobbs et al. [19] is a spike and
slab prior. This prior distribution is a two-component mixture distribution made up of a
uniform distribution between two limits (slab) and a degenerate distribution at a selected

large value (spike).

Let S; and S, be the limits between which the spike and slab prior is uniformally dis-
tributed and let K be a point mass that denotes commensurability between the historical

and current controls. Then the prior distribution is specified as [19],

Pr(r < 5;) =0,
Pr(t < u) = po{(u—5)/(Su — S}, S <u <8y,
and Pr(r > S,) =P(r=K)=1—py,
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where py denotes the prior probability of existence within the slab, 0 < §; < S, and
K >8,.

The argument for this type of prior is that for small differences between the current
and historical data response proportions, the marginal likelihood of the data is nearly flat
with a gradually decreasing slope as a function of 7, when 7 is sufficiently large. It is
therefore suggested that it may be sensible to choose a large value of 7 that represents
commensurability [19]. Hobbs et al. [19] warn that the results of the commensurate prior
model are dependent on the calibration of the spike and slab prior, i.e. on the choice of
the parameters pg, S;, S, and K. We therefore do not consider the spike and slab prior
in this thesis. In this thesis, to illustrate the commensurate prior method we consider the

Gamma(1,0.01) prior for 7.

Priors used for the between study variance parameter in a meta-analysis are also ap-
propriate priors for the commensurability parameter. An informative prior is required to
induce borrowing across studies in a meta-analysis when there is only a small amount
of data available to inform on the between study variance parameter. Hobbs et al. [19]
discuss the connection between the commensurate prior and meta-analysis. Priors of
the form Gamma(1l, ) and Gammay(e, €) were also considered by Viele et al. [42] for the

between study variance parameter in hierarchical modelling to incorporate historical data.

In WinBUGS [47], the commensurate prior, as it was originally proposed, would be
fitted using the code in Figure 2.3(a). In this specification of the model, the parameters
pn and p. are jointly estimated. This joint specification means that the current control
data informs inference on py. In this thesis, the current trial data is considered the most
reliable information and the aim is to assess the agreement between the historical and
current control data and to utilise the historical data in estimating p. when the current
and historical control data agree. A model where the historical data inform inference on
p. but does not allow feedback from the current data model back to the historical data
model may be more appropriate. We explore using the cut function in WinBUGS which
was designed for this purpose [17]. The model code for the commensurate prior using the
cut function is shown in Figure 2.3(b). For the example model given in Figure 2.3(b),
the cut function makes a copy of 1}, but otherwise severs the link between 1} and ,.
Hence, v}, always has the same value as 9; but ; is isolated from X, and cannot be
influenced by it [17]. Possible alternative approaches to cutting the feedback from the
current control data to the historical model were explored, such as a two step procedure,
where the historical data model is estimated and the mean of the prior for v, is fixed at

the mean of the posterior distribution of 1, with precision 7. A fully Bayesian version
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was also considered, taking the posterior samples from the distribution of ¢, as the mean
of the prior distribution for .. However, only the cut function approach stopped the

feedback from the current data model to the historical data model.

Figure 2.3: Commensurate prior model WinBUGS code (a) Standard approach and (b)
using the cut function

Once the commensurate prior model has been fitted in WinBUGS, the ESS of the
control response probability posterior distribution needs to be determined to assess how
much information from the historical data has been incorporated into the posterior distri-
bution of p.. Hobbs et al. [20] propose using the method of Morita et al. [26] to determine
the FHSS, which assumes a normal approximation with known variance for the poste-
rior distribution of the control response probability. The effective historical sample size

is given by [20],

EHSS ~ n, {prec(ﬂ'(pc | ThyYn, Ley Ye, T)) _ 1} ’ (26)
prec(m(pe | Te,ye))

where n,. is the number of current controls randomised, prec(m(p. | Tn, Yn, Te, Ye, 7)) de-
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notes the posterior precision of the control parameter under the model incorporating
historical data and prec(m(p. | x.,y.)) denotes the posterior precision of the control pa-
rameter under the model not incorporating any historical data. Equation 2.6 is derived
assuming a normal approximation with known variance for the distribution of the re-
sponse probability. The Morita algorithm [26] compares the information of the posterior
distribution that we want to approximate the E'S\S of, to the information of a distribution
with known sample size. Assuming a normal approximation, the information of a nor-
mal distribution with known variance is 1/0? and the information of a normal likelihood
with known variance is n/c?. Minimising the distance between the information of these
two distributions gives the ESS to be the ratio of the known variance in the likelihood
to the variance of the posterior distribution. The posterior distribution of the current
control parameter obtained from fitting the commensurate prior model not incorporating
any historical data is used as the known distribution, the FSS of the control posterior

distribution incorporating the historical data is then derived as follows,

o2 ne/prec(m(pe | e, ye))

n= =
Var(ﬂ-(pc | ThyYhs Ley Yes T)) var(ﬂ-(pc ’ ThyYhs Ley Yes 7-))
. ncprec(ﬂ'(pc | Ths Yhy) Ley Ye, T))
prec(m(pe | Te,ye))

. ppss = teprecmpe | T yn, Te, Yo, 7)) =, {pTeC(W(pc | Thy Yns ey Yer T)) 1}
prec(m(pe | Te,ye)) prec(m(pe | Ze, ye))

For binary outcome data, both the mean and variance are dependent on the response
probability. For low and high observed response proportions the variance of the posterior
distribution of the response probability is small and therefore the precision is large. The
normal approximation of the posterior distribution works well for the range of response
proportions where the precision under the reference model is reasonably constant, but
not at the extremes, since the normal approximation is using the relative difference in
precisions. Depending on the disagreement between the historical and current controls
and the prior on 7, incorporating historical data will bias the current control response
probability estimate, which will also affect the variance. The change in variance from the
reference model to the model incorporating historical data for binary data is dependent

on both the bias and the additional patients from the historical data.

The second approach to approximating the ESS of the posterior distribution of p.
is to use the method proposed by Schmidli et al. [23] for the robust meta-analytic prior

[23], where the posterior distribution of the control response probability is approximated
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by a mixture of beta distributions and the Morita algorithm is used to approximate the
ESS of this mixture distribution. We explore whether this approach can be used for the

commensurate prior.

Approximating the posterior distribution of the commensurate prior model

using a single beta/mixture of beta distributions

For this approach, the commensurate prior model is fitted in WinBUGS, the Markov chain
Monte Carlo (MCMC) samples of the posterior distribution of the control parameter are
then used to optimise the parameters of a mixture of beta distributions. We explore
whether a one-component or two-component mixture distribution provides the best ap-
proximation to the kernel density estimate of the posterior distribution of the control
response probability, constructed from the MCMC samples. We use the Kullback-Liebler
divergence [48], which is a measure of how one probability distribution diverges from
another, expected probability distribution, to assess whether a one-component or two-
component mixture distribution is a better approximation to the kernel density estimate.
The density estimate is constructed on the logit scale and transformed to the probability
scale to ensure the estimated density values lie between zero and one. Here, the density

estimate of the control posterior distribution is constructed as follows.

Given the M posterior sample estimates for the current control response probability
on the logit scale, which are denoted by 1&(;1), e zﬂ((;M). The density estimate, 7(?,), is a

mixture of normal distributions,

where
h = 2% and r = min ( Var(vo), {5 )>'

This is the standard approach for calculating univariate density values in Stata [49, 50].

The density is estimated on the logit scale and transformed to the probability scale
using the change of variables method to ensure that the estimated density values lie be-
tween zero and one. The Kullback-Liebler divergence is then used to compare the density
estimate as the true distribution with the mixture of beta distributions approximation
obtained from optimisation using the Broyden-Fletcher-Goldfarb-Shanno technique im-
plemented in Mata [46]. Letting, . = g(p.) = log( ;’)c> and p. = g *(¢.), then the

density values on the probability scale are given by,
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dg(pe)
dpe

)

7(p0) = 7(9(p2)) ‘

where

9(pe) = log(pe) — log(1 — pc)
dg(p.) 1 1
dpc Pe * (1 _pc) '

The accuracy of the mixture of beta distribution approximation to the posterior dis-
tribution will vary depending on the observed response proportion. Depending on the
number of control patients in the current trial, it may be computationally intensive to
determine the FHSS for all possible responses in the current trial, especially if a two-
component mixture of beta distributions approximation is used and the Morita algorithm
is required to calculate the EHSS.

For the Viele example, a single beta distribution provides a reasonable approximation
to the posterior distribution of the current control proportion and the ESS of a beta
distribution is the sum of the parameter values, which simplifies determining the EH S'S.
A two-component mixture of beta distributions may provide a better approximation of
the posterior distribution but adds complexity for the optimisation, and the Morita al-
gorithm described in Section 2.2.3 is required to calculate the ESS of a mixture of beta

distributions.

Example of implementing the commensurate prior for the Viele example

Figure 2.4 shows the precision of the posterior distribution of p. under a model assuming
no historical data and under the commensurate prior model. For the model assuming no
historical data are available a normal prior distribution with mean 0 and precision 0.001
was assumed for p.. Figure 2.4 also shows the EHSS for the commensurate prior model
for different observed response proportions in the current controls, assuming 65 responses
out of 100 patients in the historical data and 100 current controls. A Gamma(1,0.01) prior
is assumed for 7 and the standard commensurate prior model is fitted, not using the cut
function to stop the feedback from the current data model to the historical data model.
At low and high observed response proportions in the current controls, small changes in
the estimated response proportion result in large changes in the precision. The normal
approximation of the EHSS given in Equation 2.6 breaks down at the extremes because
it is based on the relative difference in precision of p. under the model with and without
historical data. Furthermore, since the standard commensurate prior approach draws the
estimated current and historical parameter estimates towards each other, the maximum

EHSS does not occur at complete agreement, but when the observed current control
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response proportion is slightly lower than the historical response proportion in this exam-
ple. The FHSS is estimated to be below zero for some observed current control response
proportions because the variance of the posterior distribution of p. is increased from in-
corporating historical data into the model that is different from the current control data.
The increased variance is largest for an observed current control response proportion of
approximately 0.4 and 0.85 where there are substantial differences between the current
and historical response proportions but some of the historical data are still incorporated

into inference on p..

Figure 2.4: Left graph shows the posterior precision of p. for different observed current
control proportions when using the commensurate prior model and a model incorporating
no historical data. Right graph shows the EHSS (calculated using Equation 2.6) using
the commensurate prior model for different observed current control proportions. Viele
example, historical data 65/100 responses, 100 current controls. The vertical red lines
represent complete agreement between the historical and current control proportions.
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Approximating the posterior distribution of p. by a single beta distribution or a two-
component mixture of beta distributions is explored in Figure 2.5 using the original com-
mensurate prior model and in Figure 2.6 using the commensurate prior model with the
cut function. The commensurate prior approach here is illustrated having observed 65
responses out of 100 in the current controls (complete agreement with the historical data)
and also having observed 50 responses out of 100 in the current controls (substantial dis-

agreement). A Gamma(1,0.01) prior is assumed for 7.
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Figure 2.5: MCMC samples, kernel density and beta distribution approximations of the
control posterior distribution for the standard commensurate prior model for two different
observed current control response proportions, assuming a Gamma(1,0.01) prior for 7.
Historical data 65/100 responses, 100 current controls.
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Figure 2.5 shows the posterior MCMC samples, kernel density estimate and the beta
distribution approximation of the control posterior distribution for 65/100 and 50/100
current control responses. At complete agreement between the current and historical
data, a single beta distribution approximates the control posterior distribution well. The
ESS of the control posterior distribution at complete agreement is approximately 166.
For 50 current control responses out of 100, a two-component mixture of beta distributions
provides a better approximation to the control posterior distribution than a single beta
distribution. The Morita algorithm is then required to determine the ESS of the two-
component mixture distribution. The ESS for the two-component mixture distribution

is 146 compared to the ES.S of 128 from using the single beta distribution approximation.

The control posterior distributions obtained in Figure 2.5 are using the original com-
mensurate prior model which allows feedback from the current control data to inform
about the historical parameter values. This can be seen from the summary statistics of
the control posterior distribution when there is disagreement between the historical and

current controls, given in Table 2.3.
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Table 2.3: Posterior summaries for the standard commensurate prior with 50/100 current
control responses. Historical data 65/100 responses.

Parameter mean sd MC error 2.5% median 97.5%  burn in sample
Dh 0.596  0.043  0.0003 0.516 0.595 0.685 1000 50000
De 0.554 0.044  0.0003 0.462 0.556 0.634 1000 50000
T 80.180 91.829 0.5639 1.842  47.760  334.397 1000 50000

From the posterior summaries in Table 2.3, the historical posterior mean is drawn
down from 0.65 towards the observed response proportion in the current control data of
0.5 and similarly the current control posterior mean is drawn slightly towards the histor-

ical response proportion.

Using the cut function, we obtain the control posterior distributions and posterior

summaries given in Figure 2.6 and Table 2.4.

Figure 2.6: MCMC samples, kernel density and beta distribution approximations of the
control posterior distribution for the commensurate prior model using the cut function for
two different observed current control response proportions, assuming a Gamma(1,0.01)
prior for 7. Historical data 65/100 responses, 100 current controls.
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From the posterior summaries given in Table 2.4, the mean of the historical data pa-
rameter is now the estimated response proportion in the historical data. Similar to the

original specification of the commensurate prior, the mean of the current control response



Chapter 2 Historical data methods for binary outcome data 39

Table 2.4: Posterior summaries for the commensurate prior model using the cut function
with 50/100 current control responses. Historical data 65/100 responses.

Parameter mean sd MC error 2.5% median 97.5%  burn in sample
Dh 0.650  0.047  0.0002 0.555 0.651 0.739 1000 50000
De 0.553  0.051  0.0003 0.447 0.556 0.646 1000 50000
T 34.278 58.427 0.3018 0.690 12.680 204.598 1000 50000

probability parameter has been drawn closer to the historical parameter estimate. Com-
paring Table 2.4 to Table 2.3, when using the cut function, the standard deviation of
the posterior distribution of p. increases. The standard deviation increases because there
is no feedback from the current control data to the historical parameter estimate and
therefore the posterior estimate of p;, is not drawn closer to the posterior estimate of p..
when using the cut function, the posterior estimate of 7 is then smaller, and less historical
information is used to inform inference on p.. Figure 2.6 shows that the single beta dis-
tribution approximation of the control posterior distribution when there were 50 current
control responses is not very close to the kernel density estimate, with a Kullback-Liebler
divergence measure of 0.0048. However, for this example, numerical optimisation of the
two-component mixture distribution converged to a mixture distribution that was not
close to the kernel density estimate and therefore did not provide a better approximation.
The effective sample sizes at complete agreement and a 15% difference in the historical

and current control response proportions are 142 and 93 respectively.

The two-component mixture distribution is difficult to optimise for some observed
current control response proportions and sometimes converges to a distribution that is
not close to the kernel density estimate. Figure 2.7 illustrates the £'HSS obtained using a
single beta distribution approximation for all possible current control response proportions
for the Viele example. The FHSS is given assuming a Gamma(1,0.01) prior for 7 using
the standard commensurate prior model and the commensurate prior model using the cut
function. The Kullback-Liebler divergence is also given to show the error in each beta

distribution approximation to the posterior distribution.

From Figure 2.7, the commensurate prior model using the cut function results in a
smaller FHSS at complete agreement between the current and historical data compared
to the standard commensurate prior model. The historical response probability is esti-
mated less precisely without the current control data feeding back into inference on the

historical data parameter.

2.2.3 Robust mixture prior

For one historical study, the robust mixture prior [23] is a two-component mixture prior,

with a mixture component based on the historical data and a weakly-informative mixture
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Figure 2.7: Commensurate prior model FHSS (left) and Kullback-Liebler divergence
(right) for different observed current control response proportions using the standard
commensurate prior model and the commensurate prior model using the cut function, 7 ~
Gamma(1,0.01). Viele example, historical data 65/100 responses, 100 current controls.
The vertical red lines represent complete agreement between the historical and current
control proportions.
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7T(pe | Th, yn, w) = wBeta(xp, yp) + (1 — w)Beta(l, 1),

where the weight, w € [0, 1], is pre-specified.

The posterior distribution for the response probability in the control arm is then a

mixture of beta distributions with updated parameter values and weights [23],

T(Pe | Thy Yn, Tey Yo, w) = WBeta(xy, + xe, yn + ye) + (1 — w)Beta(l + 2., 1 + y.),

where,
w B(zht+ze,yntye)
,LD o B(l’h,yh)
wB(wﬁwc,thryc) + (1 _ w) B(14zc,14yc)
B(xhzyh) B(171)

No recommendation is given for choosing the weight parameter and therefore a sensitivity

analysis is required to determine how much weight is given to the historical data in the
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final analysis for different initial weights of the prior mixture distribution [23].

The agreement between the historical and current controls is summarised using the
ESS. The ESS is determined by calculating the ESS of the control posterior distribu-
tion incorporating both the historical and randomised controls in the current trial and
subtracting the number of randomised controls [23]. The ESS of the posterior distribu-

tion is calculated using the method of Morita et al. [26], which is outlined below.

For binary data, the Morita algorithm searches for a distribution with known sam-
ple size that has the same information at the mean as the posterior distribution for the
current control response probability distribution. The sample size of the posterior distri-
bution is then estimated to be the sample size of the created distribution. Here we use
the algorithm by Morita but the information is compared at the mode of the distribution
as proposed by Schmidli et al. [23]. Comparing the information at the mode is likely to
be the reason the ESS from the one-component and two-component mixture distribu-
tions differ when the densities look similar in Figure 2.5. The original paper by Morita
et al. [26] shows that when comparing the information at the mean, the £SS matches the
commonly used ESS value for the beta distribution of the sum of the parameter values
[26]. However, the mode is used here since this seems a more appropriate measure when

the posterior mixture distribution may be bimodal.

The control response probability posterior distribution is a mixture of beta distribu-
tions and the mode is found by searching over the function values to find the maximum.
The observed information at the mode is then approximated using a quadratic approxi-
mation. Let p. be the mode of the current control posterior distribution. The observed
information is defined as,

~ Plogn(p.)

I =
dp?

Pe=Pc

The second derivative is calculated using a quadratic approximation. This is the
quadratic function whose first and second derivatives are the same as those of the distri-

bution of p. at the mode. The formula is given by,

1 .

ﬂ-(pc) ~ W(ﬁc) + Tr(ﬁc) (pc - ﬁc) + éﬂ(ﬁc)(pc - pc)2'

This quadratic approximation is the second-order Taylor polynomial for the posterior

mixture distribution of p. at p. = pe.
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The observed information of the control response probability posterior distribution is
compared to a posterior distribution constructed from a non-informative prior and has a

known sample size. The expected information for the posterior distribution with sample

B }W(JEC).

where 7y (p. | z.) is a beta distribution with sample size m and 7(z.) is the prior predic-

size m under a weakly-informative prior is,

x.=0

= { log(o(p. | 2.))

tive distribution with respect to the informative prior 7(p.), which is a mixture of beta-
binomial distributions. As an initial non-informative prior we choose a Beta(p./c, (1 —
Pe)/c), where ¢ is a large constant, here it is chosen to be 100. We then loop over all
sample sizes m up to a reasonable maximum, which is chosen to be the sum of the beta
component of the mixture distribution with the largest parameter values plus 10. The
ESS is the largest m such that E(Iy(m)) < I [23].

Figure 2.8 shows the prior ESS for different observed response proportions in the
current controls and different initial mixture prior weights. Here we have assumed there
are 100 historical controls with an observed response proportion of 65% and 100 current
controls. The prior ESS is n, when w is one and the prior £SS is two when w is zero.
Ideally, a Beta(0,0) non-informative component would be used in the mixture prior, giv-
ing a prior £SS of zero when zero weight is given to the informative component. The
historical data weight would then be EHSS/n;, however a Beta(0,0) is an improper dis-

tribution and cannot be used in the mixture prior.

A prior that gives an initial low weight to the informative historical data component of
the mixture prior, for example a weight of 0.1, gives a low prior ESS even when there is
complete agreement between the current and historical controls. A low initial prior weight
also discounts quickly as the difference in the current and historical response proportions
increases. When an initial weight greater than 0.8 is given to the informative component,
at complete agreement between the current and historical controls all of the historical
data are incorporated into the final analysis but the prior £SS remains high even when
there are substantial differences between the current and historical controls. Similar to
the commensurate prior approach, incorporating historical data can increase the variance
of the posterior distribution of the control parameter compared to using no historical
data, resulting in a negative prior £SS. For the example in Figure 2.8, calculating the
ESS for all observed current control proportions for a single initial mixture prior weight

took approximately one hour.
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Figure 2.8: Robust mixture prior effective sample size for different observed current con-
trol response proportions. Viele example, historical data 65/100 responses, 100 current
controls. The vertical red lines represent complete agreement between the historical and
current control proportions.
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2.2.4 Limitations of published historical data methods

The three methods proposed in the literature for incorporating historical control data into
the analysis of a current trial: power priors; commensurate priors; and robust mixture
priors all have their disadvantages. These are split here into the disadvantages in a non-
adaptive design setting and an adaptive design setting, focusing on when there is only
one historical study. For one historical study, it is particularly difficult to assess whether
there is agreement between the historical and current control data. Similar to the meta-
analysis problem of assessing the between study variance with only two studies, strong
priors are required on these variance parameters as they are not well estimated from the
data. All of the historical data methods proposed have this problem, strong priors are
required on the commensurability parameter, 7, and the power, «q, to induce borrowing.
The initial weights chosen for the robust mixture prior have a strong influence on how
the historical data are utilised. With only one historical study, it is required that prior
knowledge is used to inform the parameters that govern how much historical data are
borrowed and how quickly the historical data are discounted when there is disagreement.
There are differences between all the methods in how intuitive these parameters are to
choose and how easy it is to implement the method. These differences are discussed in

the next sections.



44 Chapter 2 Historical data methods for binary outcome data

Non-adaptive design

The main difference in using historical data methods for an adaptive design versus a
non-adaptive design is that for an adaptive design calculation of the prior ESS given the
current trial data is required at an interim analysis of the trial. The prior £SS indicates
how much of the historical data will be incorporated into the final analysis given the

agreement between the historical and current controls at that interim analysis.

For the commensurate prior and the robust mixture prior it can be difficult to deter-
mine the FHSS, this requires calculating the ESS of the control response probability
posterior distribution which does not have a known distribution. However, for a non-
adaptive design, the analysis approach for the commensurate prior and robust mixture
prior which calculates the probability that the response in treatment is greater than con-
trol, does not require the explicit calculation of the FHS.S, as illustrated in Figure 2.3
and Section 2.5.7. However, it would be useful to know the FHSS and how much of
the historical data are incorporated into the final analysis. Calculating the ESS of the
fully Bayesian modified power prior was not considered in this thesis and calculating the
probability that the treatment response probability is greater than the control response
probability for the fully Bayesian modified power prior is computationally intensive due

to the number of integrations required.

As mentioned previously, choosing a flat prior for the commensurability parameter
and the power prior does not induce sufficient borrowing of the historical data when there
is complete agreement between the historical and current controls, since with only one
historical study there is not enough information to learn about these parameters from the
data. Quasi-dichotomous priors for the power in the modified power prior approach can
lead to a marginal posterior distribution that is difficult to integrate. For the commensu-
rability parameter, for a certain range of disagreement between the historical and current
controls, the variability of the posterior distribution for the control response probability
can be increased compared to the posterior distribution obtained from a design not using

any historical data.

The commensurate prior requires MCMC, each model was fitted in WinBUGS, this
increases the computation time for calculating the operating characteristics compared to
a design where a conjugate analysis is possible. For the commensurate prior with only one
historical study, the cut function stops the feedback from the current control data to the
historical parameter, but it is unclear how cutting this feedback impacts the estimation

of 7.

Finally, the choice of prior for the commensurability parameter or the power prior is not
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intuitive and the operating characteristics for each prior need to be considered which can
be computationally intensive. For the robust mixture prior, the operating characteristics
can be determined quickly as the posterior distribution is a mixture of beta distributions

and a quick method to calculate the operating characteristics is explored in Section 2.5.1.

Adaptive design

For the power prior, given an observed number of responses in the current controls, the
marginal distribution of the power has a known distribution and therefore a summary
measure of the marginal posterior distribution can be used to calculate the FHSS. Using
the mode of the marginal distribution of o from a Beta(1,1) prior, at complete agreement
between the current and historical data the marginal posterior distribution of the power
is nearly flat but gradually increasing with «g, the mode takes the maximum to give the
historical data a weight of one, which is not an intuitive weight to give to the historical
data. This approach however does give desirable weights, which are high at agreement
between the historical and current controls and discount to zero quickly as the difference
increases. There is no prior input from the designer of the discounting of the historical
data using the mode. Taking the mean or median of the posterior distribution requires in-
tegration for the mean and integration and optimisation for the median and therefore can
be computationally intensive. To induce increased borrowing of historical data when there
is agreement a quasi-dichotomous prior was explored. As the prior parameters decrease
to zero, these priors have an increased amount of mass at the tails of the distribution,
which can cause problems with numerical integration. The choice of prior for the power

prior and the rate at which the historical data are discounted are not intuitive.

Calculating the FHSS for the commensurate prior is particularly difficult. The control
response probability posterior distribution is not a known distribution and the distribution
can not always be approximated well by a mixture distribution. Further this posterior
distribution has to be approximated for each observed number of responses in the current
controls. If an appropriate approximation can be found then the Morita algorithm can
be used to calculate the ESS. This approach is computationally intensive. The choice of
prior on the commensurability parameter is not intuitive and because for some observed
current control responses, incorporating historical data can result in a posterior distribu-
tion with a larger variance than when not using any historical data, it is possible that the
EHSS calculated may be negative. In an adaptive design setting, this would require ran-
domising more patients to control than a design that did not consider the historical data.

The commensurate prior approach using the cut function and without the cut function
give different EHSS values.

Finally, for the robust mixture prior and only one historical study, the control response
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probability posterior distribution is a two-component mixture of beta distributions. The
Morita algorithm is required to calculate the ESS of this posterior distribution which
can be computationally intensive, the disadvantages of this algorithm, beyond computa-
tionally intensive, are given below. Similar to the commensurate prior, the variance of
the control posterior distribution can be increased when there is disagreement between
the historical and current controls and can result in a negative prior £SS. Exploring the
prior ESS for a given initial robust mixture prior weight and observed current control
response probability is the most intuitive way to see the effect of the choice of the initial
prior weight. However, this can be computationally intensive, depending on the number

of initial weights explored.

The commensurate prior and the modified power prior using the mean of the marginal
distribution of the power as a weight, do not give a weight of one to the historical data or
an FHSS equal to ny, even when the historical and current controls completely agree. It
is possible that the robust mixture prior can give an FHSS equal to ny if a high initial
weight is given to the informative component of the robust mixture prior when there is

only one historical study.

The Morita algorithm is used to determine the ESS of a parametric prior, this algo-
rithm approximates the information of the robust mixture prior at the mode and matches
this to the information of a distribution with known sample size, which then becomes the
ESS of the prior. The Morita algorithm does not compare the whole distribution to a
known distribution and it is unclear how accurate the ESS approximation is from only
comparing the information at the mode when the distribution is a mixture distribution
and the sample size is unknown. The original paper [26] justifies their approach by deriv-
ing the correct sample size estimates using their approach on distributions with a known
sample size. The Morita algorithm also requires looping over all sample sizes and possi-

ble responses in a sample size up to a chosen maximum which is computationally intensive.

Similar to the robust mixture prior, using the fully Bayesian version of the commen-
surate prior with one interim analysis only requires the EHSS to be calculated at the
interim analysis. The power and type I error of these designs can be calculated at the
end of the study, without calculating the E'S.S of the posterior distribution at the end of
the study. However, the amount of historical information utilised in the final analysis is

then not known.

Given the limitations of the historical data methods proposed in the literature, new
methods for incorporating historical data are required that are intuitive and simple. These
approaches need to allow control over the maximum possible type I error rate and the

reduction in power when there is conflict between the historical and current control data.
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Two methods are proposed in Section 2.3 for assessing the agreement between historical
and current control data, an equivalence probability weight and a weight based on tail

area probabilities.

2.3 Assessing agreement between historical and cur-
rent control data — probability and equivalence
probability weight

We now propose two novel methods that calculate a weight, between zero and one, where
zero represents no historical data borrowing and one represents pooling of the historical
and current data. The aim of these approaches is to obtain a high weight when there is
agreement between the historical and current control data and also to recognise conflict
quickly and discount the historical data, obtaining a low weight when there is disagreement

between the historical and current controls.

2.3.1 Probability weight

Assuming beta distributions for the historical and current control response proportions,

pr ~ Beta(zy, yn) and p. ~ Beta(z,, y.).
The probability weight is given by,

w = 2 x min{Pr(p. > pn),1 — Pr(p. > pn)}, (2.8)

as proposed by Thompson [51] where,

1 pl zp—1 —1 pxe—1 -1

Py (L —pp)" pee (1 — pe)¥e

Pr(p. > p —/ / dp.dpy,. 2.9
( h) 0 Jpp B(‘wa yh) B('IC? yc) " ( )

A quick method to calculate the probability weight is described in Section 2.5.1. Note
that doubling the Pr(p. > p,) is an approximation since the beta distribution is not al-

ways symmetric.

The probability weight is illustrated in Figure 2.9. Using the probability weight ap-
proach, when the historical and current data completely agree, the historical data are
given a high weight in the final analysis. The probability weight decreases quickly to zero
as the difference in response proportions increases. At a 15% difference, the historical

data are almost completely discounted. When the current control sample size is larger,
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Figure 2.9: Probability weight for different observed current control response proportions
and current control sample sizes of 100 and 200. Viele example, historical data 65/100
responses. The vertical red line represents complete agreement between the historical and
current control proportions.
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the historical data are discounted at a quicker rate as the difference between the current
and historical response proportions increases. The disadvantage of this approach is that

there is no flexibility in how quickly the historical data are discounted.

2.3.2 Equivalence probability weight

The second approach is the equivalence probability weight and we describe two equiva-
lence weights. The one-sample approach assumes the historical data observed response
proportion is the fixed truth and assesses the equivalence of the current controls to the
fixed historical response proportion. The two-sample approach acknowledges that the
historical data are a sample and incorporates this additional uncertainty, by assuming a

distribution for both the historical and current control response proportions.

One-sample

Assuming the historical response probability is fixed at the historical sample estimate (py,).
We choose an equivalence interval around the historical response probability (p,—0, pr+96),
where ¢ is the equivalence bound. The weight is the probability that the current control
response distribution lies within this interval. We assume a normal approximation to the
beta distribution for the response probability in the current controls. The accuracy of

the approximation of the normal distribution to the beta distribution in this setting is
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explored in Section 2.3.4.

The normal approximation for the beta posterior distribution is derived using Laplace’s
technique [52]. The Laplace technique is a simple 2-term expansion on the log probability
density function (pdf). Let ¢(p.) denote the log pdf, ¢(p.) = log.(m(p.)). Let p. denote

the maximum likelihood estimate of p., which is also the maxima of ¢(p.), then,

1 )

Q(pc) ~ q(ﬁc) + (pc - ﬁc)Q(ﬁc) + §<pc - ﬁc)2q.(p0)

. 1 A
= q(pe) + 0+ 5(pe = pe)%i(pe)

1
= constant + 5(])(; - ﬁc)QQ(ﬁc)

(pe — MC)Q.

= constant —
202

This matches the log pdf of a normal distribution with mean . and variance o2.

Assuming a flat initial Beta(1,1) prior for the control response probability, the posterior
distribution given z. responses and n. — x. non-responses in the current trial is given by
[53],

Ne—Tc

7T(pc | ajcy”c) 8 pfc(l - pc) )

taking logs,

Q(pC) = xclOQe(pc) + (e — xC)ZOQe(l - pc)>

then,
Te Ne — Ze ~ Te
g\Pc) = — — =0 = Pec= —,
( ) De 11— Pe c
( ) Le Ne — Te Ne
q pC c:Ac: T T = - A A 9
P (T=p)? pe(1—1De)
N .. — ﬁc(l _ﬁc)
8 = {=i(po) lpomp } ™ = DL,

A symmetric equivalence interval around the historical response probability is assumed

throughout. The historical data weight is then given by,

w=Pr(p, —0 < p. < pp+9) (2.10)

where,
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(2.11)

Figure 2.10 illustrates the main features of the one-sample equivalence probability
weight for different equivalence bounds and current control sample sizes at agreement
between the historical and current controls (65% response proportion) and substantial

disagreement (50% response proportion in the current controls).

Figure 2.10: One-sample equivalence probability weight when the historical and current
controls completely agree and when they differ for 8% and 5% equivalence bounds, 100
and 200 current control patients, historical data 65/100 responses. The vertical dashed
red lines represent the equivalence limits.
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From Figure 2.10, comparing the 8% (i.e. § = 0.08) and 5% equivalence bounds.
The larger equivalence bounds give a higher weight to the historical data, both when the
historical and current controls agree and disagree. Comparing the historical data weight

obtained when the current control sample size is 100 patients and when it is 200 patients.
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When the current control sample size is larger, the normal approximation to the current
control response probability has a smaller variance and is more peaked around the sample
estimate and therefore for the same equivalence bounds a higher weight is obtained, since
more of the current control response probability distribution lies within the equivalence
bounds. A high weight is obtained when there is agreement and a low weight when there
is disagreement between the historical and current controls. The two-sample approach
has similar features, but is also dependent on the historical data sample size. The choice
of equivalence bounds is key to controlling how much weight is given to the historical data

when the current and historical control response proportions are in complete agreement.

The historical data estimate of the response probability is a sample estimate and the
one-sample approach does not incorporate the variability around the estimated histor-
ical response probability. Therefore, we now explore a two-sample equivalence weight
approach, where the variability around the historical data estimate is incorporated into

calculating the historical data weight.

Two-sample

We assume a normal distribution approximation for both the posterior distribution of
the response probability in the historical data and the current controls and calculate
the probability that the difference distribution of the response proportions lies within the
chosen equivalence bounds. The posterior distributions for p. and p;, are derived assuming

Beta(1,1) priors for both parameters. The two-sample equivalence probability weight is,

w=1—=Pr(p. —pp > 9) — Pr(p. — pn <9)

ﬁc(l_ﬁc) ﬁ (1_15 ) Isc(l_ﬁc) 15 (1_15 )
\/ e + " nh " \/ e + " Th "

Figure 2.11 shows the distribution of the one-sample and two-sample equivalence prob-
ability weights obtained for the Viele example assuming different observed control propor-
tions in the current study. The historical data observed 65 responses from 100 patients
and it is assumed there are either 100 or 200 controls available from the current study.
For the one-sample equivalence probability weight, when there are 100 current control
patients, 6% equivalence bounds gives a weight of 0.79 at complete agreement between
the historical and current controls and at approximately a 15% difference, the historical
data are given a weight of zero. Assuming larger, 11% equivalence bounds, when there
are 100 current control patients, a weight of 0.98 is obtained at complete agreement which
decreases to zero at approximately a 20% difference. When there are 200 current control

patients available, the equivalence probability weight is larger at complete agreement and
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Figure 2.11: One-sample and two-sample equivalence probability weights for different ob-
served current control response proportions, different equivalence bounds and different
current control sample sizes. Viele example, historical data 65/100 responses. The ver-
tical red lines represent complete agreement between the historical and current control
proportions.
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discounts more quickly to zero as the difference between the current and historical control

proportions increases compared to when there are 100 current control patients.

The main factors that affect the weight obtained for the one-sample equivalence ap-
proach are: the difference in response proportions between the current and historical data;

the equivalence bounds chosen; and the sample size of the current control group.

