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A critical part of clinical trials in drug development is the analysis of treatment
efficacy in patient subgroups (subpopulations). Due to multiplicity and the small
sample sizes involved, this analysis presents substantial statistical challenges and
can lead to misleading conclusions. In this thesis, we develop methodology for
statistically valid subgroup analysis in a variety of settings. First, we consider
a number of trial designs of varying flexibility for the case of one subgroup of
interest. Some procedures are novel, while others are adapted from the litera-
ture. Included is data-driven consideration of adaptive change of subject eligibil-
ity criteria—known as adaptive enrichment—whereby apparently nonresponsive
patient populations are not recruited after data has been unblinded for an interim
analysis. We conduct an extensive numerical study to investigate design operating
characteristics, as well as sensitivity to subgroup prevalence and interim analysis
timing. We observe that power gains can be substantial when a treatment is only
effective in the subgroup of interest. Following this example, selected procedures
are generalized to allow for analysis of an arbitrary number of subgroups.

Next, we propose a K-stage group sequential design that can be applied as a
confirmatory seamless Phase II/III design. The design is specified through upper
and lower spending functions, defined in terms of calendar times. After the first

stage, poorly performing subgroups are eliminated and the remaining population



is pooled for the duration of the trial. This procedure combines the elimination
of non-sensitive subgroups with the definitive assessment of treatment efficacy
associated with traditional group sequential designs. Numerical examples show
that the procedure has high power to detect subgroup-specific effects, and the use
of multiple interim analysis points can lead to substantial sample size savings. We
address the challenges of adjusting for selection bias, and protecting the familywise
error rate in the strong sense.

All designs are presented either in terms of standardized test statistics or the ef-
ficient score, making the analysis of normal, binary, or time-to-event data straight-

forward.
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Chapter 1

Introduction
1.1 Motivation

Randomized, placebo-controlled clinical trials are the gold standard in medical
experimentation (Freidlin and Simon, 2005a; Jiang et al., 2007; Strassburger et al.,
2004; Wang, 2007; Zhou et al., 2008); traditionally, the aim of such trials is to
demonstrate the effectiveness of an experimental treatment in a broadly defined
patient population. It is however increasingly apparent that patient responses to a
particular treatment can vary considerably. For example, the antibody Herceptin
is currently an approved treatment for breast cancer patients who show a positive
HER2 expression (Romond et al., 2005). No definitive assessment of the effect
of Herceptin on HER2 negative patients has been conducted, and such patients
are therefore advised against its use. However, recent research has indicated that
Herceptin may be effective in a larger population (Paik et al., 2007), which raises
the question of whether HER2 positivity may need to be redefined. Had a larger
clinical trial been conducted in the first place, allowing for both HER2 positive and
negative patients, it is entirely possible that we would have a clearer indication
of the true effectiveness of Herceptin today. This example is not unique, and it
highlights the need for clinical trial designs that enable the assessment of treatment
effectiveness in an overall population, as well as in interesting subgroups. Our
research is focused on developing statistical methodology for precisely this purpose.
We propose a number of testing procedures applicable in a variety of settings, and
we find that our designs can outperform conventional trial designs when treatment

effectiveness is limited to smaller populations, while still performing acceptably



when the treatment is broadly effective.

This chapter is outlined as follows. We begin with a brief overview of the
various stages of a therapeutic development program, followed by a more detailed
motivation for subgroup analysis in medical experimentation, including several
practical examples from current medical research. A literature review is given in
Section 1.2. We define various important terms and concepts, detail some of the
difficulties involved with subgroup analysis, and survey existing methods. Finally,

a brief overview of the thesis is given in Section 1.3.

In order for an experimental therapeutic intervention to make the transition
from laboratory testing to practical use, a development program assessing its ef-
ficacy and safety must be conducted. Such programs are traditionally split into
four or five different phases, each designed to answer a separate research question

(Chang, 2010, Ch. 3.4):

e Phase 0 is a small study which involves no estimation of efficacy nor safety,
as doses are normally too small to have any therapeutic effect. Single doses
are given to few (often 10-15) subjects, with the purpose of assessing how

the drug functions in, and is processed by the human body.

e Phase I studies involve the first testing of the drug in small groups (typically
20-100) to evaluate its safety and identify side effects. Phase I also involves
dose escalation, which is a preliminary study aimed to find dose levels appro-
priate for therapeutic use. Usually, healthy volunteers are used for Phase I,
though there are circumstances where terminally ill patients, who lack other
treatment options, may be enrolled. Sometimes, so-called Proof-of-Concept
(PoC) studies are conducted during Phase I. Such studies are conducted on

small and well-defined target populations and are intended to allow for a



quick demonstration of therapeutic benefit. If a PoC study is successful,

development may proceed aiming at a more broadly defined population.

e Phase II is conducted once initial safety concerns have been addressed in
Phase I. Not all treatments make it from Phase I to Phase II. Larger groups
are involved at this stage; typically 30-300 individuals are enrolled, and the
drug is now tested on patients rather than healthy volunteers. The aim of a
Phase II study is: safety assessment in larger groups of patients; learn about
side effects and how to manage them; select the appropriate dose for thera-
peutic effect (referred to as Phase Ila); and learn whether the treatment is
effective enough to warrant a larger trial (Phase IIb). Phase II is exploratory,

and usually no definitive assessment of treatment efficacy is carried out.

e Phase III trials are carried out if Phase II investigations indicate that the
treatment is efficacious and safe. These are large-scale, confirmatory trials,
involving many hundreds or thousands of patients. Typically, trials are ran-
domized, double-blinded and placebo-controlled to maintain the integrity of
measured results. Randomized, placebo-controlled studies randomly assign
patients to receive either the experimental treatment or a placebo. Stud-
ies are double-blinded if neither the subjects, nor the clinical researchers
are aware of which treatment is being administered to any subject. Phase
IIT studies are both lengthy and expensive, and are subject to regulations
published by the FDA (US Food and Drug Administration, 1998). At the
conclusion of a Phase III trial data are carefully analyzed in concordance
with statistically valid inference procedures to determine whether the treat-
ment is efficacious (and safe), and whether it should be made commercially

available.

e Phase IV is known as a post-marketing surveillance trial as studies are con-



ducted after the drug has been marketed. First, a retrospective analysis can
be carried out on the data accumulated during Phase III, where information
is gathered on possibly differing effects in various subgroups (subsets of the
study population) and side-effects associated with long-term use. Second,
Phase IV involves safety surveillance and technical support as the drug is
sold to the general public. Harmful effects discovered during this phase may

result in the drug being removed from the market.

Returning to the discussion in the opening paragraph, a frequent complication
in clinical trials is the fact that patient populations are often heterogeneous with
respect to therapeutic response. In the following paragraphs, we give several ex-
amples, which illustrate the clinical relevance of subgroup analyses, and highlight
the need for statistically rigorous procedures with which subgroup-specific effects

may be analyzed.

Kirsten rat sarcoma (KRAS) mutations are common oncogenic mutations that
play a role in many cancers, and are associated with various malignancies. Ret-
rospective analysis of data from several clinical trials has suggested that KRAS
positive patients may be responsive to the antibodies panitumumab and cetuz-
tmab. Based on the preliminary evidence gathered in these trials, a targeted study
(see Section 1.2.3) to further test the responsiveness of KRAS positive tumors to
these antibodies is both scientifically and ethically valid (Mandrekar and Sargent,
2009).

Another example concerns HER2 (see opening paragraph), or “Human Epi-
dermal growth factor Receptor 2,” which is a protein giving higher aggressiveness
in breast cancers. It has been estimated that roughly 20% of breast cancers ex-

hibit an amplification of the HER2 gene (Nahta and Esteva, 2003). The antibody



trastuzumab (marketed as Herceptin) has been associated with increased survival
rates among HER2 positive breast cancer patients and is currently approved for
treatment of such cancers. This was established with a targeted trial for which only
HER2 positive patients were recruited, ostensibly resulting in substantial savings
in cost and time compared to what might have been the case had an untargeted
trial been carried out. There is, however, recent evidence that some HER2 nega-
tive patients may also benefit from this drug (Paik et al., 2007), and the question
remains open whether Herceptin therapy may benefit a much larger group of breast
cancer patients. We discuss this issue in more detail in Section 1.2.2, and in Section

1.2.3 when we introduce the concept of enrichment.

A BRCA mutation is a mutation in either of the genes BRCA1 or BRCA2
(Petrucelli et al., 1997). Patients carrying mutations in either of these genes
are predisposed to breast cancer and ovarian cancer, as well as prostate cancer
(BRCA1) and other cancers (BRCA2). The mutation is believed to be hered-
itary; each offspring of an individual with BRCA1 or BRCA2 mutation has a
50% chance of inheriting the mutation. From the previous paragraph, we know
that HER2 overexpression is related to more aggressive breast cancers. There is
however recent evidence to suggest that HER2-positive breast cancer and BRCA

mutation-associated breast cancer are mutually exclusive diseases (Maynes et al.,

2010).