The weights obtained from the two-sample equivalence approach are lower than the
one-sample approach at complete agreement between the current and historical controls
due to the variability incorporated from the historical data. The weight also decreases to
zero at a slower rate than the one-sample approach as the difference between the historical
and current controls increases. For the two-sample approach, the factors that affect the

weight are: the difference in response proportions between the current and historical data;
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the equivalence bounds chosen; the historical data sample size; and the current control

sample size. The choice of equivalence bounds is explored further in Section 2.5.6.

The maximum equivalence probability weight does not always occur when there is
complete agreement in the historical and current control response proportions. In all sim-
ulations explored, since the number of responses can only be integer values, if complete
agreement in the response proportions is possible, given the sample sizes of the histori-
cal and current control data, the maximum weight was obtained at complete agreement.
When the sample sizes in the current and historical controls differ and complete agreement
in the response proportions between the current and historical controls is not possible,
the maximum equivalence weight will occur when the current and historical control re-
sponse proportions are similar, but the maximum equivalence weight may not be when
the observed historical and current control proportions are closest. Where the maximum
equivalence weight occurs depends on what the observed historical and current control
proportions are, and the sample sizes of the historical and current control data, since the
variance of the response probability distribution is dependent on the observed proportion
and the sample size. In all simulation explored, the maximum equivalence weight is always
close to agreement in the historical and current control proportions and the maximum
weight is close to the weight obtained at complete agreement in the historical and current
control proportions. Therefore, the equivalence probability weight has the desired prop-
erty of giving the historical data a high weight when it is similar to the current control
data.

2.3.3 Using a weight to discount the historical data

The probability weight and equivalence probability weight are used as a fixed power to
down-weight the historical data. A rationale for using these probabilities to down-weight
the historical data comes from the power prior with a fixed weight [14]. The power prior

with a fixed weight is given by,

T(Pe, 0 | Th,yn) < L(pe | Th, yn)*mo(pe).

If we consider a power prior of the form,

T(pey @0 | Thy yn) o< L(pe | hy yn) en=ret mo(p,),

where Iy, =51 is an indicator function of whether the historical and current control data

are in agreement or not. This prior results in a pooled analysis of the current and historical
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control data when they “agree”, and when the historical and current data “disagree” the
prior becomes the initial prior for p. before the historical data are observed my(p.). In
expectation, E(/{,,=p.}) = Pr(pn = p.), we use the expectation of the agreement as a plug-
in value approximation of the agreement between the historical and current controls. The
probability weight and equivalence probability weight are defined to be w = Pr(p, = p.),

to give the prior,

TT(Pe, 0 | Thyyn) <X L(pe | Thy yn) " mo(pe)-

Then, for one historical study, the FHSS for the probability and equivalence weight

approaches is w x nj, as with the power prior approach.

2.3.4 Normal approximation to the beta distribution

For the equivalence probability weight approach, it is possible to directly use the beta
distribution for the response probability in the historical and current controls rather than
using a normal approximation. However, assuming a normal distribution gives a simple
equation (Equation 2.12) for the two-sample equivalence probability weight whereas using
the beta distribution would require numerical integration. Furthermore, choosing sym-
metric equivalence bounds seems intuitive when using the normal approximation of the
difference in response proportions since when there is no difference between the observed
current and historical control proportions the difference distribution will be symmetric
and centred at zero. For small sample sizes the beta distribution may not be symmetric.

The choice of equivalence bounds is discussed further in Section 2.5.6.

The skewness of the beta distribution with x. responses and y. non-responses is given
by,

Q(yc_wc) xc+yc+ 1

(Ze 4+ Ye + 2)\/ZTYe

skewness =

When x. = y. the skewness is zero and the beta distribution is symmetric. For z. < .
the beta distribution is positively skewed and for x, > y. the beta distribution is negatively
skewed. As x. — oo and y. — oo, the skewness tends to 0. The normal approximation
to the beta distribution is best when the parameters of the beta distribution are equal or

when both of the beta distribution parameter values are large.

For the Viele example, the equivalence approach using the beta distribution directly
or using the normal approximation, both with symmetric equivalence bounds, give similar

weights. Figure 2.12 illustrates this.
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Figure 2.12: Equivalence probability weights for different observed current control pro-
portions and different equivalence bounds when using a normal approximation to the
beta distribution or the beta distribution directly. Viele example, historical data 65/100
responses, 100 current controls. The vertical red lines represent complete agreement be-
tween the historical and current control proportions.
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The error in the normal approximation to each beta distribution can be explored using

the difference in the cumulative distribution functions as suggested by Cook [54].

The error is then given by,

Error = (2, y.) — (2),

where I,.(z.,y.) is the regularized incomplete beta function, ® is the cumulative distri-

bution function (CDF) of the normal distribution and z = G flgc_))(l/aé)cc el

Figure 2.13 shows the difference in the CDF of the beta distribution and the CDF
of its normal approximation for response proportions of 55%, 65% and 75% and samples
sizes of 100 and 200. The error is dependent on the observed response proportion as well

as the sample size.

In summary, large equivalence bounds give more weight to the historical data at agree-

ment and for a wider range of disagreement in the current and historical controls. The
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two-sample equivalence weight approach incorporates the additional uncertainty around
the historical data sample estimate and therefore gives a lower weight to the historical
data at complete agreement than the one-sample approach and discounts to zero more
quickly as the difference increases. Symmetric equivalence bounds around the historical
data are used since we want to down-weight the historical data for a difference in response
proportions in either direction. If the historical response proportion is close to zero or
one, the equivalence approach may not be plausible due to the need for symmetric equiv-
alence bounds. The weights obtained from assuming a normal approximation to the beta
distribution are similar to those obtained from directly using the beta distribution and
the normal approximation is much simpler to use. However, if the response proportion is
at the extremes of the probability scale and the sample size is small, the accuracy of the

normal approximation will need to be explored further.

Figure 2.13: Difference in the CDF of the beta distribution and the CDF of its normal
approximation for response proportions of 55%, 65% and 75% and samples sizes of 100

and 200.
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2.4 Design

2.4.1 Additional information design

The primary analysis of interest in the current study is a hypothesis test of Hy : p. = p;
against Hy : p. < p;. The sample size of the current trial is fixed to detect a given treat-
ment difference at a specified power and type I error rate. A Beta(1,1) prior is assumed
for p. before the historical data are observed and a Beta(1,1) prior is assumed for p;,
for which there are no historical data available. At the end of the study, the historical
and current control data are compared. Weights are calculated according to the power
prior, probability or equivalence probability weight approaches. The prior effective sam-
ple size for the control arm is then ESS = njpw + 2, the down-weighted historical data
plus the effective sample size of the prior on p. before the historical data are observed.
For the robust mixture prior, the prior £SS is calculated directly, incorporating both the
down-weighted historical data and the effective sample size of the prior on p. before the
historical data are observed. The control arm sample size is then n. + ESS, where n, is
the current control sample size. The prior effective sample size for the treatment arm is

two from the Beta(1,1) prior on p;. The treatment arm sample size is then n; + 2.

The aim of the additional information design is to increase the power of the current
study by increasing the sample size of the control arm when there is agreement between

the historical and current controls, this is the design considered by Viele et al. [42].

2.4.2 Adaptive design with a single interim analysis

The primary analysis of interest is a hypothesis test of Hy : p. = p; against Hy : p. < p;.
We use a two-stage adaptive design proposed by Schmidli et al. [23] where the allocation
ratio is adapted after the first stage. A Beta(1,1) prior is assumed for p. before the his-
torical data are observed and a Beta(1,1) prior is assumed for p;, for which there are no
historical data available. Therefore the prior effective sample size for the treatment arm
ESS; = 2. For the methods of assessing agreement between the historical and current
controls that calculate a weight: the modified power prior; probability weight; and equiv-
alence probability weight approaches, w; is the weight calculated at the interim analysis
when comparing the first stage current control data and the historical data and ws is the
weight re-calculated at the end of the study comparing the historical data to all of the
current trial control data. For the robust mixture prior, the prior ESS is calculated di-
rectly, incorporating both the down-weighted historical data and the effective sample size
of the prior on p. before the historical data are observed. ESS.; denotes the prior effective
sample size at the interim analysis using only the first stage current control data and the
historical data. The number of control and treatment patients randomised in stage one

(nq and ny respectively) and the total number of patients required per treatment group
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(n; and n..) are fixed, n; and n, are chosen as the sample sizes required to detect a given
treatment difference at a specified power and type I error rate in a standard design not

incorporating historical data. The adaptive design proceeds as follows:
Stage one: Randomise ny to the experimental treatment and n. to control.

Interim analysis: Calculate the prior effective sample size for the control arm, £SS.; =

winy + 2 or ESS, directly using the first stage controls and the historical data.

Stage two: Randomise (n; —ny — E'SS;) to the experimental treatment and max(n, —

ne — ESSq1;nmin) to control.

where nmin is a pre-specified fixed minimum number of control patients to be randomised
in stage two. A minimum number of control patients are randomised in stage two to allow
a randomised comparison in the second stage even if no extra controls are required because
the total sample size is achieved through the incorporation of the historical control data.
The agreement between the historical and current controls is re-assessed at the end of the
study using all current control data and the historical data to determine the amount of
historical data to incorporate into the final analysis. We denote the prior effective sample
size at the end of the study, ESS. = won, + 2 for the weighting approaches. For the
robust mixture prior £SS,, is calculated directly. For the robust mixture prior approach,
ESS,., is the effective sample size of the posterior distribution at the interim minus n.;.
The robust mixture prior approach can give a negative prior £SS, where ESS,; is calcu-

lated to be negative it is set to zero.

The adaptive design replaces current controls yet to be randomised with historical con-
trols when the historical and current controls are in agreement. The aim of the adaptive
design is to reduce the duration of the current study and the number of control patients

to be randomised in the current study.

An alternative adaptive design, not considered here, would be to fix the total sample
size of the current study at the sample size from a standard sample size calculation,
incorporating no historical data and at the interim analysis adapt the allocation ratio to
randomise more patients to treatment and fewer to control if there is agreement between
the historical and current controls. The sample of the control group including historical
controls will then be the same as the sample size of the treatment group at the end of the
study [20].
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2.5 Analysis

2.5.1 Analysis approach and operating characteristics for the
additional information design using the power prior, prob-

ability and equivalence probability weight

Our primary analysis of interest is a hypothesis test of Hy : p. = p; against Hy : p. < p;.
We assume an initial vague Beta(1,1) prior on the control response probability before
the historical data are observed. At the end of the study, using all the current trial
control data and the historical data, the weight, w, to be given to the historical data
is calculated using the power prior (a summary measure of Equation 2.1), probability
(Equation 2.9), one-sample (Equation 2.11) or two-sample (Equation 2.12) equivalence
weight approach. The initial vague Beta(1,1) prior is updated with the weighted histori-
cal data and updated again with the current trial control data. A vague Beta(1,1) prior

is assumed for the treatment response probability which is updated at the end of the trial.

The posterior distributions at the end of the study for the control and treatment

groups are then given by,

T(Pe | Thy Yn, Tey Yo, w) ~ Beta(l + xpw + 2., 1 + ypw + y.),
w(pe | e, y:) ~ Beta(l + x4, 1 4 1,).

The weight, w, is dependent on z., y., x5 and y,. The historical data are fixed and
therefore w is deterministic given x. and y.. The total control sample size also varies
but is deterministic given the number of current control responses observed. The primary
analysis declares trial success if Pr(p. < p; | Data) > 0.975. We propose using the it-
erative procedure described by Cook to calculate Pr(p. < p; | Data) exactly [55]. The
Pr(p. < p: | Data) can only be calculated exactly using the iterative procedure described
by Cook [55] when one of the beta parameters of the treatment or control posterior dis-
tributions: 1+ x,w+x.; 1+ ypw +y.; 1+, or 1 4y, are integer. Given that here we have
assumed an initial Beta(1,1) prior for the treatment response probability, 1+ x; and 1+,
will both be integer, therefore the following iterative procedure can be used to calculate

Pr(p. < p: | Data).
Let,

Pr(p. <p: | Data) = g(1 + a¢, 1 + w4, 1 + zpw + 2, 1 + ypw + ye)

1 T t
p™(1—p)?
= L(1+ zpw + 20, 1 4+ ypw + vy, )dp,
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where I,(1 + zpw + x., 1 + ypw + y.) is the incomplete beta function, the CDF of a
Beta(l + zpw + x, 1 + ypw + y.) random variable.

We then use the following symmetries to get the smallest integer parameter value in

the last position of the function g.

g+ 3, 14y, 1+ 2w + 2o, L+ ypw + )
:g(l-I—th-f-yc,l+$hw+$c,1+ytal+1‘t) (2 13)
=1—g(1+zpw+z,, 1 + ypw + ye, 1 + 24, 1 + 1) ‘

=1—g(1+ye, 1 +z, 1+ ypw + ye, 1 + 20 + 20).

Assuming the smallest integer parameter is 1+ 1;. The probability that the treatment
response probability is greater than the control response probability is calculated using

the following recurrence relation [55],

gl+zpw+xe, 1 +ypw +ye, L + 2, 1 +yp + 1)
=g(1 + zpw + xe, 1 + ypw + ye, 1 + 24, 1 + 1)
+h(1 4+ zpw + T, L+ ypw + ye, L+ 2, L+ 42) /(1 + 1),

where,

h(l+xhw+xc,1+th+yc,1+xt,1+’yt)
B(2 + zpw + xe + 24,2 + ypw + ye + Y1)
B(1+ zpw + e, 1+ ypw + o) B(1 + 24, 1+ y;)
D2+ zpw + 20 + 2)T(2 + ypw + ye + y1)
I'(1 4+ zpw + )T (1 + ypw + yo)I'(1 4+ 2)T(1 + )
T2+ zpw + x. + ypw + ye)T(2 + 2 + y4)
T(4 4 wpw + ze + ypw + Yo + 24 + Y1)

)

and,

g1+ zpw + xe, 1+ ypw + ye, 1+ 24, 1)

L2+ zpw + z. + ypw + yo) I (2 + zpw + 20 + )
I3+ zpw+ zc + ypw + ye + ) T(1 + zpw + )

Therefore,
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g1+ zpw + xe, 1+ ypw + ye, L+ 24, 1 + 1)

=g(1 +xpw + e, 1 + ypw + ye, L + 24, 1)
Yt
—|—Zh(1—|—a:hw—|—:cc,1+th+yc,1+xt,1—l—z’)/(l—i—i)
=0

= Pr(py >p.) =1—9g(1+zpw+ 2., 1 + ypw + ye, 1 + 24,1 +94), from Equation 2.13.

For binary data there are a finite number of possible responses. The number of
responses in the current control group and the number of responses in the treatment
group follow a binomial distribution, X. ~ Bin(n,, p.), under the alternative hypothesis
X ~ Bin(ny, p;) and under the null hypothesis X; ~ Bin(n, p.). The weight is determin-
istic given the observed number of control responses. Therefore, considering all possible
combinations of control and treatment response, the operating characteristics of the study

design can be calculated exactly.

Let z. = 0,...,n. be the number of control responses, x; = 0,...,n; the number of
treatment responses, then the probability of observing each combination of control and

treatment response, due to independence, is given by,

Pr(X,=z.NX; =) = Pr(X. = x. | pe, ne) Pr(Xy = ¢ | pr,ne),

where Pr(X, = z. | pc,n.) = (:Z)pc%(l — p)" % and Pr(X; = x; | pi,ny) = (:Z)pt“(l -

p)™ " pr = p. + A under the alternative and p; = p. under the null hypothesis, where

A denotes the treatment effect.

The power is given by,

LTc=Nc Tt=MNt

1-p= Z Z Pr(Xc = ¢ |pcan0)Pr(Xt =Tt |pt’nt)
— = (2.14)

X 1(Pr(ps > pe) > 0.975 | xp, e, 4, Mg, ey Ny, W),

where 1 is an indicator function.

The type I error rate is calculated using Equation 2.14, assuming the true underlying

treatment response probability p; is equal to p. when calculating Pr(X; = x; | ps, n¢).

The expected EHS'S for a given true underlying control probability can be calculated

using,
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Tec=Ne

nhE(w(xhv Npy Pes nc)) = Np Z Pr(Xc = T | Pe, nc)w(xcy N,y Th, TLh). (215)

z.=0
The expected sample size in the control group for a given control proportion is then

ne + npE(w(zh, np, pe, ne)) plus the prior effective sample size for p. before the historical

data are observed and the mean squared error (MSE) is given by,

Te=Nc 2
E(ﬁc _ pc)2 — Z PI(XC — l’c | pc’ nc) ((mhw(xcancy xh; nh) + mc) _pc) ) <216)

— NRW (T ey Ney Ty M) + N
—

No historical data design

All of the historical data methods above are compared to a design not incorporating any
historical data. The operating characteristics for this design are calculated as with the

weighting approaches above assuming the weight is zero.

2.5.2 Additional information design — frequentist operating char-
acteristics for the Viele example using the probability and

equivalence probability weight

For the Viele example, we assume n, = n, = 198, along with the Beta(1,1) prior assumed
for the treatment response probabilities before any data are observed, gives an effective
sample size of 200 patients per treatment group. The true underlying response probability
in the current control arm is varied and the treatment response probability is assumed
to be 12% higher than the control response probability. The historical data are fixed at
xp, = 65,n, = 100. For a standard design, incorporating no historical data, assuming
a control response probability of 65%, 200 patients per treatment arm would give 76%

power and a one-sided type I error rate of 2.5% to detect a treatment difference of 12%.

The operating characteristics of all designs incorporating historical data depend on
how quickly the historical data are discounted and the direction of the difference between
the historical and current control response proportions. All historical data methods per-
form similarly when the true control proportion is close to 0.65 (the historical response
probability), the power is increased compared to a design not incorporating the historical
data and the type I error rate is lower than the desired 2.5% level. Since this design incor-
porates the historical data as additional information, at agreement between the current
and historical controls, utilising the historical data results in an overpowered study. When

the current control response probability is higher than the historical, the historical data
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draws the estimated control response probability down, increasing the treatment effect
estimate and inflating the type I error rate. When the current control response proba-
bility is less than the historical, the estimated treatment effect is reduced and the power
is reduced when compared to a design not incorporating any historical data. When the
difference between the historical and current controls is large, on average the historical
data are given zero weight in the analysis and the operating characteristics revert back

to those of a standard trial design.

Probability weight

Figure 2.14: Comparison of the power, type I error rate, mean squared error and expected
control sample size across different true current control proportions for the additional
information design using the probability weight approach and a standard design incorpo-
rating no historical data. Viele example, historical data 65/100 responses, n. = n; = 198,
A = 12%. The vertical red lines represent complete agreement between the historical and
current control proportions.
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Figure 2.14 shows that the probability weight approach quickly reverts back to the
operating characteristics of a standard design as the difference between the historical and
current controls increases and the maximum possible type I error rate is 3.9%. On average

an additional 66.5 patients are incorporated into the analysis at complete agreement,
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giving a power of 81%. The probability weight is fixed and therefore does not allow
control over the rate at which the historical data are discounted. The range of true control
proportions around the historical data response probability that give a mean squared error
lower than the standard design indicates where the historical data design provides some
advantage over the standard trial design. For the probability weight approach this range
is 0.59 to 0.70. The range of true control proportions for which the mean squared error is
lower using the historical data design compared to the mean squared error for a standard
trial design are compared in table 2.5 on page 83 for all of the historical data methods

explored.

Equivalence probability weight

Figure 2.15: Comparison of the power, type I error rate, mean squared error and expected
control sample size across different true current control proportions for the additional
information design using the one-sample and two-sample equivalence probability weight
approaches with 8% equivalence bounds and a standard design incorporating no historical
data. Viele example, historical data 65/100 responses, n, = n, = 198, A = 12%. The
vertical red lines represent complete agreement between the historical and current control
proportions.
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Figure 2.15 shows the design characteristics of the one-sample and two-sample equiv-
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alence approaches with 8% equivalence bounds. 8% equivalence bounds were chosen as
sensible bounds for a 12% treatment effect to illustrate the equivalence method. How-
ever, as discussed in Section 2.5.6 the equivalence bounds should be chosen based on prior
knowledge or to control the operating characteristics of the study design. Narrower equiv-
alence bounds borrow less historical data both when the historical and current controls
agree and disagree. This reduces the maximum possible type I error rate but also reduces
the power gained at compete agreement. The choice of bounds allows control over the
maximum inflation in the type I error rate. This is explored further in Section 2.5.6. The
two-sample equivalence approach incorporates the additional uncertainty of the historical
data being a sample and therefore on average borrows less information at complete agree-
ment compared to the one-sample equivalence approach. On average an additional 90.5
patients are incorporated into the analysis at complete agreement between the current
and historical controls for the one-sample equivalence approach and 76.3 patients for the

two-sample approach.

2.5.3 Controlling the maximum type I error rate of the addi-
tional information design incorporating historical data at

the same level as a standard trial design

When incorporating historical data into the design and analysis of a current trial there is
always a risk of inflating the type I error rate above the desired level when the historical
and current control data do not agree. The historical data are carefully selected using
the six acceptability criteria defined by Pocock [11] in the hope that the current and
historical controls are similar and incorporating the historical data improves the operating
characteristics of the current study. If we wish to incorporate historical data and control
the maximum type I error rate at the level required under a standard trial design for
any possible observed level of disagreement between the historical and current controls,
then there is little to no benefit in terms of power of incorporating the historical data
into the design and analysis of the current study, as illustrated in Figure 2.16 for the
one-sample equivalence weight approach with 8% equivalence bounds and the probability
weight approach. We searched for the probability used to declare trial success that gave
a maximum type I error rate across all current control proportions to be less than 2.5%.
Figure 2.16 shows that when the probability of declaring trial success is chosen to control
the maximum type I error rate across all true control proportions there is little to no
gain in power compared to a standard trial design when using the one-sample equivalence
probability weight approach or the probability weight approach. Therefore, for a design
where historical data are used, it has to be accepted that to gain power when there is
agreement between the current and historical controls, there is a risk of inflating the
type I error rate above the desired level if there is disagreement between the current

and historical controls. A similar result was observed by Cuffe [56] who showed that for
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outcomes that are normally distributed with known variance, to control the type I error
rate at the level of the current study when incorporating no historical data for all values
of the unknown expected outcome on control, then a conservative critical value will be
needed which will eliminate most (if not all) of the gains in power made by incorporating
the historical data.

Figure 2.16: Comparison of the power and type I error rate across different true current
control proportions for the additional information design using the one-sample equiva-
lence probability weight approach with 8% equivalence bounds and the probability weight
approach controlling the maximum possible type I error rate at 2.5% and a standard de-
sign incorporating no historical data. Viele example, historical data 65/100 responses,
ne = ny = 198, A = 12%. The vertical red lines represent complete agreement between
the historical and current control proportions.
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2.5.4 Analysis approach and operating characteristics for the
adaptive design using the power prior, probability and

equivalence probability weight

We assume an initial vague Beta(1,1) prior on the control response probability before the
historical data are observed. This prior is updated with the first stage control data at
the interim analysis. At the interim analysis, using the first stage control data and the
historical data, the weight (w;) to be given to the historical data is calculated using the
power prior (a summary measure of Equation 2.1), probability (Equation 2.9), one-sample
(Equation 2.11) or two-sample (Equation 2.12) equivalence weight approach. The ESS,

(wyny +2) is calculated and the number of control patients to be randomised in stage two
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is determined. At the end of the study the weight is re-calculated using all of the current
study control data, this is denoted wsy. Similarly, a vague Beta(1,1) prior is assumed
for the treatment response probability which is updated after stage two of the trial. At
the interim analysis, only the response proportion in the control arm data is required to
adapt the trial, the difference in response proportions between the treatment arm and the

control arm can remain un-blinded.

The posterior distributions at the end of the study for the control and treatment

groups are then given by,

T(Pe | Thy Yn, Tet, Tea, Yer, Ye2, W1, w2) ~ Beta(l + zpwe + T + ez, 1 + Ypwo + Y1 + Ye2),
7(pe | 1, Te2, Y1, Yro) ~ Beta(l + xp + x40, 1+ yur + ye2).

where x.; and z. are the number of responses in the control group in stage one and two
of the trial respectively, y.; and y. the non-responses and similarly with subscript t for
the treatment group. The total number of controls randomised in stage two (.o + Ye2) is
dependent on wy, the weight given to the historical data at the interim analysis and wy is
deterministic given the historical data and the first stage current control data. ws is the
weight given to the historical data, calculated at the end of the study, using the historical

data and all of the control data from the current trial.

The primary analysis declares trial success if Pr(p. < p; | Data) > 0.975. The
Pr(p. < p: | Data) can be calculated exactly when one of the beta parameters of the
treatment or control posterior distributions are integer using the iterative procedure pro-
posed by Cook [55], described in Section 2.5.1. We know that the number of responses in
the control and treatment group follow a binomial distribution. Further, the weight given
to the historical data is deterministic given the observed number of control responses
and therefore the number of second stage controls required is also deterministic given the
number of control responses in stage one. Considering all possible combinations of first
and second stage control responses and all possible treatment responses, we can calculate
the operating characteristics of this adaptive design exactly. The interim analysis is at a

fixed time in the trial, when n.; patients have been randomised to control.

Let z.1 = 0,...,n, be the number of first stage control responses, x =0, ..., Nz,
the number of control responses in stage two given the number of controls randomised in
stage two. Where ncy|,,, denotes the number of controls in stage two given the number
of control responses in stage one. The total number of controls randomised in stage two
(Ne2je., ) is dependent on nmin and w;, where w,; is the weight given to the historical

data at the interim analysis and w; is deterministic given the historical data and the first
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stage current control data. Since xy, yn, n.; and nmin are all fixed by design, the number
of second stage controls is denoted n.y,,,, dependent on the number of observed control
responses in stage one x.. x; = 0,...,n; denotes all possible treatment responses. The

response distributions are given by,

n —
Pr(Xcl = Zc1 | Pe; nc1> = <I61)pczd(1 — pc)nd $617

cl

<nc2|mc1)pczc2 (1 _ pc)”c2|wc1 _%27 (2.17)

PI'(XCQ = T2 | Pe, n62|93<:1) T
c2

n oz
PI"(Xt = Ty | pt;”t) = (mt)ptxt(l - pt)nt :
t

The power is given by,

Te1=nNe1 Te2T N2z xp=n4

1- 5 = Z Z Z Pr(Xcl = Tc1 ’ Pe) ncl) Pr(X02 = Te2 ‘ pcan02|xcl>

Te1=0 Zeo=0 x+=0

X Pr(X; = a; | pr, ) L(Pr(pe > pe) > 0.975 | T, Tet, Teas T, Net, Neofzey > Ths Tt Wa)-

The type I error rate is calculated using the formula for the power assuming the true

underlying treatment response probability p; is equal to p. when calculating Pr(X; = x; |

Dt nt)~

The expected sample size of the current trial control group (ECCSS) is given by,

Te1=ne1 Te2=Ne2|z e

ECCSS =ng + Z Z Pr(Xe = za | DesNer)

zc1=0 Te2=0

X Pr(Xeo = 2 | Pe, M|, ) (Max(ne — ney — ESSe, nmin)),

and the expected effective historical sample size at the end of the current study for a

true underlying control response probability is given by,

Tl =Necl L2 :nc2|zcl

nhE(wQ(xha Np,y Pey Nels nc2\xcl)) = Np Z Z Pr(Xcl =T | DPe, ncl)

Z1=0 Te2=0

X Pr(X02 = T2 | De; n02|mcl)w2 ($cla L2,y N, n02|x01 s Lhy nh)~

The expected total sample size of the control group (ECSS) for a given control re-
sponse probability is then ECSS = ECCSS + nyE(wa(xn, nh, Pe, Ne1, Nez/a,, ) + 2. Note
that this could be greater or less than the total number of controls required n.. The

weight given to the historical data is re-calculated at the end of the study, where the
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level of agreement between the historical and current controls may have changed from the
agreement at the interim analysis. Further, even when no extra controls are required in
stage two of the trial, nmin controls are randomised to ensure a randomised comparison

can be made in both stages of the trial.

The mean squared error is given by,

Te1=ne1 Te2TNe2la ey

E(p. — pc)2 = Z Z Pr(Xo = we1 | pe,ner) Pr(Xex = w2 | po, n02|xcl)
x.1=0 ze2=0 (218)
(( J)hUJQ(Id,$02,n01,n02|x01,$h,nh) + L1 + T2 ) . >2
npWwo (xcla L2,y Nel, nc?]xd s Th, nh) + Ne1 + n02|accl ¢ .

No historical data design

All of the historical data methods above are compared to a design not incorporating any
historical data. The operating characteristics for this design are calculated as with the

weighting approaches above assuming the weight is zero.

2.5.5 Adaptive design — frequentist operating characteristics for
the Viele example using the probability and equivalence

probability weight

We explore the operating characteristics of the adaptive design proposed in Section 2.4.2
for a range of true control response probabilities in the current study. The treatment
response is always assumed to be 12% higher than the control and there are 100 (ny,)
historical control patients available with a response probability of 65%. The interim
analysis is conducted after 100 patients have been randomised to both the control and
treatment group (n. = ny = 100) and nmin = 20. In Appendix A the expected total
sample size of the control group, incorporating both current and historical control data
is illustrated for a range of true response probabilities using the probability and the
equivalence probability weight approaches. In Appendix B the expected historical data
weights at the interim analysis and the final analysis are compared for a range of true
control response probabilities using the probability and the equivalence probability weight

approaches.

Probability weight

Figure 2.17 shows the operating characteristics of the adaptive design using the probabil-

ity weight approach. Comparing the operating characteristics of the adaptive design to



70 Chapter 2 Historical data methods for binary outcome data

Figure 2.17: Comparison of the power, type I error rate, mean squared error and ex-
pected current control sample size across different true current control proportions for the
adaptive design using the probability weight approach and a standard design incorporat-
ing no historical data. Viele example, historical data 65/100 responses, n. = n; = 200,
ne = 100, nmin = 20 and A = 12%. The vertical red lines represent complete agreement
between the historical and current control proportions.
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the additional information design given in Figure 2.14, the adaptive design has a lower
power at complete agreement and the maximum possible type I error rate is slightly
higher. This is because the adaptive design is replacing the current control data yet to be
randomised with historical control data when there is agreement between the current and
historical controls, therefore at agreement, the additional information design will have
a larger control sample size than the adaptive design. However, there is a substantial
saving in the current control sample size required in the adaptive design compared to the
additional information design. For the adaptive design, at complete agreement between
the current and historical control data, the expected sample size of the current control
group is 141.17, 56 patients fewer than the standard trial design. The comparisons of
the operating characteristics of all the historical data designs considered are compared in
Table 2.5 on page 83.
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Equivalence probability weight

Figure 2.18: Comparison of the power, type I error rate, mean squared error and ex-
pected current control sample size across different true current control proportions for
the adaptive design using the one-sample and two-sample equivalence probability weight
approaches with 8% equivalence bounds and a standard design incorporating no histor-
ical data. Viele example, historical data 65/100 responses, n. = n; = 200, n, = 100,
nmin = 20 and A = 12%. The vertical red lines represent complete agreement between
the historical and current control proportions.
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Similar comparisons can be made between the additional information and adaptive de-
sign for the equivalence approach as with the probability weight approach. The additional
variance incorporated into the two-sample equivalence approach results in less information
being borrowed at complete agreement and this design requires a larger difference between
the historical and current controls for the historical data to be completely discounted and
the operating characteristics to revert back to a standard design. At complete agreement
between the current and historical control data, the expected sample size of the current
control group using the one-sample equivalence probability weight approach is 127.30
and using the two-sample equivalence probability weight approach is 131.63, as shown

in Figure 2.18. Figure 2.19 illustrates the operating characteristics for the one-sample
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Figure 2.19: Comparison of the power, type I error rate, mean squared error and expected
current control sample size across different true current control proportions for the adap-
tive design using the one-sample equivalence probability weight approach with 4%, 6%,
8% and 10% equivalence bounds and a standard design incorporating no historical data.
Viele example, historical data 65/100 responses, n, = n; = 200, n. = 100, nmin = 20
and A = 12%. The vertical red lines represent complete agreement between the historical
and current control proportions.
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equivalence weight approach for different equivalence bounds (4%,6%,8% and 10%). As
the equivalence bounds increase, at complete agreement between the historical and cur-
rent control data, the amount of historical data borrowed and the power both increase,
however this is at the expense of a higher maximum possible type I error rate for larger
equivalence bounds when the estimated current control response probability is larger than

the historical response probability.

2.5.6 Choosing the equivalence bounds

The equivalence bounds chosen have a large effect on how much historical data are bor-
rowed and how quickly the historical data are discounted when there is disagreement

between the historical and current controls. The equivalence bounds therefore have a
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large effect on the operating characteristics of the current study. How to choose the
equivalence bounds is therefore an important question. Similar to a test of equivalence of
an experimental and control treatment, the equivalence bounds are chosen by the study
designer based on prior knowledge. The bounds are chosen to represent a clinically rel-
evant equivalence distance, which forms a region of acceptable deviation of the current
control data from the historical. In the absence of knowledge about acceptable equivalence
bounds, the equivalence bounds can be chosen to minimise trial risk based on statisti-
cal properties of the study design. For example controlling the maximum type I error
rate across all possible current control response probabilities. The main concern when
using historical data is the risk of inflating the type I error rate. A design which aims
to incorporate historical data at the design stage when the current trial data has not yet
been observed risks inflating the type I error rate. If the design parameters of the current
study are chosen to strictly control the type I error rate when incorporating historical
data, there is little to no benefit in using the historical data design over a standard trial
design, as discussed in Section 2.5.3. However, the equivalence bounds can be chosen so
that the maximum type I error rate across all possible true current control probabilities is
capped at a chosen value, minimising the risk if the current and historical control response

probabilities do in fact differ.

Further considerations in choosing the equivalence bounds are:

e The equivalence bounds should be less than the treatment effect to be detected.

e Narrow equivalence bounds will require large amounts of data to achieve a high
weight even when the historical and current controls are in complete agreement.
Using the one-sample equivalence approach the weight depends on the current con-
trol sample size and using the two-sample equivalence approach the weight depends
on both the current control and historical sample size. To avoid the historical data
having a larger influence on the control parameter estimate than the current con-
trol data, one may wish to only consider equivalence bounds that give an effective
historical sample size less than the current control study sample size at complete

agreement between the historical and current controls.

e The equivalence bounds should be chosen to give a large weight to the historical
data around agreement between the current and historical control data and a small
weight when there is substantial disagreement between the current and historical

controls.

e The equivalence bounds can be chosen to govern how quickly the discounting of the
historical data occurs as the difference between the historical and current controls

Increases.
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e A criterion other than the maximum type I error rate could be used for choosing
the equivalence bounds, such as controlling the maximum mean squared error or

the maximum FHSS.

Equivalence bounds that control the maximum type I error rate

For a design where the weighted historical data are incorporated as additional informa-
tion at the end of the current study, numerical optimisation can be used to determine
the equivalence bounds that control the maximum type I error rate at a chosen value.
The bounds are determined by minimising the squared error of the maximum type I error
rate obtained for a given equivalence bound and an assumed underlying current control

response probability to the desired maximum type I error rate.

Optimisation is possible for the additional information design because the type I error
rate can be calculated quickly since there are few possible combinations of control and
treatment responses. For the two-stage adaptive design the number of possible combina-
tions of first and second stage control responses and treatment responses is much higher.
The weight given to the historical data also has to be calculated at the interim analysis
and re-calculated at the final analysis. The adaptive design is therefore more compu-
tationally expensive. Depending on the number of patients in each treatment group, a
quicker approximation of the bounds can be determined by plotting the maximum er-
ror distribution for a range of equivalence bounds and using interpolation to choose the
bounds that control the maximum type I error rate across all possible true control response
probabilities.

Figure 2.20 illustrates the maximum type I error rate across all true control proportions
in the current study for different equivalence bounds. Both the additional information
and adaptive design for the one-sample and two-sample equivalence approaches are shown.
Note that controlling the maximum possible type I error rate at 2.5% (the type I error
rate for a design not incorporating historical data) is only possible when incorporating no
historical data, as shown in Figure 2.16. Controlling the maximum type I error rate at
2.5% while incorporating historical data would require a larger sample size than a stan-
dard trial design. However, the equivalence bounds can be chosen to cap the maximum
type I error rate at a chosen value to minimise risk in a study design where the use of
historical data is required. The maximum type I error rate is higher for the adaptive de-
sign since bias is introduced from the historical data but the sample size is not increased.
The power at complete agreement between the current and historical controls for different

equivalence bounds is illustrated in Appendix C.

Using the modified Newton-Raphson optimisation technique implemented in Mata

[46], the equivalence bounds that control the maximum type I error rate at 5% for the
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Figure 2.20: Distribution of the maximum possible type I error rate across a range of
equivalence bounds using the one-sample and two-sample equivalence probability weight
approaches for the additional information and adaptive design.

<
o~

.08 1 .12
| |

Maximum type | error
.06
1

.04

.02
|

T T T T
.02 .03 .04 .05 .06 .07 .08 .09 A A1
Equivalence bound

—e—— One sample-Additional —e—— One sample-Adaptive
—e—— Two sample-Additional —e—— Two sample-Adaptive

one-sample equivalence probability weight approach are +£0.060466 and for the two-sample
equivalence probability weight approach are +0.056281 for the additional information
design. For the adaptive design the optimisation did not converge within a week of the
code running and therefore plotting the distribution of the maximum type I error rate is

the most efficient way of determining the optimal equivalence bounds.

2.5.7 Analysis approach and operating characteristics for the
additional information design using the robust mixture
prior

For one historical study, the robust mixture prior [23] is a two-component mixture prior,

with the historical data component and a weakly-informative component,

7T(pe | Th, yn, w) = wBeta(xp, yn) + (1 — w)Beta(l, 1),

where the prior mixture weight w is pre-specified. A Beta(1,1) prior is assumed for the

treatment response probability.

The posterior distributions at the end of the study for the control and treatment
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groups are [23],

T(Pe | Tey Yo, Thy Yn, w) = WBeta(xy, + xe, yn + ye) + (1 — w)Beta(l + z¢, 1 + y.),
7T<pt | T, yt) = Beta<]‘ + L, 1 + yt)7

where,

B(zn + e, yn + ye)
w
W o Bln, yn) . (2.19)
B(xh +x07yh +yc) B(l +ZEC,1 +yc)

U By YT BOLD

For the additional information design we do not need to calculate the prior £SS at
the final analysis to calculate the power and type I error rate of the design. However, if we
wanted to know how much weight was given to the historical data in the final analysis for
a given true control response probability, the expected prior ESS can be calculated using
the method of Morita et al. [26], described in Section 2.2.3. Given that the number of
possible control responses for the additional information design is not too large, the prior

E'SS should not be too computationally intensive to calculate using the Morita algorithm.

The power and type I error rate for the robust mixture approach can also be calculated
directly. The final analysis calculates whether Pr(p;, > p.) is greater than 0.975. However,
now the posterior distribution for the response probability in the controls is a mixture of
beta distributions. Cook’s method [55] can be applied comparing the treatment response
distribution to each mixture component of the control posterior distribution separately.
These probabilities are weighted by the control posterior mixture weights to obtain the

overall Pr(p; > p. | Data).

For the robust mixture prior,

Pr<pt > Pe ’ xhayhaxcaycaxhytvw) =
/(I]Pr(pt > De ‘ 1 + L, 1 + Yt, T, + Ley, Yn + yc)+
(1 =) Pr(ps > pe | 1+, L +y, L + 2, 1+ ye),

where w is given in Equation 2.19, the power is given by,

Te=Nc Tt="N¢t

1-p= Z Z Pr(Xc = T | pca”C) Pr(Xt =Tt | pt’nt)
= = (2.20)

H(Pr(pt > pc) > 0.975 ’ Ly Tty Yey Yts Thy Yh, w),
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and the type I error rate is calculated using Equation 2.20 assuming the true underlying

treatment response probability p; is equal to p. when calculating Pr(X; = x; | ps, n¢).

The expected control sample size can be calculated using,

ECSS = Z Pr(X. = z. | pe;ne) (ESS | ¢, e, Th, 1, ),

z.=0
where ESS is the effective sample size of the control posterior mixture distribution cal-

culated using the Morita algorithm.

The mean squared error is calculated using,

= +x 1+ 2
EAC_ 02: P Xc: c cy Tl e : I —w < — Pc
o0 = 3 it = Lo (@ (2020 ) + -0 (572 ) =)

=0
where p. is derived from the sum of the individual component means of the mixture

distribution weighted by the posterior weights.

2.5.8 Analysis approach and operating characteristics for the

adaptive design using the robust mixture prior

A vague Beta(1,1) prior is assumed for the treatment response probability. The robust
mixture prior is assumed for the control response probability, the prior parameters and
weights are updated with the first stage control data at the interim analysis. The ESS
of the updated mixture distribution is calculated at the interim analysis using the Morita
algorithm, to determine the number of controls to be randomised in stage two. Where
ESS < ng, the ESS was set to n.. At the end of the study, the mixture parameters

and weights are updated with the second stage control data.

The posterior distributions at the end of the study for the control and treatment

groups are,

7T(pc | ThyYhy Ll L2y Yel s Ye2, UJ) = wQBeta(xh + Le1 + L2, Yh + Ye1 + yc?)
+ (1 — q)Beta(l + o1 + o2, 1 + Ye1 + Ye2)
7(pr | T, Te2, Ye1, Ye2) = Beta(l + xp + 242, 1 + yu + yi2),
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where,
~ B(:Eh + Ll + L2, Yn + Ye1 + yc2)
wq
By o B(zn + e, yn + Y1)
~ B(xh + Ll + L2, Yn + Ye1 + yc2) n (1 ~ ) B(l + Te1 + L2, 1+ Ye1 + yCQ)
w —w
! B(xh+xclayh+ycl) ! B(1+xclyl+ycl)
and,

B(zh + ze1, Yo + Y1)
B
Dy (xh;yh) .
B(zn + @e1, Y + Ye1) B(1+2c1, 14 ye1)

v B(l’h,yh) (1 -w) B(l,l)

w

The operating characteristics for the robust mixture prior approach using the adaptive
design can also be calculated exactly using Cook’s method [55]. The probability that

treatment response is greater than control is given by,

Pr(pt > Pe | xtaytrrh)yhrrclaxc?ayclaycsz) -
Wo Pr(py > pe | 1+ 24, 1+ 4, T + Tet + e, Yn + Yer + Ye2)
(1 =) Pr(pe > pe | 1+ 24, 1 + 4y, 1+ a1 + o2, 1+ Yo + Ye2)-

The power is given by,

Te1=nc1 Te2=Me2(xcq mp=ny

1-— 6 - Z Z Z Pr(Xcl = Te1 | De, ncl) Pr(XCQ = T2 | DPe; an\xcl)

:Bclz(] (ECQZO l’tZO

(2.21)

X Pr(Xt = Ty | ptvnt>]l(Pr(pt > pc) > 0.975 ‘ Lely T2y Ly Yels Y25 Yty Thy Yhy 'LU)

The type I error rate is calculated using Equation 2.21, assuming the true underlying

treatment response probability p; is equal to p. when calculating Pr(X; = x; | ps, n¢).

The mean squared error is calculated using,

Te1=ne1 Fe2TNe2lz e

E(ﬁc - pc)2 = Z Z Pr(Xcl = Te1 | De; ncl) Pr(XCQ = T2 | Pe, nc2|xc1)(ﬁc - pc)27

Tcl =0 Tc2 =0

where ﬁc — @2 <m> + (1 _ 7112) < 14z +xeo )

nh+nc1+nc2|xcl 2+n61+nC2‘xcl

For the adaptive design, the ESS of the posterior distribution for the control param-
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eter at the interim determines how many control patients are to be randomised in stage
two of the trial. The ESS at the interim is required for the power and type I error rate
calculations. Where the prior ESS was calculated to be negative, it was set to zero.
Calculating the expected control sample size at the end of the study would require ap-
plying the Morita algorithm for all possible combinations of first stage control responses
and second stage control responses. The number of possible combinations also increases
since the sample size in the second stage controls will vary. This is too computationally
intensive to calculate for most sample sizes and is not considered here. Not knowing how
much historical information is incorporated into the final analysis is a disadvantage of the

robust mixture prior approach in an adaptive setting.

2.5.9 Additional information design — frequentist operating char-
acteristics for the Viele example using the robust mixture

prior and the power prior

As in the robust mixture prior paper [23], we consider a two-component mixture prior for

the control response probability with two different initial prior weights,

Prior 1 (weight 0.9) : 0.9Beta(xp, yn) + 0.1Beta(1, 1),
Prior 2 (weight 0.5) : 0.5Beta(zy, yn) + 0.5Beta(1, 1).

A Beta(1,1) initial prior is assumed for p;.

Figure 2.21 displays the operating characteristics for the additional information design
using the robust mixture prior approach with weights of 0.9 and 0.5 on the informative
component of the mixture prior. A lower weight on the informative component borrows
less information in the final analysis even when there is complete agreement between the
historical and current controls. Both weights give a negative expected control sample size
for a range of differences between the historical and current controls. The initial mixture
prior weights can be chosen to control the maximum possible type I error rate in the
final analysis across all true current control proportions. This is done using optimisation
in the same way as for the equivalence approach. Figure 2.22 shows the distribution of
the maximum type I error rate across all initial mixture prior weights. Using numerical
optimisation, the weight that controls the maximum type I error rate at 5% is 0.371902 on
the informative component of the robust mixture prior and (1-0.371902) on the weakly-

informative component.

Figure 2.23 shows the operating characteristics of the additional information design

for the power prior approach. The power prior with a Beta(1,1) prior on the power,
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Figure 2.21: Comparison of the power, type I error rate, mean squared error and expected
control sample size across different true current control proportions for the additional
information design using the robust mixture prior approach with 0.9 and 0.5 initial weight
on the informative component of the mixture prior and a standard design incorporating no
historical data. Viele example, historical data 65/100 responses, n. = n; = 198, A = 12%.
The vertical red lines represent complete agreement between the historical and current
control proportions.
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taking either the posterior mode or mean as the weight are considered. Also, the power
prior with a Beta(0.5,0.5) and Beta(0.3,0.3) prior on the power taking the posterior mean
are explored. Using the mean of the power prior marginal distribution as a weight gives
similar operating characteristics for all priors on the power. A large difference between
the current and historical controls is required for the historical data to be completely
discounted and the operating characteristics to revert back to those of a standard design.
Using the mode of the marginal distribution of the power gives a high weight at agreement
and discounts quickly. This results in a large power gain at agreement and a small maxi-
mum possible type I error rate. However, there is no flexibility in this approach to control
the maximum possible type I error rate across all true control proportions at a desired
level through the prior on the power and discounting the historical data. It is possible to

maintain control of the maximum type I error by calibrating the success threshold ¢, such
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Figure 2.22: Distribution of the maximum type I error rate across a range of initial weights
on the informative component of the robust mixture prior for the additional information
design.
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that when trial success is declared using Pr(p. < p; | Data) > c, the desired maximum

type I error is achieved.

Appendix D compares the power and type I error rate for the additional information
design using the fully Bayesian modified power prior approach with a Beta(1,1) prior on
the power and the modified power prior approach using the mean of the marginal dis-
tribution of the power as a fixed weight, assuming a Beta(1,1) prior for the power. The
operating characteristics for the two approaches are only slightly different and due to the
computational cost and difficulty in calculating the ESS of the historical data using the
fully Bayesian approach, the fully Bayesian approach was not considered further in this

chapter or Chapter 3.

The operating characteristics for the adaptive design using the robust mixture prior
and power prior approaches are given in Appendix E. Also in Appendix E, the historical
data weights at the interim analysis and at the end of the study are compared for the
power prior approach. For the robust mixture prior approach, the prior £SS was not
calculated at the end of the study because of the large number of possible combinations
of first stage and second stage control responses in the adaptive design this would be too

computationally intensive.

Table 2.5 compares the design characteristics of all the historical data methods ex-

plored in this chapter.
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Figure 2.23: Comparison of the power, type I error rate, mean squared error and expected
control sample size across different true current control proportions for the additional
information design using the power prior, assuming different priors on the power and a
standard design incorporating no historical data. Viele example, historical data 65/100
responses, n. = n; = 198, A = 12%. The vertical red lines represent complete agreement
between the historical and current control proportions.
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2.6 Normal approximation of the operating charac-

teristics

When the beta posterior distributions for the control or treatment response probabilities
do not contain an integer value, for example if an integer prior is not used for the re-
sponse probability, then the iterative approach described by Cook [55] cannot be used to
calculate the Pr(p; > p.) and numerical integration is required. A normal approximation
can be used for the posterior distribution of the response probabilities to allow quicker
calculation of the operating characteristics when the sample size of each treatment group
is reasonably large (a common rule for approximating the binomial distribution by a nor-
mal distribution is that both np and n(1 — p) should be greater than 5, where n is the
number of observations and p is the response probability, this rule can be applied here).
Furthermore, if the additional information design is used and the historical data are given
a fixed weight that does not vary depending on the agreement between the current and
historical controls, a formula approximation can be derived for the operating character-
istics of the design. We initially consider the additional information design incorporating

historical data with a fixed weight in a frequentist framework.

For a standard trial design with a binary outcome, when no historical data are incorpo-
rated into the design or the final analysis of the current trial, the Bayesian and frequentist
approaches to determining the operating characteristics provide similar results, as shown

in the next section.

2.6.1 No historical data design
Frequentist

We are interested in testing the null hypothesis, Hy : p. = p; against the alternative
hypothesis, H; : p. < p;.

Let p. and p; be the maximum likelihood estimates of the response probabilities in
the control and treatment group, respectively. The estimated treatment effect is approx-
imately normally distributed for reasonably large sample sizes in each treatment group
[57],

Uz U7

o Pl —pe)  pi(1—py)
pt—pC%N<pt—pc, + :

Under the null hypothesis p. = p; = p and,
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cl_ c 1— 1-— 1-—
U;_m:p( pe)  pl=p) _p(l—p) pA-p)
- ’I’Lc /n/t nc nt

Uz Uz Uz Uz

Since the value of p is not known, the pooled estimate p = ﬁ—ﬁziﬁi” is used to estimate
o2 .
pPt—DPc?
pd-p) pA-p) .. (1 1
RS + =13+

A test statistic can then be constructed under the null hypothesis as,

7 — (ﬁt - pc)
= YA 1
\/p(1 — D) (n— + n—t>
For all possible control responses z. = 0,...,n. and all possible treatment responses

xr=0,...,n4,

Pr(X, = z¢ | pesne) = (29)p™ (1 — pe)™ " and Pr(Xy = x; | pr,ne) = (2)pe™ (1 —

Te Tt
ne—Tt

pt) )

where p; = p.+ A under the alternative hypothesis and p; = p. under the null hypothesis,

A denotes the treatment effect.

The power and type I error rate are then calculated as,

Te=Nc Tr=Nt

1-p= Z Z Pr(X. = 2. | pe;ne) Pr(X; = 24 | pi, ne) 1(Z > @7H(0.975) | @, T4, e, M),

r.=0 x:=0

Tc=Nc Tt=MNt

a= Y > Pr(X.=uc|pene) Pr(X; =z | pe,n)1(Z > ©(0.975) | e, 2y, e, ).
z.=0 x:=0

(2.22)

where the sample sizes are large (n, > 200 and n; > 200), a large sample approximation

may be used, given in the next section.

Approximate power - large samples

The large sample approximation is calculated from the assumed true distribution of the
treatment difference under the null and alternative hypothesis using the central limit the-

orem. Figure 2.24 illustrates how the power and type I error rate are determined.
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Figure 2.24: Sample size calculation assuming a large sample size normal approximation.

Normal approximation sample size calculations
|

Distribution of treatment effect
under alternative hypothesis

Distribution of treatment effect
under null hypothesis

N(0.s%)

where cv denotes the critical value.

The power is calculated as [57],

1-f=1-10 (CV — A) —1-0 (‘1’1(0'975)% — (pe —m))
0D Op

o () =800y

0D

(2.23)

Where, O_p — \/p(l _ ﬁ) (nLC + %), p — ncﬁzizzpt’ op = \/pt(lT;pt) + pc(i;pc).

The approximate type I error rate is 2.5%, since,

a=1-® (CV — 0) —1-0 (%> —1— (@ [®71(0.975)]) = 0.025.

Op Op

Bayesian

Assuming no prior data are available, a minimally-informative Beta(1,1) prior is used for
the response probabilities in the control and treatment group and the posterior distribu-

tions are given by,
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T(pe | Zeyye) ~ Beta(l + z., 1+ 1.),
7T<pt | Ty, yt) ~ Beta(l + 2y, 1+ yt>

The power is then,

Te=Nc Tt="N¢

1-8= Z Z Pr(X. = x. | pe,ne) Pr(Xy = x4 | pr, n4)
P et (2.24)

X L(Pr(ps > pe) > 0.975 | xc, x4, e,y 0y ).

The type I error rate is calculated using Equation 2.24 assuming the true underlying
value of p; is p. when calculating Pr(X; = z; | p;,n;). The Pr(p; > p.) is calculated using
the iterative procedure proposed by Cook [55].

Operating characteristics comparison for the Viele example incorporating

no historical data

For the example considered here, 200 patients are available per treatment group. The
current control proportion varies with the treatment effect always 12% higher. Figure
2.25 compares the operating characteristics of this design using Equations 2.22 (Normal

exact), 2.23 (Normal large sample approx) and 2.24 (Bayesian exact).

All approaches give similar design characteristics as expected. The operating char-
acteristics for the exact approaches are not continuous functions since the number of

responses are discrete values.

2.6.2 Incorporating historical data with a fixed weight

In this section it is assumed that only one historical study is available and a fixed weight

is given to the historical data w, chosen based on expert opinion.

Frequentist

Let po denote the control response proportion incorporating both historical and current
control data, to differentiate from the response proportion in the current controls only,

which is denoted, p.. Then,

_ Lot TpW0 (2.25)

Ne + Npw
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Figure 2.25: Operating characteristics for the exact Bayesian design, the exact frequentist
approach assuming a normal Z-statistic and the large sample approximation assuming
the test statistic follows a normal distribution — no historical data design. Viele example,
n. = ny; = 200, A = 12%. The vertical red lines represent complete agreement between
the historical and current control proportions.
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Since zj, and w do not vary, z,w, nyw and n. are all fixed constants in this estimator.

Then,
D E Te) + xpw NePe + Tpw
E(po | zn, np, ne, w) = (2c) _ ’
Ne + Npw Ne + npw

Le NePe 1-— c

Ne + Npw (nc + nhw)
~ A . . . . . ncpc + xhw ]
and p; — pg is approximately normally distributed with mean p; — ———— and variance

Ne + NpWw

nepe(l —pe)  pe(1—pr)

(ne + npw)? ny

A test statistic is constructed under the null hypothesis of p. = p;, but the control
estimate is Py, which incorporates the historical data. Note that this test statistic will
only follows a normal distribution with mean zero and variance one under the assumption
that p, = p. = p;. The pooled estimate of the true response probability under the null
hypothesis is then,
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5= (Ne + npw)po + mPe  NePe + NpWPH + NPy
Ne + Npw + Ny Ne + Npw + Ny

and the test statistic, under the null hypothesis, is given by,

(B — Po)

A A Ne 1
3= (et + )

To explore the effect of the historical data, the current control response probability is

Z = (2.26)

varied. The power is calculated assuming p; = p.+0.12 and the type I error rate assuming
P: = pe, using the formulas given in Equation 2.22, where Z is now also dependent on the

fixed weight given to the historical data, w.

The large sample size approximation is calculated assuming the true distribution of the
nePe + prnw nepe(l —pe)

ne +npw - (ne + npw)?
2.23 can be used to calculate the power of this design using the assumed distribution for

control response proportion, pg, is N . Therefore, Equation

po instead of p..

Bayesian

Using the Bayesian approach, at the end of a single study the posterior distributions for

the response probabilities in the control and the treatment groups are given by,

ﬂ-(pc | LeyYes Thy Yh, ’LU) ~ Beta<]~ + Thw + Le, 1+ Ynw + ?Jc),

(2.27)
Tr(pt | T, yt) ~ Beta‘(l + Tt, 1 + yt)7

and the power and type I error rate are calculated as in Equation 2.14. The Pr(p; > p.)
is calculated using the iterative procedure proposed by Cook [55].

Normal approximation of the Bayesian design - exact operating characteristics

using the Z test statistic

If instead of the frequentist approach, a normal test statistic is constructed based on
approximating the beta posterior distributions for the control and treatment response

probabilities by a normal distribution,
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. po(1— 150))

W(Pc | xmnc;xhanmw) ~ N (pt)’

wnp, + N (2.28)
. D1 —=p '
m(pe | we,me) ~ N (pt7 M) )
iy
where pg is given in Equation 2.25.
The test statistic is given by,
Zp = (e = o) , (2.29)
\/p<1 _p) (nc-i-nhw + n_t>
where,
ﬁ _ ncﬁc + nhwﬁh + ntﬁt

Ne + NpW + Ny

and the operating characteristics can be calculated using Equation 2.22.

Large sample normal approximation of the Bayesian design operating charac-

teristics

A formula approximation of the type I error rate of the Bayesian design is given by,

(Pe = po) — ©71(0.975) x \/15(1 - D) <nc+1nhw + %)

a=79 , (2.30)
pc(l_pc) ncpc(l_pc)
\/( e + (nc+nhw)2)
and the power is given by,
(pc _pO) - @_1(0975) X \/ﬁ(l —}3) (nc+1nhw + "Lt>
1-=90 (2.31)

Db (1—p ) ncpc(l_pc)
\/( ‘ ne ‘ + (nc+nhw)2>

NePetNpWPR+NtPt
Net+npw—+ng .

where p; = p. 4+ 0.12 and p =

Operating characteristics comparison for the Viele example incorporating
historical data with a fixed weight of 0.4

The example used here assumes the historical data are incorporated as additional in-
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formation into the control arm of the current study and given a weight of 0.4. There are
200 patients in each of the current trial control and treatment arm and the treatment effect
is assumed to be 12%. Figure 2.26 compares the exact Bayesian design operating charac-
teristics (Bayes Exact calculated using the posterior distributions in Equation 2.27), the
normal approximation using the Bayesian variance (Normal Bayes exact calculated using
the test statistic in Equation 2.29), the frequentist approach using the exact operating
characteristics (Normal Freq calculated using the test statistic in Equation 2.26), the fre-
quentist large sample approximations and finally the large sample formula approximation
of the Bayesian design operating characteristics (the Bayesian large sample approxima-
tions are calculated from Equations 2.30 and 2.31). The approximations give very similar
results but the Bayesian and freqentist approaches differ due to the way the variance is

calculated.

Figure 2.26: Operating characteristics comparison for the fixed weight historical data
design. Viele example, n, = n, = 200, A = 12%, historical data, 65/100 responses,
w = 0.4. The vertical red lines represent complete agreement between the historical and
current control proportions.
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2.6.3 Incorporating historical data with a variable weight

Returning to the additional informative historical data design described in Section 2.4.
For this design, the weight given to the historical data varies depending on the agree-
ment between the historical and current controls. The weight used in this section for

illustration is the one-sample equivalence weight calculated using Equation 2.11 and the
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posterior distributions are given in Equation 2.13. Since the weight varies, the operating
characteristics can only be determined using the exact calculation based on the beta pos-
terior distributions directly using the iterative procedure proposed by Cook [55] or from
constructing a test statistic based on approximating the beta posterior distributions for
the control and treatment response probabilities by a normal distribution, as in Equation
2.29. The weight is now dependent on the observed control responses and the historical
data instead of being a fixed value. The normal test statistic approach is slightly quicker
for calculating the operating characteristics than the exact approach using the method by
Cook and is required when the method proposed by Cook can not be used to calculate the
Pr(p; > p.), for example if none of the beta distribution parameter values are integers. A

similar approach can be used for the adaptive design.

Operating characteristics comparison for the Viele example incorporating

historical data with a variable weight - additional information design

Figure 2.27 shows the operating characteristics from the exact Bayesian approach and
the normal approximation based on the construction of a z-statistic from the normal
approximation of the posterior distribution of the control and treatment response proba-
bilities. The one-sample equivalence weight approach with 8% equivalence bounds is used
to calculate the weight to give to the historical data. The exact Bayesian approach and

the normal approximation give similar operating characteristics.
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Figure 2.27: Operating characteristics comparison for the exact Bayesian approach and
the normal approximation of the posterior distributions approach using the one-sample
equivalence weight with 8% equivalence bounds. Viele example, historical data 65/100
responses, n., = n; = 200, A = 12%. The vertical red lines represent complete agreement
between the historical and current control proportions.
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2.7 Discussion

In this chapter, two intuitive and computationally tractable approaches for assessing
agreement between the historical and current control data are proposed. A design which
incorporates historical data as additional information or an adaptive design that replaces
current controls with historical controls can then be utilised which allow the possibility
of borrowing historical data when it is in agreement with the current control data. We
propose using the method described by Cook [55] to calculate Pr(p; > p.) which allows
the operating characteristics of the proposed designs to be calculated exactly. The equiv-
alence weight approach is flexible and allows control over how quickly the historical data
are discounted when there is disagreement between the historical and current controls.
The maximum inflation in the type I error rate across all possible current control response
probabilities can be calculated and the maximum possible type I error rate can be con-
trolled by the choice of equivalence bounds. The equivalence weight is an intuitive way
to think about discounting historical data and should provide an approach that is easy to
discuss with clinicians about utilising historical data and the effect that using historical

data has on the design characteristics of the current study.

We do not advocate the use of these methods in trials that can easily recruit the re-
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quired number of patients under a standard design. But where recruitment is slow or the
patient population is small, these methods could potentially increase the power or reduce

the duration of trials that are not feasible to run under a standard design.

Comparing the probability and equivalence weight approaches to historical data meth-
ods proposed in the literature. All historical data methods work in a similar way, dis-
counting the historical data when there is disagreement between the current and historical
controls, but the methods differ in the amount of information borrowed and the rate of
discounting as conflict increases. In this example, we found the power prior with a prior
on the power did not give an intuitive weight to the historical data and the commensu-
rate prior was difficult to use in this adaptive setting. The commensurate prior approach
was computationally intensive. The priors on the parameters that govern the borrowing
in both the commensurate prior and power prior approaches has a large effect on the
down-weighting of the historical data and these prior require careful thought. The robust
mixture prior approach works well. However, calculating the ESS is computationally
intensive and negative values can be obtained which is not intuitive and requires setting
the ESS to zero when used in an adaptive design setting. Otherwise the design would
require more controls to be randomised than a standard trial design not incorporating
any historical data. For one historical study, the effect of the weight given to the in-
formative component of the robust mixture prior needs exploration but can be used to

control the maximum type I error rate across a range of true control response probabilities.

The probability and equivalence approaches were chosen to give a large weight when
there is complete agreement between the historical and current controls. If there is a
substantial amount of historical data, it may not be desirable to give the historical data
a large weight because the historical data would have a greater influence on the control
parameter estimate than the current control data. In this case a maximum weight may
be chosen that caps the amount of historical data incorporated into the final analysis.
A large difference in current and historical control sample sizes is unlikely when there is

only one historical study.

For the analysis of the power prior approach, the fully Bayesian approach was only
considered briefly in Appendix D, throughout the thesis the modified power approach is
used taking a summary measure of the marginal posterior distribution of the power as a
fixed weight. These two approaches to using the modified power will give slightly different
operating characteristics, the summary measure approach was used in this thesis as the

fully Bayesian version is computationally intensive.

For all methods, only one interim analysis was considered, multiple comparisons of

the historical controls with the current control data as it accumulates would give more
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power to detect a difference at the expense of computation time.

For all historical data methods, careful thought is required for what are appropriate
historical data. Control data may be available from multiple studies spanning many years.
It is better to include a few studies that are carefully selected following Pocock’s criteria
for incorporating historical data [11], than to include all studies where there is a lot of
heterogeneity. Selecting a few historical studies with low heterogeneity will result in a
larger prior effective sample size than using all historical studies where there is lots of
heterogeneity. In this chapter, only one historical study has been considered but methods
for incorporating multiple historical studies have been proposed for the robust mixture

prior, commensurate prior and power prior methods [14, 19, 23].
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Chapter 3

Historical data methods for the
design and analysis of a trial with a

normally distributed outcome

3.1 Introduction

This chapter is structured in a similar way to Chapter 2. The aim of this chapter is to
address the five questions about the use of historical data posed by Pocock [11] when
the outcome data are normally distributed, these questions are described in Section 2.1.
Throughout this chapter it is assumed that the historical data chosen are relevant to the
current study taking into account Pocock’s six acceptability criteria for using historical
data in the design and analysis of a new study [11], the acceptability criteria are listed
in Section 1.2. In this chapter, it is assumed that only one relevant historical study is
available, with data available on the control arm only. This chapter is structured as fol-
lows: how to assess agreement between the historical and current controls is discussed
in Sections 3.2 and 3.3; how to incorporate historical data into the design of a current
study is discussed in Section 3.4; and finally how to incorporate the historical data in the

analysis of a current study is addressed in Sections 3.5.1 and 3.5.4.

The two approaches proposed in Chapter 2 for assessing agreement between histori-
cal and current controls, the probability weight and the equivalence probability weight,
described in Section 2.3, are extended to handle normally distributed outcome data. The
analysis approach of the power prior is used to incorporate the historical data into the
final analysis of the current study. The probability weight and equivalence probability
weight are compared to two historical data methods proposed in the literature: the mod-
ified power prior and the robust mixture prior. The weight given to the historical data
is compared between these approaches. The operating characteristics for the power prior

approach with a summary measure of the marginal distribution of the power used as a

97
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fixed weight and the probability and equivalence weights used as a fixed weight are com-

pared. The Commensurate prior approach is also discussed.

It is assumed throughout this chapter that there is one relevant historical study avail-
able and that this historical study provides information on the control arm only. The
maximum number of additional patients that the historical study may provide is the
sample size of the historical study. Depending on the agreement between the historical
and current control data, the historical data may be down-weighted and therefore the
additional number of patients that the historical data provides will be reduced. The aim
here is to assess the conflict between the historical and current control data to determine

how much weight to give the historical data in the final analysis.

When outcome data are binary, the distribution of the response probability in the
historical data is compared to the distribution of the response probability in the current
control data. There is only one parameter, the response probability, that summarises the
data in each sample and the variance is completely dependent on the mean for the true
underlying response probability. For normally distributed outcome data, two parameters
are required to describe the distribution of the outcome data, the mean and the variance.
The final analysis for a trial with normal outcome data, which compares a treatment
group to control, usually compares only the means of the two samples. The sample size is
calculated to achieve a desired power and type I error rate for the comparison of the means
in the control and treatment group. For the final analysis and the sample size calculation,
comparing the treatment mean to the control mean, it is assumed that the variances are
either: known and equal; known and unequal; or unknown in both the treatment and

control group.

When incorporating historical data into the control arm of the current trial, it is
important to consider the whole distribution of the data. A difference in either the mean
or the variance could indicate that the historical and current control data represent two
different populations for which we would want to discount the historical data in the current

trial analysis.

3.1.1 Notation

Let xp;, z and x4 denote the observed outcome value for patient ¢ in the historical,
current control and treatment group respectively. Let Z; denote the sample mean of
the historical control data and 67 the sample variance of the historical data. Let 7., 62
and Z;, 62 be the corresponding sample estimates for the current controls and treatment
group respectively. Let n,, n. and n; denote the sample sizes of the historical, current

control and treatment group respectively. Let . be the true underlying mean in the
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2

2 and

current control arm and p; the true underlying mean in the treatment arm. Let o
o? be the true underlying variance in the control and treatment arms respectively. Let
7. denote the precision for the current control arm 7, = 1/ af and 7; denote the precision
for the treatment arm. Where it is assumed that the true underlying mean and variance
in the current and historical controls may differ, the true underlying mean, variance and

precision in the historical controls are denoted by j, o7 and 7, respectively.

3.1.2 Illustrative example

Throughout this chapter, unless otherwise stated, the main example used is an adaptation
of the example from Viele et al. [42] for normally distributed outcome data. We consider
this design representative of a confirmatory trial. The primary analysis of interest is a
hypothesis test of Hy : p. = py against Hy : p. < pg. A standard two-arm randomised
controlled trial incorporating no historical data would require 200 patients per treatment
arm to detect a mean difference of 12 with a one-sided type I error rate of 2.5% and
approximately 76% power, assuming the standard deviation in the control and treatment
group are known and equal to 45. In addition, for the historical data designs, there are
100 historical control patients available with a sample mean of 65 and sample standard

deviation 45.

Throughout the chapter, for the primary analysis comparing the treatment mean to
control mean in the current trial, it is assumed that the variance in the treatment group is
the same as the variance in the control group. Differences in both the means and variances

in the current and historical control data are explored.

3.2 Published methods for assessing agreement be-

tween historical and current control data

For the historical data methods discussed in this section, each method assesses the agree-
ment between the historical and current control data and calculates either a weight w or
a prior effective sample size (ESS). For methods that calculate a weight, this weight is
used to down-weight the historical data and we define the effective historical sample size
(EHSS) to be the weight times the historical sample size wny. In Chapter 2 a distinction
was made between the EFHSS which is based only on the historical data and the prior
ESS which also incorporates the information contained in the prior before the historical
data are observed. In this chapter the initial priors assumed for the parameters before

the historical data are observed are reference priors and therefore £SS ~ FHSS.
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3.2.1 Modified power prior

The modified power prior assumes that the current and historical data are estimating the
same underlying parameters of interest (u, = u. and oi = 02). A reference prior [58] is
chosen as the initial joint prior for the mean and variance in the control arm, j. and o?.
The reference prior is, 7(f., 02) o< 1/02 [43], this prior is derived in Section 3.3.2. The
prior for the power, denoted 7(ayg) is assumed to be a Beta(a,b) distribution. The same
priors proposed in Section 2.2.1 for binary data are also considered here. These priors
are: Beta(1,1); Beta(0.5,0.5); and Beta(0.3,0.3). For normally distributed outcome data
and only one historical study, the joint modified power prior distribution of (u., 02, ag) is
given by [15, 43],
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Note that here the sample variance estimators are the maximum likelihood estimates
as specified in [15]. The joint prior defined in Equation 3.1 is zero outside the range
ap € (1/np,1]. The joint prior is only defined in the region of oy € (1/ny, 1] since this
is the region where the double integral in the denominator of Equation 3.1 is finite. The
lower bound of ag implies that some historical data are automatically taken into account,
depending on the availability of historical data. When there are no historical data avail-

able n, = 0 and the joint prior for the current study control arm would be the reference

prior m(pe, 02) oc 1/02.

Combining the joint power prior given in Equation 3.1 with the normal likelihood
for the current study control data and integrating out p. and o2, the marginal posterior

distribution for the power, aq is given by [43],
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in the range ag € (1/ny, 1].

When « is assumed to be unknown and given a distribution, the marginal distribu-
tions of p. and o2 cannot be written in closed form. Here, we calculate the mean, median
or mode of the power distribution, using formulae similar to those given in Section 2.2.1,
and use this as a fixed power prior weight. The conditional distribution of p,. given a fixed

value of o can then be used for inference. This is described in Section 3.5.1.

Figure 3.1 shows three different priors for ag, a Beta(1,1), Beta(0.5,0.5) and a
Beta(0.3,0.3), and the posterior distributions of «q for each prior, given different levels of
agreement between the historical and current controls. It is assumed that there are 100
current control patients and 100 historical patients. The historical control data are fixed
with sample mean, z;, = 65 and sample standard deviation, 6, = 45. The initial joint

prior m(pe, 02) oc (1/02) is assumed before the historical data are observed.