Antidepressants have long been thought of as the best treatment for major
depressive disorder. However, meta-analyses conducted by Kirsch et al. (2008)
and Fournier et al. (2010) suggest that drug-placebo differences in antidepressant
efficacy may increase as a function of baseline severity of depression. In other

words, for patients with moderate depression, there may be no discernable differ-



ence in efficacy between taking an expensive antidepressant or a sugar pill. Only
for the most severely depressed individuals is there a statistically significant benefit
derived from treatment. Additionally, according to the analysis of Kirsch et al.
(2008), the difference for patients suffering from most severe depression is relatively
small. The meta-analysis conducted by Fournier et al. (2010) encompassed a larger
collection of clinical trials than that of Kirsch et al. (2008), and the authors re-
port substantial difference from placebo for severely depressed patients only. This
topic has received attention in mainstream media, see for example Begley (2010).
Today, commercially sold antidepressants are marketed for patients suffering from
mild to the most severe depression, but the aforementioned meta-analyses suggest

that any future clinical trials take into account the likely heterogeneity of patients.

BRAF is a serine/threonine kinase and is among the most frequently mutated
proteins in human cancers (Greenman et al., 2007). The finding of Davies et al.
(2002) that mutations in BRAF are particularly common in melanoma (mutations
are found in approximately 60-70% of malignant melanomas), has offered hope
that inhibition of BRAF kinase activity could benefit melanoma patients. One
drug that is currently under study, PLX4032 of Plexxikon (Bollag et al., 2010),
has passed through Phase I studies in which the treated group had a median
increased survival time of 6 months over control (also see New York Times article by
Harmon (2010)), and approximately 80% of patients showed partial to completed
regression, though regression lasted only between two to eighteen months (Flaherty
et al., 2010). Phase I and Phase II studies of the efficacy of PL.X4032 are ongoing,

and a Phase III trial has been started.

Any trial which does not account for the possibility of heterogeneity among pa-

tient subgroups is only effective for identifying treatments that work “on average”



for the whole population of interest. Simon and Wang (2006) report estimates
saying that only about 60% of prescriptions written produce the desired therapeu-
tic benefits, while 7% of patients suffer from serious consequences due to negative
side effects. Moreover, if an experimental drug only benefits a small portion of the
target population, a confirmatory Phase III trial is unlikely to yield positive results
as the estimated treatment effect will be diluted by nonresponsive patients. For
example, the Phase III trial “Iressa Survival Evaluation in Lung Cancer” failed
to show overall benefit of treatment with the tyrosine kinase inhibitor gefinitib
versus placebo, but retrospective subgroup analyses have indicated that there are
significant benefits for patients with somatic EGFR (Epidermal Growth Factor
Receptor) mutations (Janne and Johnson, 2006). Though further (retrospective)
studies imply that this EGFR mutation can be used as a predictive marker for
lung cancer patient response to kinase inhibitors, definitive assessments of drugs
that specifically target the mutation have usually been conducted with conven-
tional trials for broadly defined populations. This has received mainstream media
attention; in a 2010 Newsweek article, Begley (2010) discusses some challenges of
targeting cancer-driving mutations. Problems are exacerbated by the lack of pa-
tient genotyping in Phase III trials that are testing experimental drugs specifically
designed to target a driving mutation; the result is usually, and perhaps unsur-
prisingly, a negative trial. It is therefore becoming increasingly apparent that the
conventional one-size-fits all approach to randomized controlled trials (RCTs) is

inappropriate, inefficient and nonsustainable.

The concept of subgroup analysis is not new; due to the cost and effort required
for Phase III trials, subgroup analyses have commonly been carried out in order to
extract as much information from the data as possible. At the start of clinical trials,

investigators gather a great deal of baseline data on each patient, documenting the



patient’s current condition and medical history, and regulatory guidance already
recommends that some analysis by demographics such as age, race and gender
take place during the trial. Further, advances in human genomics-based studies
have led to the recognition that phenotypically! homogeneous patients may be
heterogeneous at the genomic level. In pharmacogenomics? (Simon and Wang,
2006) there has thus been an increased focus in searching for combinations of

individual genes to form classifiers that predict a patients’ therapeutic response.

The statistical validity of subgroup analysis in published clinical trial reports
has often been the cause of contentious debate (Pocock et al., 2002; Yusuf et al.,
1991). For instance, the presence of multiple endpoints (subgroups can be formed
in many ways), and the possibility of “data-dredging,” can lead to results being
regarded with some suspicion. This is not wholly unwarranted; without use of
proper statistical methodology, a post-hoc search of subgroups exhibiting (possi-
bly spurious) statistically significant treatment effects is likely to be “successful.”
Triallists are therefore often encouraged to look at data for subgroups, but to not
necessarily believe the implied conclusions (we briefly discuss regulatory guidance
in Section 1.2.4). However, if in truth there are subgroups of patients for which a
new treatment differs from the overall effect, either in terms of efficacy or toxicity,
we have a scientific and ethical obligation to identify such subgroups. Hence there
is a need to develop a statistically valid methodology to prospectively evaluate

treatment efficacy in biologically plausible subgroups.

In this thesis, we consider various designs intended for subgroup analysis in
clinical trials. We develop procedures that can handle multiple subgroups, nested

or disjoint, as well as procedures that take place over several stages. Performance

!Phenotype refers here to any observable trait or characteristic of a patient.
2Pharmacogenomics refers to the science of determining how benefits and adverse effects of a
drug vary among a population based on genomic features.



of these procedures is evaluated in a number of different scenarios, including com-

parison with designs that have been proposed in the literature.

1.2 Literature Review

Subgroup analyses are quite common in clinical research; in a survey conducted
by Pocock et al. (2002), 70% (35 out of 50) of sampled articles included some form
of subgroup analysis. When properly performed, such analysis can yield valuable
insight into therapeutic effects; unfortunately, many commonly used inference pro-
cedures are inefficient and can produce spurious and misleading results. In this
section, we define the types of subgroups that are of interest, highlight some of the
difficulties encountered in subgroup analysis, and survey work that has been done

over the last few decades.

1.2.1 Subgroups and Biomarkers

Subgroups can be categorized as proper or improper, see for example (Yusuf et al.,
1991) and (Huque and Réhmel, 2010, p. 15). A “proper subgroup” is defined as
a group of patients characterized by a common set of baseline characteristics that
cannot be affected by treatment (e.g. age or gender), or prognostic disease char-
acteristics defined before randomization (e.g. previous myocardial infarction). On
the other hand, “improper subgroups” are defined as a group of patients char-
acterized by a variable measured after randomization and potentially affected by
treatment (e.g. subgroups defined by responders vs. non-responders in a cancer

trial). Though analysis of improper subgroups can be tempting, such practices



can be misleading and suffer from serious selection bias.

If a subgroup is specified before data are unblinded, we say that the subgroup
is prespecified or prospectively specified. Analysis of subgroups that are not pre-
specified should usually be regarded with suspicion, and any reported significant
effects need to be replicated in a separate and independent trial. In this thesis,
we propose procedures that sometimes analyze only those subgroups that exhibit
a positive early effect. Such subgroups may therefore be improper, and appro-
priate statistical methodology is required in order to ensure that final results are
credible. A part of this methodology is the requirement that all subgroups of in-
terest be prospectively specified in the trial protocol. As a result, procedures can
be designed to adjust for the selection bias that results from analyzing improper
subgroups. Henceforth, the term subgroup shall be used to refer to a prospectively

specified subgroup.

The baseline characteristics that define a subgroup are referred to as biological

markers or biomarkers, formally defined as follows (Atkinson et al., 2001):

Definition 1.1. A biological marker (biomarker) is a characteristic that is ob-
jectively measured and evaluated as an indicator of normal biological processes,

pathogenic processes, or pharmacologic responses to a therapeutic intervention.

While “basic” biomarkers such as demographics or medical history have been
studied for some time, the advent of genomic technologies, e.g. DNA sequencing
or transcription profiling, has made it increasingly apparent that different genomic
patient subsets can be heterogeneous in terms of treatment response (Maitournam
and Simon, 2005; Simon and Wang, 2006; Wang, 2007). Studies that incorporate
microarray data for the purpose of identifying genomic biomarkers in clinical trials

are referred to as pharmacogenomic studies (Simon and Wang, 2006). The goal of
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Table 1.1: Biomarkers as classifiers in clinical trials

Response Rate
Marker Status: High Low
Treatment 20 20 . .
Placebo 5 5 No interaction
Treatment 15 20 —
Placebo 5 10 ognostic
Treatment 20 5 o
Placebo 5 5 Predictive
Treatment 20 20 ' o
Placebo 5 10 Prognostic-Predictive

such research is the eventual individualization of therapy.

Biomarkers are classified into prognostic markers and/or predictive markers
(Mandrekar and Sargent, 2009; Sargent et al., 2005; Wang, 2007). A biomarker
is prognostic if it separates a population based on disease prognosis (or long-term
outcome) when untreated, or receiving standard (untargeted) treatment. On the
other hand, if a biomarker separates the patient population based on the outcome
of interest in response to a particular treatment or therapy, it is said to be predic-
tive. Biomarkers that are both prognostic of disease state and predictive of drug
effect are called prognostic-predictive biomarkers. In Table 1.1, we show various
treatment effect outcomes that might be expected in a trial for which a genomic
biomarker is used as a classifier to determine the treatment effect in a genomic
subset. Prognostic markers hence only distinguish subgroups based on perceived
long-term prognosis, but unlike predictive markers they cannot guide the choice of

a particular treatment.

We refer to an interaction as the case when treatment effect differs by sub-

groups. When a treatment is beneficial (or harmful) in all subgroups, but the
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magnitude of effect varies among subgroups, we say that the interaction is quan-
titative. When a treatment is only beneficial in some subgroups, and completely
ineffective or harmful in others, the interaction is said to be qualitative. For exam-
ple, we might determine that a new agent is highly effective among male patients,
but actually leads to shorter survival among female patients. Note that qualita-
tive interactions can indicate either that positive treatment effect is confined to a
particular subgroup (no effect elsewhere), or that treatment effects are in oppo-
site directions in different subgroups (Simon, 2002; Wang et al., 2007b). Opposite
treatment effects are generally considered to be highly unlikely (Pocock et al.,
2002); when they are in fact observed they are “subsequently shown to be spuri-
ous” (Yusuf et al., 1991). Wang et al. (2007b) note that if qualitative interactions
truly are present, targeted designs can substantially outperform conventional clini-
cal trials. The magnitude of power gained in targeted trials versus untargeted trials
diminishes when qualitative interactions are not allowed. In the construction of

our procedures, we assume that opposite treatment effects do not occur.

As previously noted, subgroup analyses are frequently conducted in clinical
trials, and there are two main reasons for these studies (Song and Chi, 2007; Wang
et al., 2007a). First, and perhaps most common, is subgroup analysis carried out
when a trial fails to show a statistically significant overall effect, ostensibly in an
attempt to salvage the trial. Such analyses are frequently conducted on improper
subgroups and/or without proper adjustment for multiplicity. For example, in
separate surveys conducted by Pocock et al. (2002) and Wang et al. (2007a), a
number of clinical trial reports were examined and subgroup results evaluated.
In both surveys, several reports were unclear as to whether reported subgroup
analyses were prespecified or post hoc, or if tests were adjusted for multiplicity

and selection bias. Such results are clearly suspect, can be very misleading, and
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at best serve as exploratory studies for hypothesis generation. The second reason
for subgroup analysis is to investigate the consistency in treatment effect across
various subgroups of clinical importance. This may be done to further demonstrate
the strength of evidence for treatment efficacy after overall significance has been
established, or to assess those populations most (or least) likely to benefit from

the treatment.

1.2.2 Subgroup Analysis Concerns

There are several issues and pitfalls associated with analysis and interpretation of
subgroup-specific results: lack of statistical power; multiplicity; appropriate tools

of inference; interpretations and generalizability; and misclassification.

Lack of Statistical Power

The issue of lack of statistical power is well known and has been discussed by
several authors, see for example Maitournam and Simon (2005); Pocock et al.
(2002); Sargent et al. (2005); Song and Chi (2007); Wang et al. (2007a); Wang
(2007); Yusuf et al. (1991). As most clinical trials are only powered to detect
an overall treatment effect, it should not be expected that subgroup effects are
detected, even in relatively large subgroups. In particular, if a truly efficacious
treatment is being tested and many subgroups are analyzed, we should expect
false negatives in some subgroups by chance and lack of power. For example, the
ISIS-2 trial (ISIS-2 (Second International Study of Infarct Survival) Collaborative
Group, 1988) involved over 17,000 patients and clearly demonstrated the beneficial

effect of aspirin for patients experiencing a heart attack. To give an example of the
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limitations of subgroup analysis, the authors note that “subdivision of the patients
in ISIS-2 with respect to their astrological birth sign appears to indicate that for
persons born under Gemini or Libra, there was a slightly adverse effect of aspirin
on mortality, while for patients born under all other astrological signs there was a
striking beneficial effect.” The finding indicating that Gemini and Libra persons
had an adverse effect was of course spurious, and serves to illustrate that subgroup
analysis can quite easily lead to incorrect findings, even in trials that are positive
overall. We note, however, that it is not impossible for subgroup analyses to be
properly powered. Alosh and Huque (2009) point out that an increase in subgroup
power, relative to that of the overall population, can be achieved through one of
the three following: an increase in the subgroup prevalence, a higher treatment
effect in the subgroup relative to the overall population, and higher measurement
precision in the subgroup compared with the overall study population. While
these factors are of course not controlled by clinical researchers, the fact is that
contrary to what has previously been claimed, subgroup studies are not necessarily

underpowered.

Multiplicity

Given the large amount of observable clinical characteristics and underlying ge-
nomic characteristics, there are many possible subgroup analyses that could be
performed. When multiple subgroups are analyzed, the probability of a false pos-
itive can be substantially inflated. For example, consider a trial comparing an in-
effective treatment to a control. If subjects are divided into 20 mutually exclusive
subgroups, we should expect one spurious finding on average, using a nominal sig-
nificance level of 5%. There are many ways to adjust for multiplicity, some of which

we will discuss in Chapter 2. However, for coherent inferences on treatment effects
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in subgroups, multiplicity adjustment alone is not enough. Subgroups should be
prespecified®, based on biomarkers developed in earlier stages (or from previous
trials), and have a strong biological and clinical rationale (Pocock et al., 2002;
Yusuf et al., 1991). Medical reasons supporting a particular subgroup hypothesis
should be explicitly stated at the outset and analysis of the resulting data should
be carried out in concordance with the trial protocol. Subgroups that are defined
a posteriori can serve as a basis for hypothesis generation for future research, but
to avoid selection bias these hypotheses should only be tested with new and in-
dependently obtained data. Careless analysis of multiple subgroups can be highly
misleading, in particular if subgroup definitions are data-driven (improper) and
post hoc emphasis is placed on the “most interesting” subgroup finding. Prospec-
tive planning is essential to all effective trial designs, and this is holds true no less

when subgroup analysis is envisaged.

Appropriate Tools of Inference

Recognizing the likely very low power of multiplicity-adjusted interaction tests,
Yusuf et al. (1991) recommend that the prudent way to conduct subgroup analysis
is to rely mostly on the overall results to indicate likely “true” effects in sub-
groups. Further, they advocate that medically interesting data-derived subgroup
effects be reported clearly as post hoc analysis so that the resulting hypotheses
can be studied in future trials. However, considering the high cost and significant
time involved in a confirmatory trial, this approach is likely very inefficient. Alter-
natively, Pocock et al. (2002) advise that the only appropriate statistical method
for making inferences from subgroup analyses is the test for interaction. Such

tests are notoriously underpowered, a fact that has frequently been used to argue

3See Section 1.2.4 for a discussion on regulatory guidance for subgroup analysis.
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against their use, but Pocock et al. (2002) suggest that their lack of power recog-
nizes the limited information available for subgroup analysis. However, interaction
tests only aim to demonstrate that treatment effect is heterogeneous across the
subgroups of interest, and there are instances where presence of heterogeneity is
not the appropriate question (Moyé and Deswal, 2001). Indeed, when validating a
predictive biomarker, we are interested in whether or not the experimental treat-
ment is efficacious in the subgroup of interest (defined by the biomarker). In such

cases interaction tests may not be suitable.

Sometimes there is compelling evidence that a treatment affects only a specific
population, and a confirmatory trial can be conducted randomizing only patients
from said population. However, when there is no biological plausibility or no
well established drug target, it is generally not advisable to exclude patients on
the basis of a potential biomarker. In such cases, a composite objective should
be prospectively defined, whereby researchers will test the hypotheses that the
treatment works in all randomized patients, or in the subgroup defined by the
biomarker. As there is more than one opportunity to declare a treatment effect,

adjustment for multiplicity is necessary.

Interpretations and Generalizability

Care needs to be taken when interpreting trial results that involve subgroup analy-
sis. While researchers need to evaluate whether a treatment effect is generalizable
to a larger set of patients, they also need to guard against making sensational con-
clusions regarding subgroup results that are not robust to validation trials. Surveys
of clinical trial reports (Pocock et al., 2002; Wang et al., 2007a) have led to the

view that results of subgroup analyses are generally overinterpreted by authors,
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which can weaken the foundation on which such research is built. Investigators
should prospectively specify biologically plausible subgroups at the onset of Phase
[T trials (development of biomarkers can take place over earlier phases), and all
medically interesting hypotheses should be clearly defined. During specification
of trial protocols, the consequences of prospectively defining subgroups of interest
should be carefully weighted, in particular with respect to the potential general-
izability of the trial results. If analysis of the resulting data leads to data-driven
definitions of subgroups not specified in the trial protocol, the medical relevance
of these subgroups should be evaluated and if deemed important enough, clearly

stated in the trial results as potential for further research.

Mandrekar and Sargent (2009) suggest that validation of predictive biomarkers
may well be achieved by utilizing data from a previously conducted randomized
controlled trial (RCT), known as retrospective analysis. They argue that this is a
valid strategy when “(1) a prospective RCT is ethically impossible based on results
from previous trials, and/or (2) a prospective RCT is not logically feasible (large
trial and long time to complete).” A known problem for retrospective analyses is
a “convenience sampling bias” resulting from the fact that not all patients may
have consented to give samples required for marker validation (e.g. cancer biop-
sies). Samples for a large majority of patients must therefore be available, and
all subgroup hypotheses must be clearly stated up front. The authors go on to
argue that findings from well designed retrospective analyses may be sufficient to

establish predictive utility of a biomarker and to move it into clinical practice.

Retrospective exploration may also be conducted as a sort of meta-analysis,
combining data from several RCTs. In such studies, the right biomarkers need not

necessarily be known beforehand, and data can be divided to validate biomarkers
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defined a posteriori in one of the studies. Retrospective exploration also allows
for evaluation of treatment effect in all patient subgroups (even if some trials
were not designed to answer such questions), and the refinement of previously
defined biomarkers. However, presence of convenience samples can make statistical
inference problematic. When retrospective development of a genomic biomarker is
of interest, difficulties may arise as sample collection and handling may have been
suboptimal, and some sample data may be missing with no apparent method for
imputation available (Wang, 2007). Simon (2005) points out that if a commercial
therapy is already available, the drug sponsor may not have sufficient incentive to
engage in the lengthy and expensive process of biomarker validation, even if there

is strong suspicion that responses truly differ by patient subsets.