Figure 3.1: Marginal distributions of «q for different observed current control sample
means and standard deviations and different priors on the power. Example, historical
data mean 65, historical data standard deviation 45, 100 historical controls and 100
current controls.

Prior distributions Current control mean-65, sd-45 Current control mean-65, sd-35
15 154 15
124 124 124
2 9 2 9 2
%] [%] [%]
c o c
Q Q [}
T 6 S 64 T 64
3 3 ! 34
0 01 0
T : . ; : ; ; : . : : ; ; : . . : ;
0 2 4 6 .8 1 0 2 4 6 8 1 0 2 4 6 .8 1
ay a a
Current control mean-55, sd-45 Current control mean-55, sd-35 Current control mean-75, sd-55
154 154 154
124 124 124
> 9 > 99 > 9
c c c
() (] (]
© 6 © 6 © 6
i N P\ J ’
0 0+ 0
T ; :
0 2 4 6 8 1 0 2 4 .6 8 1 0 2 4 6 8 1
a 20 S

p(ay)~Be(1,1) p(a,)~Be(0.5,0.5) p(a,)~Be(0.3,0.3)




102 Chapter 3 Historical data methods for normally distributed outcome data

Figure 3.1 illustrates that under a Beta(1,1) prior for ag, the marginal posterior dis-
tribution of «q is flat at complete agreement between the historical and current data
(Z. = T, = 65 and 6. = 6, = 45). The quasi-dichotomous priors result in a posterior
distribution for oy with more mass near zero and more mass near one depending on the
level of agreement between the current and historical data. Choosing smaller parameter
values for the quasi-dichotomous priors governs the amount of mass at the tails of the
posterior distribution. Small parameter values can cause problems when calculating sum-
mary measures of the power parameter using numerical integration because of the amount

of mass at the tails of the distribution.

Figure 3.2 shows the mean of the posterior distribution of ¢ for priors Beta(1,1),
Beta(0.5,0.5) and Beta(0.3,0.3) for a range of observed current control means and standard
deviations in the current trial. Figure 3.2 also shows the mode of the posterior distribution
of oy for a Beta(1,1) prior for a range of observed control means and standard deviations
in the current trial. These summary measures are used as a fixed weight to down-weight
the historical data.

Table 3.1: Mean and mode of the marginal distribution of aq for different observed cur-
rent control means and standard deviations and different priors on the power. Example,
historical data z; = 65, 6, = 45, n;, = 100 and n. = 100.

fe O Mean (ayp) Mode ()
Beta(1,1) Beta(0.5,0.5) Beta(0.3,0.3) Beta(1,1)

65 45 0.613 0.689 0.757 1

65 35 0.438 0.459 0.496 0.179

55 45 0.543 0.601 0.662 471

55 35 0.343 0.332 0.345 0.114

75 55 0.423 0.437 0.469 0.196

Table 3.2: Median and credible interval of the marginal distribution of o for different
observed current control means and standard deviations and different priors on the power.
Example, historical data z, = 65, 5, = 45, n;, = 100 and n. = 100.

Median(95% credible interval)

fe o. Beta(l,1) Beta(0.5,0.5) Beta(0.3,0.3)
65 45 0.637 (0.124,0.083) 0.760 (0.101,0.999) 0.875 (0.089,1)
65 35 0.395 (0.054,0.957) 0.383 (0.022,0.996) 0.393 (0,1)

55 45 0.543 (0.088,0.975) 0.628 (0.058,0.999) 0.742 (0.034,1)
55 35 0.276 (0.037,0.920) 0.217 (0.001,0.985) 0.176 (0,0.999)
75 55 0.379 (0.056,0.947) 0.359 (0.024,0.994) 0.358 (0,1)

Using the modified power prior approach, the mean weight given to the historical data

for all priors on oy is maximised at complete agreement between the historical and current
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Figure 3.2: Contour plots of the modified power prior weight for different observed control
means and standard deviations in the current trial and different priors on ag. Example,
historical data z, = 65, 6, = 45, n,, = 100 and n. = 100. The horizontal dashed lines
represent complete agreement between the current and historical control standard devi-
ations and the vertical dashed lines represent complete agreement between the historical
and current control means.
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controls, when the sample means and variances are the same. The weight decreases as
the difference in either the means increases, which is measured in absolute terms or the
differences in the variances increases, which is measured in relative terms. Taking the
mode of the posterior distribution, assuming a Beta(1,1) prior gives a weight of one at
complete agreement and also for a range of current control means and standard deviations
around the historical sample estimates of the mean and standard deviation, the mode then
decreases to zero as the mean and standard deviation differences between the current and
historical data increase, this is why the contour line for the mode giving a weight of one
is not smooth. Similar to the binary data case, as seen in Section 2.2.1, using the mean
of the marginal distribution of oy gives a lower weight at complete agreement than using
the mode or median of the marginal posterior distribution, as illustrated in Tables 3.1

and 3.2. The weight at complete agreement using the mean ranges from 0.61 to 0.76 and
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for the median ranges from 0.64 to 0.88, for the different priors on «aq. As illustrated in
Figure 3.2, using the mean of the posterior distribution of the power discounts slowly as
the difference between the historical and current controls increases, compared to using the
mode as a weight. The weights for the power prior are symmetric around the historical
data mean but not around the standard deviation. At agreement in the historical and
current controls the posterior distribution of «y is relatively flat. Therefore, although the
mode is one at complete agreement, which is desirable, this is taking the maximum of an

almost flat distribution.

3.2.2 Robust mixture prior

Assuming known and equal variance in the current and historical control

groups

Initially, the robust mixture prior proposed by Schmidli et al. [23] is considered where
it is assumed that the control data follow a distribution from the regular one-parameter
exponential family and the variance is assumed to be known and the same in the historical
and current control data (o2 = ¢2). For one historical study, the robust mixture prior for
e is a two-component mixture distribution, with a mixture component that is conjugate
and based on the historical data and a weakly-informative conjugate prior component.
For normally distributed outcome data, the weakly-informative prior component of the
mixture distribution is a unit information prior [23, 59]. The unit information prior is a
data dependent prior with the mean as the maximum likelihood estimate (MLE) of the
current control data and precision equal to the information provided by one observation
[59]. The unit information prior is a weakly-informative prior since it has a larger variance
than the variance of the historical data component of the mixture prior but it is still

centred around the location of the current control data [59]. The prior for y. is given by,

(e | T, 03, M, Te, 02, 0e) = WN(Tpy, 07 /ng,) + (1 — w)N(Z,, 02), (3.2)

where 07 = 02, because we are assuming known and equal variance in the current and
historical control groups. The weight w is pre-specified, chosen based on the prior belief
of how similar the historical data are to the current control data. When the historical
data mean is not in agreement with the mean in the current control group, a large weight
is given to the weakly-informative component of the robust mixture prior. When the his-
torical and current control means are in agreement, a large weight is given to the mixture
component based on the historical data. In Equation 3.2, Z. is the MLE of the current
controls and o2 is the variance of p, representing one observation of the data. Mutsvari

et al. [60] discuss in more detail how to choose the variance of the weakly-informative
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component of the mixture prior distribution and show that choosing a variance that is
too large can lead to a large weight being given to the component of the mixture distribu-
tion based on the historical data, even when there is conflict between the current control

and historical data.

The Bayesian update of the mixture prior to posterior distribution is presented for the
general case where the historical control data variance (o7) may differ from the current
control variance (02) and both variances are assumed to be known, however, in this section
they are assumed to be the same value. The posterior distribution for y. is then a mixture

of normal distributions with updated weights and parameter values,
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and N(z. | pte, 1/(n.7)) is the likelihood of the current control data. fi(z. | Zn, Th, nn, Te, Ne)
and fo(z. | Z¢, Te,ne) are the marginal likelihood of the data, the probability of ob-
serving the current trial data given the prior information of each mixture component.
fi(ze | Tn, Thynn, Teyne) and fo(z, | Ze, Te, ne) can be determined through numerical in-
tegration, however for this example the marginal likelihoods are available in closed form

and are given by [25],
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Determining the effective sample size of the robust mixture prior

Under the assumption that the population variance is known, the effective sample size
can be approximated. Here we illustrate the approximation that is given in Hobbs et al.
[20], which is based on the Morita algorithm [26].

This approximation compares the precision of the posterior distribution of the mean
in the control group under the model where historical data are incorporated to the model

where historical data are not incorporated. The effective historical sample size is given
by,

EHSS ~ Ne pT@C(ﬂ'(ILLC | :Ehv JFQL: TL}“{Z’C, 0-27”0)) . 1 7
pTGC(?T([,[,C | xm 0-37”6))

where prec() denotes the precision of the distribution.

This effective historical sample size approximation is derived from comparing the in-
formation of the posterior mixture distribution for u. with the information of a created
distribution with known sample size [26]. The derivation for the EHSS is similar to the
derivation of the FHSS given in Chapter 2, Equation 2.7. The information of a normal
likelihood with sample size n. and known variance o2 is given by Z—g, this is the precision

of u. under the model where no historical data are incorporated.

Assuming that the population variance in the historical and current controls are
known, the variance of the posterior distribution of p., and therefore the precision of
e, from the model incorporating historical data, which is a mixture distribution, given

in Equation 3.3, can be calculated analytically using,

Var(,uc | jh; Thy Tlh, jm Tey, M, w) - E(,Ug | jh? Thy Mh, i‘Ca Tey Ney /LU)—<E(/,LC | jh? Thy Mp, ',fC? Tey Ny w))27

where,
E(Mg | Thy Thy Nhs Te, Te, Ne, w) =
~ 1 NeTele + NMpTHT 2 ~ 1 NeTele + TeTe 2
w + hohTh + (1 —w) +
NeTe + nypTh NeTe + NpTh NeTe + Te NeTe + Te
and

_ _ ~ ncchc + nhThjh ~ ncch:c + chc
E(:uc ’ xh,Th,nh,xc,Tc,nc,w) =w -+ (1 —w) _ .
NeTe + npTh NeTe + Te
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For the example considered in this chapter there are 100 (ny,) historical control patients
available with a mean of 65 and standard deviation 45. Assuming there are also 100
current controls available and the standard deviation in the current controls is assumed
to be known and the same as in the historical data, o, = 45. Figure 3.3 illustrates the
EHSS for varying means in the current control data under two different initial priors for

te- These priors are,

Prior 1 : 7(u.) = 0.5 x N(65,45%/100) + 0.5 x N(Z,, 45%),
Prior 2 : 7(u.) = 0.9 x N(65,45%/100) + 0.1 x N(z., 45?).

Figure 3.3: Robust mixture posterior FHSS for a range of current control means, assum-
ing a common historical and current control standard deviation o, = 0. = 45, n. = 100,
historical data z;, = 65,n;, = 100. Two different priors for u. are explored, given in Equa-
tion 3.4. The vertical dashed line represents complete agreement between the historical
and current control means.
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The assumption of a common variance in the historical and current control group is
unlikely to be a realistic assumption. The population variance is unlikely to be known
and if the sample variance estimates are used in place of the known variances, the sample

variance estimates are unlikely to be equal in the current and historical control data.

Figure 3.4 shows the posterior weight (w) given to the mixture component based on
the historical data when the sample mean and variance in the current controls vary but the

known variance formulae are used for the analysis. The sample estimates of the variances
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are used in place of the known variances. The robust mixture prior distributions are given
by,

Prior 1 : 7(u.) = 0.5 x N(65,45%/100) + 0.5 x N(z,, 62),

(3.5)
Prior 2 : 7(j.) = 0.9 x N(65,45%/100) + 0.1 x N(Z,, 52).

Figure 3.4 shows that a large weight is given to the historical data when the means
in the historical and current controls agree, even though the estimated variances differ.
This is expected since we do not assume a distribution for the variance parameter. The
next section explores whether it is possible to have a robust mixture prior on the joint

distribution of the control mean and variance.

Figure 3.4: Contour plots of the robust mixture prior weight on the informative component
of the posterior distribution of . for a range of current control sample means and variances
when using the current control variance sample estimates in the known variance formulae
for the analysis, n. = 100, historical data z, = 65, o5, = 45, n;, = 100. The two priors given
in Equation 3.5 are explored. The horizontal dashed lines represent complete agreement
between the current and historical control standard deviations and the vertical dashed
lines represent complete agreement between the historical and current control means.
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Assuming unknown and not necessarily equal variances in the current and

historical control data

Ideally, the weight given to the historical data component of the robust mixture prior
would decrease if either of the estimated means or the variances in the current and histor-
ical data differ. To detect differences in both the means and the variances of the current
and historical control data, a joint robust mixture prior is required for the mean and vari-
ance parameters. We explore whether it is possible to have a similar robust mixture prior
on the mean and variance as was used for just the mean parameter in the previous sec-
tion. Let ng denote the belief in the prior estimate of the mean for the weakly-informative
component of the robust mixture prior and vy denote the belief in the prior estimate of
the variance for the weakly-informative component of the robust mixture prior, ng and vy

are pre-specified to give a prior of the form,

W(Ne; 0-3 ‘ jhv 6-}217 Np, jcv (3'3) = U}(N(fh, U?/nh)S[XQ(nh - 17 &i))

(3.6)
+ (1= w)(N(Ze, 07 /no) STx*(v0, 52)),

where STx?(v, 7%) denotes a scaled inverse chi-squared distribution with v degrees of free-
dom and scale parameter 72. The scaled inverse chi-squared distribution is chosen here as
it is a conjugate distribution for the variance. The parameters of the second component
of the mixture distribution are chosen to be weakly-informative. The prior estimate of
the mean for the weakly-informative component is taken to be the sample mean of the
current control data. This is to place the prior in the correct location, but the belief in
this value (ng) will be small to represent the vague component of the mixture prior. The
prior estimate of the variance in the weakly-informative component of the robust mixture
distribution is chosen to be the sample variance estimate of the current control data and
the belief in this value (vg) will be small to represent the vague component of the mixture
prior, this is a data dependent prior. The aim of this prior is to discount both the mean
and variance of the historical data when there is a difference in either the mean or the
variance between the historical and current control data. When the historical and current
control data agree, the historical data component of the mixture distribution should be
given a large weight and information should be borrowed for both the mean and variance

parameters.

To obtain the joint posterior distribution for the control mean and variance, each com-
ponent of the mixture distribution is updated as a standard conjugate Bayesian update.
Each component of the posterior mixture distribution is then a normal scaled inverse chi-
squared distribution with updated parameter values. The weights are updated using the
marginal distribution of the data. The posterior distribution for the mean and variance

in the control arm is given by,
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77-(/'607 O-g | jh? 6-]217 N, jm 6-37 nc) - QD(N(jhca Uz/nhc)SIX2<nhca 6-]210))

(3.7)
+ (1 - UNJ) (N("Z‘OCa O-g/n00>SIX2(UOC7 6’86)),

~ Nele + NpTp NeXe + NoTe
where Tp. = —————, Topc = ——————, Npe = Ne + 1, — 1, nge = N + nyg,
Ne + Ny, Ne + Ng

_ ~2 1 ~2 A2 nen = 7 )2
Vpe = N + Vg, Ohe = m (nh— 1)0h—|—ncac 4 —cth (l’h—ilfc) ),

Ne+np

e (vo&z + 1682 4 (g — 336)2),
L wfi(z. | fh,@zb,nc,nh)
all w = N — N
’ wfi(xe | Tp, 02, m0,nn) + (1 — w) fa(@e | Te, 62, n0, 00, v0)
where,

f1(e | s 62, meyn) = / / N(e | tes 2N(pte | T, 02/ma) ST (02 | mn — 1, 62)dpiedor
0 o'

(3.8)
folee | 706 meno o) = [ [ Nl | es)NGie | 20,02 o) ST | 00,62 dpcd?
0 —o0
(3.9)

where N(z. | pe,0?) denotes the likelihood of the current control data. For normally
distributed outcome data and the joint mixture prior for the mean and variance given in
Equation 3.6, the marginal likelihoods given in Equations 3.8 and 3.9 have a closed form
solution [61],

; ['(npe/2) ny ((ng, — 1)62)n=/2 1 C(vee/2) [ng (vea2)™/2 1
1 pr—
nOc(

D~ 0/ e (et e 2= T2y \ g (vgedZ o 2l

The difficultly in using the robust mixture prior approach where each mixture com-
ponent is a joint distribution of the mean and variance is what parameters should be
chosen for the weakly-informative component of the mixture. The robust mixture prior
is used to create a prior that has heavy tails. Heavy-tailed priors have been shown to be
discarded when there is increasing conflict between the prior and the current data [24].
The weights of the prior distribution are updated based on how likely the observed data

are under each of the mixture components of the prior.

Figure 3.5 illustrates the posterior weight on the informative component of the mixture
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distribution for four different priors. The first component of the mixture prior is based

on the historical data and is therefore fixed. The four priors considered are:

Prior 1 : 7(pe,0) = 0.5 x (N(65,45%/100)STx*(100 — 1,45%)) + 0.5 x (N(Z¢, 02 /1)SIx*(1,62));
Prior 2 : 7(pe,0%) = 0.9 x (N(65,45%/100)STx*(100 — 1,45%)) + 0.1 x (N(Z¢, 02 /1)SIx*(1,62));
Prior 3 : 7(pe,02) = 0.5 x (N(65,452/100)STx*(100 — 1,45%)) + 0.5 x (N(Z,02/10)SIx*(10,52));
Prior 4 : (p.,02) = 0.9 x (N(65,452/100)STx*(100 — 1,45%)) + 0.1 x (N(Z, 02/10)STx?(10,52)).
(3.10)

Figure 3.5: Contour plots of the joint robust mixture prior weight on the informative com-
ponent of the joint posterior distribution of y. and o2 for a range of current control sample
means and standard deviations, n. = 100, historical data x, = 65,4, = 45,n;, = 100.
The four priors explored are given in Equation 3.10. The horizontal dashed lines represent
complete agreement between the current and historical control standard deviations and
the vertical dashed lines represent complete agreement between the historical and current
control means.
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Figure 3.5 shows the weight () given to the informative component of the posterior

mixture distribution for a range of observed current control means and standard deviations



112 Chapter 3 Historical data methods for normally distributed outcome data

under four different joint priors for . and ¢2. Priors 1 and 2 have ng = vy = 1, which gives
a flat distribution for the weakly-informative component of the mixture prior and results
in a posterior distribution which gives a high weight to the historical data component of
the mixture for a wide range of agreement between the current and historical controls, the
weight then discounts to zero quickly as the difference between the current and historical
controls gets too large. Choosing a larger value for ng and vy, ng = vy = 10 as in priors
3 and 4 gives a lower weight to the historical data component of the mixture posterior
distribution at complete agreement in the historical and current controls compared to
priors 1 and 2. The prior weight parameter w can be thought of as the belief in the
historical data being similar to the current control data. The prior weight (1 —w) works in
a similar way to ng and vg, all of these parameters effect the posterior mixture distribution
weights. A large initial prior weight gives more posterior weight to the historical data
component of the mixture prior at agreement in the estimated historical control means
and variances and also gives a high weight for a range of current control means and
variance around complete agreement with the historical data. As the difference between
the historical and current controls gets too large, the posterior weight decreases quickly to
zero. An initial lower prior weight for the historical data component of the mixture prior
gives a lower weight to the historical data at agreement and discounts more slowly to zero
as the difference between the current and historical controls increases compared to a high
initial prior weight. The shape of the weight contours are similar to other historical data

approaches considered in this chapter, depending on the values chosen for ng, vy and w.

3.2.3 Limitations of published historical data methods

The commensurate prior approach was not considered in this chapter due to the limita-
tions of the approach discussed in Chapter 2. These limitations were that the commensu-
rate prior approach requires MCMC, which is computationally intensive in a trial design
setting, especially for adaptive designs, a strong prior is required on the commensurability
parameter to induce sufficient borrowing from the historical data and the choice of prior
is not intuitive, and the cut function is required to stop feedback from the current data
model to the historical data parameter estimates. When the outcome data are normally
distributed, the commensurate prior model can be fitted to assess the agreement in the
means and the variances of the historical and current control data by having a commen-
surate prior on both the current mean and variance parameter. Each parameter would
be centred at the historical data parameter estimate, with 7,, the commensurability pa-
rameter measuring the discrepancy between the historical and current data mean and 7,2

measuring the discrepancy between the historical and current data variance [18].

In Section 3.2.2 we proposed a joint robust mixture prior on the control mean and

variance parameters that will discount the historical data when there are differences in
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either the means or the variances between the current and historical controls. The joint
robust mixture prior works as desired but is not considered further in this chapter due to
the difficulty in calculating a prior ESS from this joint prior and because the choice of
the parameters for the weakly-informative component of the joint mixture prior requires
further exploration. As illustrated in Chapter 2 with the robust mixture prior for binary
data, it is difficult to determine how much historical data are incorporated into the final
analysis using the robust mixture prior approach. Calculating the effective sample size
of a joint prior or posterior distribution has not been considered here and this makes the
joint robust mixture prior difficult to use in an adaptive design setting. In the specifi-
cation of the robust mixture prior given in Equation 3.6, the prior parameters for the
weakly-informative component of the mixture and the initial weights chosen for the mix-
ture prior all interact to determine the amount of discounting of the historical data. A
non-conjugate distribution could be considered for the weakly-informative component of
the robust mixture prior, however this would make the analysis computationally intensive
and would require MCMC or other similar techniques. Using a non-conjugate distribu-
tion for the weakly-informative component of the mixture prior would make an adaptive

design implausible due to the computation time.

For the modified power prior approach, the limitations are the same as for binary data
(see Section 2.2.4): The choice of prior on the power and the power prior weights obtained
for different levels of agreement in the historical and current controls are not intuitive;
a fully Bayesian approach, using the whole distribution of the power prior rather than
taking a summary measure of the posterior distribution is computationally intensive in
the design setting; and finally a strong prior is required on the power parameter to induce

sufficient borrowing from the historical data.

3.3 Assessing agreement between historical and cur-
rent control data — overlap, probability and equiv-

alence probability weight

We now explore three new approaches to assess agreement between historical and current
control data which is normally distributed. The three methods explored here allow weights
to be between zero and one, where zero represents no historical data borrowing and one
represents pooling of the historical and current data. The aim of these approaches is to
obtain a high weight when there is agreement in both the means and the variances in the
historical and current data and to give a low weight when there is disagreement in the

historical and current control means or variances.
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3.3.1 Weights based on the amount of overlap in distributions

Overlap in the probability density functions of the historical and current con-
trol data

This approach considers using the proportion of overlap in the historical data distribution
and the current control data distribution as a weight to down-weight the historical data in
the current trial analysis. The overlapping coefficient is a measure of agreement between
two probability distributions [62]. Let m,(x | T5,67) represent the probability density
function (PDF) of the historical data and 7.(x | Z.,42) the PDF of the current control
data.

The overlapping coefficient is given by,

w = / min|mp(x | fh,&i),ﬂc(m | a’cc,&g)]dx,

— 00

which for normally distributed data is equal to,

o0

[ —w—m)?) 1 —w—n]
min ex — , ex T a— p
opV2m P 267 GV 2m P 252

—00

When the two normal densities have unequal variances, which is likely to be the case in
the historical and current sample data. The two densities, m,(z | Zp, 67) and 7.(z | Z., 62)

will cross at two points. The value of x at these points can be determined from [62],

1

2062 = 2.0% % 00 [ (2 — 2.7 + (6% = o})log (% )|

9,

02— o2
Letting x; denote the smaller of these two points and x5 the larger, then the overlapping

coefficient is given by,

w:@(xljwh)+®<w2jxc>_®<x1jxc>_¢<xzjxh>+1,
Op Oc Oc Op

where the observed sample variances in the current and historical data are equal, the

normal density functions intersect at a single value, x = (Z5, + Z.)/2. The weight is then

given by [62],
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wch(—lﬁvh_jﬁvcl),
20

where 6 = 6;, = 6.

Figure 3.6: Contour plot of the overlap weights for different observed current control
means and standard deviations using the data distributions. Example, n, = 100 and
historical data z; = 65, 6, = 45 and n; = 100. The horizontal dashed lines represent
complete agreement between the current and historical control standard deviations and
the vertical dashed lines represent complete agreement between the historical and current
control means.
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The overlap weight is one when the observed sample means and variances in the his-
torical and current controls completely agree, as illustrated in Figure 3.6. The weights are
symmetric about the sample mean of the historical data but the overlap weight discounts
slowly as the difference in the means between the historical and current data increases.
At a mean difference of 25, when the standard deviations are the same in the historical
and current controls, a weight of 0.78 is given to the historical data. When the current
control standard deviation is much larger than the historical standard deviation, there is
still overlap in the distributions and quite a large weight is given to the historical data.
The weight decreases to around 0.3 for a large difference in the means between the his-
torical and current controls of 35 when the current control standard deviation is small, at

around 10.
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Overlap in the marginal distributions of the historical and current control

parameters

The overlap weight could also be calculated using the posterior distributions of the mean
and variance parameters in the current and historical controls. Assuming reference priors,
m(pp, 02) o< 1/o2, m(pe,0%) o< 1/02. The posterior marginal distributions of the means

and variances in the historical and current controls are given by [61],

~2
o
Hn ™~ Ty, —1 (*/Eh7 _h) ) U}2L ~ SIXZ(nh - 17&}21)7
Np

&2

—c> , af ~ SIX2(nC — 1,&3),

c

He ™~ tncfl (fca

where the sample variances are the unbiased estimates of the variance given by, 67 =
np

Nec
nhl_l Zl(:vh, — )3, 02 = ﬁ Zl(xm — Z.)%, to be consistent with the estimators used by
1= 1=

Murpl_ly and Grieve [61, 63].

The weights obtained from the overlap in the posterior distributions of the means
and the overlap in the posterior distributions of the variances are multiplied to obtain
an overall weight. The overall weight is used to down-weight the historical data in the

current trial analysis.

The overlapping coefficient is then given by,

I 2 2
. = Uh _ Og

w= [ muin |ty 1 |z|Ty, — ), the—1 | T |ZTe, — | | dx
ny Ne

X /mm[SIXQ(s | np — 1,63), SIN*(s | ne — 1,62)]ds.
0

[

When using the sampling distributions of the mean and variance to calculate the over-
lap weight, if the sample sizes in the historical and current control data differ, a weight of
one is not obtained, even if the sample means and variances in the historical and current
control data are the same, as shown in Figure 3.8. When p. = 65, 0. = 45 and n,. = 500
a weight of 0.396 is obtained. Figure 3.7 illustrates the overlap weight calculated using
the posterior marginal distributions of the means and variances when the sample sizes in
the historical and current controls agree and Figure 3.8 gives the overlap weight when the

sample sizes in the current and historical data differ.

The overlap weight was not considered further in this chapter due to the slow discount-
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Figure 3.7: Contour plots of the overlap weights for different observed current control
means and standard deviations using the posterior marginal distributions of the historical
and current control means and variances. Example, n. = 100 and historical data z; =
65, 0, = 45 and n, = 100. The horizontal dashed lines represent complete agreement
between the current and historical control standard deviations and the vertical dashed
lines represent complete agreement between the historical and current control means.
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ing of the weight when there are differences between the current and historical control
data means and variances using the PDF of the data to calculate the overlap weight, and
because of the dependency of the overlap weight on the historical and current control
sample sizes when using the marginal distributions of the mean and variance to calculate

the overlap weight.
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Figure 3.8: Contour plots of the overlap weights for different observed current control
means and standard deviations using the posterior marginal distributions of the parame-
ters for different current control sample sizes. Example, historical data z; = 65, 7, = 45
and nj, = 100. The horizontal dashed lines represent complete agreement between the
current and historical control standard deviations and the vertical dashed lines represent

complete agreement between the historical and current control means.
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3.3.2 Probability weight

Probability weight using the probability density functions of the historical and

current data

Assuming normal distributions for both the historical and current control data. The prob-

ability weight uses the probability that the PDF of the current control data is greater

T T T
20 40 60

Current control mean

T
80

than the PDF of the historical data to calculate the weight. Let,

Xh ~ N(J_Ih, (3'}%) and XC ~ N(J_]C, 5’3), then,

where,

Then,

w =2 x min{Pr(X. > X;),1 — Pr(X,. > X;,)},

X, — X =27 ~N(Z, — T, 62+ 631).

T
100




Chapter 3 Historical data methods for normally distributed outcome data 119

)_7 R e G )
I CENT P17 262+ 4

Pr(X, > X,

Y i
62+ 57

ng 1 ng
s2 1 Y R A _
where 6y = == > 1(:1th Tg)®, Tg=—2 1:BgZ for g = h,c.
1= g 1=

Figure 3.9: Contour plot of the probability weights when applied to the data distributions
for different observed current control means and standard deviations. Example, n, = 100
and historical data x, = 65, 6, = 45 and nj, = 100. The horizontal dashed lines represent
complete agreement between the current and historical control standard deviations and
the vertical dashed lines represent complete agreement between the historical and current
control means.
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Figure 3.9 illustrates that the probability weight based on the data PDF will give a
weight of one when the means in the historical and current control data are the same,
even if the variances differ. The contour line for a weight of one lies on top of the dashed
line of complete agreement between the current and historical control means in Figure 3.9.
Since this probability weight is based on the data distribution rather than the sampling
distributions of the mean and variance parameters, the weight discounts slowly as the
difference between the historical and current controls increases. The probability weight

based on the data PDF is not considered further in this chapter.
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Probability weight using the posterior distribution of the difference in means
and the posterior distribution of the ratio of the variances between the current

and historical controls

It is assumed that the historical data, z3; (i = 1,...,n;) and current control data x;

2
c

(i = 1,...,n.) are independent samples from N(jup,0?) and N(pu., 02) respectively. A
scaled inverse chi-squared distribution is chosen as the prior for o7 and o2, this is a
conjugate prior for the variance and is a more general parameterisation of the inverse
gamma prior distribution which is often used as a conjugate prior for the variance. Normal

conjugate priors are assumed for u;, and .. The joint prior is then given by,

T(fthy pres 03y 02) =N (i | tno, 3 /100)N (e | freo; 02 /1)

X S]X2(O-f21, | Uh07o-f2LO)S‘[X2<O-CQ | U007030)7

where 1140, 030, ngo and vy denote the prior values for the mean, variance, belief in the
prior mean and belief in the prior variance, respectively, for group g, where g = h, c. Here,
the priors are chosen to be minimally-informative, also known as the reference prior [17].
The parameter values are chosen to be nyg = n. = 0, v = veg = —1 and opg = 09 = 0.

To give,

_ (v 1
ino e o3, 02) o )2 Ve (5 Tonaot + ol = )
h

1
X Ucil(ag)i(vco/2+l)exp <_T‘2[v60030 + 1o (f1eo — MC)2]> (3.11)

c

-2 -2
x o, 0, .

Under the reference prior, given in Equation 3.11. The joint posterior distribution,

given the historical and current control data is,

ﬂ(ﬂ'ha He, 0}217 0(2; | jh7 jca 6}2” 627 Np, nc) = N(fha U]%/nh)N(fca Uz/nc) (3 12)
x SIX(np, — 1,62)SIx(n, — 1,52), '

g
~9 _ 1 - 2 - . . _
where o = - § 1(xgz Z,)° is the unbiased sample variance for g = h, c.
1=

From Grieve [63], the joint posterior distribution in Equation 3.12 can be re-written in
terms of the parameters of interest, the difference in means and the ratio of the variances.
Let A = p. — py, and ¢ = 02 /a7, then [63],
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1 o 0,62\ ) "2
T(A, ¢ | Tn, Te, 03, 67, 1, ) = D { (_ + _) (vh&i + = ) }

ny o Ne o

A gt ) ~(ntne—1)/2
(i g
(n,~ + ént) (vnoj + v.62071)

~2
% E¢_(nc+1)/2 1+ VO,
Uhé'%

9

} f(nh+n672)/2

(3.13)

Where7 Vp = Np — 1, Ve = N — 17 D = B_l (l m) ’E' — B—l ('Uh E) (Uc&E)UC/Q and

20 2 272/ \ w67

B~'(a, b) denotes the reciprocal of the beta function with parameters a and b.

Equation 3.13 is given in [63] and derived by rewriting Equation 3.12 in terms of A,
¢, 0 = pp, and 1 = o} with Jacobian 1, and integrating out § and v respectively.

The properties of this joint distribution that we will use for making inference are [63],

)
0 ~ Behrens-Fisher and (b% ~ F,
O-C

hsVc?

where F,, , denotes the F-distribution with v, and v. degrees of freedom. We assess the
agreement between the current and historical controls means and variances separately
using the marginal distributions of the difference in means and the ratio of the variances.
A probability weight is obtained for the difference in means between the historical and
current controls and a probability weight is obtained for the difference in variances be-
tween the historical and current controls. These weights are then combined by simply
multiplying them to obtain an overall weight to discount the historical data. Multiplying
the weights, gives a weight of one when both of the individual weights are one and a

weight of zero when both of the individual weights are zero.

Probability weight for the difference in means

The probability weight for the difference in means between the historical and current

controls is calculated as,

wa = 2 X min{Pr(p. > pp), 1 — Pr(pe > pn)}-

The marginal distribution of the difference in mean parameters between the historical
and current controls A = pu. — py, follows a Behrens-Fisher distribution which has been

approximated by Welsch [64].
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It is assumed A = p. — pp, has the approximate distribution [64],

52 &2
2 22 <n_ + n_h>
5 5 c h
%e 1 Th . (3.14)

(A | Data) =t | . — &p, — + —, 2 N2 (A2 2
Ne  Mn (67/n.)° (65 /nn)

nc—l nh—l

We calculate the probability that this distribution is greater than zero. To simplify

the calculation, the t-distribution given in Equation 3.14 can be standardised to,

A — (T, — Tp)

=" My,

N ~ 2
52 52
— 4 —
Ne np

where t, denotes the standard t-distribution with v degrees of freedom, given in Equation

3.14. Then the probability weight for the mean difference is given by,

wa = 2 x min(Pr(t, <t),1—Pr(t, <t)).
The probability weight for the mean is doubled because of symmetry, as we are interested

in a difference between the historical and current control means in either direction.

Probability weight for the difference in variances

To calculate the probability weight based on the ratio of the variances in the historical
and current controls, the marginal posterior distribution of the ratio of variances is used.

The posterior probability that 1/¢ is less than one is given by,

o2
Pr(1/¢ <1)=Pr (f(ncl,nhl) < ?) )
h

and the probability weight for the agreement in variances is given by,

Pr (F(nc—l,nh—l) < 2
Wy =
Pr <F(nc—1,nh—1) < =
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Again, a difference in the variances in the historical and current control in either di-
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rection is of interest, we therefore calculate the upper and lower tail area probabilities to

determine the probability weight for the difference in the variances.

The probability weights for the mean and the variance are then combined. If the
weights are averaged, when either of the historical and current control means or variances
completely agree and the other is in conflict a weight of a half will be obtained. When
the difference in either the means or the variances gets too large, we want to completely
discount the historical data. Taking the minimum of the probability weight based on the
difference in means and the probability weight from the ratio of the variances quickly
discounts the historical data as any differences between the current and historical data
are observed. A weighted combination of the two weights could also be used where there
is an a priori opinion about the relative importance of the variance and mean conflicts.
This parameter could be elicited from experts. Alternatively, the variance and mean
probabilities weights can be multiplied. For some trials, agreement in variances may not
be as important as agreement in means and a weighted combination of the mean and

variance probability weight may be used.