Misclassification

In all but the simplest of cases, most baseline data are measured with some chance
of error. This holds true in particular for the evaluation of a molecularly targeted
treatment when there is an assay predictive of which groups of patients will be
more responsive than others. When this occurs, observed subgroups will include
misclassified patients, which can adversely affect the efficiency of any proposed clin-
ical trial. Simon and Maitournam (2004) and Maitournam and Simon (2005) study
the effect of assay performance on the relative efficiency of targeted trials (recruit
only patients predicted to be responsive) compared to untargeted trials (recruit
all patients). The designs are compared in terms of number of patients required
for randomization and the number of patients required for screening, as a function
of the subgroup prevalence (prevalence of marker-positive patients) and the assay
performance. The two measures used for assay accuracy are (1) specificity, the

probability that a marker-negative person be correctly identified as such; and (2)
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sensitivity, the probability that a marker-positive person be correctly identified
as such. The authors highlight that when treatment effect is limited to marker-
positive patients, relative efficiency is primarily affected by assay specificity. When
specificity is large enough (greater than 0.8), the targeted design is generally more
efficient in terms of number of patients randomized. When the treatment effect
for marker-negative patients is half of that for marker-positive patients, efficiency
gains are minimal unless the assay is perfect. Comparing relative efficiency in
terms of number of patients screened, assay sensitivity is of some importance as
well. When there is no treatment effect in marker-negative patients there are only
efficiency gains when prevalence is low, and specificity and sensitivity are both
high. When there is some treatment effect in marker-negative patients (half of

marker-positive), an untargeted design is more efficient even if the assay is perfect.

Case Study: HER2 marker status and Herceptin

As stated in Section 1.1, the antibody trastuzumab (Herceptin) is currently an ap-
proved treatment for HER2 positive breast cancers. A patient is defined as HER2
positive if either (1) immunohistochemistry (IHC 3+) indicates over-expression
of the HER2 protein, or (2) HER2 gene amplification by fluorescence in situ hy-
bridization yields a FISH-HER2:CEP17 ratio of > 2.0 (Perez et al., 2006). Follow-
ing analysis of preclinical evidence, the National Cancer Institute (NCI) decided
to enroll HER2 positive patients in two trials intended to evaluate the efficacy of
Herceptin, combined with standard chemotherapy, in the adjuvant setting*. The
two trials, (1) the National Surgical Adjuvant Breast and Bowel Project trial (NS-

ABP B-31), and (2) the North Central Cancer Treatment Group trial (NCCTG

4In oncology, adjuvant therapy refers to additional treatment usually given after surgery where
all detectable disease has been removed, but where there remains a statistical risk of relapse due
to occult disease.
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N9831), were analyzed in a combined fashion. Roughly 3,700 patients were enrolled
in total and after 394 events had been observed (by March 2005), early stopping
boundaries were crossed with results indicating a clinically and statistically signif-
icant beneficial effect for HER2 positive patients (Romond et al., 2005). Though
the goal of the trial was accomplished, some concerns linger regarding the use of

HER2 as a marker for Herceptin.?

Originally, patients were eligible for the two trials if they tested positive in either
[HC or FISH, and tests were carried out at various locations such as community
hospitals, medical centers and national laboratories. In 2002, the trial protocol was
modified to make central laboratory testing mandatory, and all previously tested
specimen were re-tested at the Mayo Medical Laboratories, Rochester, MN. Analy-
sis of these tests was conducted by Perez et al. (2006), wherein discordance between
local and central testing was reported as high as 25% in some cases. While this
discordance is alarming, it has permitted retrospective analysis of Herceptin bene-
fits for HER2 negative patients. Paik et al. (2007) report results from subsequent
analysis of available tumor tissues from the NSABP B-31 trial which indicate that
patients which were negative for FISH and had less than 34 staining intensity on
IHC may derive benefit from Herceptin (relative risk was 0.36, CI = (0.14,0.92),
p = 0.032). In a similar analysis of data from the NCCTG N9831 trial, Perez
et al. (2007) observe a non-significant reduction in risk (relative risk = 0.51, CI
= (0.21,1.2) and p = 0.13). Though small sample-size concerns are present in the
analysis, as well as issues relating to convenience sampling bias, the results should

not be ignored. Perez et al. (2007) suggest that the findings be used as hypothesis

>This has received national media attention; for example, Kolata (2010) discusses the prob-
lematic lack of reliability of HER2 tests today, where some patients are diagnosed as partly HER2
positive, and partly negative. Similar difficulties are highlighted in a recent discussion by Speed
(2010). This, coupled with the dangerous side-effects of Herceptin, makes the choice of therapy
less than straightforward for many patients.
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generation for further studies, while Paik et al. (2007) conclude that the current
definition of HER2 positivity may need to be modified, as some HER2 “negative”

patients may yet benefit from Herceptin.

Following the results discussed above, Mandrekar and Sargent (2009) point out
that, though the trials were positive and Herceptin is proven to be a highly effective
drug for HER2 positive patients, exclusion of HER2 negative patients means that
no definitive assessment of the predictive utility of HER2 can be conducted. The
authors highlight the possibility that Herceptin potentially may benefit a larger
population than was originally believed, and that further studies to this effect are
warranted. This raises the question of whether an alternate design, one which
allows inclusion of HER2 negative patients, might have been more useful (and
ultimately more efficient (Mandrekar and Sargent, 2009)) than the targeted design

that was employed.

1.2.3 Survey of Existing Methods

One of the likely causes of low success rates for untargeted RCTs is disease het-
erogeneity or varying response rates among patients. Prospectively planning the
analysis of (predictive) biomarker validity is therefore key in the planning of fu-
ture clinical trials. In this section we briefly discuss some designs that have been

proposed as a solution to this problem.

Sargent et al. (2005) and Mandrekar and Sargent (2009) discuss the efficiency
of various randomization schemes designed to allow for biomarker validation with-
out needlessly excluding a number of patients. There are two main categories of

predictive biomarker studies (for one putative marker). First, Marker by treat-
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ment interaction designs split the population into two groups by marker status.
Patients in each group are randomly assigned to one of the two treatments under
consideration (one may be placebo), and testing is carried out either in the form
of separate tests of superiority, or a formal statistical test for interaction between
marker status and treatment assignment. Second, Marker-based strategy designs
begin by testing each patient for marker status, after which each patient is ran-
domly assigned to have his/her treatment determined by their marker status or to
receive therapy independent of marker status. Patients in the marker-based arm
receive placebo treatment if their marker status is negative, and the experimen-
tal treatment if their marker status is positive. Patients in the non-marker-based
arm undergo a second randomization to determine whether they receive placebo or
the experimental treatment. The purpose of this second randomization is to clar-
ify whether findings regarding the predictive/prognostic utility of the biomarker is
truly due to the marker, or just due to an improvement offered by the experimental

treatment in the whole population.

Marker by treatment interaction designs using separate tests are essentially two
separate (independent) clinical trials, which requires that they both be powered
individually. The trial may fail to provide a clinically useful result if the biomarker
is both prognostic and predictive (marker positive patients have worse prognosis
with no treatment, but benefit more from the experimental treatment). Further,
not all subjects are utilized in one test, making the design inefficient. Using a
test of interaction would alleviate concerns of inefficiency, but a significant result
would only provide evidence that the magnitude of treatment effect differs in the
two patient subgroups. In addition, tests of interaction generally require a larger
sample size compared with a study sized for an overall effect (Wang, 2007). In spite

of the concerns mentioned above, Sargent et al. (2005) recommend that marker
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by treatment interaction designs be used when the purpose of a clinical trial is to

assess the clinical utility of a single putative predictive biomarker.

When there is a panel of markers to be evaluated, marker by treatment in-
teraction designs can be problematic and marker-based strategy designs may have
significant merit (Mandrekar and Sargent, 2009; Sargent et al., 2005). For instance,
if there are there are more than two treatments to which patients can be assigned,
or if there are multiple outcomes of interest, the marker-based design may be ap-
plied to randomize patients based on marker status. Further, the marker-based
design also allows investigation of the prognostic value of a biomarker by com-
paring results among patients who received placebo (or standard treatment) by
marker level. The authors do remark that the marker-based design is inefficient
due to an overlap arising from the additional randomization of patients in the non-
marker-based arm. This results in a significant number of patients receiving the
same treatment in both arms, and the overlap increases as the prevalence of the

subgroups of interest increases.

As mentioned in Section 1.2.2, when there is convincing evidence that effective-
ness of an experimental treatment is confined to a particular subgroup, efficiency
gains may be achieved by only recruiting patients of that particular marker status
(Maitournam and Simon, 2005; Simon and Maitournam, 2004). This is referred to
as enriching the study population with potential responders (Temple, 1994, 2005)
and the goal is to understand the safety and clinical benefit of the treatment in
only a subgroup of patients. A requirement for enrichment is the availability of a
robust diagnostic assay, whose validity must be confirmed before enrichment is car-
ried out. The classical enrichment success story concerns the demonstration that

the antibody trastuzumab (Herceptin) combined with conventional chemotherapy
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significantly improves disease-free survival outcomes among women with surgically
removed HER2 positive breast cancer. However, as mentioned in the introduction
and discussed at length in Section 1.2.2, retrospective analyses have suggested
that Herceptin may be beneficial for a more broadly defined population. A new
confirmative trial may therefore be needed to re-assess the utility of HER2 as a
predictive marker, something that was not achieved in the original trials due to
the exclusion of all HER2 negative patients. It is recommended by Freidlin et al.
(2010) that in most settings, “biomarker-stratified designs be used to obtain a

rigorous assessment of biomarker clinical utility.”