Illustrative example for the probability weight based on the posterior distri-

bution of the historical and current parameters

Figure 3.10 shows the probability weights comparing the historical and current control
means and variances separately. The variance weight is independent of the observed
sample means. The maximum weight of one is obtained when the historical and current
control sample variances are in complete agreement (67 = 62 = 45%) and discounts quickly
as the difference in variances increases. The probability weight for the difference in means
is calculated using the Welsch approximation to the Behrens-Fisher distribution, given in
Equation 3.14. This approximation is dependent on the observed historical and current
control sample variances. However, this dependence has little effect when calculating the
probability weight. As with the probability weight for the variance, a weight of one is
obtained when the sample means in the historical and current controls are in complete
agreement (z, = T, = 65) and this weight discounts quickly as the difference in means

mcreases.

Figure 3.11 shows the overall historical data weight obtained, taking the product of
the weights for the mean (wa) and the variance (w,). The probability weight approach,
multiplying the variance and mean probability weights, always gives a weight of one to
the historical data at complete agreement between the historical and current controls.
This is because both of the individual probabilities give a weight of one at complete
agreement. However, the overall probability weight discounts the historical data quickly

as either differences in the means or the variances between the historical and current
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Figure 3.10: Probability weight from the posterior distribution of the difference in means
and the ratio of the variances in the current and historical controls (mean and variance
separately) for different observed current control means and standard deviations. Exam-
ple, historical data mean 65, historical data standard deviation 45, 100 historical controls
and 100 current controls. The horizontal dashed line represents complete agreement be-
tween the current and historical control standard deviations and the vertical dashed line
represents complete agreement between the historical and current control means.
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controls are observed. When the current control sample size is 200, the historical data
are discounted at a quicker rate as the difference between the current and historical con-

trol means or variances increases, compared to when the current control sample size is 100.
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Figure 3.11: Probability weight (multiplying the mean and variance probability weights)
for different observed current control means and standard deviations. Example, historical
data mean 65, historical data standard deviation 45, 100 historical controls and 100
current controls. The horizontal dashed line represents complete agreement between the
current and historical control standard deviations and the vertical dashed line represents
complete agreement between the historical and current control means.
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3.3.3 Equivalence probability weight

To compare the historical and current control data, both the equivalence of the means
and the variances are considered. Testing both equivalence of location and dispersion
simultaneously was considered by Bauer and Bauer [65]. Grieve considers a Bayesian
approach based on the posterior probability that the parameters lie within a pre-specified
region of equivalence [63]. Here, we use the marginal distributions of A and ¢ given by
[63],

h,Vc?

~2
0 ~ Behrens-Fisher and gb% ~ F,
UC

to calculate an equivalence probability weight for the difference in means and the ra-
tio of the variances separately. We calculate, Pr(dy < ¢ < d4,) using the CDF of the
F-distribution, where d4 and d4, denote the lower and upper equivalence bounds for the
ratio of the variances, and we calculate Pr(da; < A < da,) using an approximation for
the cumulative probabilities of the Behrens-Fisher distribution, the Welsch approxima-
tion is used here, where da; and da, denote the lower and upper equivalence bounds for
the difference in the means in the current and historical control data. As in previous sec-

tions, we then obtain a joint equivalence probability weight by multiplying the equivalence
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probability weight for the mean difference by the equivalence probability weight for the
difference in variances. This is similar to the approach used to calculate the probability

weight in Section 3.3.2.

Here, we initially explore the equivalence probabilities for the difference in means
and ratio of the variances separately. It is assumed that the mean and variance equiva-
lence bounds are chosen independently based on reasonable deviations in the difference
in means or the ratio of variances between the historical and current controls. Figure
3.12 illustrates the equivalence weight obtained for the ratio of variances component for
different observed current control standard deviations and different equivalence bounds

for the ratio of the variances.

Figure 3.12: Variance equivalence weights for different current control standard devi-
ations. Example, historical data mean 65, historical data standard deviation 45, 100
historical controls and 100 current controls. Equivalence bounds on the ratio of variances
of (0.5,1/0.5), (0.6,1/0.6), (0.7,1/0.7) and (0.8,1/0.8). The vertical dashed line represents
complete agreement between the current and historical control standard deviations.
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Figure 3.12 shows that for this example the maximum weight is obtained when there
is complete agreement in the observed current and historical standard deviations. Wider
equivalence bounds give a higher weight for a wider range of current control standard devi-
ations around agreement between the historical and current controls. The F-distribution
used to calculate the weight is independent of the sample means. The maximum weight
is attained at complete agreement in the historical and current sample variances since in

this example the sample sizes in the historical data and the current control group are the
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same. When the sample sizes differ, the ratio of the variances follows an F-distribution
with unequal degrees of freedom. If bounds of the form (4, 1/d4) are then used for the
equivalence bounds, the maximum weight will not occur at complete agreement in the
sample variances. Figure 3.13 shows the equivalence weight for the variance component
when there are 100 historical control patients and 500 patients in the current trial control
group. The maximum weight occurs when the current control sample standard deviation
is slightly above the historical standard deviation of 45. Where the maximum occurs
varies depending on the equivalence bounds chosen. However, the example used in Figure
3.13 illustrated the equivalence weights for the variance component for a large difference
in sample size between the current and historical controls and there is little difference in
the maximum equivalence weight across all current control standard deviations and the
equivalence weight obtained at complete agreement in the historical and current control

sample standard deviations.

Figure 3.13: Variance equivalence weights for different current control standard devi-
ations. Example, historical data mean 65, historical data standard deviation 45, 100
historical controls and 500 current controls. Equivalence bounds on the ratio of variances
of (0.5,1/0.5), (0.6,1/0.6), (0.7,1/0.7) and (0.8,1/0.8). The vertical dashed line represents
complete agreement between the current and historical control standard deviations.
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Figure 3.14 shows the contour plots for the equivalence weight from the difference in
means component. The Welsch approximation to the Behrens-Fisher distribution is used.
The Welsch approximation contains the sample variances of the historical and current
control data, as shown in Equation 3.14. The variance of the difference in means from the

Welsch approximation is a weighted average of the historical and current control sample
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variances. From Figure 3.14 we can see that when the estimated current control standard
deviation is smaller than the estimated historical standard deviation and the estimated
current control and historical sample means are in complete agreement, a higher weight is
given to the historical data compared to when the estimated current control standard de-
viation is larger than the estimated historical standard deviation and the estimated means
are still in complete agreement. This is because the weighted average of the sample vari-
ances gives a smaller variance around the difference in means and a larger proportion of

the distribution lies within the equivalence bounds.

Figure 3.14: Mean equivalence weights for different observed current control means and
standard deviations and equivalence bounds on the mean difference of +6, 48, 10 and
+11. Example, historical data mean 65, historical data standard deviation 45, 100 his-
torical controls and 100 current controls. The horizontal dashed lines represent complete
agreement between the current and historical control standard deviations and the verti-
cal dashed lines represent complete agreement between the historical and current control
means.

c Mean equiv 6 Mean equiv +8
i)
ks
3 90+ I Weight
= ' ;
< 70- | 9
E | 8
I — 7
2 50+ — 6
R === ———- —35
e A4
S 304 | — g
= | 1
S 104 ! 0
O T T T T T T T

20 40 60 80 100 80 100
IS Mean equiv +10 Mean equiv £11
©
3
2 901 I
o I
I 704 I
S I
8 |
2 50- L\
S - bl —
S 30- A
2 I
g |
g 10+
S T T T T T T T T T T
8) 20 40 60 80 100 20 40 60 80 100

Current control mean Current control mean

The overall equivalence weight is obtained from multiplying the equivalence weight
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based on the ratio of the variances and the equivalence weight based on the difference
in means. However, the overall equivalence weight does not give maximum weight to
the historical data when the sample means and variances in the historical and current
control data completely agree, even when the sample sizes in the historical data and
the current control group are equal. The overall equivalence weight is not maximised
at complete agreement because the equivalence weight component for the difference in
means is dependent on the estimated sample variances in the current control and histor-
ical data. The maximum weight for the equivalence in means does not occur when the
current and historical variances are in complete agreement, even though for the individual
mean component weight, the maximum weight is at complete agreement in the means and
for the individual variance component weight the maximum weight is given at complete
agreement in the variances. The variance component of the joint equivalence weight does
not decrease quickly enough to offset the higher weight given for the mean component
at complete agreement when the estimated current control standard deviation is smaller
than the estimated historical standard deviation. This is illustrated in Figure 3.15 where
the equivalence bounds on the mean difference are assumed to be 48 and the equivalence
bounds on the ratio of the variances are assumed to be (0.5,2). The contour of maximum
weight lies on complete agreement in the estimated means but where the estimated cur-

rent control standard deviation is below the observed historical standard deviation.

The value of the observed current control standard deviation that gives the maximum
equivalence weight for the mean component of the joint equivalence weight varies. When
the current and historical control means are estimated to be similar, the maximum equiv-
alence weight for the difference in means component occurs at the lowest current control
standard deviation explored. For large differences in means between the current and
historical data, the maximum equivalence weight for the difference in means component
occurs at the largest standard deviation explored. This is intuitive since the variance of
the posterior distribution for the difference in means between the historical and current
data is given by, 2—2 + % When the difference in the historical and current control sample
means is large and the current control variance is small, less of the posterior distribution
for the difference in the historical and current control means will lie around zero and a
lower weight is obtained. For a difference distribution where the current control variance
is large, some of the distribution is likely to lie within the equivalence bounds and a larger
weight is obtained. This is illustrated in Figure 3.16 for mean equivalence bounds of
+8. Therefore, since the population variances are unknown, the difference in the sample
variances between the historical and current control data needs to be incorporated into

the mean component of the joint equivalence weight.

Mathematically, obtaining an equivalence weight that is larger at complete agreement

in sample means but not in variances compared to when there is complete agreement in
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Figure 3.15: Contour plot of the joint equivalence weight with mean equivalence bounds of
+8 and variance equivalence bounds of (0.5,2) for different observed current control means
and standard deviations. Example, historical data mean 65, historical data standard de-
viation 45, 100 historical controls and 100 current controls. The horizontal dashed line
represents complete agreement between the current and historical control standard devi-
ations and the vertical dashed line represents complete agreement between the historical
and current control means.
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both means and variances between the historical and current controls is correct. However,
ideally we want a weight that is maximised when both the sample mean and variance es-
timates in the historical and current control completely agree. This problem occurs since
the sample standard deviation estimates are used in calculating the mean weight com-
ponent of the joint equivalence weight. We therefore obtain a different weight for each
observed current control mean and standard deviation combination. However, we do not

know the true variance ratio between the historical and current controls.

Bauer and Bauer observed a similar problem in the frequentist framework when test-
ing the joint equivalence of mean and variances, in their paper [65] they consider using
a corrected t-statistic which replaces the unknown true variance in the t-statistic with
the maximum or minimum variance equivalence bound depending on the observed ratio
of variances, as a way to get a conservative estimate. Bauer and Bauer link the choice
of mean and variance equivalence bounds based on the power of the tests of both the
means and variances. Further, Bauer and Bauer discuss an alternative to the corrected
t-statistic, originally proposed by Barnard [66] which calculated the p-value of the test

statistic by averaging the p-values of the test statistics over the confidence distribution of
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Figure 3.16: Current control standard deviation that gives the maximum equivalence
probability weight for the mean component for different observed current control means
over the range of current control standard deviations explored - Example, historical data
mean 65, historical data standard deviation 45, 100 historical controls and 100 current
controls.
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the true ratio of the variances, given the observed ratio of the sample variances.

A similar approach is used here. The true ratio of variances is unknown. However,
in choosing the equivalence bounds for the ratio of the variances, we have specified an
acceptable range of difference between the historical and current control variances. The
mean equivalence weight component of the joint equivalence weight can then be calculated
by averaging the weights obtained for each combination of sample mean and variance over
the range of current control standard deviations that lie within the chosen equivalence
bounds of the ratio of the variances. This gives a single weight for the mean component
of the joint equivalence weight. The variance component of the equivalence weight is
calculated using the CDF of the F-distribution as before. The corrected equivalence

probability weight for the mean component is given by,
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If the population variances in the historical and current controls are known, there
would not be a problem of obtaining the maximum weight when the historical and cur-
rent control estimated sample means and variances do not completely agree. When the
population variances are known, if the ratio of the variances lay outside the equivalence
range, the variance component of the joint equivalence weight would be zero and within
the equivalence range, the joint equivalence weight would be one. Assuming the variances
are known, there would only be a single weight for the difference in means component
of the joint weight, which would always be maximised at complete agreement in the his-
torical and current control sample means. The joint equivalence weight obtained from
multiplying the variance equivalence weight and the mean equivalence weight averaged
over the range of observed current control standard deviations that lie within the specified
variance equivalence bounds is denoted the corrected joint equivalence probability weight.
Figures 3.17, 3.18 and 3.19 illustrate the corrected joint equivalence probability weights
obtained for different choices of equivalence bounds on the difference in means and ratio
of variances. The mean equivalence bounds shown are +6, +8 and £10 and the variance
equivalence bounds are (0.8, 1/0.8), (0.7, 1/0.7), (0.6, 1/0.6) and (0.5,1/0.5).

For the example used here, the sample sizes are the same in the current control and
the historical data, therefore the maximum weight is obtained at complete agreement in
the sample means and variances. When the equivalence bounds on the difference in means
and the ratio of the variances are small (mean equiv +6, Var equiv (0.8,1/0.8), Figure

3.17) a low equivalence weight of 0.48 is obtained at complete agreement in the sample
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Figure 3.17: Contour plots of the corrected joint equivalence probability weights for differ-
ent observed current control means and standard deviations. Equivalence bounds on the
difference in means of +6 and varying equivalence bounds on the ratio of the variances.
Example, historical data mean 65, historical data standard deviation 45, 100 histori-
cal controls and 100 current controls. The horizontal dashed lines represent complete
agreement between the current and historical control standard deviations and the verti-
cal dashed lines represent complete agreement between the historical and current control
means.
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means and variances (T, = T, = 65,07 = 62 = 45%). Assuming larger equivalence bounds
(mean equiv +10, Var equiv (0.5,2), Figure 3.19), the equivalence weight at complete
agreement is 0.86. Larger equivalence bounds on the mean and variance take longer to
completely discount the historical data as the difference in the sample means and vari-
ances increases. The rate of discounting is also dependent on the historical and current
control data sample sizes. For larger sample sizes the weight will decrease more quickly as
the differences between the historical and current control data increases. This is because
the posterior distribution for the difference in means and the ratio of the variances will

be more peaked for larger sample sizes.

The factors that affect the equivalence weight are: the difference in the sample means
and variances in the current control and historical data; the equivalence bounds chosen;
the historical data sample size; and the current control sample size. The choice of equiv-

alence bounds is discussed further in Section 3.3.4.
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Figure 3.18: Contour plots of the corrected joint equivalence probability weights for differ-
ent observed current control means and standard deviations. Equivalence bounds on the
difference in means of +8 and varying equivalence bounds on the ratio of the variances.
Example, historical data mean 65, historical data standard deviation 45, 100 histori-
cal controls and 100 current controls. The horizontal dashed lines represent complete
agreement between the current and historical control standard deviations and the verti-
cal dashed lines represent complete agreement between the historical and current control
means.
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As previously noted, when the sample sizes in the historical data and the current
control arm differ. Choosing equivalence bounds of the form (4, 1/d4) results in a joint
equivalence weight that is not maximised at complete agreement in the current control
and historical sample estimates of the mean and variance. However, for the example used
above, assuming the current control sample size is 500, the maximum possible equivalence

weight is very similar to the equivalence weight calculated at complete agreement.

Only the corrected equivalence probability weight is considered for the remainder of
this chapter and is denoted by the equivalence probability weight. The probability weight
and equivalence probability weight are used as a fixed weight to discount the historical
data, following the same justification as given in Section 2.3.3. For one historical study,
the EHSS for the probability and equivalence weight approaches is then wny, the same

as for the power prior approach.
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Figure 3.19: Contour plots of the corrected joint equivalence probability weights for differ-
ent observed current control means and standard deviations. Equivalence bounds on the
difference in means of 10 and varying equivalence bounds on the ratio of the variances.
Example, historical data mean 65, historical data standard deviation 45, 100 histori-
cal controls and 100 current controls. The horizontal dashed lines represent complete
agreement between the current and historical control standard deviations and the verti-
cal dashed lines represent complete agreement between the historical and current control
means.
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3.3.4 Choosing the equivalence bounds

The equivalence bounds chosen need to represent a clinically relevant equivalence distance,
where it is assumed that within these bounds the historical and current controls are com-
patible. An expert is likely to have knowledge or an opinion about acceptable equivalence
bounds for the difference in means between the historical and current controls, and in the
absence of knowledge about acceptable equivalence bounds for the differences in means,
the equivalence bounds can be chosen based on statistical properties of the study design.
However, choosing an equivalence bound for the ratio of the variances of the historical and
current trial control data is less intuitive, there may be less information to inform these
bounds or the expert may have less knowledge on this parameter. Allowing equivalence
bounds on both the differences in means and the ratio of the variances allows flexibility
in the design. The study designer may be more willing to accept a larger difference in the
variances than in the means of the historical and current control data and the equivalence
approach can incorporate this into the design. A difference in variances may occur due

to slightly different inclusion criteria for the current and historical studies for example,



136 Chapter 3 Historical data methods for normally distributed outcome data

however the average response to treatment may be expected to be similar in the control
groups. The final analysis of the current trial will focus only on the difference in means
between the combined weighted historical data and current control data and the current

trial treatment group.

Further considerations for the choice of equivalence bounds are:

e The equivalence bound for the mean difference between the historical and current
controls da, should be less than the treatment effect to be detected in the current

trial.

e Narrow equivalence bounds will require large amounts of data to achieve a high

weight even when the historical and current controls are in agreement.

e Choosing symmetric equivalence bounds on the difference in means for the current
and historical data and averaging the equivalence weight obtained over the chosen
equivalence range for the ratio of the variances will give maximum weight to the
historical data when the sample means in the current and historical data are in

complete agreement.

e Choosing bounds of the form (4, 1/d4) for the ratio of the variances when the
historical and current control sample sizes differ will give a maximum equivalence
weight when there is a slight difference in the historical and current control sample
variances. However, in all examples considered, the value of the maximum equiva-
lence weight across all ratios of the sample variances and the equivalence weight at
complete agreement in variances have been very similar and in practice this should

make little difference.

e The equivalence bounds can be chosen to govern how quickly the discounting of the
historical data occurs as the difference between the historical and current controls

ncreases.

e [t is possible to fix the equivalence bounds on the ratio of the variances and choose
the equivalence bounds on the mean difference that control the maximum possible

type I error rate for the final analysis of treatment to control.

e Where the historical data sample size is much larger than the current trial control
group, the equivalence bounds may be chosen so that the effective sample size of
the historical data is not greater than the current control sample size at complete

agreement.

Finally, to aid the choice of sensible equivalence bounds for both the difference in means

and the ratio of the variances, the marginal posterior distributions or an approximation of
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the marginal posterior distributions of these parameters are plotted. For the example here,
we plot the posterior distributions under the assumption of agreement in the historical
and current control sample means and agreement in the historical and current control

sample variances. As an approximation we have,

~2 ~2
g g
- - c h
,uc_ﬂhNN wc_l’ha__f—_ 5
Ne np

(3.16)

where z, — 7, =0, 6. = 65, = 45, n, = 100 and n; = 100.

Figure 3.20: Guidance posterior distributions, . — p;, and o2 /07 follow the distributions
given in Equation 3.16, where z. — z;, = 0, 6. = 65, = 45, n. = 100 and n; = 100.
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From Figure 3.20 the equivalence bounds explored that cover a range of different
equivalences between the current and historical control data are: 4+6; £+8; and +10 for
the mean difference and equivalence bounds of: (0.8,1/0.8); (0.7,1/0.7); (0.6,1/0.6); and
(0.5,1/0.5) for the ratio of the variances.
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3.4 Design

3.4.1 Additional information design

The primary analysis of interest is a hypothesis test of Hy : . = i against Hy @ p. < iy
where . is the true mean in the current control arm and p; is the true mean for the
treatment arm. We assume that the control and treatment data are distributed normally

with unknown population variances, which are not necessarily equal.

The sample size of the current trial is fixed to detect a given treatment difference at
a specified power and type I error rate. At the end of the current study, the historical
and current control data are compared, the weight and effective sample size for the his-
torical data are calculated. The control sample size is then increased from n. to n.+wny,
(n.+ EHSS) and the combination of the current control data and the weighted historical

data are used in the final analysis, comparing treatment to control.

The aim of this design is to increase the power of the current study by increasing the
sample size of the control arm when there is agreement between the historical and current

control data.

3.4.2 Adaptive design with a single interim analysis

The primary analysis of interest is a hypothesis test of Hy : . = p; against Hy : pe < fiy.
A two-stage adaptive design, originally proposed by Schmidli et al. [23] and Hobbs et al.
[20] is considered here. The allocation ratio is adapted after the first stage:

Stage one: Randomise n;; to treatment and n.; to control;

Interim analysis: Calculate the weight at the interim analysis, wy, using the first stage

controls and the historical data

Stage two: Randomise (n; — ny1) to treatment and max(n. —ne. — EHSS ; nmin) to

control.

Final analysis: Re-calculate the weight, ws using all current control data and the his-

torical data to determine the weight to be given to the historical data in the final analysis.

Where FHSS = w; X ny,. n; and n. are the desired sample sizes at the end of the trial for
the treatment and control group, respectively. n; and n. are chosen as the sample sizes
required to detect a given treatment difference at a specified power and type I error rate

in a standard design not incorporating historical data. nmin is a pre-specified minimum
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number of patients to be randomised in stage two.

The adaptive design replaces current controls yet to be randomised with historical
controls when the historical and current controls are in agreement. The aim of the adaptive
design is to reduce the duration of the current study and the number of control patients

to be randomised in the current study when the historical and current controls agree.

3.5 Analysis

3.5.1 Analysis approach and operating characteristics for the
additional information design using the power prior, prob-

ability and equivalence probability weight

The primary analysis of interest is a hypothesis test of Hy : pu. = p; against Hy @ pe < pig.
A reference prior is assumed for the joint prior on the control mean and variance before
the historical data are observed 7(fi., 0%) o< 1/0%. A reference prior is also assumed for the

joint prior on the mean and variance in the current trial treatment group, 7(py, 07) o< 1/0%.

A weight is calculated that assesses the agreement between the current and histori-
cal control data using: the modified power prior and taking a summary measure of the
marginal posterior distribution of ag; the probability weight approach; or the equivalence
probability weight approach. The weight assesses the difference in both the means and
variances of the current and historical control data. The power prior approach with a
fixed power is then used for the analysis [14, 15]. This approach combines the weighted
historical data with the current trial control data to compare to the current treatment

group in the final analysis.

The joint prior for p. and o2 is formed from the initial reference prior, updated with
the likelihood of the historical data. The posterior distribution from the reference prior
updated with the historical data forms the prior for the current control data and is given
by,

e 02 | 30,0 ) ox 722 ((02) " Pexp {25163 + e = 21} )

where w is either a summary measure of the marginal posterior distribution of the

power prior, the probability weight or the equivalence probability weight, and is therefore
n Nnp

h
a fixed value and 67 = i S (xps — )% and Ty, = n—lh 7 wpe
i=1 i=1
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Since there is no prior information on the treatment parameters in the current trial,

the prior for the current trial treatment group is the reference prior, m(u, 0?) o< (1/0?).

The likelihood distributions for the current trial data are,

1 n
2 _ 2\ —ne/2 _Ne 1o =2
Pl | s ) = o2 { = 25052+ (e — 2.1}
1 n
2 _ 2\ =1 /2 LS o2
p(Xt | :utvo-tvnt) - (27T)nt/2 (Ut) exp{ 20?[ Pl (Mt xt) ]}7

for the control and treatment group respectively, where x. and x; denote the vectors of
outcome data in the current control and treatment group, respectively, and,
e 1 2 1< 2 2 1™ 2
Te = 5D Teis Ty = 57 > Tyiy 07 = - ) (2 — T)” and 67 = - > (e — )" Here,
i=1 i=1 1=1 i=1
the sample variance estimates are the maximum likelihood estimates, to be consistent

with the sample estimates used in the modified power prior derivation [15].

The marginal posterior distribution of the treatment mean in the current trial, given

the reference prior is then given by [61],

(e | 1,67, m0) = o1 (e | 1,07 /(04 = 1)), (3.17)

The marginal posterior distribution for the control mean is then derived as follows.
The joint posterior distribution of the control mean and variance (the initial reference
prior, updated with the historical likelihood raised to a fixed power, updated again with
the likelihood of the current control data) is given by,

21 = a2 A2
W(ucvac | QZh,O’h,nh,l’C,UC,nc,U)) X

—_—1> wny, .. _ Ne - ~
22 Vo {00t + (- ) - 500+ (n— 27}

2

c?

Integrating out o2 to obtain the marginal posterior distribution of pu., let ¢ = o

=g
and A = wny[67 + (e — 20)2] +nef62 + (e — 7)), = A,

Then,
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(e | s 621, T 62 1y ) = / =B+ e4/2 g

—(B+1)
= — (é) / (QA) e T 2dx
T

ox AP /x5+1_2e_xd:v x A58,

—_—

A0 = (wny[67 + (10— 21)*] + ne[o? + (n — gzc)?])< 2 2 )

which can be re-arranged to give,

7T(/,LC | jh) &}2” np, jm 6-27 Ne, U}) X

wny,  Ne
WNRTH + NeTe\ - <T+5)
1 ( ¢ W)
wnp, +ne — 1| wnpne(@, — 2.)? + (wnpéi + neo?) (wny, + n)

(wnp, + ne)?(wny, +n. — 1)

1+

which is a t-distribution of the form,

, (3.18)

~

0o

1 (ucx(,y)(l);l)

a0 _ .2
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where,
_ WNRTH + NeXe
v=wn,+n.—1, 1y = —— , and,
wny, + Ne
o wnpne(Ty — Ze)? + (wnpoj + neo?) (wny, + ne)
UO —

(wnp, 4+ ne)?(wnp, +ne — 1)

This is the same distribution as is stated in [15] for the conditional distribution of .
given «ay using the modified power prior approach. The above derivation of the marginal
distribution of p. is using the standard power prior approach, assuming the power w is a

fixed value.

The final analysis compares the difference in means of the current treatment group to

the combined control group. The posterior distribution of the difference between u; and
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pe can be calculated using: (1) simulation, (2) generating data from each of the marginal
distributions defined in Equations 3.17 and 3.18 and calculating the difference, (3) nu-

merical integration or, (4) using an approximation to the distribution of the difference.
Assuming the variances are unknown in the control and treatment groups and that

the variances are not necessarily equal, the distribution of the difference in means can be

approximated using Welsch’s approximation, given by,

2

o7 &3
2 2 3 n_+ wny, +n
S A 2 t h c
c— et | 7= T, (L4 —0 , - (319)
pe — p - -
ng  wny + N (62/ny)*  (6%/(wny + n.))?
+
ng — 1 Wnp, + Ne — 1

Trial success is declared when Pr(u; — p. > 0) > 0.975.
To determine the operating characteristics of the proposed historical data designs,
data are generated from normal distributions for the control and treatment arm. n. and

n; observations are generated for the current control arm and treatment arm, respectively,

for each simulation. For the simulations considered here, the variance is assumed to be

the same in the control and treatment arm, 0% = o7 = o2,

Under the alternative hypothesis, the data are generated from,

Xoi ~ N(pte, 0), X ~ N(py, 0%), (3.20)

and under the null hypothesis, the data are generated from,

Xei ~ N(tte, %), Xyi ~ N(pie, 02). (3.21)

The power and type I error rate are then calculated using,

(Z 1(Pr(p — pe > 0) > 0.975 | jzh,6i,nh,fc,&f,nc,ft,(%f,nt,w)) /nsims, (3.22)

i=1

under the distributions given in Equation 3.20 for the power and 3.21 for the type I error

rate. Where ng;,,s is the number of simulations performed.
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The expected FHSS for a given true underlying control mean and variance can be cal-

culated using,

Nsims

W B(W | e, 07,16, Tn, 67, mn) = npy Y (w | uc,Ug,nc,fh,ﬁﬁ,nh)/nsims- (3.23)
=1

The expected sample size in the control group for a given true control mean and vari-

ance is then n. + nE(w | pie, 02, ne, Tn, 63,04,

The mean squared error for u,. is given by,

Nsims — — 2
_ j : WNRTH + Nele

=1

In the formulae used for the analysis we have assumed that the control and treatment
variances may differ. Assuming that the variances are equal and using a pooled variance
for the t-test would assume that the combined historical and current control variance is

equal to the treatment variance, which may not be a realistic assumption.

3.5.2 Operating characteristics for a standard trial design with

no historical data

As a comparison for the methods proposed which incorporate historical data, the op-
erating characteristics are calculated for a trial design where the data are assumed to
be normally distributed and the means are compared between a treatment and control
group. The standard deviations are assumed to be unknown but equal in each of the
treatment groups and the sample sizes are assumed to be equal in each treatment group.

No historical data are incorporated into the analysis.
For this design, the test statistic assumed is,

P Rk ) , (3.25)

~2 (1 4 1
o (% +5)

where ¢ is the pooled estimate of the assumed common standard deviation in the treat-

ment and control group. The power for the one-sided test is then given by,
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it~ He 41 , (3.26)

oo (ne+ne—2),0.975
n
-1
where t

(nitne—2),0.975 is the 97.5th quantile of the t-distribution with n; + n. — 2 degrees
of freedom. The type I error rate, by design, is 2.5%.

1 - /8 = Tnt“l’nc*Q

Under a standard trial design, not incorporating any historical data, the power and
type I error rate are distributed binomially with probabilities & and 1 — 3. Note that
the power varies depending on the assumed true standard deviation, since here a range
of true standard deviations in the current trial are considered. The confidence interval

around the power can be used as a guide as to how many simulations are required.

3.5.3 Additional information design — frequentist operating char-
acteristics example using the probability and equivalence

probability weight

For the example considered here, n. = n; = 200 and depending on the weight given to the
historical data, there are up to a further 100 control patients from the historical data. The
treatment effect, which is the difference in the mean in the treatment group compared to
the control group, is assumed to be 12. The historical control mean is assumed to be 65
and the standard deviation, 45. The true underlying mean and variance in the current
control data is varied. For the simulations of the power, the treatment mean is always
assumed to be 12 higher than the current control mean and the standard deviation in the
treatment group is assumed to be the same as the current control group. For simulations
of the type I error rate, the treatment mean and standard deviation are assumed to be the
same as the current control group. In the simulations, the range of the mean in the current
control is varied from 10 to 120 in steps of 5 and the range of the standard deviation in
the current control group is varied from 20 to 70 in steps of 5, only the relevant ranges
where the historical data affects the design characteristics are shown in the figures. We
simulated 100000 trials per scenario. The standard design, assuming a control mean of
65 and standard deviation of 45, not incorporating any historical data, has 76% power
and one-sided type I error rate of 2.5% when there are 200 patients in each treatment
group. Approximately one-half the width of a 95% confidence interval for the estimated
power is then 0.0026 and for the estimated type I error rate is 0.00098. This will vary
depending on the assumed standard deviation in the current trial and the amount of
historical data incorporated into the final analysis for each of the approaches. However,

100000 simulations should give a reasonable approximation to all designs explored.
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Probability weight

Figure 3.21 illustrates the operating characteristics for the probability weight approach

for the design where the historical data are incorporated as additional information.

Figure 3.21: Comparison of the power, type I error rate, mean squared error and expected
control sample size across different true means and standard deviations in the current trial
control arm for the additional information design using the probability weight approach
and a standard design incorporating no historical data. Example, historical data z;, =
65, o, = 45,n, = 100, n. = n; = 200 and treatment effect p, = p. + 12.
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The probability weight approach quickly discounts the historical data when there is
disagreement in either the means or the variances in the current controls and historical
data. When the true underlying mean and variance in the current control data is in
complete agreement with the historical data, on average the control arm sample size is
increased by approximately 44.5 patients. This is the expected effective historical sample
size at complete agreement. There is only a small gain in power, from 0.758 for the
standard design to 0.800 for the probability weight design incorporating historical data at

complete agreement. The final analysis is only a comparison of the mean in the treatment
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to the mean in the control group, the variances are not of interest. Therefore, for the
comparison of means the maximum inflation in the type I error rate is most likely to occur
at complete agreement in the variances between the current and historical control data,
where a higher weight is given to the historical data. For the range of true underlying
current control means explored here, the maximum type I error rate is 0.0358 and occurs
when the true underlying current control mean is 75. There is only a small inflation in the
type I error rate when there is disagreement between the historical and current control
data since the probability weight discounts quickly. A disadvantage of the probability
weight approach is that there is no flexibility to control the rate at which the historical
data are discounted as the difference in either of the means or variances between the
historical and current control data increases. There is also no flexibility in how much
historical data are incorporated into the final analysis at complete agreement between the

historical and current control data using the probability weight approach.

Equivalence probability weight

Figure 3.22 shows the design characteristics of the equivalence weight approach with
equivalence bounds of (-10,10) on the difference in means and (0.6,1/0.6) on the ratio
of the variances. The mean treatment effect to detect between the treatment arm and
control is 12, therefore the equivalence bounds of £10 on the mean difference between the
current and historical controls is quite large. Here, the equivalence bounds on the vari-
ance were also chosen to be quite large. This is reflected in the amount of historical data
borrowed when there is complete agreement between the historical and current controls.
The expected effective historical sample size at complete agreement in the historical and
current controls is 86.69 and the power is 0.836. The maximum type I error rate across
the true current control means explored is 0.0722. The increase of power at complete
agreement therefore increases the risk of a higher type I error rate if there is disagreement
in the current and historical controls. The equivalence approach with these equivalence
bounds also takes longer to completely discount the historical data and revert back to
the standard design operating characteristics as the difference between the historical and
current controls increases. When the variances in the historical and current data are
substantially different (0. = 35), only a small amount of historical data are borrowed,
even if the means are in complete agreement. Narrower equivalence bounds borrow less
historical data both when the historical and current controls agree and disagree. For
equivalence bounds of (-8,8) on the difference in means and (0.7,1/0.7) on the ratio of the
variances, the maximum type I error rate across the current control means explored was
0.0595. However, the power and EHSS at complete agreement are reduced compared to
the design with larger equivalence bounds. The power at complete agreement was 0.826
and the EHSS 72.6. The choice of bounds allows control over the maximum inflation in

the type I error rate. This is explored further in Section 3.5.6.
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Figure 3.22: Comparison of the power, type I error rate, mean squared error and expected
control sample size across different true means and standard deviations in the current
trial control arm for the additional information design using the corrected equivalence
probability weight approach with mean equivalence bounds £10 and variance equivalence
bounds (0.6,1/0.6) and a standard design incorporating no historical data. Example,
historical data z; = 65,0, = 45,n, = 100, n, = n; = 200 and treatment effect u, =
te +12.
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Expert opinion on an acceptable range of equivalence for the agreement in variances
between the current and historical control data is unlikely. It is therefore an option to
combine the probability weight and equivalence weight approaches. The overall weight
used to discount the historical data is the product of a weight comparing the means and
a weight comparing the variances. The probability weight could be used for the variance
component and an equivalence weight for the means component. However, the probability
weight discounts quickly. If a difference in variances between the historical and current
controls is thought to not be a problem, then choosing wide equivalence bounds for the

ratio of the variances and focusing on the mean difference may be the best approach.
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The design characteristics of the additional information design using the equiva-
lence weight approach with equivalence bounds of (-8,8) on the difference in means and

(0.7,1/0.7) on the ratio of the variances are given in Appendix F.

3.5.4 Analysis approach and operating characteristics for the
adaptive design using the power prior, probability and

equivalence probability weight

For the adaptive design considered here. The analysis approach described in Section
3.5.1 is used to calculate Pr(p; — p. > 0). The number of patients randomised to the
control group now varies for each simulated trial depending on the weight calculated
at the interim analysis, w;. For each simulated trial, a fixed number of patients are
randomised to control in the first stage of the trial, n.;. The weight, w; is then calcu-
lated, where w; assesses the agreement between the historical and current controls using
the n. control patients randomised in stage one and the historical controls. A further
R, = max(n, — ng — winy; nmin) are then randomised to control in stage two. Where n,.
is the total number of control patients required. The weight, ws is then re-calculated at
the end of the study using the historical data and all of the control patients from stages

one and two, denoted by netotar = Ner + Re.