Screening enrichment designs assume a substantial level of confidence in the
accuracy of the biomarker as a classifier, as well as the validity of preliminary data
(from Phases I and II). Early stage data is highly variable, and enriching the study
population based purely on such results may lead to exclusion of populations that
in truth benefit from the experimental treatment. Further, if the diagnostic as-
say is not sufficiently robust, there could be serious concerns about the validity of
conclusions drawn from an enrichment trial. As a compromise, Simon and Wang
(2006) suggest sizing a trial to test the overall population at a reduced significance
level, and to include a contingency plan to test a (single) prospectively defined sub-
group of patients predicted to be particularly responsive, in case the overall trial
is negative. Such a design would provide sponsors with an incentive to develop
classifiers without running the risk of labeling restrictions if their findings indicate
overall efficacy. This could be described as splitting the significance level of the
trial, also known as alpha-splitting, or prospective alpha-allocation. Though per-
haps not developed with subgroup analysis in mind, several alpha splitting schemes
have been proposed, such as a weighted Bonferroni adjustment (Dmitrienko et al.,

2010, Ch. 2.6), the prospective alpha allocation scheme (Moyé, 1998, 2000), or
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the fallback procedure® of Wiens (2003) and Wiens and Dmitrienko (2005). These

procedures all assume independent endpoints.

More applicable to subgroup analysis however, is the combination of prospective
alpha allocation with the assumption that test statistics may be positively corre-
lated. Alosh and Huque (2009) propose a flexible strategy for subgroup testing
which, in addition to prospectively splitting the significance level and incorporat-
ing correlation, requires a certain consistency of findings between the subgroup
and the overall population. In their design, the overall population is tested first at
a reduced significance level, and if the overall hypothesis cannot be rejected, but
findings are “good enough,” testing of a subgroup hypothesis may be conducted
at a significance level obtained as a function of subgroup prevalence, measurement
precision and desired Type I error. The authors argue that based on the afore-
mentioned consensus that opposite direction treatment effects are unlikely, a weak
level of significance should be met in the overall population in order for subgroup
analysis to be allowed. Another method based on the same requirement was devel-
oped by Song and Chi (2007), in which they use a generalized conditional rejection

region to optimize study power.

It may sometimes be the case that an assay or well-defined biomarker is not
available at the onset of a confirmatory trial. However, if in truth the patient
population is heterogeneous, using a traditional RCT is inefficient and unlikely
to yield a positive result. Freidlin and Simon (2005a) have proposed an adaptive
design that combines prospective development of a genomics-based biomarker to
select sensitive patients with a properly powered test for an overall effect. The
procedure is split into two stages (the authors recommend that sample size be

evenly split between each stage), and after the first stage a logistic regression

6This procedure is described in detail in Chapter 2.
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model is used to identify the genes that have most significant treatment-interaction
coefficients. Following the second stage, the final analysis consists of an overall test
of treatment efficacy using patients accrued over both stages, and a test of patients
in the subgroup developed over the first stage, using only patients accrued over
the second stage. Both tests are carried out at a reduced significance level to
appropriately protect the overall Type I error. To avoid bias, sample size for stage
two may not be altered at the interim analysis. The authors conduct simulations
which indicate that the development of a genomics-based biomarker to identify
subsets of sensitive patients can be incorporated prospectively into a Phase III
design without substantially compromising overall power. It should be noted that
the biomarker is not used to restrict patient entry in stage two, and hence its
development can be conducted at the final analysis (using data assigned to the

first stage). The design is hence particularly appropriate for survival endpoints.

Jiang et al. (2007) propose a Phase III design suitable for settings when a pre-
specified biomarker is measured on a continuous scale. This design combines the
test for an overall treatment effect with the establishment and validation of a cut
point for the prespecified biomarker. The procedure also provides an estimate of
the appropriate biomarker cutoff for sensitive patients. The authors perform sim-
ulation studies which indicate that their design retains adequate power to prove
overall effect when the treatment is in truth broadly effective. When only a sub-
group is responsive, substantial gains in efficiency over traditional randomized

designs were reported, in particular when subgroup prevalence is low.

An alternative enrichment design, for use when a reliable assay to select sen-
sitive patients is not available, was reviewed by Freidlin and Simon (2005b). In

this Phase II design, known as a randomized discontinuation design, patients are
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initially randomized to experimental treatment or placebo. After a predetermined
period of time, early responses are obtained, and responsive patients are allowed
to continue while patients for whom the disease progresses are removed from the
study. Stable patients are randomized again for another fixed period before being
re-evaluated. The authors find that if all patients are sensitive, this design is con-
siderably less efficient than upfront randomization. However, in a heterogeneous
response setting, and with a relatively small sensitive population, efficiency gains
can be considerable. Some issues regarding interpretation need to be addressed; if
the study is positive, generalization can be difficult as the target population might
be hard to identify. The authors conclude that randomized discontinuation can
be a useful tool when reliable assays do not exist, though its application must be
carefully structured to provide sufficient enrichment to sensitive patients. Further,
the procedure should only be used when there is sufficient knowledge of disease

history and biology to allow meaningful analysis of the results.

In recent years, so-called adaptive designs have received increased attention in
clinical trials. Phase III trials are both costly and lengthy, and therefore substantial
care must be taken in the planning process to ensure that the trial is designed in
an efficient and robust way. However, many planning parameters are unknown
after Phase II (early estimates of drug efficacy are highly variable), and hence it is
appealing to allow for some mid-study changes that are prospectively planned in
order to increase the likelihood of a successful trial. Following the seminal paper of
Bauer and Kéhne (1994), much research in the statistical literature has focused on
providing valid and efficient procedures that permit various degrees of adjustments
without jeopardizing the integrity of the trial. This can be applied in the context
of subgroup analysis when previous data does not clearly suggest upfront use of

an enrichment design. Namely, we can prospectively plan to enrich the study
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population with patients from a predefined subgroup, depending on data observed

over early stages of the Phase III trial (Hung et al., 2006).

In principle, adaptive designs can be executed with great flexibility, and adap-
tations need not be planned in advance. However, as we have discussed above,
significant difficulties can arise from cavalier subgroup analysis, and therefore it
may be advisable to limit the flexibility to a selected number of options. Wang
et al. (2007b) explore an adaptive enrichment approach which allows prospectively
planned adaptation to limit a study to a predefined subgroup. The authors as-
sume that a single subgroup has been identified in earlier phases (or earlier trials)
in which a therapeutic intervention may be particularly effective. Data is evaluated
during an interim analysis at which point the decision is to either (1) complete the
trial recruiting patients from the overall population, or (2) exclude patients from
the subgroup complement for stage two, and enrich the subgroup population. In
this case enrichment implies that all planned sample size for stage two is allocated
to the subgroup of interest for the purpose of increasing power. The population
adaptation is made only if the therapy appears to be ineffective or unsafe in the
complement of the predefined subgroup. Hence the adaptation rule is independent
of interim results in the subgroup of interest. Moreover, as the subgroup is enriched
due to safety or ethical concerns about the subgroup complement, concerns about
selection bias should not invalidate the study. The authors compare their design to
that suggested by Freidlin and Simon (2005a) and report substantial power gains
for the subgroup. These gains are mostly apparent when only the subgroup is

sensitive to the experimental treatment.

In a later paper, Wang et al. (2009) consider a slightly different adaptive en-

richment design in the setting of two nested subgroups, S; and Sy (say S contains
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Ss). In addition to adaptive enrichment, sample size modification is allowed based
on conditional power evaluated at an interim analysis stage; if conditional power
for the overall population is high enough, second stage sample size is increased
to a prespecified maximum. If overall conditional power is too low at the interim
analysis, the study is enriched to S;. If conditional power for 5] is also too low, the
study is enriched to Sy, and early stopping for futility is allowed if no population
looks promising. Simulation studies are conducted to evaluate the performance
of this design relative to more traditional designs. Findings indicate that when
the proposed biomarker is predictive, power gain (for the subgroups) can be sub-
stantial. If the marker is only prognostic, there is not much gain, if any. Interim
analysis timing effect on power varies depending on the true underlying treatment
effects; when there is a favorable nesting pattern in treatment effects (effect is
highest in S, then S;, then overall) an early interim analysis is beneficial. If there
is no such nesting pattern, a later interim analysis is more informative. In the
numerical study in Chapter 3, we include in our comparisons a similar design as
the one proposed by Wang and colleagues. The authors do not advocate use of
this design over any other, but rather emphasize that when “subgroup adaptation
is a prespecified option, any multiple test procedure that has strong control over

experimentwise type I error rate is an appropriate multiple test procedure.”

For situations in which frequentist analysis of subgroups is likely to be ineffec-
tive, various Bayesian designs have been proposed; see (Berry et al., 2011) for an
overview of current clinical practice. Dixon and Simon (1991), Simon et al. (1995)
and Simon (2002) develop a Bayesian model for subset analysis in clinical trials
with binary covariates. Use of Bayesian statistical methods allows for prior spec-
ification of the likelihood of qualitative treatment-by-subset interactions. Then,

estimates of subgroup-specific treatment effects are computed as a weighted com-
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bination of within-subgroup efficacy estimates and overall efficacy estimates. Their
models are based on a key assumption of exchangeability among the treatment-
by-subset interactions, restricting their appropriateness to the situation where no
a priori distinction can be made between subgroups relative to treatment effect.
The use of hierarchical Bayes modeling means no specification of subjective priors
is required, see for example (Spiegelhalter et al., 2004, p. 277). No formal control
of false positive error rates is included, so these methods are more suitable for

subgroup screening which might be performed in Phase II.

Wathen et al. (2008) propose a hierarchical Bayesian model for Phase II trials
where the exchangeability assumption is not appropriate. This might be the case
when previous studies indicate that patients can be divided into groups of “good”
prognosis and “bad” prognosis. They propose a parametric likelihood (for binary
or survival endpoints) that borrows strength across subgroups, and assume infor-
mative priors for the baseline and prognostic parameters (unrelated to treatment-
by-subgroup interaction parameters). An algorithm is provided to obtain values for
the hyperparameters, and simulation is used to calibrate the model to have “good
frequentist characteristics.” Their simulation results indicate that when subgroup-
specific effects are present, the design substantially outperforms other procedures
that do not account for these interactions. However, when no interactions are
present and the treatment does not achieve its targeted improvement, the design

is less likely to stop the trial for futility.

Due to ethical concerns, adaptive randomization can be used in early stages to
decrease the probability that patients are assigned to an ineffective treatment arm.
Zhou et al. (2008) propose a Phase 11 Bayesian adaptive randomization design for

patients with advanced stage lung cancer. In this procedure, patients are adap-
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tively randomized to one of four treatments according to continuously updated
response rate estimates as data is accumulated throughout the trial. Treatments
that appear to perform well for a certain biomarker profile have higher random-
ization rates, and vice versa. If a treatment performs poorly enough, it may be
(temporarily) suspended from randomization, with the possibility to be reinstated
later as more data has been examined. A simulation study indicates that in ad-
dition to identifying effective treatments with a high probability, more patients
are treated with treatments that fit their biomarker profile. The design relies on
short assessment times for patient biomarker profiles, as well as short outcome-
observation times so that decisions are based on up-to-date data. The design does
not take into account assay sensitivity and specificity, and the authors point out

that the effect of assay performance on the design requires further investigation.

Adaptive seamless Phase II/II1 designs, see Bretz et al. (2006) and Schmidli
et al. (2006), involve joint planning of both Phase II and III with the intention of
cutting delays between the two phases, while allowing for flexible adaptation based
both on trial data, and on external factors. We discuss these types of designs in
more detail in Chapter 2. Zuber et al. (2006) and Brannath et al. (2009) combine
Bayesian decision tools with an adaptive seamless Phase I1/111 design for a targeted
therapy in oncology. They propose a three stage design which is intended to
demonstrate efficacy of a targeted agent for a full population, or for a prespecified
subgroup. They employ a multiple level testing rule that is unaffected by decision
rules used at interim analyses, and they allow the trial to be terminated before the
final analysis, either due to early rejection or futility. The decision rule is based on
predictive power, which combines the uncertainty about current estimates with the
variability inherent in future estimates. Adaptive enrichment is not employed in

this design. Their findings indicate that the procedure achieves gains in time and
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reduction in overall sample size compared to more conventional group sequential
procedures, since data from exploratory and confirmatory studies (Phase IT and I1T)
are combined and no independent Phase II trials are required to confirm sensitivity

of the subgroup in question.

1.2.4 Regulatory Guidance

Regulatory issues and good practice considerations for clinical trials are discussed
at length in, for example, (US Food and Drug Administration, 1998) and are not
detailed in this thesis. Rather, in this section we summarize some of the guidance
principles published by the FDA and EMEA specifically regarding the conduct
of subgroup analysis in clinical trials. On reliable conclusions from a subgroup
analysis, the European Agency for the Evaluation of Medicinal Products (2002)
says the following: “Reliable conclusions from subgroup analyses generally require
pre-specification and appropriate statistical analysis strategies. A license may be
restricted if unexplained strong heterogeneity is found in important sub-populations,
or if heterogeneity of the treatment effect can reasonably be assumed but cannot be

sufficiently evaluated for important subgroups.”

As discussed previously in this chapter, there may be interest in examining the
relationship between treatment efficacy and the measurement of various baseline
covariates. In many studies, such analyses serve a supportive purpose and results
should be interpreted with the appropriate caution. In particular, when subgroup
analyses are exploratory, they should be clearly identified as such; commonly these
analyses are intended to explore the uniformity of treatment effects overall. In
the absence of a pre-specified corresponding null hypothesis and an appropriate

analysis strategy, claims of subgroup-specific beneficial effects are very unlikely to
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be accepted (European Agency for the Evaluation of Medicinal Products, 2002;
US Food and Drug Administration, 1998).

In a draft recently made available on their website, the US Food and Drug
Administration (2010) provides guidance on the conduct of population adaptation
based on treatment-effect estimates. Methods that allow modification of eligibility
criteria after an interim analysis can be cautiously applied, when there is sugges-
tive evidence of subgroup-specific effects but said evidence is not strong enough
to warrant confidently selecting solely this population(s) for a confirmatory trial.
Allowing such types of trials introduces difficulties concerning selection bias, and
any prospective study plan should clearly demonstrate control of the Type I error
rate for all hypotheses of interest. Caution is advised in planning studies that allow
population adaptation to be performed multiple times, as “when multiple revisions
to the study population are made it may be challenging to obtain adequate esti-
mates of the treatment effect in the populations of interest, or to interpret to what

patient population the results apply.”

1.3 Thesis Outline

The remainder of the thesis is outlined as follows. In Chapter 2, we present notation
that is common to the rest of the thesis, and define important terms that are used
in the presentation of our procedures. We also give an overview of technical results

and definitions from the literature.

In Chapter 3, we consider the problem of designing a clinical trial when there
is one subgroup of particular interest. A number of designs are proposed and com-

pared in a comprehensive numerical example. We first devise a one-stage adjusted
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fallback procedure (Section 3.2.1), which sequentially tests treatment efficacy in
all populations of interest, accounting for correlation of the test statistics. This
procedure is however not adaptive, and improvements can be obtained by allow-
ing one or more interim analyses. Accordingly, we extend the adjusted fallback
procedure, introducing the so-called fallback enrichment procedure (Section 3.2.2).
This design allows for one interim analysis where the target population may be

redefined according to an a priori ordering.

We next consider a number of more flexible designs, where testing is conducted
by use of a prespecified combination rule. Three different procedures are discussed,
where the main differences lie in the interim adaptation rules that are employed.
We propose a “hybrid Bayesian” procedure which relies on specifying a prior distri-
bution of treatment effects, and uses a utility function to determine the appropriate
course of action at the interim analysis. Additionally, designs based on conditional
or predictive power are discussed; similar procedures have been proposed in the
literature (Brannath et al., 2009; Wang et al., 2009). To investigate the operating
characteristics of the aforementioned designs, we conduct a numerical experiment
where statistical power is obtained and compared between all procedures based on
subgroup prevalence, interim analysis timing, and interaction of treatment effects

across subgroups.

In Chapter 4, we extend the adjusted fallback procedure, the fallback enrich-
ment procedure, and the hybrid Bayesian design to account for an arbitrary number
of subgroups. The first two of these are mainly intended to deal with a nested pop-
ulation structure, though they could be applied in other situations as well. The
hybrid Bayesian design is developed for disjoint subgroups where no a priori or-

dering is evident. The adjusted fallback procedure is a one-stage design, while the
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other two include one interim analysis and are hence two-stage procedures.

In Chapter 5, we propose a K-stage adaptive group sequential design that al-
lows adaptation of the target population. As developed, the procedure can take
place over any number of stages, and after the first stage non-responsive pop-
ulations may be discarded. Remaining populations are pooled and subsequent
analyses test only one hypothesis, i.e. the null hypothesis of no treatment effect
for the pooled population. Either nested or disjoint subgroups can be handled, or
some combination thereof. A simple bootstrap algorithm is used to account for
selection bias in point estimates. The procedure is illustrated through two worked
examples, with applications in development of antidepressants and cancer treat-
ment. Finally, a numerical example is conducted to compare this procedure with

the fallback enrichment procedure and the hybrid Bayesian design.

The thesis concludes in Chapter 6 with a brief overview of results, and a dis-

cussion of potential future research.
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Chapter 2

Problem Setup and Theoretical
Background

2.1 Setup

In this section we define the scope of the problem that we consider throughout the
thesis. Section 2.1.1 gives common notation and various technical preliminaries,

while Section 2.1.2 gives correlation identities for test statistics of interest.

2.1.1 Common Notation

Let g denote a complete population of interest for a clinical trial. Suppose that
¢ subgroups have been identified, denoted as Q; C Qg for 7 = 1,...,¢. The
subgroups are not necessarily disjoint, and some may completely contain others.
Define P = {0,1,...,¢} as the index set of all populations of interest. For § C P,

let

Os=J

jES
denote the subpopulation consisting only of €2;,7 € S. When § is a singleton, we

omit the curly braces from our notation. We point out two specific population

structures that might arise in practice:

1. Nested subgroups: In this case we have Q; C Q; for j > j'. For ex-
ample, in early stage testing or retrospective analysis of previous trials, two

biomarkers are believed to be prognostic or predictive of treatment effect.
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For simplicity, suppose these biomarkers are binary and let By and By de-
note their respective indicators, such that patients are classified for each
biomarker as B;F or B; . Preliminary results may indicate a strong effect
for patients in groups B (defined as ;) and B;” N By (defined as ), so
Qo 2 Q1 O Qy. This defines a sort of “natural ordering” of subgroups; for
economic and ethical reasons, it is desirable to prove an overall effect, pro-
vided such an effect exist. As a “fallback” option, clinicians might plan to

evaluate efficacy in €y and € (in that order) to salvage the trial.