To determine the operating characteristics of the adaptive design. Data are generated
from normal distributions for the first stage controls, second stage controls and the treat-
ment group using the distributions given in Equations 3.20 and 3.21. n; observations are
generated for the treatment group, n.; observations for the first stage control group and
the second stage number of observations generated depends on the weight w, calculated
at the interim analysis (R, denotes the second stage number of observations generated for
a given simulation). The summary statistics in the control group at the final analysis are
calculated by pooling the first and second stage controls. The power, type I error rate
and mean squared error of the adaptive design are calculated using Equations 3.22 and
3.24 with,

Nctotal Nctotal

A2 1 - \2 = _ 1 o - . .
05 = Yo (Tei — Te)?y Te = E— > Teiy e = Netotar a0d W = wy in each simu-
i=1 i=1

¢ Nctotal

lation.

The expected current control sample size for a true underling p,. and o2 is given by,

Nsims

ECCSS = Ne1 + Z (Rc ‘ M07037n67jh7&27nh7wl)/nsims-

=1

Since only the control data are used at the interim analysis, the treatment effect can
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remain blinded until the end of the trial.

3.5.5 Adaptive design — frequentist operating characteristics ex-
ample using the probability and equivalence probability
weight

We explore the operating characteristics of the adaptive design proposed in Section 3.4.2
for a range of true control means and variances in the current study. The treatment effect
is assumed to be a difference of 12 in the treatment mean compared to control. There are
100 historical control patients available with a mean of 65 and a standard deviation of 45.
The interim analysis is conducted after 100 patients have been randomised to the current
control arm (n.; = 100) and the minimum number of control patients to be randomised
in stage two of the trial is fixed to be 20 (nmin = 20). We simulated 100000 trials per
scenario. The design characteristics of the adaptive design incorporating historical data
are compared to the standard design not incorporating any historical data described in
Section 3.5.2.

Probability weight

Figure 3.23 shows the operating characteristics of the adaptive design using the prob-
ability weight approach. Compared to the additional information design, the power at
complete agreement in the historical data and the current control means and variances is
slightly lower for the adaptive design. The maximum type I error rate across the current
control means explored is slightly higher at 0.0419. This is due to the historical controls
replacing current controls yet to be randomised. At complete agreement between the
historical and current controls there is a small gain in power, a reduction in type I error
rate and a saving of on average 36 patients in the control group compared to a standard

trial design not incorporating any historical data.

Figure 3.24 shows the expected probability weight calculated at the interim analy-
sis, where 100 current control patients are available, and the expected probability weight
calculated at the final analysis, using all of the current control data. The probability
weight is estimated with a higher accuracy at the final analysis, since there are more cur-
rent control patients available to compare to the historical data. At complete agreement
(pe = 71, and 02 = 67) the probability weight is higher at the final analysis. When there
is disagreement in the means or the variances between the historical and current controls,
on average the probability weight typically decreases from the interim to the final anal-
ysis. As seen with the additional information design, the probability weight discounts
the historical data quickly for either a difference in the means or variances between the

historical and current controls.
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Figure 3.23: Comparison of the power, type I error rate, mean squared error and expected
current control sample size across different true means and standard deviations in the
current trial control arm for the adaptive design using the probability weight approach
and a standard design incorporating no historical data. Example, historical data x;, =
65,0, = 45,n, = 100, n. = n; = 200, n, = 100, nmin = 20 and treatment effect
Mt = fhe + 12.
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Equivalence probability weight

Figure 3.25 shows the operating characteristics of the adaptive design using the equiva-
lence probability weight approach. As with the additional information design, since the
equivalence bounds chosen for the mean and the variance are quite large, at complete
agreement in the means and variances of the control and historical data, there is a slight
increase in power, a reduction in the type I error rate and a substantial saving in the
expected number of control patients required. The expected sample size in the current
control arm at complete agreement is 126. However, this comes at the cost of the maxi-
mum type I error rate across the current controls means explored being 0.0944. Choosing
narrower equivalence bounds would increase the expected current control sample size at
complete agreement but also reduce the maximum possible type I error rate. The op-

erating characteristics of the adaptive design using the equivalence probability weight
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Figure 3.24: Expected historical data probability weight at the interim analysis and at
the end of the study for the adaptive design. Example, historical data z;, = 65,5, =
45, n, = 100, n. = n; = 200, n.; = 100, nmin = 20 and treatment effect p; = p. + 12. 1
denotes the interim analysis and F denotes the final analysis.
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approach with equivalence bounds of (-8,8) on the difference in means and (0.7,1/0.7) on

the ratio of the variances are given in Appendix F.

Figure 3.26 illustrates the expected equivalence probability weights at the interim
analysis and final analysis for two different sets of equivalence bounds, (-10,10) on the
difference in means and (0.6,1/0.6) on the ratio of the variances and (-8,8) on the difference
in means and (0.7,1/0.7) on the ratio of the variances. Narrower equivalence bounds
borrow less at agreement and discount the historical data more quickly as differences
occur in either the means or the variances in the current and historical data. Depending
on the equivalence bounds chosen and the level of disagreement, the expected weight given

to the historical data can either increase or decrease from the interim to the final analysis.

3.5.6 Mean difference equivalence bounds that control the max-

imum type I error rate

The equivalence bounds chosen have a large effect on how much of the historical data
are borrowed and how quickly the historical data are discounted when there is disagree-
ment between the current and historical controls. The equivalence bounds are chosen
to represent a clinically acceptable deviation between the historical and current control

data in both the means and the variances. However, the effect of the chosen equivalence
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Figure 3.25: Comparison of the power, type I error rate, mean squared error and expected
current control sample size across different true means and standard deviations in the cur-
rent trial control arm for the adaptive design using the corrected equivalence probability
weight approach with mean equivalence bounds +10 and variance equivalence bounds
(0.6,1/0.6) and a standard design incorporating no historical data. Example, historical
data x, = 65,6, = 45,n, = 100, n. = n; = 200, n., = 100, nmin = 20 and treatment
effect py = pe + 12.
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bounds on the operating characteristics of the current study are important. The final
analysis considered here compares the mean in the treatment group to the mean in the
control group. The type I error is defined as the probability of declaring the mean in the
treatment group to be greater than the control group when in fact there is no difference in
the means. The maximum type I error rate, by this definition is likely to occur where the
variances in the historical and current control group are in agreement or close to agree-
ment, since a larger weight is typically given to the historical data when the variances
agree than when they do not. Therefore, to find the maximum type I error rate, we only
search over the range of the true control means in the current trial needs to be searched

over for the case where the variances in the historical and current control data agree.
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Figure 3.26: Expected historical data corrected equivalence probability weight at the
interim analysis and at the end of the study for the adaptive design and two sets of
equivalence bounds. Example, historical data z, = 65, d, = 45,n;, = 100, n. = n; = 200,
ne = 100, nmen = 20 and treatment effect p; = p. + 12. I denotes the interim analysis
and F denotes the final analysis.
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Here, it is assumed that the comparison of the means in both the historical and current
controls and the control group to the treatment group are generally more important than
the comparison of the variances. The equivalence bounds for the ratio of the variances are
fixed and the equivalence bounds for the difference in means that control the maximum
type I error rate at the desired level are found. Since the maximum inflation in the type I
error rate always occurs when the current control data mean is larger than the historical
data mean, only a range of current control means need to be explored for each mean

equivalence bound to reduce the computation time.

Figure 3.27 illustrates the maximum type I error rate obtained across a range of
possible true control means in the current study for both the additional information
design and the adaptive design, for a range of mean equivalence bounds. The variance
equivalence bounds are fixed at (0.6,1/0.6). The adaptive design always has a higher
type I error rate than the additional information design, because in the adaptive design
historical controls replace current controls yet to be randomised when there is agreement
between the current and historical control data. Whereas, in the additional information

design, the sample size is increased when the historical and current controls agree. The
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Figure 3.27: Distribution of the maximum type I error rate across a range of equivalence
bounds for the mean for the additional information and adaptive design using the corrected
equivalence probability weight approach with fixed equivalence bounds of (0.6,1/0.6) on
the ratio of the variances
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mean equivalence bounds can be chosen to control the maximum possible type I error
rate at a desired level. The power at complete agreement between the historical and
current controls for different mean equivalence bounds and fixed equivalence bounds of
(0.6,1/0.6) on the ratio of the variances is illustrated in Appendix G for both the additional

information and adaptive design.

3.5.7 Additional information and adaptive design — frequentist

operating characteristics example using the power prior

Figures 3.28 and 3.29 show the operating characteristics for the additional information
and the adaptive design using the power prior approach with a Beta(0.3,0.3) prior on the
power parameter. The mean of the marginal posterior distribution of the power is used as
a fixed weight. The operating characteristics for the other priors considered for the power
parameter: Beta(1,1) with the mean or the mode as a fixed weight and Beta(0.5,0.5) with

the mean as a fixed weight are given in the Appendices H and I.

The weights using the power prior approach are slow to discount the historical data

when there are differences between the historical and current controls, which results in a
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Figure 3.28: Comparison of the power, type I error rate, mean squared error and expected
control sample size across different true means and standard deviations in the current trial
control arm for the additional information design using the modified power prior with a
Beta(0.3,0.3) prior on «ap taking the mean of the posterior distribution of o as fixed
weight and a standard design incorporating no historical data. Example, historical data
Tp = 65,0, = 45,n;, = 100, n, = ny, = 200 and treatment effect u; = p. + 12.
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large inflation in the type I error rate for both the additional information and the adaptive

design, this is with a strong Beta(0.3,0.3) prior on the power parameter.
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Figure 3.29: Comparison of the power, type I error rate, mean squared error and expected
current control sample size across different true means and standard deviations in the
current trial control arm for the adaptive design using the using the modified power prior
with a Beta(0.3,0.3) prior on o taking the mean of the posterior distribution of g as
fixed weight and a standard design incorporating no historical data. Example, historical
data z, = 65,6, = 45,n, = 100, n, = n; = 200, n., = 100, nmin = 20 and treatment
effect py = pe + 12.
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3.6 Discussion

In this chapter we have extended the probability weight and the equivalence probability
weight approaches proposed for binary data in Chapter 2 to when the outcome data from
the trial are normally distributed. The main difference with normally distributed data is
that both differences in means and variances between the historical and current controls
are considered. The additional information design or the adaptive design can then be
utilised which allow the possibility of borrowing the historical data when it is in agree-
ment with the current trial control data. For normally distributed data, the probability
weight discounts the historical data quickly for small differences in either of the means
or the variances between the current and historical data. A design using the probability
weight therefore has a low risk of inflating the type I error rate, however, there is also only
a small gain in power for the additional information design and only a small reduction
in the number of controls required in the adaptive design. The equivalence probability
weight approach is flexible and allows control over how quickly the historical data are
discounted when there is disagreement between the historical and current controls. The
maximum inflation in the type I error rate can be controlled by the choice of equivalence
bounds on the mean difference when the equivalence bounds on the ratio of the variances
are fixed. As with the equivalence approach for binary outcome data, the aim of this

approach is to be intuitive and easy to discuss with clinicians.

For normally distributed outcome data, it was only possible to compare the probability
and equivalence weight approaches with the modified power prior weight approach. The
commensurate prior was not considered because of the limitations discussed in Chapter 2.
The robust mixture prior is easy to implement under the assumption that the variances
are known and equal in the historical and current control data. However this is not a
realistic assumption and when the variances are allowed to differ, formulating the robust
mixture prior is difficult and it is unclear how the effective sample size of the histori-
cal data would be determined. The modified power prior approach, where a summary
measure of the posterior distribution of the power is used as a fixed weight was easy to
implement. However, the disadvantages of the power prior approach that arise for binary
data, also apply for normally distributed data. The main disadvantage of the power prior
approach is that the choice of prior on the power parameter is not intuitive and careful
thought is required to choose a prior that gives the desired discounting of the historical
data.

The probability and equivalence approaches were chosen to give a high weight when
there is complete agreement between the historical and current controls. If there is a
substantial amount of historical data, it may be desirable to choose narrow equivalence

bounds to limit the amount of historical data borrowed.
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Chapter 4

Adding a treatment arm to an

ongoing trial

4.1 Introduction

In this chapter we explore how to design a trial where it is planned to add a new treatment
arm part way through the study. Current practice in trials when a new treatment arm has
been added is to compare the new treatment only to controls randomised concurrently
[32] and this is the setting we consider here. The aim of our proposed design is to control
the family-wise error rate (FWER), the probability of declaring at least one treatment is
better than control when in fact there is no difference between any of the experimental
treatments and control, in the strong sense, whilst maintaining the marginal power of
each comparison at the level of the original study. Furthermore, for standard multi-arm
trials, optimal allocation randomises a larger number of patients to the control arm than
to each experimental treatment arm. In this chapter optimal allocation is explored for
designs where a treatment arm is added with the aim of increasing the overall power of
the study. We define the overall power as the probability of detecting all treatments that

are better than control.

Alongside the administrative advantages of adding a treatment arm to an already up
and running and established trial discussed in Chapter 1, statistically, having one control
arm for multiple experimental treatments results in a design that requires fewer patients
than running a separate trial for each experimental treatment versus control when the
type I error rate is controlled at the same level for each treatment to control pairwise

comparison.

Our main considerations for the design of a trial where a new treatment arm is intro-

duced are:
e Control of the FWER for multiple comparisons of treatment to control. The number

159
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of multiple comparisons will change during the trial.
e Maintaining or increasing the power.

e The optimal allocation to each treatment arm before and after a new treatment arm
is added.

Furthermore, we will discuss the use of historical controls from external studies and

non-concurrent controls from within the current study.

Section 4.2.1 discusses an approach to designing a standard multi-arm trial using the
test statistics and critical values proposed by Dunnett [39]. The change in correlation
between these test statistics varies for different ratios of treatment to control sample size
and this is explored. In Section 4.2.3 the correlation between test statistics is derived
when a treatment arm is added during the trial. It is assumed that the original trial was
a standard two-arm RCT and that only concurrent controls are used for each treatment
comparison. An adaptive design is proposed in Section 4.2.4 where the sample size of all
treatment groups is increased to control the FWER and maintain the marginal power of
the original design. The adaptive design initially assumes 1:1 allocation to all treatment
groups. Sections 4.3.1 and 4.3.2 then cover optimal allocation for a standard multi-
arm trial and a trial where a treatment arm is added, respectively. For a trial adding a
treatment arm, optimal allocation is considered both when all treatments finish recruiting

simultaneously and when the treatments finish recruiting at different time points.

4.1.1 Motivation and example

STAMPEDE

(Systemic Therapy in Advancing or Metastatic Prostate Cancer: Evaluation of Drug Ef-
ficacy.)

The STAMPEDE trial [67] provides the motivation for looking at the design of trials
where treatment arms are added during the ongoing trial. STAMPEDE is a multi-arm,
multi-stage (MAMS) randomised trial for the treatment of patients with prostate cancer.
From the outset STAMPEDE had 5 experimental treatment arms and one control arm
with 2:1:1:1:1:1 randomisation, control to each treatment and is a seamless phase IT/111

design.

Three additional arms were added over the duration of the study, with adjustments
made for multiple testing in terms of the multiple stages of the trial, but no adjustment was
made for multiple testing of each treatment with control. The study designers considered

adding a new treatment to be a new trial within the STAMPEDE protocol. In terms of
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the FWER, all comparisons of an experimental treatment to control were not considered
a family of hypotheses and each comparison was considered separately. Treatments added
during the trial were only compared to controls randomised concurrently and treatment
arms finished recruiting at different time points. A simplified design for adding a treatment

arm is considered throughout this chapter.

Illustrative example

The following example is used throughout to provide a practical example of the methodol-
ogy. Assuming the primary outcome variable is normally distributed. An initial two-arm
confirmatory RCT trial is designed to detect a treatment difference of three in the ex-
perimental arm compared to control. The standard deviation is assumed to be 10 in
both treatment arms and allocation is 1:1, treatment to control. This design requires 234
patients per treatment group to achieve 90% power with a one-sided type I error of 2.5%,
representative of a confirmatory trial. It is assumed that the treatment arm added during
the ongoing trial is also looking to detect a treatment difference of three compared to con-
trol and also has a standard deviation of 10. This example is illustrated in Figure 4.1. A
trial starts with a single experimental treatment (treatment 1) and a control group, with
1:1 allocation. In this example, after 100 patients have been randomised to both treat-
ment 1 and control, a new treatment (treatment 2) is added to the trial. The first dashed
vertical line represents when the new treatment arm is added (100 patients randomised
per group), the second dashed line represents when the original trial would have ended
(234 patients randomised to control and 234 patients randomised to treatment 1) and the
third dashed vertical line indicates when the trial ends after adding a new treatment arm
during the trial (treatment 2). The outcome data are assumed to be normally distributed

and the standard deviation is assumed to be known and the same for all treatment arms.

4.1.2 Notation

Let 7 =0,...,J represent the treatment group, where 7 = 0 represents the control group
and there are J experimental treatment groups. Let k = 1, ..., K denote the stages of the
trial. For the initial example considered, illustrated in Figure 4.1, stage one represents
before the new treatment is added, stage two when all treatments are being randomised
to and stage three when only treatment 2 and control are being randomised to. Let ¢
represent the patients within each stage and treatment group, ¢« = 1,...,n ;. n;, denotes

the number of patients in treatment group j in stage k.

For the standard multi-arm trial design described in Section 4.2.1. Let X; denote
the sample mean for treatment j, u; the true population mean for treatment j and o2

the true variance. The variance is assumed to be common across treatment groups. n;
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Figure 4.1: Example of adding a single experimental treatment arm to a two-arm trial
comparing treatment 1 to control. The first dashed vertical line represents when the
new treatment arm (treatment 2) is added to the trial. The second dashed vertical line
represents when the original treatment (treatment 1) finishes recruitment and the third
dashed vertical line represents when the control and treatment 2 finish recruiting patients.
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and ng are the sample sizes of the experimental and control treatment groups respectively.

For the design where a treatment arm is added during the trial, described in Section
4.2.2. Let Xj; denote the sample mean of treatment j in stage k. Let k = - denote all
stages. Therefore, X ;. denotes the sample mean of treatment group j across all stages of
the trial. Let nj; denote the sample size of treatment j in stage k. Furthermore, when
considering the control arm, let k(;) denote the set of stages for which controls are ran-
domised concurrently to treatment j. Let Xj;, denote the observed outcome for patient i
on treatment j in stage k. Let A; denote the true treatment effect comparing experimen-
tal treatment j to control. Note that if all treatments finish recruiting at the same time
there will be no stage 3 in the trial. As with the standard multi-arm design, p; denotes
the true population mean for treatment j and o is the common standard deviation for all

treatment groups.

The sample means are assumed to be independently and normally distributed. The
methods presented in this chapter make probability statements about the true underlying

treatment differences.



Chapter 4 Adding a treatment arm to an ongoing trial 163

For the standard multi-arm trial, let A : 1 denote the allocation ratio of control to each
experimental treatment group. In Section 4.3.2, where designs are proposed for adding
a treatment arm and the optimal allocation of patients to each treatment arm is deter-
mined once the new treatment arm has been added, let \j; denote the allocation ratio of

treatment j in stage k to treatment J in stage k.

In addition to the above notation, for the Bayesian design considered in Section 4.5.
Let v = 1/0? denote the common precision across treatment groups. The superscripts (0)
and (1) indicate prior and posterior parameters, respectively. For example, ngo) denotes
the prior effective sample size for treatment j and ng-l) denotes the posterior effective

sample size for treatment j.

4.2 Dunnett test

4.2.1 Design

For a multi-arm trial, with J experimental treatments and a control treatment, the test

statistics comparing each experimental treatment to control are given by [39],

X;—X
Z; = ]—07 (4.1)
1 1
_+_
n; Un

with 7 = 1,...,J hypotheses being tested. Under the null hypothesis of no treatment
difference, Z; ~ N(0, o).

The joint distribution of the J test statistics is multivariate normal with Z; having

mean 0, variance o2 and correlation between any two test statistics, Z; and Z, for example,

oz = 1/\/(2—‘1’ + 1) (Z—Z + 1) . (4.2)

Let 0z, and oy, denote the standard deviation of test statistics Z; and Z, respectively.

given by [39],

The correlation between any two test statistics, Z; and Zy for example, is derived as
follows,
COU(Zl, ZQ)

Pz12y = )
O'Zl(J'Z2
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where,

X —-Xo Xp—-X

0

11 \/1 1

T Un Mo Un
X COU(X(),X())
—_———

B 1
i+ i i+ l Var(Xo)=02/no
nq Nog \ No N

Cov(Zy, Z3) = Cov

0.2

\/ (no + 1) (np + n2)n

B nln%ng B 1
= Pz12, = o2 - )

where C'ov denotes the covariance. Figure 4.2 illustrates how the correlation between
the test statistics varies as the ratio of the control to treatment sample sizes (ng/n; and
ng/ny) vary. The correlation is 0.5 for equal sample sizes per treatment group. Where
the number of patients in each experimental treatment group is larger than the number
of controls, the correlation is greater than 0.5 and tends to one as the number of ex-
perimental treatment group patients increases relative to the number of control patients.
When there are fewer patients in each experimental treatment group than the control
group, the correlation is less than 0.5 and tends to zero as the number of experimental
treatment group patients decreases relative to the number of control patients. This is not
an intuitive result, since it is intuitive to think that the correlation would increase as the

number of common controls increases.

Considering the standardised test statistics, Z;/o, under the null hypothesis, the joint
distribution of the J test statistics is multivariate normal with Z; having mean 0, variance
1 and correlation between any two test statistics, Z; and Z, for example, denoted by pz, z,
and defined in Equation 4.2. If a single critical value c is used to declare significance, then

the probability of not rejecting any null hypothesis is given by,

/ / / Wz((zl,ZQ,...,ZJ)/,O,E)dZJdZJ_l...le, (43)
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Figure 4.2: Correlation between Dunnett test statistics for different sample size ratios of
control to treatment in each test statistic
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where 7z(z, p,X) is the probability density function of a multivariate normal (MVN)

distribution with mean p, and covariance matrix 3.

To control the FWER at level «, ¢ is chosen such that the integral in Equation 4.3 is
equal to 1 — a. Controlling the FWER under the global null in this case ensures strong
FWER control.

4.2.2 Extension to the Dunnett test when a treatment arm is
added during the trial

In this section we consider a trial design where a treatment arm is added to an ongoing
trial. The proposed design adapts the trial at the time point when the new treatment arm
is added, with the aim of controlling the FWER. Throughout this chapter it is assumed
that the decision to add a new treatment arm is driven by external reasons, independent
of what is happening in the current trial, for example, a new treatment finishes phase II
development and becomes available for the confirmatory trial. Adding a treatment arm
based on external reasons does not require looking at the current trial data and therefore
the FWER is not inflated due to interim analyses [32]. The aim of the trial is to identify

whether any or all treatments are better than control and finally, it is assumed that only
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controls randomised concurrently are used in the analysis for each treatment. A further
assumption throughout this section is that the allocation ratio is equal for all treatments

throughout the study.

The main difference here to the standard Dunnett design is that the controls used for
each treatment to control comparison no longer completely overlap and this changes the

correlation between the test statistics.

The test statistics of interest at the end of the study, comparing each experimental

treatment to control are given by,

X, - X,
Z; = 2 ~ N(0,0%),
1 1
— +
kek()
Tk
> > Xiow
_ kek ;) i=1
where X, .. = — 9 and k¢; denotes the set of stages for which controls are
€ S nok (7)
ka(j)

randomised concurrently to treatment j.

4.2.3 Correlation between test statistics when adding a treat-

ment arm

When a treatment arm is added during the trial, only some controls are used in both

treatment comparisons and therefore the correlation between test statistics is reduced.

The joint distribution of the J test statistics is multivariate normal with Z; having
mean 0, variance o and correlation between any two test statistics, Z; and Z, for example,

given by,

Nok
1 kek‘(l) ﬂk’(g)

Pz12, = )
I EE (z ) ( > )
ni. ST ngga| M2 ST nge \Feko k€k(2)

(4.4)

where >~ ngk represents the number of overlapping controls and for equal sample
k‘ek‘“)ﬂk’@)
sizes per treatment group, the correlation simplifies to,
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Nok
k‘Ek‘(l)ﬂk‘(Q)

2 X Z Nok
k‘Ek(l)

(4.5)

The correlation is 0.5 when there is complete overlap in the controls for each treatment
group and zero when there is no overlap in controls, which is in agreement with the

correlation from the Dunnett test statistics for a standard multi-arm trial.

Derivation of the correlation between test statistics when adding a treatment

arm
X1 — Xok Xo — Xok
Cov €) &)
1 1 1 1
—t— | —+—
kEk(l) kEk(Q)
Pz17y =
02102
1
Let k = Then,
1 1 1 1
—+ — —+ —
. > Mok 2. > Mok
keka) kek2)
o X1 = Xokg, Xo. = Xok, o Con( R X
ov = r Cov( k(1) Ok(g))
1 1 1 1
—t— | —+—
kekq) kek)
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> 2 Xk 2o 2 Xk
k‘Ek‘(l) =1 k‘Gk‘@) m=1
=k Cov ,
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(k¢k1yNk2y = E(Xi0k Xmok)=E(Xio0x)E(Xmok))
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This simplifies if the number of patients in each treatment group are equal,

Nok
kEk}(l) ﬂk(g)

E Nog = E Nog =N1. = No. =N = Pz,7, = on

kek) kek(z)
4.2.4 An adaptive design for adding a treatment arm with the
Dunnett correction

Initially, adding a single treatment to an ongoing two-arm trial is considered. Figure 4.3

illustrates the adaptive design which is described in detail in this section.

The trial design considered here starts with two treatment arms, an experimental
treatment and a control. The null hypothesis is, Hy : uy = o and the alternative hypoth-
esis, Hy : p11 > po.
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Figure 4.3: Example of adding a single experimental treatment arm to a two-arm trial
comparing treatment 1 to control. The first dashed vertical line represents when the new
treatment arm (treatment 2) is added to the trial. The second dashed vertical line repre-
sents when the original treatment (treatment 1) finishes recruitment and the third dashed
vertical line represents when the control and treatment 2 finish recruiting patients. The
horizontal dashed lines represent the additional patients required per treatment group
above the original sample size estimate to control the FWER while maintaining randomi-
sation of 1:1:1 to all treatment arms.

Adaptive design - adding a treatment arm

Treatment 2 I ! —]
I Add treatment 2 | |
[ [ [
| No, | N3 I
[ [ [
[ [ [
[ [ [
[ [ [
Treatment 1 - : —_—— JI :
[ [ [
Ny I Nq> | |
[ [ [
[ [ [
[ [ [
[ [ [
Control : : : _________ :
| Overlapping controls | |
nOl : n02 : n03 :
[ [ [
[ [ [
[ [ [
_ I I I
T I T I T I
0 100 234 274 334 374

Number of patients randomised

The test statistic is given by,

X1 — Xo

Z) = .
1 1

— 4 —

nq U

The sample size required per treatment group for this design is calculated using the

standard formula,

. 20’2<Z1_a — Zﬁ)z
n= 2
(Ml - Mo)

where « is the significance level, 8 the probability of a type II error and Z,_, and Z3 are
the (1 — a)th and the Sth quantiles of the standard normal distribution.
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The power is given by,

Assuming that a new treatment arm is added after ng; patients have been randomised
to control. The test statistics of interest are now,

X1 — Xok, Xo. = Xok,

y Z2 = 5
1 1 1 1
+ +
nip + N1z Nor + No2 Moz + Na3z  No2 + No3

where k(1) = {1,2} and kp) = {2,3}. Z; and Z, are distributed N (0, 0?) under the null

hypothesis of no treatment difference.

le

We assume equal randomisation to all treatment arms throughout. All treatment
groups are of the same size (n = ng; + noz = ne2 + N3 = N11 + N12 = Ngg +nag). Then the
correlation between Z; and Zs is ng2/(2n), which can be written in terms of the ratio of the
first stage control sample size to the second stage control sample size, pz, 7, = 1/2(52 +1).
Here it is assumed that the true treatment effect in both of the experimental treatment
arms compared to control are the same (u; = o = ). This could be the case when two
experimental treatments are explored that are similar but contain different compounds or
have differences in cost or risk profiles, but the efficacy effects are thought to be similar.
However, it could be assumed that the treatment effect for each experimental treatment
differs and therefore different sample sizes would be required. The null hypothesis for
the second treatment is, Hy : o = po and the alternative hypothesis is, Hy : po > po.
To control the FWER, the number of patients randomised to every treatment arm is

increased when the new treatment arm is added to the trial, using the following steps:
1. Estimate the correlation using the original sample size calculation;

1
2 (2 4 1)
102

2. Increase the sample size of all treatment arms to control the FWER at level o and

The correlation is given by, pz,z, =

maintain the marginal power for each pairwise comparison;

Determine the critical value that controls the FWER at level « using,
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= / / 77((21,22),0,8)d20dz = 1 — «

where 7(z,0,3) is the probability density function of a multivariate normal distri-

1
bution with means 0, and covariance matrix 3 = bazs )
PZs 2 1

The critical value here is determined using multivariate normal integration and a

root finding algorithm in Stata which implements Brent’s method [41].

The sample size required per group is then given by,

_ 20‘2(Zq>(c) — Z5)2

" (10— pio)?

3. Re-estimate the correlation using the sample sizes obtained in step 2 and repeat

step two using this correlation until the sample size does not change.

The estimate of the correlation between test statistics at the end of the study using
the original sample size calculation will be an underestimate, since, when the sample size
of all treatment groups is increased, the number of overlapping controls will increase and

therefore the correlation will increase. This is why an iterative approach is required.

4.3 Optimal allocation with a fixed trial sample size

In multi-arm trials there are various ways to define the power of a study. The marginal
power was considered in Section 4.2, which is the probability of rejecting a particular
false null hypothesis. However, in a single trial, we are making multiple comparisons and
the main aim of the trial may be to determine whether any or all treatments are better
than control, or at least one treatment is greater than control. When there are multiple
treatment comparisons, interest may be in the overall power of the study. Here, the
overall power of a multi-arm trial is defined to be the probability of rejecting all false null
hypotheses, correctly determining all treatments that are better than control. The overall
power is considered in this section, with the aim of determining the optimal sample size
which gives the highest probability of finding all treatments that are better than control.
It is assumed that all treatments are of equal importance. Further possible definitions
of power in a multi-arm trial are: weighted power — a weighted sum of the marginal
powers; minimal power — the probability of rejecting at least one false null hypothesis
and average power — the average proportion of false null hypotheses that are rejected. A
comprehensive review of power definitions in multi-arm trials is given in [36]. Firstly, the

power and optimal allocation for the original Dunnett test are considered [39].
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4.3.1 Optimal allocation for the original Dunnett test

Dunnett states that the optimal allocation for the standard Dunnett test is ng = nvJ.
Where ng is the number of controls, n is the number in each treatment group and J is

the number of experimental treatments [39].

When using optimal allocation the number of patients per group are not equal. This
alters the correlation between the test statistics and therefore the critical value used for

each test.

Two methods are described in the next section for deriving the optimal allocation ratio
for the standard Dunnett design. Minimising the total variance to determine the optimal
allocation was proposed in [68]. The criterion we propose for determining the optimal
allocation is to maximise the overall power, this is the criterion we use to determine the
optimal allocation for our extension to the Dunnett design where a new treatment arm is
added during the study.

Optimal allocation derivation

Minimising the total variance

The optimal allocation ratio can be approximated by minimising the total variance
(T'V), assuming a common variance among treatments and equal sample sizes for all
experimental treatment groups, n; = n for j > 1. The total variance is the sum of the

variances of the differences in means (X; — X;) and is given by [68],

11
TV:JUQ(—JF—).

n N

The values of n and ng are determined that minimise the total sample variance subject
to the constraint that the total sample size is N = Jn + ng. This makes the assumption

that all treatments are equally important.

To minimise Jo? [ —+ — | where N = ng + Jn. This is a Lagrange multiplier prob-
n o

lem [68], min{T'V + A(N — Jn — ng) }(*):

Solve,

and
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o(x) —Jo? B
oy = =0 (4.7)

From Equation 4.7, A = ———, substituting into 4.6 gives [6§],
Ny

—Jo? —Jo? ng n
— =\ =— — nl=0 — pn=-2L — pny,=nVJ.
n ng J \/j
This gives the simple rule ny = nv/J for optimal allocation and substituting ng into
N

N = Jn+ng gives n = [68].

J+

Maximising the overall power

An alternative approach to determining the optimal allocation ratio is to maximise the
overall power. The overall power is the probability of rejecting all false null hypotheses.
For a three arm design, comparing each experimental treatment to control, the overall

power is defined by the bivariate normal distribution,
1-p8= / / m2((21, 22)'s b, B)dzadzy
where 7z((z1, 22)', , X) is a bivariate normal distribution with mean g = (0,0) and
1 05
»_
<O.5 1 )

, ¢ is the Dunnett critical value and n* and nf in the nu-

variance covariance matrix,

merator of ¢* are fixed as the sample sizes calculated from 1:1 allocation of patients to
treatment and control. The values of n and ng in the denominator that maximise the
overall power are then found by searching over a range of allocation ratios to determine
the allocation ratio that maximises the overall power. This allocation ratio will randomise
more patients to control than each of the treatment groups. This changes the correlation
between the test statistics which affects the FWER. Based on this optimal allocation ra-
tio, X is updated and the Dunnett critical value that controls the FWER is re-calculated.
The optimal allocation that maximises the overall power is then re-calculated, with the
numerator n* and nj, fixed at the values from the previous iteration, c is the updated

Dunnett critical value, and n and ngy in the denominator are found that maximise the
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overall power, this procedure is repeated until the sample sizes obtained for the control

and the treatment groups both maximise the overall power and also control the FWER.

The two approaches to determining the optimal allocation ratio, minimising the to-
tal variance and maximising the overall power, both give an optimal allocation ratio of
approximately ny = nv/J. The overall power and formula approximation of the optimal
allocation are calculated assuming both treatments have the same treatment effect over

control.

Both approaches to determining the optimal allocation ratio can be applied when there

are multiple treatment arms.

4.3.2 Optimal allocation when adding a treatment arm

When adding a treatment arm to an ongoing trial, the optimal allocation depends on
whether adding a new arm was pre-planned, to be added at a specific time point, or
planned to be included when the treatment becomes available at an unknown time point.
If adding the arm was pre-planned it may be desirable to use unequal randomisation from
the beginning of the trial. However, the situation considered here is that at the design
stage of the initial trial, it is planned that a new treatment arm will be added, but the
time point is only known once the two-arm trial has begun recruiting. In this case, opti-

mal allocation for the initial trial is 1:1, treatment:control.

A further consideration is that optimal allocation will differ depending on whether,
once a new treatment is added, randomisation continues to all treatment arms until the
end of the study or whether the original treatment finishes recruitment earlier. Elm et al.
[30] suggest that once a new treatment arm is added, randomisation should continue to
all treatment arms until the end of the study. In this section we consider treatments

finishing recruitment simultaneously and at different times.

Finally, it is assumed here that the patient population is homogeneous across stages.
A stage is defined when there is a change in the design of the trial. For example, a treat-
ment arm is added, a treatment finishes recruitment or the allocation ratio is changed.
The assumption of homogeneity across stages is also the primary assumption for group
sequential test procedures and for platform trials [69, 70]. The limitations of this assump-

tion are considered in the discussion.

The overall power calculations throughout this section are the power to detect a treat-
ment effect in both groups and the treatment effect is assumed to be the same in both

groups. Only controls randomised concurrently to the treatment being tested are used in
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the analysis. As above, it is assumed that the addition of a treatment arm is based on

external reasons and not on the results of the current trial.

Optimal allocation when all treatments finish recruiting simultaneously

In this section optimal allocation is considered when a treatment arm is added to a two-
arm study that was initially randomising 1:1, treatment to control. It is assumed that
adding a treatment arm was planned and that recruitment will continue to all arms until
the end of the trial. The null hypotheses being tested are: Hy : p; = po and the alterna-
tive hypotheses are, H; : u; > po. Where p; are assumed to be common across treatment

groups.
Minimising the total variance

It is not possible to use the approach of minimising the total variance described in [68]
to determine the optimal allocation in the design when a treatment is added during the

trial. When adding a treatment arm the total variance is given by,

O'2 O'2 O'2 O'2
wo( Lty

Nor +No2 N1 + N1z Moz N2

and we wish to minimise the total variance under the constraint, N = ng; + ngs + n11 +

N12 + Nog.

This approach does not account for the fact that more controls (ng; 4+ ng2) are used in
the treatment 1 to control comparison than the treatment 2 to control comparison (ngs).
It therefore allocates an equal number of patients to both treatment groups. Whereas, for
optimal allocation, a larger number of patients should be randomised to the new treat-
ment 2 arm. There is not a simple formula for the optimal allocation here as there is for
the standard Dunnett test.

Maximising the overall power

To determine the optimal allocation ratio when adding a treatment arm during the
trial, it is possible to numerically maximise the overall power for a fixed total sample size

using the following steps.

The test statistics of interest at the end of the study, comparing treatments 1 and 2

(where treatment 2 is added during the trial) to control, are given by,
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X1 — Xok
Zl = a2 ) (48)
1 1
R + -
ey nok
kek(l)
Xo. — Xog
ZQ = 2 ) (49)
1 1
R + -
2. > Mok
kek@)
nok nok
> 2 Xiow > > Xiok
here Xop, = " X = @ k= {1,2) and kg = {2}. Z; and
where Ok<1)—Wa Ok(zy = D s kay ={1,2} and k@) = {2}. Z; an
kek‘(l) kek@)

Zy are distributed N(0, 0?) under the null hypothesis of no treatment difference.

1. Follow the steps in Section 4.2.4 to determine the required total sample size, N, when

adding a treatment arm during the trial using 1:1:1 allocation to all treatment arms.

The total sample size is fixed at N. It is then determined how best to allocate the
remaining patients once the new treatment arm has been added to optimise the overall
power. The new treatment arm is added at a fixed time point after ng; = nq1 patients

have been randomised to the original treatment and control.

2. Determine the optimal allocation ratios in stage two of the trial that maximise the
overall power. The estimate of the correlation and critical value from step one are

used.

The correlation based on the total sample size calculation in step one is given by, pz, z, =
1/ 2(2—8; + 1) where n is the number of patients used per group for each treatment com-
parison and ngg is the number of overlapping controls. The remaining patients to be
randomised can then be written as, R = N — (no1 + n11). The total number of patients
is given by, N = ng1 + no2 + n11 + ni2 + nee (there is no stage 3 since it is assumed

randomisation continues to all treatment arms until the end of the study).

To determine the optimal allocation for the remaining patients once the new treatment
arm is added, the randomisation allocation ratio to the new treatment is fixed at one,
the remaining patients to be randomised at the time point that the new treatment arm is

added is written as,

R = X\panaz +n92 + A12nag,
— = — =

no2 ni2
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and the values of A\go and Ao are determined that maximise the overall power, which is
defined by,

1-p= / / 72((21, 22)', 0, S)dzadzs, (4.10)
cl* Je2*

where 7z ((z1, 22)’,0,X) is the bivariate normal distribution with mean 0 and variance

> 1 Pz1z2
Pzazy 1

where p,, ., is the correlation calculated in step one, defined in Equation 4.5.

covariance matrix,

c1* and ¢2* in Equation 4.10 are defined by,

cl* = (4.11)

0'2 O'2
+
no1 + N2 N11 + Ni2

202
c | (2 — po)
c2* = , (4.12)
(‘)’2 O'2
R + R
np2  N22

where ¢ is the Dunnett critical value and n the sample size per comparison group esti-

mated in step one. (uj — po) is the treatment effect under the alternative hypothesis and,

R R R

— — Mg = —————————— X A2, N2 = ———————— X A\p2.
Azt 14+A2 0 Apt+l+An T A1t P

n22

where A\g2 and A9 are the allocation ratios that maximise the overall power. This change
in allocation ratio will alter the correlation. As in Section 4.2.4, iteration is required to
control the FWER at the desired level.

3. Re-estimate the correlation and critical value that control the FWER based on the

sample sizes per comparison group calculated in step two. The sample sizes per
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comparison group are now unequal and Equation 4.4 is required to estimate the

correlation.

4. Repeat step 2 (replacing the Dunnett critical value and variance in the numerator
of Equations 4.11 and 4.12 with the critical value and variance calculated using the
sample sizes that maximise the overall power. Replace the correlation in Equation
4.10 with the correlation calculated using the optimal sample sizes) and repeat step
3 until the optimal allocation is determined that maximises the overall power and
where the FWER is also controlled at the desired level.

Optimal allocation when treatments finish recruiting at different time points

The previous section looks at determining the optimal allocation for the remaining pa-
tients when a new treatment arm is added part way through the trial, assuming patients
are recruited to all treatments until the end of the study. This results in a reduced alloca-
tion ratio to the original experimental treatment arm compared to the new experimental
treatment and control arms. It may be undesirable to reduce the allocation ratio to a

treatment arm during the trial.

In this section the aim is to determine a better allocation ratio than 1:1:1, whilst
allowing the original treatment arm to recruit at the same rate as the new treatment
arm. This design will randomise more controls in stage two and fewer in stage three,
which will also increase the overlapping controls and therefore the correlation. The opti-
mal allocation is determined by maximising the overall power under the constraint that
A2 = A» = 1. An alternative approach would be to fix the minimum allocation to the
original treatment arm compared to the new treatment arm for the remainder of the trial

and again determine the optimal allocation by maximising the overall power.

The test statistics here are the same as those given in Equations 4.8 and 4.9. However,
there are now three stages to the design, kny = {1,2} and k@) = {2,3}. When all

treatments finish recruiting simultaneously, there are only two stages.

1. The total sample size is fixed at N, the number of patients required to control the
FWER at level a using equal randomisation when adding a treatment arm during
the trial, described in Section 4.2.4.

It is then determined how best to allocate the remaining patients, R = N —(ng;—n11), once
the new treatment arm has been added to optimise the overall power. The new treatment
arm is added at a fixed time point after ng; = nq11 patients have been randomised to the

original treatment and control.

2. Determine the optimal allocation ratios that maximise the overall power. The esti-

mate of the correlation and critical value from step one are used.
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Fixing A\12 = A2g = A93 = 1, the remaining patients to be randomised, R, can be written
as,
R = X\panga + naa +n22 + na3 + Aoznas -
N—— N~ ——

n02 ni2 no3

Optimisation is required to determine the values of Ay, Ag3 and ngo or nog that maximise
the overall power. Only one of noy or nog are required since N, ng; and ni; are all fixed
values. However, numerical optimisation of these parameters will always allocate zero
patients to control in the third stage and randomise all to control in stage two. This is
because all controls will then be used for the treatment 1 to control comparison. However,
some randomised controls are required in stage three. Therefore, \g3 is also fixed, adding
a constraint on the minimum allocation to control in stage three of the trial. Numerical
optimisation is then used to find the values of Ayp2 and n93 that maximise the overall power.
The number of controls available for the first treatment comparison will vary depending

on when the original treatment arm finishes recruiting.

The overall power is defined by,

1= B - / / T‘-Z((ZMZQ)/’OvE)d’ZQle’ (413)
cl* Jc2*

where 77((z1,22)',0,32) is the bivariate normal distribution with mean 0 and variance

s 1 PZ1Z,y
PZy7, 1

where pz, 7, is the correlation calculated in step one, defined in Equation 4.5.

covariance matrix,

c1* and ¢2* in Equation 4.13 are defined by,

202
c n | (1 — o)
cl* = : (4.14)
1 1
—+
- > Mok

and,
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202
AV (12 — po)
2" = , (4.15)
1 1
_ + -
D DR
kek(g)
where k = 1,...,3, ¢ is the Dunnett critical value and n the sample size per comparison

group estimated in step 1. (p; — o) is the treatment effect under the alternative hypoth-

esis and,

R — ()\03 + 1)1’L23
ngg = , N1. = ni1 + nio, Z Nor = Mo1 + N22Ao2, N2. = Nz + N3,
)\02 + 2 k’Ek‘(l)

> Mok = N22Ao2 + n23A03.
kek<2)
where g3 is fixed and nog and Aoy are found via optimisation. This change in allocation

ratio will alter the correlation. As in Section 4.2.4, iteration is required to control the
FWER at the desired level.

3. Re-estimate the correlation and critical value that control the FWER based on the
sample sizes per comparison group, calculated in step two. The sample sizes per
comparison group are now unequal and Equation 4.4 is required to estimate the

correlation.

4. Repeat step 2 (replacing the Dunnett critical value and variance in the numerator
of Equations 4.14 and 4.15 with the critical value and variance calculated using the
sample sizes that maximise the overall power. Replace the correlation in Equation
4.13 with the correlation calculated using the optimal sample sizes) and repeat step
3 until the optimal allocation is determined that maximises the overall power and
where the FWER is also controlled at the desired level.

4.4 Example — comparing methodology

This section returns to the main example, described in Section 4.1.1. Outcome data
are assumed to be normally distributed. The treatment effect to detect between any
experimental treatment and control is assumed to be three. The standard deviation is
assumed to be known and equal to 10 in all treatment groups. It is assumed that the
decision to add a treatment arm to the trial is driven by external reasons, independent of
what is happening in the current trial, the aim of the trial is to identify whether any or all
treatments are better than control and finally, it is assumed that only controls randomised

concurrently are used in the analysis for each treatment.
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4.4.1 Two experimental treatments — independent trials

In this section, trials comparing multiple experimental treatments to control in a single
trial are compared to running separate trials, each with an independent control arm. For
separate, independent trials, the standard approach is to control the marginal type I error
rate of each study. In a single study with multiple treatment arms, the aim is to control
the FWER.

For an individual trial, comparing one experimental treatment to control, 234 patients
are required per treatment group for a one-sided test at level a = 0.025 and 90% power
to detect a treatment difference of three, with a known and equal standard deviation
of 10 in both treatment groups. Therefore, for two independent trials, the total sample
size required is N = 2Jn = 936 patients, where n = 234, the number of patients in
each treatment arm. The critical value for each test is approximately 1.96. For two
independent trials, the FWER is 1 — (1 — 0.025)? = 0.0494. For independent trials, the
number of type I errors is a binomial random variable with J trials and probability of

success « [33].

4.4.2 Three arm trial design — no multiplicity correction

To assess two experimental treatments in a single trial, there are two experimental arms
and a single control arm. Making no adjustment for multiplicity, the total number of
patients required is N = (J + 1)n = 702.

The probability of rejecting at least one null hypothesis here is given by,

®-1(1-0.025) ,®~1(1-0.025)
=1- / / 7Tz((21, ZQ)I, 0, E)dZIdZQ = 0.0454.

Assuming Z; and Z, are both ~ N(0,1), equal sample sizes per group and ¥ =
1 05
0.5 1)

The FWER for this design is 0.0454, slightly less than the FWER when running two
separate trials. However, the total sample size for a three arm trial with no multiplicity

correction (702) is significantly smaller than for the separate trials design (936).

4.4.3 Three arm trial design — Dunnett multiplicity correction

This section explores a standard multi-arm trial comparing two experimental treatments

to a control treatment. All treatment arms recruit from the beginning of the study and
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Dunnett’s method is used to adjust for multiple testing.

To control the FWER at 2.5% and the marginal power of each comparison at 90%,
272 patients are required per treatment group for a one-sided test to detect a treatment
difference of three between each experimental treatment and control when the standard

deviation is known to be 10 in all treatment groups (3 groups = 816 total).

The critical value for each individual test is now increased to 2.21 to control the FWER

at 2.5%. Since,
221 p2.21
1— (/ / 77((21, 22), 0, E)dzleQ) = 0.025.

Whereas, in the previous two designs in Sections 4.4.1 and 4.4.2, a standard normal
2.5% critical value of ®~*(1 — 0.025) &~ 1.96 was used.

Here, the FWER is controlled at the desired level of 2.5% and the sample size is re-

duced from 936 in separate trials, to 816 patients in a single trial.

Note that for low powered studies (< 50% power for individual studies) it is often
better to run separate trials than a single trial with a Dunnett correction, in terms of the
number of patients required. However, for more common situations this is not usually the

case [33].

4.4.4 Adding an arm during the trial — no multiplicity correction

A trial starts with two treatment arms initially and part way through the trial a new
treatment arm is added. It is assumed that no correction is made to the critical value
for multiple comparisons (the critical value chosen at the design stage is used for both
treatment comparisons at the end of the study). There are now two comparisons to be
made at the end of the study. We explore the effects of adding a treatment arm on the
FWER.

Continuing with the main example described in Section 4.1.1. A new treatment arm
is added after 100 patients have been randomised to each treatment group, 234 patients
are allocated to the new treatment and a further 100 patients are randomised to control.
The number of concurrent controls randomised for each treatment arm are then equal.
The number of controls used in both treatment comparisons is 134. The total number
of patients per treatment group for each of the treatment comparisons is 234 (134 of the
controls are used in both treatment comparisons, overlapping controls). The correlation

is given by,
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134 = (.286
2%x234 7

Pz17y =

The FWER is then calculated as,

®1(1-0.025) ,®~1(1-0.025)
1— / / 7Tz((21, 22)/, 0, 2)d21d22 = 00477,

where 77((z1, 22)',0, %) is the probability density function of a MVN distribution with

1 0.286

mean 0, and covariance matrix X =
0286 1

An extra 234 patients are randomised to treatment 2 and an extra 100 concurrent
controls for the treatment 2 comparison when adding a treatment arm. Here, the sample
size is not increased to account for the multiplicity and the FWER is 0.0477. The total
number of patients required for this design is 802 (3 x 234 4 100 extra controls).

The FWER is less for this design (0.0477) than the FWER obtained from two separate
trials (0.0494) and requires 134 fewer controls than two separate trials. However, some
may argue that for the single trial, the FWER should be controlled at the 2.5% « level

of a single independent trial. This design is considered in the next section.

4.4.5 Adding an arm during the trial — Dunnett multiplicity

correction

Following the steps described in Section 4.2.4.

1. Estimating the correlation using the original sample size per group of 234 gives a

correlation of 0.286.

2. Using this correlation, the critical value that controls the FWER at 0.025 is 2.2295,
giving a sample size per group of 273.941.

3. Re-estimating the correlation and sample size until they are constant results in a
final correlation of 0.317, critical value for each test of 2.2277 and a final sample

size per group of 273.659.

Since we require integer sample sizes, the change in correlation has no impact on the
required sample size for this design. The increase in the number patients required comes
from controlling the FWER because the treatment comparisons are within the same trial
rather than separate trials. The total sample size required per group to control the FWER

at 2.5% based on this correlation estimate would be 274 (an additional 40 patients per
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group). Three groups of 274 patients plus 100 extra non-overlapping controls, gives a to-
tal sample size of N=922, just below the 936 patients required to run two separate trials.
However, here we are controlling the FWER at 2.5%, whereas for two separate studies,
only the marginal type I error rate for each comparison is controlled at 2.5%. This design

is illustrated in Figure 4.4.

Figure 4.4: Example of adding a single experimental treatment arm to a two-arm trial
comparing treatment 1 to control. The first dashed vertical line represents when the new
treatment arm (treatment 2) is added to the trial. The second dashed vertical line repre-
sents when the original treatment (treatment 1) finishes recruitment and the third dashed
vertical line represents when the control and treatment 2 finish recruiting patients. The
horizontal dashed lines represent the additional patients required per treatment group
above the original sample size estimate to control the FWER while maintaining randomi-
sation of 1:1:1 to all treatment arms.
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Figure 4.4 illustrates the trial design where a treatment arm is added and the sample
size of all treatments arms are increased to control the FWER using the Dunnett cor-
rection. Treatment 2 is added after 100 patients have been randomised to control and
treatment 1 (the first dashed vertical line). The sample size for each group is then in-
creased by 40 patients from 234 to 274, shown in Figure 4.4 by the horizontal dashed
lines. The second dashed vertical line shows when the original experimental treatment
arm finishes recruitment. The number of overlapping controls is now 174 and the corre-

lation between test statistics is 0.32.



Chapter 4 Adding a treatment arm to an ongoing trial 185

As illustrated in this example, small changes in the correlation between test statistics
results in small changes to the critical value and therefore only small changes to the total
number of patients required. Figure 4.5 shows the critical value obtained for different
values of the correlation and FWER. For larger FWER the change in correlation has a
larger impact on the change in critical values. Therefore, for phase II trials, the change in

correlation from adding a treatment arm may increase the number of patients required.

Figure 4.5: Effect of correlation between test statistics on the critical value required to
control the FWER at different levels for a standard 3 arm trial.
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Table 4.1 compares the FWER and the number of patients required to have 90%
marginal power for each treatment to control comparison for the designs discussed in
Sections 4.4.1 to 4.4.5. From Table 4.1, for this example, in terms of the number of
patients required, a single trial design adding a treatment arm requires fewer patients
than a separate trial design, even when controlling the FWER at the level of the type I

error rate for a two-arm trial.
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Table 4.1: FWER and sample size comparisons for 90% marginal power

Design FWER Total sample size
Two separate trials 0.0494 936
Single trial — no multiplicity adjustment 0.0454 702
Single trial — Dunnett adjustment for multiplicity 0.0250 816
Adding an arm — no multiplicity adjustment 0.0477 802

Adding an arm — Dunnett adjustment for multiplicity 0.0250 922

4.4.6 Comparing a single study to separate studies in terms of

the number of patients required

As mentioned above, the main contributing factors to the total sample size required in
a single trial when adding a treatment arm are, the control of the FWER and when the
new treatment arm is added and the extra concurrently randomised controls required (for
the treatment 2 comparison when using 1:1:1 randomisation). Therefore, if control of the
FWER is required in a single study and not in separate trials, it is of interest to determine
the time point at which it is better to start a separate trial rather than add an arm to an
ongoing trial with respect to the total sample size required. This is comparing a single

trial controlling the FWER at 2.5% to separate trials, each with a 2.5% type I error rate.

The following example compares a single trial to separate trials when a treatment arm
is added at different time points during the trial, for varying power (70%, 80% and 90%)
and FWER (2.5%, 5% and 10%). Figure 4.6 shows that for 90% power and 2.5% error
rate, once 111 patients have been randomised to control, it would be better to run a new
trial than add a new treatment to the current trial, in terms of the number of patients
required, if in a single trial control of the FWER is required at the 2.5% level. The
statistical advantage of adding a treatment arm and running a single trial decreases as
the power decreases and FWER increases. Figure 4.6 shows that for 10% error rate and
70% power it is better to run separate studies than a multi arm trial, even if all treatment
arms are recruiting from the beginning of the study. It is assumed here that randomisation

is 1:1:1 and the treatment effect to be detected is the same for all treatments.

4.4.7 Adding multiple treatment arms

So far, adding only one new treatment arm has been considered. We now consider adding
two treatment arms during the trial, correcting for multiple comparisons using the Dun-
nett procedure. There are now three comparisons of interest, comparing three experimen-
tal treatments to control. The correlation between test statistics is given in Equation 4.4.

The three test statistics follow a J-variate normal distribution.
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Figure 4.6: Comparing the total sample size required for a single trial versus separate
trials when adding a new treatment arm at different time-points for varying error rates

and marginal power.
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It is assumed that the second experimental treatment arm is added before the orig-

inal experimental treatment arm finishes recruitment and therefore there is correlation

between all test statistics. However, the correlations between all test statistics can never

be equal.

Continuing the main example described in Section 4.1.1. Two new treatment arms

are added, the first after 200 patients have been randomised to either the original exper-

imental treatment or control with 1:1 allocation.

The variance-covariance matrix using the original sample size calculation of 234 pa-

tients per group is given by,

> —

1 0.286
0286 1

0.073 0.286

0.073
0.286
1

Based on the above correlation matrix, the sample size required per group to control
the FWER at 2.5% and the correlation are re-estimated until they converge. The final

sample size required per group is then 298 patients and the correlation matrix is given by,
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1 0.332 0.164
> =10.332 1 0.332
0.164 0.332 1

Figure 4.7 illustrates a design where two treatment arms are added. This design has
balanced overlap in the number of controls used between treatment 1 and treatment 2
and between treatment 2 and treatment 3. The sample size of all groups is increased to
control the FWER using the Dunnett correction. Treatment 2 is added after 200 patients
have been randomised to either control or treatment 1. Treatment 3 is then added after a
further 100 patients have been randomised to each of the groups. The sample size for each
group is increased by 64 patients from 234 to 298, shown in the Figure by the horizontal
dashed lines. The dashed vertical lines show where new treatment arms are added and
treatments finish recruiting. The number of overlapping controls now differs between test
statistics. Between Z; and Z,, and Z3 and Z, the number of overlapping controls is 198
(as shown by the navy and pink lines) and between Z3, Z; is 98 controls (as shown by

the yellow line).

The total sample size required here is 1392 compared to the total sample size of 1404
when running three separate studies. However, this is under control of the FWER at the
2.5% level, the same as the marginal type I error rate for a single study comparing one
experimental treatment to control. If this strict control of the FWER is required in a
single study compared to running separate trials. The benefits of adding treatment arms
to a trial will decrease as the number of treatment arms added increases, if multiple test

correction is required for the multi-arm trial but not the separate trials.

So far, only equal allocation to all treatment arms has been considered and power in
terms of controlling the marginal power for each treatment to control comparison. We

now look at optimal allocation to maximise the overall power of the study.

4.4.8 Optimal allocation — standard Dunnett design

Returning to the main example, assuming all treatment arms recruit from the beginning

of the study and Dunnett’s method is used to adjust for multiple testing.

Table 4.2 compares the optimal allocation ratio obtained from maximising the over-
all power (max ratio) and the approximation from minimising the total variance (n/J),
given in Section 4.3.1 for a standard multi-arm trial with different numbers of experimen-

tal treatment arms. The optimal allocation is calculated based on the fixed total sample
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Figure 4.7: Example of adding two experimental treatment arms (treatment 2 and treat-
ment 3) to a two-arm trial comparing treatment 1 to control. The first dashed vertical
line represents when the first new treatment arm (treatment 2) is added to the trial. The
second dashed vertical line represents when the second new treatment arm (treatment
3) is added to the trial. The remaining vertical lines are when treatments finish recruit-
ing. The horizontal dashed lines represent the additional patients required per treatment
group above the original sample size estimate to control the FWER while maintaining
randomisation of 1:1:1 to all treatment arms.

Adaptive design - adding two new treatment arms

| 1
Treatment 3 Add treatment 3

Treatment 2 Add treatmant 2

|

|

|

|

|

|

|

|

|

|

Treatment 1 - —_ Jl
|
|
|
|

Control 3 sets:of overlappirilg controls

1 T I T T
0 100 200 234 298 334 398 434 498
Number of patients randomised

I
I
I
I
I
I
|
I
I
I
I
I
|
I
I
I
I
I
I
I
I
I
I
I
I
|
T
0

size calculated assuming 1:1 allocation to all treatment arms (N). Table 4.2 then gives
the overall power based on 1:1 allocation (1 — 5 (1:1)), the overall and marginal power
using the allocation ratio nv/.J (1 — f (nv/J)) and the overall and marginal power using

the allocation ratio that maximises the overall power (1 — § (max)).

In this example, adapting the allocation ratio increases both the marginal and overall
power of the study. The approximation of the optimal allocation, randomising nv/.J
patients to control gives similar results to maximising the overall power of the study as
shown in Table 4.2. Figure 4.8 shows the overall power for different allocation ratios and

different numbers of experimental arms for a standard multi-arm trial design.
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Table 4.2: Optimal allocation ratio for the standard Dunnett design when using the
optimal allocation proposed by Dunnett nv/J or maximising the overall power. The
overall power for the allocation ratios are also given.

J max ratio nv'J N (1:1) 1-8(1:1) 1—8®mVJ) 1-p3 (max)*
(ng : n) (ng : n) (marginal) (marginal)

9 1414 (338:240) 1414 (340:240) 816 0.834 0.840 (0.910) 0.840 (0.900)

3 1.732 (420:248) 1.732 (430:248) 1172 0.782 0.802 (0.918)  0.802 (0.918)

4 1.995 (515:258) 2 (516:258) 1545 0.743 0.779 (0.928) 0.780 (0.928)

5 2.252 (597:265) 2.236 (595:266) 1920 0.709 0.760 (0.936) 0.760 (0.935)

* Calculated based on controlling the FWER at the 2.5% level. N is fixed based on 1:1 randomisation
for 90% marginal power (treatment arm sample sizes may be increased due to rounding based on the
optimal allocation.)

Figure 4.8: Overall power by allocation ratio for a standard multi-arm trial for trials with
a different number of treatment arms and each with fixed sample size. The dashed vertical
red lines represent the optimal allocation ratio that maximises the overall power.
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4.4.9 Optimal allocation — adding a treatment arm — treatments

finish recruiting simultaneously

Assuming the trial starts with two treatment arms, an experimental and a control arm,
randomising 1:1. An additional treatment arm is added after 200 patients have been ran-

domised to the control or the original treatment group. Based on this design, following
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the steps in Section 4.2.4, 922 patients are required.

Up to the time point that the new treatment arm is added, the optimal allocation
is 1:1, treatment to control. Since randomisation continues to all arms until the end of
the study, controls randomised before the new treatment arm is added will not be used
in the new treatment to control comparison, but all controls will be used for the original

treatment to control comparison.

The total sample size is fixed at 922 patients (274 patients per group +100 extra con-
trols). This is the sample size required to obtain 90% marginal power for both treatment
comparisons and control the FWER at 2.5% when using 1:1:1 allocation. This design has

an overall power of 0.822.

For the optimisation we initially use a correlation of 0.317 which gives a critical value
using the Dunnett correction of 2.229. Taking into account the 200 patients that have
already been randomised, the optimal allocation ratio is calculated from when the new
treatment arm is added. The remaining number of patients to be randomised when the
new treatment arm is added are 722. Numerically optimising the overall power and iter-
ating gives a final allocation ratio for the second stage of 1.236:0.566:1, control:original
treatment:new treatment. This gives the following sample sizes in each of the treatment
groups: 258 for the new treatment; 246 for the original treatment and 419 controls (319
for the treatment 2 to control comparison). The overall power here is 86.24% and the
marginal power is 91.23% for the new treatment to control comparison and 93.43% for the
original treatment to control comparison. This design controls the FWER at the 2.5%.
The Dunnett critical value used in the final analysis is 2.225. Figure 4.9 illustrates this

design.

Figure 4.10 illustrates the overall power obtained for different allocation ratios to control
and the original treatment arm with respect to the new treatment arm. This is the
allocation used once the new treatment arm is added, prior to this, allocation is 1:1

original treatment:control.

4.4.10 Optimal allocation — adding a treatment arm — treat-

ments finish recruiting at different times

Reducing allocation to the original experimental treatment arm when the new treatment
arm is added delays learning about the effect of the original treatment arm and may affect
patient accrual. Patients may be more willing to participate in the trial if they have equal
chance of receiving either of the experimental treatments. This section assumes the trial

starts with two treatment arms randomising 1:1. An additional arm is added after 200
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Figure 4.9: Example of adding a single experimental treatment arm to a two-arm trial
comparing treatment 1 to control. The first dashed vertical line represents when the
new treatment arm (treatment 2) is added to the trial. The second dashed vertical line
represents when all treatments finish recruiting. The allocation ratio is adapted when
treatment 2 is added and all treatments finish recruiting simultaneously. The allocation
ratios and sample sizes in each stage for each treatment are displayed.
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patients have been randomised to either the control or the original treatment arm. Here,
once the new treatment arm is added, randomisation continues at the same rate to both

experimental treatment armes.

The total sample size is fixed at 922 patients (274 patients per group +100 extra con-
trols). This is the sample size required to obtain 90% marginal power for both treatment

comparisons and control the FWER at 2.5% when using 1:1:1 allocation.

For the optimisation, the initial correlation estimate is 0.317, which gives a critical
value using the Dunnett correction of 2.229. Taking into account the 200 patients that
have already been randomised, the optimal allocation ratio is calculated from when the
new arm is added. The remaining number of patients to be randomised when the new
treatment arm is added is 722. The optimal allocation ratio to control in stage two and
the number of patients to be randomised to treatment two in stage three are then found

that maximise the overall power.

After iteration, the overall power is maximised when the allocation ratio in the sec-
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Figure 4.10: Overall power for different sample size ratios of control to treatment 2 and
treatment 1 to treatment 2 in stage 2 of the trial when all treatments finish recruiting si-
multaneously and the total sample size is fixed at 922 patients. Allocation is 1:1 treatment
1 to control prior to the addition of treatment 2 to the trial.
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ond stage is 1.758:1:1, control:treatment 1:treatment 2 and 71 patients are randomised to
treatment 2 with 1:0.5 allocation, treatment 2 to control in stage three. This gives the

following sample sizes in each stage of the trial:

Stage 1 — 100:100, control:treatment 1
Stage 2 — 289:164:164, control:treatment 1:treatment 2
Stage 3 — 36:71, control:treatment 2

With 389 controls for the treatment 1 comparison and 325 controls for the treatment
2 comparison. The overall power is 85.20%. The marginal power is 89.83% for the new
treatment to control comparison and 93.74% for the original treatment to control com-
parison. This design is illustrated in Figure 4.11. For a larger number of treatment arms
where changes in the correlation have a larger impact on the critical values obtained, a
larger number of iterations may be required, only a few iterations were required for the

examples considered here.

All of the optimal allocation methods considered achieve higher overall power com-

pared to an equal allocation (overall power for equal allocation is 82.2%) design for the
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Figure 4.11: Example of adding a single experimental treatment arm to a two-arm trial
comparing treatment 1 to control. The first dashed vertical line represents when the new
treatment arm (treatment 2) is added to the trial. The second dashed vertical line rep-
resents when treatment 1 finishes recruiting and the third dashed vertical line represents
when treatment 2 and control finish recruiting. The allocation ratios are adapted when
treatment 2 is added to the trial and again when treatment 1 finishes recruiting. The
allocation ratios and sample sizes in each stage for each treatment are displayed.
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Table 4.3: Allocation ratios, overall power and sample size comparisons for the adding
a treatment arm design using optimal allocation when treatments finish recruitment at
different times. The total sample size of the trial is based on an adding a treatment arm
design with 1:1:1 allocation design with marginal power of 90% and FWER of 2.5%.
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same sample size. The power calculations are based on the unrounded optimal sample
size estimates. The sample sizes are then rounded for each stage which may affect the

operating characteristics slightly. An alternative approach, not considered here, would be
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to try integer sample sizes around the non-integer sample size found to determine which
gives the highest overall power for the design. Table 4.3 compares the overall power for
different fixed stage 3 allocation ratios and Figure 4.11 illustrates the design for the stage 3
fixed allocation ratio of 1:0.5, treatment to control. The marginal power for the treatment
2 to control comparison can be less than the marginal power obtained when using 1:1:1
allocation under this design where the allocation ratios are adapted and the original ex-
perimental treatment can finish recruitment before the new experimental treatment arm
finishes recruitment, since the optimal allocation is determined that maximises the overall
power. The gain in power from the treatment 1 to control comparison can outweigh that
of the treatment 2 to control comparison. Furthermore, placing a higher constraint on
the number of controls that are to be randomised in stage 3 of the trial, results in less
patients being randomised to both treatment 2 and control in stage three and a larger

number of patients being randomised in stage 2.

4.5 Bayesian design — adding a treatment arm during

the trial with the Dunnett correction

Adaptive trial designs and the idea of utilising all relevant information considered in ear-
lier chapters fit more comfortably into a Bayesian framework. It is therefore of interest
to consider the multiple testing approaches and methods for adding a treatment arm into

an ongoing trial in a Bayesian framework.

A Bayesian approach comparable to the frequentist approach proposed by Dunnett
[39] for comparing multiple experimental treatments with a common control has recently
been proposed in the literature [40]. This approach is described in more detail in Chapter
1. It is shown in [40] that the sample sizes required under a Bayesian design are analogous
to a frequentist multi-arm trial design where the total sample size per treatment group
is formed from the prior effective sample size plus the number of patients in the current

trial for that treatment group.

Assuming that the sample sizes (prior + current sample size) in each experimental
treatment arm are equal, in a Bayesian framework inference is made on the posterior
distribution of the treatment difference. For a standard three arm trial design with all
treatments recruiting from the start of the trial and all controls overlapping, the covariance

of the treatment difference is given by,

1 1 1 1 1 1 1 0 _
Cov(ud" — u”, S — i) = Cov(u?, iy = Var(u§?) = (S + no)v) ™,
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where ;= (u9n9 +n;;)/(n]+n;) is the posterior mean for treatment j. nSO) denotes the
prior effective sample size for treatment j and n; denotes the sample size in the current
trial for treatment j. v = 1/0? denotes the precision. This is analogous to the covariance

of the treatment differences from the frequentist design.

Assuming the same design for adding a treatment arm as in Section 4.2.4. The main
difference in the Dunnett adjustment for a standard multi-arm trial and when adding a
treatment arm to the trial is the covariance between the mean differences (or the corre-
lation as considered in previous sections). If the sample sizes in all treatment groups are
assumed to be equal and allocation is 1:1 or 1:1:1 to all treatments throughout the study,
it can be shown that in the Bayesian framework, when adding a treatment arm during the
trial, the covariance between treatment mean differences is given by (using the notation

in Figure 4.3 for the current trial sample sizes),

—1¢,,(0)
1 1 1 1 v (ng’ + no2)
COU(Mg) _N(())a/l(z) _:u(())) = (0) s (0)
(TLO —+ No1 -+ nog)(no —+ o2 + 7103)

where n(()o) + ng1 + nge is the number of controls used for the first treatment comparison

)

(prior+current data) and néo + ng2 + N3 is the number of controls used for the second

treatment comparison. néo) +ng2 represents the number of controls used in both treatment
comparisons. This is consistent with the frequentist approach, given in Equation 4.5, with
the control sample sizes replaced by the total information (prior 4 trial sample sizes)
rather than just the current trial sample size. For unequal sample sizes in each treatment

group, the covariance is given by,

v1 (néo) + > n0k>
1 1) (1 1 kek(1)Nk(2)
Cou(pi” — sy — ") =
(néo)—l— > n0k> (n((]0)+ > n%)
kek(l) kEk(Q)

All results for adding a treatment arm considered earlier in this chapter can be for-
mulated in a Bayesian framework. The only difference is that the current trial sample
sizes are replaced by the total information (prior + trial sample sizes). For the sample
size calculation, only the prior sample sizes are used, however this approach allows the
prior estimates to be used in the final analysis. In this design the standard deviation is
assumed known, but the final analysis will use the sample variance estimates. Therefore,
the properties of the design may not hold if the assumptions about the standard deviation

were incorrect.
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We did not explore this design in much detail since it is a bit strange to only use con-
current controls in a Bayesian framework because of the likelihood principle [17]. However,
it is interesting to note that the results are the same in a Bayesian framework as in the

frequentist framework.