2. Disjoint subgroups: Here, 2, Ny = @ for j # j', and Qy = CJ Q;. As
an example, again suppose there are two dichotomous biomarker]s:;f inter-
est, By and By. If preliminary analysis does not indicate that any group is
necessarily stronger than another, it may be of interest to assess whether
subgroups induced by the two biomarkers respond differently to the experi-
mental treatment. If there is no specific subgroup of a priori interest, then
this setup is reasonable. Further, the assumption of exchangeability among
treatment effect parameters is supported, which allows consideration of var-

ious hierarchical Bayesian models.

While more complicated population structures are certainly possible, we focus

mainly on the two examples given above.

We wish to examine efficacy of an experimental treatment (E), versus a control
or placebo (C). Let W,g denote the observed response to treatment for subject k in
Q;, j € P. Similarly, let chj denote patient response to placebo. Define ,uf (,ujc)
as the mean experimental (placebo) treatment effect in ;. Define 6; = pf — ,ujc

as the mean difference in treatment effect between the experimental and control
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treatments. Let Uj2- be the observation variance in €2;, and then set

Py = ng

J

5j:9j/0j: 5 ]EP (21)

Thus, d; denotes the standardized true mean treatment difference. We are inter-
ested in evaluating the family of elementary null hypotheses H; : d; < 0 versus
HY} :4; >0, 5 € P. Hence Hj corresponds to the null hypothesis of no treatment

benefit in population €2;.

Let fi; € [0,1] denote the prevalence of €2; in Q; for i,j7 € P. If ;N Q; = @,
then f;; = fj; = 0. Note that f;; = 1if i = jorif Q; C Q;. For S, C & C
P, let fs, s, denote the prevalence of (ls, in €s,. In terms of €y, this can be
written as fos,/fo.s,- Let ng denote the overall sample size for €. If subgroup
observations are stratified according to their relative size, then the sample size for
Q; for j € P\{0} is given as n; = fo;n, and nf (nf) denotes the number of
subjects assigned to the experimental treatment (placebo). If the procedure takes
place over a number of different stages, say K total, then we denote the kth stage

sample size for €2; as ny;.

For § C P, let ds denote the standardized treatment effect in Q25. We define
ds as a weighted average of d; where 2; C Q2s and the individual €2, are disjoint.

That is,
0s =Y fs;0. (2.2)

jES
Note that even if the subgroups of clinical interest are not disjoint, we can easily
define an auxiliary collection of subgroups that are disjoint. This new collection

of subgroups is then used to compute ds for a larger population €2s. The pooled

variance for S, 0%, is also given as the weighted average of 0']2» for y € S.
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For j € P, we define our tests in terms of the standardized statistic Z;, or in
terms of the efficient score Y}, with corresponding observed Fisher’s information
level Z;. If éj is the estimated effect size for €2;, then Z; = é]\/I_J = Y}/\/Z and
the test statistics are distributed as

Zj =0T S N (037/T51),
Yj=Z;\JI; ~ N (6,1;,T)),

(2.3)

where ~ N indicates that the test statistic is asymptotically normally distributed.
Note also that 6; ~ N (0;,Z;"). The relationship between the standardized statis-
tics Z; and the efficient scores Y; means that tests can be specified in terms of
either statistic, as rejection rules can be easily converted. Denote p; =1 — ®(Z;)
as the p-value for H;, where ®(-) is the cumulative distribution function for a stan-
dard normal random variable. Procedures presented in Chapters 3 and 4 are given
in terms of the standardized statistics Z; and information levels Z;. The design
proposed in Chapter 5 is outlined in terms of the efficient scores Y. Results are
therefore applicable to the extent that endpoints of interest are asymptotically nor-
mally distributed. E.g. observations can be normal, binary, time-to-event, Poisson
etc. (Jennison and Turnbull, 2000, Ch. 3). For ease of exposition, most explicit

calculations are carried out assuming that observations are normally distributed.

Normal Observations: Suppose that W ~ N (uF,0?) and WS ~

N (,ujc,ajz.). We could assume that measurement precision differs depending on

whether placebo or experimental treatment is administered; however, for simplic-

ity we assume a common known variance a?- for 2;. If an equal number of subjects

is assigned to placebo and experimental treatment (n;/2 = nJE = njo), the stan-

dardized statistic Z; is naturally defined as

n;/2 n;/2
n; , - - 1
Z; = /Z;Z(WGE—WJ-C): - > whE=> W
J n;o k=1 k=1

3%
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The information in this case is Z; = =

122, where n; is the total number of obser-
j

vations available in €2; for the trial. We can represent Z; in terms of the overall

information, Z, viz.
2
i Jumo o
P 42 2 2
407 4o 05

2
g
_ 0
= ij —QI().
g;

Hence, if measurement precision is equal across all subgroups, then Z; = f,Z.
Given observations Z; and information levels Z; from disjoint subgroups €2;, j € P,
we may combine these to obtain the test statistic Zs for S C P as follows:

2
s = g usj\/ fs; - Zj, where ug ;=

)

S

Thus, if we again have equal measurement precision across subgroups, Zs is dis-

tributed as N (95\/13, 1), where Zs = > Z; is the information for (2.

jES
If the analysis is conducted over K stages, we obtain stage-wise statistics Zj; for
k=1,...,K and j € P, along with corresponding incremental information levels
Ay;. Cumulative information levels are Z; = i A;j. The Z; are distributed as
i=1

N (9]-\ /Agj, 1), and the final statistic for 2, is written as

K K
Z; = Zwkakj’ where Zwij =1. (2.4)
k=1 k=1

To ensure that Z; is normally distributed under H;, the combination weights wy;
are specified before any data is unblinded. It is natural to define w,%j as the fraction
of planned information accumulation for 2; during stage k. However, definition
of the combination weights is deliberately vague at this stage, and is made more

precise in subsequent chapters as we present various clinical trial designs.
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2.1.2 Test Statistic Correlation

If ;N8 # 3, 14,j € P, then test statistics Z; and Z; will be correlated. In many
of the procedures proposed in this thesis, it is essential to know this correlation,
or to obtain an estimate. To this end, let W;; and Win; (o3 oy, and Um]) denote

observed sample means (observation variances) in ;\Q; and Q; N Q; respectively.

Then W fzy ing ( fz]) AVE and

Var (W;) = f2Var (Win;) + (1 — f;;)*Var (Wy;)
fijoin n (1- fij)a?\j'

n; n;
Therefore
7. — VT/’L _ fz] iNgj ( fzg) i\j
Var ( _i) \/fzg u']j - fij)ai\j
NiJij 1 i\t Jij)
f Wzﬂj\/fw ing \/ L) WZJ fm) TiNj
\/fijgmj - fij)ai\j
Zingy/ fij0iny + Zog /(1 — fij) o3
\/fijazzmj + (1= fij)a'?\j
= Zinj\/Tij + Zig\/ 1 = Tij
where
2
re = Jiiiy . (2.5)
T fiyoiny + (L= fij)od,
Hence,

Corr(Z;, Z;) = Corr (Zinj\/Tij + Zoi /1 — 1ijs Zing/T7i + Zjin/1 — 133)
= /Ty, 4,J €P.
If the populations are nested, i.e. if €2; C €);, then f;; =1, and
Corr(Z;, Z;) = /T4 (2.6)
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Sometimes, the simplifying assumption of equal measurement precision can be

made, in which case r;; = fi; and Corr(Z;, Z;) = +/ fij fii-

2.2 Technical Results and Preliminaries

In this section, we review several important definitions and theoretical results from
the literature. We define family-wise error rate and multiple testing principles.
Several common multiplicity adjustment methods are reviewed, as well as the

more recently developed literature on flexible adaptive designs.

2.2.1 Multiple Comparison Procedures - Fundamentals

When hypothesis testing is conducted, two types of errors can be committed.
Falsely rejecting a true null hypothesis is termed a Type I error, while failing to
reject a false null hypothesis is referred to as a Type II error. The main regulatory
concern when designing a clinical trial is that false positives occur with sufficiently
small probability. If an elementary hypothesis is tested such that the probabil-
ity of a false positive does not exceed «, we say that the test is carried out at
significance level a. In a family consisting of multiple hypotheses, this is termed
as the comparison-wise error rate, see (Hochberg and Tamhane, 1987, p. 7) or

(Dmitrienko et al., 2010, p. 37).
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Family-wise Error Rate

When considering a family of elementary hypotheses, controlling the comparison-
wise error rate at level « is not adequate. Since erroneously rejecting at least
one true null hypothesis is considered an incorrect conclusion, we must extend the
definition of Type I error to the setting of multiple hypotheses. The definition of
family-wise error rate is stated in many references; we present the definition given

in Dmitrienko et al. (2010, p. 37):

Definition 2.1. Suppose we have a family of hypotheses H; : §; <0, j € H, and

let T C H denote the index set of true hypotheses. Then the family-wise error rate
1s defined as

sup FWER := max sup P(Reject at least one H;, j € T),
T (T}

where the supremum is taken over all §; satisfying 0; < 0 for j € T and d; > 0 for
j¢T.