4.6 Discussion

In this chapter we have explored how to design a trial where a treatment arm is added
part way through. It was assumed that the trial initially started as a standard two-arm
randomised controlled trial comparing an experimental treatment to a standard of care
with 1:1 allocation. The setting considered here is a confirmatory trial where it is recom-
mended that for a single trial with two or more experimental treatments, control of the
FWER is required [35]. In this chapter we have assumed that the new treatment arm is
added based on external reasons and not based on outcome data from the current trial.
Furthermore, it was assumed interest lies in the comparison of each experimental treat-
ment to control, the experimental treatments are not directly compared. Whether control
of the FWER is required under these assumptions has been widely discussed [29, 33, 34].
The main argument for not adjusting for multiplicity is that if the same two comparisons
were made in separate trials, controlling the FWER would not be required. The use of
the same control group in both treatment comparisons in a multi-arm trial is an argument
for controlling the FWER. It has been considered that due to random chance the control
group in a multi-arm trial could over or underestimate the true treatment effect. This
control group is then used for all treatment to control comparisons [33]. An increase in
sample size to achieve control of the FWER will reduce some of the sample variation in
the controls. Since the regulatory advice is to control the FWER in this setting, this was

the approach considered in this chapter.

To determine the optimal allocation ratio, it was assumed that the total sample size of
the study was fixed. Based on this total sample size, the optimal allocation for the remain-
ing patients to be randomised after the treatment arm was added was determined. The
allocation ratio was determined that maximised the probability of detecting a treatment
effect in both arms. This was chosen because we assumed that the expected treatment
effect in all experimental arms was the same. In this case, the marginal power will either
increase or be similar to the marginal power in the design assuming equal allocation to
all treatment arms. The marginal power may be lower than desired if the overall power
is used for optimisation of the allocation ratio and the treatment effects are assumed to
differ in each of the experimental arms. Where the treatment effects are assumed to differ,
optimisation can be based on maximising the probability of there being no type I errors
as in the original Dunnett paper [39] or the probability that there is a treatment effect in

at least one of the treatment arms. The methods described in Section 4.3.2 can be used
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in both of these situations.

In this chapter, two definitions of power in multi-arm trials have been considered,
detecting a particular effective treatment compared to control, the marginal power and the
overall power, the probability of rejecting all false null hypotheses, where both treatments
have been effective. The definition of power will depend on the study objectives. Whether
that is to determine all treatments better than control, any treatment better than control

or the best treatment.

4.6.1 Concurrent controls

Current practice in clinical trials that have added a treatment arm is to use only concur-
rently randomised controls for each treatment to control comparison [32]. One reason for
this is to preserve randomisation. Incorporating control data from the first stage in the
second treatment control comparison is utilising non-randomised information into that
comparison. A second reason is that the patient population may differ before and after
the treatment arm has been added. Incorporating the first stage control data into the
second treatment comparison could then bias the treatment effect estimate for treatment
two. Depending on the possible types of change that occur when a new treatment arm is
added, this may affect the original treatment to control comparison. However, the use of
only concurrent controls guards against some possible biases or loss of power that could

occur from adding a treatment arm to an ongoing study. This is discussed in Section 4.6.2.

Possible reasons for a change in the patient population when the new treatment arm
is added are: a change in patient characteristics, patients may be more willing to be ran-
domised with the possibility of receiving two experimental treatments; a change in baseline
characteristics over time; and clinicians are more willing to randomise patients higher or

lower risk patients into the trial because of their expectations of the new treatment.

4.6.2 Analysis

For the designs considered in this chapter it was assumed that the patient population
is homogeneous across stages. The final analysis assumed a z-test for each treatment
comparison, pooling data across stages but only using concurrent controls and assuming
that the population variance is known. In reality, the population variance would not be
known, however for large samples as are likely in a confirmatory trial, the z-test is ade-
quate. However, if the approximation of the standard deviation was inaccurate this will

affect the operating characteristics of the trial.

If it is thought that adding a treatment during the trial may alter the trial in some

way, causing a stage effect, adjustment for stage or treatment by stage interactions may
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be required using a linear regression approach. This method is described by Elm et al.
[30] and may reduce the power of the study. The effect of different stage effects was not
explored here but was considered in [30]. This paper shows that a linear model adjusting
for stage was a more powerful analysis approach when a stage effect was present compared
to a pooled analysis. This paper considered a random stage effect and the allocation ratio
was adjusted when the new treatment arm was added so all treatments finished recruiting

at the same time.

A few considerations on stage effects are, if 1:1 allocation is maintained to all treatment
arms throughout the study, for a stage effect that changes all treatment groups when the
new treatment arm is added, a pooled analysis using concurrent controls will not bias
the treatment effect estimates. If 1:1 allocation is used and there is a stage effect in the
control group only, only the original treatment effect estimate will be affected. A stage
effect in the control arm only could be caused by patient drift, as is seen in antibacterial
trials. In this case a treatment by stage interaction would be required. If there are
any stage effects and the allocation ratio is adapted, adjusting for stage and a stage by
treatment interaction will be required to obtain an unbiased treatment effect estimate for

the original treatment to control comparison.

4.6.3 Bayesian design

As described in Section 4.5, the theory of designing a trial where a treatment arm is
added to an ongoing study and the design is adapted to control the operating characteris-
tics in a frequentist framework hold in the Bayesian methodology. However, the Bayesian
paradigm is to combine all sources of evidence and relevant information. In the frequen-
tist design we only consider the use of concurrently randomised controls in each of the
treatment comparisons, whereas a fully Bayesian design in this setting would consider
all trial information and prior information before the trial started. In a fully Bayesian
design the controls randomised in stage one would be used for the second stage treat-
ment to control comparison. This is equivalent to pooling the data across stages of the
trial. Throughout the thesis we have used the Bayesian framework to borrow information
whilst considering the consequences on the operating characteristics. Since control of the
frequentist operating characteristics is required for regulatory approval. The Bayesian
design was considered in Section 4.5 with the use of only concurrent controls since there
is an advantage of the Bayesian approach in terms of the ease of interpretation of the

parameters values in a Bayesian setting.

4.6.4 Historical data and non-concurrent controls

When adding a treatment arm to an ongoing clinical trial there are two types of relevant

non-randomised data. External historical data from a previously run trial (usually for the
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control treatment only) and the first stage control data before the new treatment arm is
added. Both of which could be considered historical data. Following current practice, the

first stage controls would not be used in the second treatment comparison.

Ideally, controls randomised before the new treatment arm is added would be used
in the new treatment control comparison to gain power. If the original treatment arm
finishes recruitment before the new treatment arm, there will also be non-concurrent con-

trols for the original treatment.

Historical data methods compare the current and historical data. When there is dis-
agreement, the historical data are down-weighted in favour of the results from the current
trial. This approach is not applicable with non-randomised comparison data from within

the same trial.

However, based on the assumption that it is pre-planned to add a treatment arm dur-
ing the study. An interesting design that could be explored would be a two-stage design
where external historical control data replace some current controls yet to be randomised
up to the time point the new treatment arm or arms are added. The agreement between
the first stage controls and historical data will determine how many current controls are
randomised in stage 1. Using this approach more controls will be randomised in stage 2 of
the trial and therefore more concurrent controls will be available for all treatments. The
second stage control data can then be compared with the combined first stage current
control data and the historical data. Where the data from the first and second stage are
similar they can be pooled and when they differ, the first stage data can be discounted.
The historical data used in the first stage could then be used in the final analysis if it
is in agreement with the second stage data or discounted using historical data methods
if not. If population drift is anticipated in the control arm, as is the case in antibiotic
trials where patients become resistant to standard treatments, then this approach may

be beneficial.



Chapter 5

Summary and future research

5.1 Summary of thesis

This thesis focuses on designs to improve efficiency of clinical trials over the standard
confirmatory two-arm randomised controlled trial. The main aims of the proposed de-
signs are to either increase the power of the current trial or reduce the number patients
required in the current trial and therefore the duration of the trial. Reducing the num-
ber of patients required in a confirmatory trial allows treatments to proceed through the
development process more quickly and therefore patients can benefit from treatments
earlier than if a standard trial design were used. In disease areas where recruitment is
challenging, these designs may allow trials to be run that were previously infeasible. We
consider two approaches for improving the efficiency of clinical trial designs, utilising his-
torical data and adding a treatment arm to an ongoing trial. The uptake of historical
data methods has been low, possible reasons for this are: the risk of a loss of power or
inflation in type I error in the current trial when the historical and current control data
do not agree; a lack of understanding of historical data methods by clinicians and statis-
ticians; and a lack of software available to implement historical data methods. Another
example of gaining efficiency in a clinical trial is to add an extra treatment arm to an
ongoing trial. Recent trials have implemented adding a treatment arm, however, the de-

sign and analysis implications of adding a treatment arm have not been fully explored [32].

Chapters 2 and 3 focus on historical data methods, specifically when there is one his-
torical study available. The aim of the adaptive design proposed is to replace current
control patients yet to be randomised with historical control data when the current and
historical control data agree, reducing the number of controls to be randomised in the
current study. As the disagreement between the historical and current controls increases,
the adaptive design discounts the historical data and reverts back to a standard trial

design to minimise the loss of power and the inflation in type I error.
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Chapter 2 initially explores three methods proposed in the literature for incorporating
historical data into the design and analysis of the current trial when the outcome data
are binary. The methods considered are: power priors [15, 71] using a fully Bayesian
approach or a summary measure of the marginal posterior distribution of the power as a
fixed weight; the commensurate prior [19] and the robust mixture prior [23]. The limita-
tions of these approaches were discussed extensively in Chapter 2. The main limitations
were: the choice of prior on the “borrowing” parameter; calculating the effective histori-
cal sample size when using the adaptive design; and the computation time in calculating
the operating characteristics of the design. The choice of prior for each approach was not
intuitive in the amount of historical data that was incorporated into the final analysis and
strong priors were required on the “borrowing” parameters to ensure a sufficient amount
of historical data was incorporated into the final analysis when the historical and current
controls were in agreement. For the adaptive design, at the interim analysis, it is required
to calculate the effective historical sample size, but this is difficult for the fully Bayesian
version of the power prior, the commensurate prior and the robust mixture prior. Fi-
nally, determining the operating characteristics for the commensurate prior and the fully
Bayesian power prior and the effective historical sample size for the robust mixture prior
were computationally intensive. Of the methods considered, the power prior approach
with a fixed power weight was the simplest and most intuitive way to incorporate histori-
cal data into the current trial design and analysis. Choosing the weight for the historical

data requires careful consideration.

From exploring historical data methods previously proposed in the literature, the most
important factors for the design of a trial incorporating historical data were: a method
to assess the agreement between historical and current control data that is intuitive to
describe to clinicians and easy to calculate; the operating characteristics of the design
need to be quick to calculate and the approach needs to allow control over the maximum
possible type I error rate across all true control response probabilities. Control of the max-
imum type I error is important for the design to obtain regulatory approval, although in
rare diseases the maximum type I error can be relaxed. The proposed equivalence weight
approach for assessing agreement along with the analysis approach of the power prior with
a fixed weight meets these criteria. The equivalence bounds allow discussion with clin-
icians about the acceptable range of agreement between historical and current controls
and allows control over how much historical data are borrowed at complete agreement
and how quickly the historical data are discounted as the difference between the current
and historical controls increases. The equivalence weight is used as a fixed power in the
analysis approach of the power prior. The initial priors for the response probabilities are
chosen to be beta distributions with integer parameter values. The probability that the
response probability in the treatment group is greater than the response probability in the

control group can then be calculated quickly and exactly using the iterative procedure de-
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scribed by Cook [55]. The operating characteristics for the adaptive design incorporating
historical data can then be calculated exactly and quickly. Finally, equivalence bounds

can be determined that control the maximum type I error rate at the desired level.

In Chapter 2 the historical data methods explored are: power priors; commensurate
priors and robust mixture priors. Chapter 3 explores these historical data methods when
the outcome data are normally distributed. For normally distributed outcome data, both
differences in the means and the variances between the historical and current control
data are considered important when assessing agreement. Chapter three explores the
limitations of published historical data methods when the outcome data are normally
distributed. Many of the limitations of historical data methods found for binary data
hold for normally distributed outcome data. The commensurate prior and the robust
mixture prior seem to be “black box” approaches. Both models can be fitted for nor-
mally distributed data, however the choice of prior on the borrowing parameter for the
commensurate prior and the prior parameters for the robust mixture prior are difficult to
choose. The approaches for determining the effective sample size of the historical data
have not been explored for the commensurate prior and robust mixture prior approaches
when assuming unknown mean and variance in the current and historical data. Again, it
was found that the most intuitive approach to incorporate historical data into the design

and analysis of the current trial was to use the power prior approach with a fixed power.

The equivalence weight approach for assessing agreement between the historical and
current controls is slightly more complicated for normally distributed data than the bi-
nary data case. For normally distributed outcome data, the equivalence weight is based
on the marginal posterior distributions of the difference in the means and the ratio of
the variances in the current and historical control data. The equivalence weight allows
control over the amount of historical data borrowed and the rate of discounting. By fixing
the equivalence bounds on the ratio of the variances, the mean equivalence bound can
be chosen to cap the maximum possible inflation in the type I error rate across all true

control means.

There are a few disadvantages to the equivalence weight approach for normally dis-
tributed outcome data: the operating characteristics cannot be calculated exactly, there-
fore simulation is required; it can be difficult to choose and interpret equivalence bounds
for a variance parameter; and when the sample sizes in the historical and current controls
differ, choosing equivalence bounds of the form (é4,,1/d4,) does not give maximum weight
to the historical data when there is complete agreement in the sample variances. However,
in practice, the maximum weight obtained for the variance component of the equivalence
weight and the weight obtained at complete agreement in the sample variances have been

very similar in the examples considered. With one historical study, the difference in sam-
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ple sizes between the current and historical controls is likely to be small.

Finally, Chapter 4 looked at adding a treatment arm to an ongoing trial. An iterative
procedure is proposed that re-calculates the sample size required in all treatment groups
of the trial when a treatment arm is added during the study with the aim of controlling
the family-wise error rate. The Dunnett procedure [39] is used which compares multiple
experimental treatments to a single control and the correlation is adjusted to account for
only concurrent controls being used in each treatment to control comparison. Adding
a treatment arm to an ongoing study is compared to running a separate trial for each
experimental treatment in terms of the total number of patients required if the error rate
is required to be the same for each separate trial and the multi-arm trial. Finally, given
a fixed number of patients, the optimal allocation ratios to each treatment are explored
that maximise the overall power of the study when a treatment arm is added during the

trial.

5.2 Future research

The methodology presented in Chapters 2 and 3 describes the equivalence weight approach
for assessing agreement between historical and current controls for binary and normally
distributed outcome data. Further work is needed to apply this approach to other types
of outcome data. Neither ordinal nor survival data have been considered. For survival
data, there is the added complication of censoring and equivalence could be assessed us-
ing the Kaplan Meier curves, the logrank test or the hazard ratios. The concept of the
equivalence approach is the same for all types of outcome data, however each requires a
different implementation and careful thought is required on how to define equivalence for

each type of outcome.

In this thesis we have focused on the specific problem of having only one relevant
historical study. Both having one historical study and having multiple historical studies
have their own complications. For only one historical study, it is not possible to obtain an
estimate of the between study heterogeneity. Where there are multiple relevant historical
studies, there will not only be heterogeneity between the historical studies and the current
control group but also between the historical studies themselves. The historical studies
need to be combined and the heterogeneity between the studies determined. When there
is one historical study, the effective historical sample size is simply the sample size of the
historical study. When there are multiple historical studies, the effective historical sample
size incorporates the heterogeneity between the historical studies, increased heterogeneity
reduces the effective historical sample size [12]. How to combine multiple historical studies
and given the heterogeneity between them determine how much information is contained

in the historical data is a complicated process. The combined historical data then has
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to be compared to the current control data and incorporated into the current trial analysis.

Schmidli et al. [23] propose first performing a meta-analysis of the historical studies
and using the meta-analytic predictive distribution as a prior for the current study. One
historical distribution is then compared to the current controls. This approach takes into
account the heterogeneity between the historical studies by a reduced prior effective sam-
ple size and as with the robust mixture prior, the meta analysis predictive distribution
is discounted when there is prior data conflict. An alternative approach to incorporating
multiple historical control studies into the design and analysis of the current trial is to
consider each historical study separately. The agreement between each historical study
and the current control arm is assessed. The historical studies can then be incorporated
into the final analysis each with their own weighting parameter, this approach is proposed
as a way to incorporate multiple historical studies using the power prior approach [71].
Further work will explore the advantages and disadvantages of these two approaches and
how they compare in terms of how much historical data are incorporated into the final
analysis using each approach. The best approach may differ depending on the number of
historical studies. For a small number of historical studies, where estimating the between
study heterogeneity is difficult, incorporating the studies individually may be the best

approach. For many historical studies a meta-analysis approach may be best.

The advantage of incorporating historical data into both the design and analysis of a
current study is that it allows fewer control patients to be randomised in the current study
if the historical and current controls agree. Sequential designs that allow early stopping
for efficacy and/or futility also allow the possibility for fewer patients to be randomised
in the current trial. An area of interesting future work would be to compare the expected
total sample size for the equivalence approach utilising historical data to both frequentist
and Bayesian sequential designs. Historical data methods and sequential designs could

potentially be used in combination.

The examples considered here were consistent with a confirmatory trial design in terms
of the operating characteristics chosen and therefore the required sample size. We did not
explore how the methods worked when the current study was an early phase trial design,
which typically have a smaller sample size and allow a higher type I error rate. Further,
we did not consider multiple historical studies and a setting where there is a large amount
of historical data compared to the sample size of the current control arm. Therefore fur-
ther work would look at the effect of different sample sizes in the historical and current
trial and trials with different design characteristics. The adaptive design considered in
Chapters 2 and 3 only incorporated one interim analysis. As data on the current control
arm accrues, the accuracy of the estimate of the agreement between the historical and

current controls will also improve. Possible future work could look at the optimal time to



206 Chapter 5 Summary and future research

perform the interim analyses and the optimal number of interim analyses that are required

to improve the efficiency of the design but still allow the design to be logistically plausible.

In the recent literature, alternative approaches have been proposed for determining
the power when using the power prior method. An empirical Bayes approach has been
proposed by Gravestock and Held [72]. This approach is similar to deriving the weight as
the mode of the marginal posterior distribution of the power under a flat Beta(1,1) prior.
Ibrahim et al. [71] propose various methods to facilitate the choice of a fixed power for
a normal linear model, these are: a penalized likelihood type criterion; marginal likeli-
hood criterion; deviance information criterion; and pseudo-marginal likelihood criterion.
Finally, Pan et al. [73] propose the calibrated power prior where the power is defined
as a function of a congruence measure between the historical and current data. Future
work would compare these approaches to the equivalence weight approach proposed in
this thesis.

In Chapter 4, it was assumed that the treatment effect to detect, comparing each of
the experimental treatments to control, was the same for all treatments. This may not
be a plausible assumption for some designs and it is of interest to determine the optimal
allocation ratios to each treatment group in terms of power when the assumed treatment
effects differ. A further assumption made in Chapter 4 was that all the treatments were
of equal importance and the aim was to detect whether any or all treatments were better
than control. If the aim was to detect the best treatment then the power would depend
on the mean effect of the best treatment and the mean effect of all other experimental
treatments. Future work could look at adding a treatment arm and optimal allocation to
detect the best treatment.

To determine the optimal allocation ratio after a new treatment arm has been added to
the trial, we have assumed that the patient population is homogeneous across stages. Elm
et al. [30] looked at different analysis methods, specifically: pooling data across stages;
regression adjusting for stage; and combination p-value methods. Elm et al. [30] explored
the performance of these methods when the assumption that the patient population is
homogeneous across stages was not true. They consider the stage effect to be random
and affecting all treatment groups. It is of interest to see how stage effects may affect
the operating characteristics when a treatment arm is added during the trial. Finally,
the design and analysis for adding a treatment arm to a trial considered in Chapter 4
only used concurrently randomised controls for each treatment comparison. “Historical”
control data from within the same trial meets all of Pocock’s [11] criteria for acceptable
historical data and future work will look at ways to incorporate this data into the new
treatment control comparisons when a treatment arm has been added during an ongoing

trial.
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5.3 Conclusion

This thesis explores two approaches to improve the efficiency of clinical trial designs over
the standard two-arm randomised controlled trial. The first approach is to utilise histor-
ical data. An equivalence weight approach is proposed that assesses agreement between
historical and current control data and allows the study designer to specify acceptable
ranges of agreement. An adaptive design is then used which allows historical controls to
replace current controls when there is agreement between the current and historical data.
This reduces the number of controls to be randomised in the current study. When there is
disagreement, the historical data are discounted and the trial reverts back to a standard
design to safeguard against a large reduction in the power or a large inflation in the type I
error rate of the current study. The equivalence approach is explored for both binary and
normally distributed outcome data. The second approach explored to improve efficiency
is to add a treatment arm to an ongoing study. Multiple experimental treatments are
compared to concurrently randomised controls from a single control group. The sample
size of the study is increased to control the family-wise error rate using the Dunnett pro-
cedure [39], where the correlation is derived to account for the use of concurrent controls
only in each treatment comparison. The use of a single control group typically results in
a reduction in the number of controls required compared to running a separate trial for
each experimental treatment, depending on when the new treatment arm is added and
the desired operating characteristics of the design. Further, there are substantial savings
in both time and money from not having to initiate a new trial. The work of this thesis
has made the use of historical data in trial design more approachable to clinicians and
addressed concerns over family-wise error rate inflation when adding a treatment arm to

an ongoing study.
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Appendix A

Expected control sample size for the
adaptive design with a binary

outcome

Expected total control sample size across different true current
control proportions for the adaptive design using the probability

and equivalence probability weight

Section 2.5.5 explores the design characteristics of the Viele example for the adaptive
design proposed in Section 2.4.2. Figures A.1 and A.2 show the ECSS across a range
of true current control proportions for the Viele example using the adaptive design with
the probability weight and equivalence probability weight with 8% equivalence bounds,
respectively. For a range of current control response probabilities around complete agree-
ment between the current and historical data, the EC'SS for the adaptive design is slightly
above the 200 patients required under a standard trial design. This increase in sample
size is due to the minimum requirement of 20 controls to be randomised in stage two of
the trial and also due to the weight given to the historical data changing from the interim
analysis to the final analysis. The EC'SS is also slightly below 200 for a range of current
control proportions due to the change in the weight calculated at the interim analysis
and the final analysis. The change in the weight from the interim to the final analysis is

illustrated in Appendix B.
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216 Appendix A ECSS example for the adaptive design

Figure A.1: Expected control sample size across different true current control proportions
for the adaptive design using the probability weight approach and a standard design
incorporating no historical data. Viele example, historical data 65/100 responses, n, =
n; = 200, ne. = 100, nmin = 20 and A = 12%. The vertical red line represents complete
agreement between the historical and current control proportions.
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Figure A.2: Expected control sample size across different true current control proportions
for the adaptive design using the one-sample and two-sample equivalence probability
weight approaches with 8% equivalence bounds and a standard design incorporating no
historical data. Viele example, historical data 65/100 responses, n. = n; = 200, n.; = 100,
nmin = 20 and A = 12%. The vertical red line represents complete agreement between
the historical and current control proportions.
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Appendix B

Expected weights at the interim and

final analysis with a binary outcome

Comparison of the expected probability and equivalence proba-
bility weights across different true current control proportions at

the interim and final analysis for the adaptive design

For the adaptive design proposed in Section 2.4.2; the weight is calculated at the in-
terim analysis and this weight is used to choose how many current controls to randomise
in stage two of the trial. The weight given to the historical data is re-calculated at the
end of the trial and this weight is used to discount the historical data in the final anal-
ysis. Figures B.1 and B.2 illustrate the difference in the expected weights at the interim
analysis and the final analysis for the Viele example using the probability weight and

equivalence probability weight.

At the end of the study, when the sample size of the controls is larger than at the
interim analysis, on average the weight is slightly higher at complete agreement and
discounts to zero at a quicker rate than at the interim analysis. The difference between the
equivalence weight at the interim and final analysis differs depending on the equivalence

bounds chosen.
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218 Appendix B Expected weights at the interim and final analysis

Figure B.1: Expected probability weight at the interim analysis and at the end of the study
for the adaptive design. Viele example, historical data 65/100 responses, n. = n; = 200,
ner = 100, nmin = 20 and A = 12%. The vertical red line represents complete agreement
between the historical and current control proportions.
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Figure B.2: Expected equivalence probability weight at the interim analysis and at the
end of the study for different equivalence bounds for the adaptive design. Viele example,
historical data 65/100 responses, n. = n; = 200, n,y = 100, nmin = 20 and A = 12%.
The vertical red lines represent complete agreement between the historical and current

control proportions.
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Appendix C

Power at agreement for different
equivalence bounds with a binary

outcome

Power at agreement in the historical and current controls for dif-
ferent equivalence bounds with a binary outcome

Section 2.5.6 explores how to choose the equivalence bounds to control the maximum
type I error across all true control response probabilities in the current study. Figure C.1
shows the power at complete agreement between the historical and current controls for
different equivalence bounds. Smaller equivalence bounds result in less gain in power at
agreement between the current and historical controls but also result in a lower maxi-
mum type I error when there is disagreement between the current and historical controls.
The power at complete agreement in the current and historical controls versus the maxi-
mum type I error across all true current control response probabilities is the trade off in
choosing the equivalence bounds. The curves in Figure C.1 are not smooth due to the
rounding up of the effective historical sample size in the additional information design
and the rounding up in calculating both the remaining controls to be randomised in stage
two of the adaptive design and when re-calculating the effective historical sample size at
the end of the study for the adaptive design. Typically, larger equivalence bounds should
give a larger power at complete agreement between the current and historical controls.

This is at the expense of a higher maximum type I error across all true control proportions.
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Appendix C Power at agreement for different equivalence bounds

Figure C.1: Power at complete agreement in the historical and current controls for differ-
ent equivalence bounds for the additional information and adaptive design, Viele example.
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Appendix D

Fully Bayesian power prior with a

binary outcome

Comparison of the power and type I error of the fully Bayesian
power prior and the power prior taking the mean of the marginal
distribution of the power as a fixed weight

Figure D.1 compares the power and type I error of the additional information design
for the Viele example when using the fully Bayesian version of the modified power prior
and when taking the mean of the marginal distribution of g as a fixed power, both
modified power prior approaches are described in Section 2.2.1. The power is assumed to
have a Beta(1,1) prior. Beta(1,1) priors are also assumed for the control and treatment
response probabilities. The joint posterior distribution for p. and «aq is given in Equation

2.2. The Pr(p; > p.) is then calculated using numerical integration,

1 1 1

Pr(p, > p.) = // T(Pe, @0 | Th, Yns Te, Ye)T (D1 | @4, Y1) dovodpidp,
0 po O

The power and type I error are then calculated using Equation 2.14. Using this process

to determine the operating characteristics of a design is computationally intensive.

From Figure D.1, the operating characteristics have a similar pattern for the fully
Bayesian modified power prior and the modified power prior using the mean of the
marginal distribution of the power as a fixed weight, when a Beta(1,1) prior is assumed
for the power. The fully Bayesian modified power prior has a lower maximum type I error
across all true current control proportions compared to the modified power prior using
the mean of the marginal distribution of the power as a fixed weight, this is likely to be
due to the large uncertainty in estimating aq as shown by the 95% credible intervals for

ap in Table 2.2. Using the fully Bayesian version of the power prior does not provide a
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Figure D.1: Comparison of the power and type I error across different true current control
proportions for the additional information design using the fully Bayesian modified power
prior approach, the modified power prior taking the mean of the marginal distribution
of ag as a fixed power and a standard design incorporating no historical data. Viele
example, historical data 65/100 responses, n. = n; = 198, A = 12%. The vertical red
lines represent complete agreement between the historical and current control proportions.
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Appendix E

Adaptive design example using the
robust mixture prior and the power

prior with a binary outcome

Adaptive design — frequentist operating characteristics for the
Viele example using the robust mixture prior and the power prior

Figure E.1 illustrates the operating characteristics for the adaptive design using the ro-
bust mixture prior approach. Calculating the expected control sample size (incorporating
both the current controls and historical data) at the end of the study is computationally
intensive using the robust mixture prior and therefore only the expected current control
group sample size (which only requires calculating the ESS at the interim analysis) is
calculated. Figure E.2 shows the operating characteristics for the adaptive design using
the power prior approach with different priors on the power. Finally, Figure E.3 shows the
expected weight given to the historical data at the interim analysis and the final analysis

for the Viele example using the modified power prior with different priors on the power.
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226 Appendix E Adaptive design example — robust mixture prior and power prior

Figure E.1: Comparison of the power, type I error, mean squared error and expected cur-
rent control sample size across different true current control proportions for the adaptive
design using the robust mixture prior approach with 0.9 and 0.5 initial weight on the
informative component of the mixture prior and a standard design incorporating no his-
torical data. Viele example, historical data 65/100 responses, n. = n; = 200, n. = 100,
nmin = 20 and A = 12%. The vertical red lines represent complete agreement between
the historical and current control proportions.
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Figure E.2: Comparison of the power, type I error, mean squared error and expected
current control sample size across different true current control proportions for the adap-
tive design using the power prior, assuming different priors on the power and a standard
design incorporating no historical data. Viele example, historical data 65/100 responses,
n. = ny; = 200, ny, = 100, nmin = 20 and A = 12%. The vertical red lines represent
complete agreement between the historical and current control proportions.
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Figure E.3: Expected power prior weight at the interim analysis and at the end of the
study for the adaptive design with different priors on the power. Viele example, historical
data 65/100 responses, n. = n; = 200, n,g = 100, nmin = 20 and A = 12%. The
vertical red lines represent complete agreement between the historical and current control
proportions.
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Appendix F

Equivalence probability weight
example with a normally distributed

outcome

Additional information and adaptive design - frequentist oper-
ating characteristics example using the equivalence probability

weight with a normally distributed outcome

The following figures illustrate the design characteristics for the additional informa-
tion and adaptive design using the equivalence probability weight approach with mean
equivalence bounds of £8 and variance equivalence bounds of (0.7,1/0.7), analogous to

Figures 3.22 and 3.25, respectively.
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Figure F.1: Comparison of the power, type I error, mean squared error and expected
control sample size across different true means and standard deviations in the current
trial control arm for the additional information design using the corrected equivalence
probability weight approach with mean equivalence bounds £8 and variance equivalence
bounds (0.7,1/0.7) and a standard design incorporating no historical data. Example,
historical data x, = 65,6, = 45,n, = 100, n. = n; = 200 and treatment effect u; =

fe + 12.
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Figure F.2: Comparison of the power, type I error, mean squared error and expected
current control sample size across different true means and standard deviations in the
current trial control arm for the adaptive design using the corrected equivalence probabil-
ity weight approach with mean equivalence bounds +8 and variance equivalence bounds
(0.7,1/0.7) and a standard design incorporating no historical data. Example, historical
data z, = 65,0, = 45,n;, = 100, n. = n, = 200, n,, = 100, nmin = 20 and treatment
effect py = pe + 12.
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Appendix G

Power at agreement for different
equivalence bounds with a normally

distributed outcome

Power at complete agreement between the historical and current
controls for different equivalence bounds on the mean difference
with a normally distributed outcome

Sections 3.3.4 and 3.5.6 discuss how to choose the mean equivalence bounds to control
the maximum type I error across all true current control means. Figure 3.27 shows
the maximum type I error across a range of equivalence bounds for the mean when the
equivalence bounds on the ratio of the variances are fixed at (0.6,1/0.6). Figure G.1 shows
the power at complete agreement between the historical and current control means and
standard deviations for different mean equivalence bounds when the equivalence bounds
on the ratio of the variances are fixed at (0.6,1/0.6). Smaller equivalence bounds result in
less gain of power at agreement between the current and historical controls but also have
a lower risk with a smaller maximum type I error when there is disagreement between
the current and historical controls. The power at complete agreement in the current and
historical controls versus the maximum type I error across all true means in the current

controls is the trade off in choosing the equivalence bounds.
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Figure G.1: Power at complete agreement in the historical and current controls for dif-
ferent equivalence bounds on the mean difference when the equivalence bounds on the
ratio of the variances are fixed at (0.6,1/0.6) for the additional information and adaptive
design.
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Appendix H

Additional information design
example using the power prior with

a normally distributed outcome

Additional information design - frequentist operating character-
istics example using the modified power prior

The following figures illustrate the design characteristics for the additional information
design using the modified power prior with a Beta(1,1) prior on the power using the mean
of the marginal distribution of the power as a fixed weight, a Beta(0,5,0,5) prior on the
power using the mean of the marginal distribution of the power as a fixed weight and a
Beta(1,1) prior on the power using the mode of the marginal distribution of the power as

a fixed weight. The following figures are analogous to Figure 3.28.
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Figure H.1: Comparison of the power, type I error, mean squared error and expected
control sample size across different true means and standard deviations in the current
trial control arm for the additional information design using the modified power prior
with a Beta(1, 1) prior on «aq taking the mean of the posterior distribution of aq as fixed
weight and a standard design incorporating no historical data. Example, historical data
Zp = 65,0, = 45,n;, = 100, n, = ny = 200 and treatment effect p; = p. + 12.
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Figure H.2: Comparison of the power, type I error, mean squared error and expected
control sample size across different true means and standard deviations in the current
trial control arm for the additional information design using the modified power prior
with a Beta(0.5,0.5) prior on ¢ taking the mean of the posterior distribution of g as
fixed weight and a standard design incorporating no historical data. Example, historical
data zp = 65,0, = 45, n, = 100, n. = n; = 200 and treatment effect p; = p. + 12.
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Figure H.3: Comparison of the power, type I error, mean squared error and expected
control sample size across different true means and standard deviations in the current
trial control arm for the additional information design using the modified power prior
with a Beta(1, 1) prior on «q taking the mode of the posterior distribution of aq as fixed
weight and a standard design incorporating no historical data. Example, historical data
Zp = 65,0, = 45,n;, = 100, n, = ny = 200 and treatment effect p; = p. + 12.
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Appendix 1

Adaptive design example using the
power prior with a normally

distributed outcome

Adaptive design - frequentist operating characteristics example
using the modified power prior

The following figures illustrate the design characteristics for the adaptive design using
the modified power prior with a Beta(1,1) prior on the power using the mean of the
marginal distribution of the power as a fixed weight, a Beta(0,5,0,5) prior on the power
using the mean of the marginal distribution of the power as a fixed weight and a Beta(1,1)
prior on the power using the mode of the marginal distribution of the power as a fixed

weight. The following figures are analogous to Figure 3.29.
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Figure 1.1: Comparison of the power, type I error, mean squared error and expected
current control sample size across different true means and standard deviations in the
current trial control arm for the adaptive design using the using the modified power prior
with a Beta(1, 1) prior on «q taking the mean of the posterior distribution of ag as fixed
weight and a standard design incorporating no historical data. Example, historical data
T = 65,0, = 45,n;, = 100, n. = ny; = 200, n. = 100, nmin = 20 and treatment effect
pe = pe +12.
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Figure 1.2: Comparison of the power, type I error, mean squared error and expected
current control sample size across different true means and standard deviations in the
current trial control arm for the adaptive design using the using the modified power prior
with a Beta(0.5,0.5) prior on ¢ taking the mean of the posterior distribution of g as
fixed weight and a standard design incorporating no historical data. Example, historical
data z, = 65,6, = 45,n, = 100, n, = n; = 200, n., = 100, nmin = 20 and treatment
effect py = pe + 12.
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Figure 1.3: Comparison of the power, type I error, mean squared error and expected
current control sample size across different true means and standard deviations in the
current trial control arm for the adaptive design using the using the modified power prior
with a Beta(1, 1) prior on «y taking the mode of the posterior distribution of ag as fixed
weight and a standard design incorporating no historical data. Example, historical data
T, = 65,0, = 45,n;, = 100, n, = ny; = 200, n. = 100, nmin = 20 and treatment effect
pe = pe + 12.
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