If T =H, and FWER < «, then we say that we have weak control of the family-
wise error rate. In general, it is not reasonable to expect that all null hypotheses
are true, and hence control of FWER at level « is enforced for an arbitrary set
T. When this is the case, we say that FWER is controlled strongly. We note that
naively testing each elementary hypotheses at nominal significance level o does

not control FWER weakly nor strongly.

Union-Intersection Testing

Union-intersection testing is a heuristic method introduced by Roy (1953), which

involves testing of any hypothesis H that can be stated as an intersection of a

43



family of hypotheses. This is commonly used in pharmaceutical applications where
there is an interest to demonstrate that at least one null hypothesis is not true.
Again, suppose that we have a family #H of null hypotheses {H;},c%, along with
corresponding alternate hypotheses {H;}jeﬂ. The union-intersection procedure
tests the global intersection hypothesis against the union of alternative hypotheses,
ie.

H:=()H; vs. H":=|]JH].
JEH JEH

In terms of a pharmaceutical objective, the procedure is able to answer the ques-
tion whether all treatments are ineffective (all populations nonresponsive), or at
least one treatment is effective (at least one subgroup is responsive). As a union-
intersection test involves multiple inferences, a proper multiplicity adjusted proce-

dure is required to carry out this test.

Closure Principle

Although union-intersection tests allow for multiple inferences on a family of hy-
potheses, inference on individual elementary hypotheses is not considered. The
closure principle introduced by Marcus et al. (1976) is an important part of mul-
tiple testing theory; most multiple testing procedures employed in pharmaceutical
testing are based on this principle (Dmitrienko et al., 2010, Ch. 2.3.3). The closure

principle is outlined as follows:

o Let {H;}jcn be a finite family of hypotheses and form the closure of this
family by taking all nonempty intersections Hp = (| H; for all P C H.
jeP

e Define an « level test for each intersection hypothesis Hp.
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e Reject Hp if and only if all intersection hypotheses Hp with P D P are

rejected using their respective « level tests.

In particular, an elementary hypothesis H; is rejected if and only if all intersection
hypotheses Hp with j € P are rejected with their individual « level tests. It is
a well known fact that closed testing procedures (CTPs) control FWER in the

strong sense. As it is an important result, we state it as a theorem.

Theorem 2.1. A closed testing procedure provides strong control of the FWER.

Proof: Let T C H be the index set corresponding to all true null hypotheses.
A Type I error is committed if any null hypothesis H; with j € T is rejected.
However, since Hy must be rejected in order for any H,;,j € T, to be rejected,

U [Reject H;] C [Reject Hr| so
JET

P[Reject any H;, j € T| < P[Reject Hy| < a.
This completes the proof. [ |

If the number of elementary hypotheses, m say, is large, then the closure prin-
ciple algorithm can be computationally intensive as it requires the testing of 2™
hypotheses. As a result, “shortcut” procedures have been discussed in the litera-
ture, most recently by Bretz et al. (2009), in which the authors outline a simple

iterative graphical approach for various procedures based on the closure principle.

2.2.2 Common Multiple Testing Procedures

In what follows, we present some commonly used hypothesis testing procedures

that are suitable in multiple testing situations. Throughout, we assume that we
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have a family of m elementary null hypotheses { H; } je3, with associated p-values p;
(or test statistics Z;). Let p1y < p) < -+ < pem) denote the ordered p-values, and

let Hyy, ..., Hy,) denote the corresponding sequence of elementary hypotheses.

Bonferroni-Based Methods

The most common (and perhaps simplest) MCP is likely the Bonferroni procedure
which is attributed to Sir Ronald Fisher (Hochberg and Tamhane, 1987, p. 3).
In this procedure, individual hypotheses H; are each tested at level a/m which
controls the FWER strongly at level a. This can be a very conservative procedure,

and many alternatives have been proposed.

Holm (1979) proposed the so-called Sequentially Rejective Bonferroni Procedure
which starts by ordering all p-values. Then the hypothesis corresponding to the
smallest p-value is tested at level a/m. If rejected, the hypothesis corresponding to
the next smallest p-value is tested at level a/(m — 1), and so on. If at any point a
hypothesis is not rejected, no further testing will take place. Holm also considered
a weighted version which assigns positive weights to each hypothesis depending
on its importance. If p; and ¢; are the p-value and weight corresponding to H;,
respectively, then define the statistic S; = p;/c;. The S; are then ordered and if
Sy < « i c(ky then H;) is rejected. If at any point a null hypothesis is not
rejected, n(f:filrther testing takes place. This is a step-down procedure, in that it
starts with the most significant p-value and only continues as long as hypotheses

are being rejected.

Simes (1986) proposed a modification of the Bonferroni procedure that orders

the p-values and compares the smallest to «v/m, the next smallest to 2a/m and
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so on. However, only the global hypothesis, (| H;, is considered. An application
ieH
of the closure principle to Simes’ procedure was introduced by Hochberg (1988) to

allow inference on individual hypotheses. There, for any : = m,m —1,...,1, if

D) Soz/(m—i—i-l)

then this procedure rejects all H;y for which i <. This is a step-up procedure,
as testing starts with the largest p-value, and rejection of hypothesis H; implies
the rejection of all hypotheses with smaller p-values. Since Hochberg’s procedure
is based on the closure principle, it is uniformly more powerful than Holm’s pro-
cedure. As it is also very simple to carry out, it is a common method of choice in

practice.

Improving on Hochberg’s procedure, Hommel (1988) proposed a modified ap-
plication of the closure principle to Simes’ procedure to allow inference on indi-
vidual hypotheses. The procedure is carried out in m steps as follows: In step
i=1,...,m, accept H,_;11) and go to the next step if pg,—j11) > (1 — 7+ 1a/i
for j = 1,...,4i. Else, reject H,_;j11) and all subsequent hypotheses. Hommel’s
procedure can also be extended to the case of unequally weighted hypotheses.
This procedure, while potentially harder to explain to a non-statistician, is more

powerful than Hochberg’s version of Simes’ test (Hommel, 1989).

Example 2.1. To illustrate the MCPs discussed above, we consider a simple ex-
ample in which three (m = 3) hypotheses Hy, Hy and Hy are to be tested. Suppose
we have obtained p-values py = 0.012, po = 0.0251 and p3 = 0.0087, and o = 0.025.
Ordering these we have p(1y = p3, p) = p1 and py = pe. Holm’s procedure starts
by examining the smallest p-value at level a/m, and since pqy = 0.0087 > a/3,
we retain Hyy = Hz and all subsequent hypotheses. Hochberg’s procedure starts

by accepting Hsy = Hy because pz) > a. However, ppy = 0.012 < o/2 = 0.0125
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so both Hy = Hy and Hjz are rejected. Similarly, Hzy = Hy is accepted with
Hommel’s procedure, because p(z) > «. However, since piy = 0.012 < o (and also

smaller than a/2), Hommel’s procedure rejects both Ho) = Hy and Hs.

Note that Holm’s procedure stops testing as soon as we fail to reject a null
hypothesis, while both Hommel’s and Hochberg’s procedures continue testing until
one rejection occurs (at which point all further hypotheses are also rejected). For a
slightly different exzample, suppose we had obtained p-values p; = 0.013, py = 0.022,
and p3 = 0.006. In this case, Holm’s procedure rejects Hs because pqy = p3 =
0.006 < a/3. However, Hy (and hence Hy) is retained as piy = p1 = 0.013 > a/2.

Both the Hommel and the Hochberg procedure will in this case reject all hypotheses,

as Py = P2 < .

Fixed Sequence Procedure

The fixed sequence procedure of Maurer et al. (1995) and Westfall and Krishen
(2001) is a straightforward way to test a family of hypotheses. Prior to unblinding
data, hypotheses must be ordered according to their clinical importance. That is,
H, is of most relevance, then Hy and so on. The procedure rejects H;, i = 1,...,m,
if and only if p; < «, and all hypotheses prior to H; were also rejected. Hence, as
soon as one hypothesis is retained, all subsequent hypotheses are also retained and

the procedure stops. It is easy to see that the fixed sequence procedure controls

FWER at level « in the strong sense.

A nice feature of this procedure is that any tested hypotheses is evaluated at
the maximum level, i.e. @. On the other hand, as soon as we fail to reject one
hypothesis, we are forced to abandon further testing. This can be particularly

troublesome if the prespecified ordering is unsuitable with respect to actual pa-
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rameter values. In such cases, the procedure can be severely underpowered if early

hypotheses are unlikely to be rejected.

Example 2.2. Continuing with Example 2.1, the fized sequence procedure will test
H,y, Hy and Hj in that order (suppose this was indeed our pre-specified ordering),
and each hypothesis is tested at nominal significance level o = 0.025. In this case,
H;y is rejected as p1 = 0.012 < a, but since py > «, Hs is retained. At this point,

no further testing may take place, so Hs is also retained.

Fallback Procedure

Wiens (2003) proposed the so-called fallback procedure as an alternative to the
fixed sequence procedure. As before, hypotheses are ordered beforehand according
to clinical importance. The method also requires the prespecification of “local”
significance-levels a; for j € H, such that )" «; = a. The procedure is then given

jeH
as follows:

o Test Hy at level oy, i.e. rejecting if p; < ay.

J
o Forj=2,...,m, test H; at level oz;- = > «;, where Hj is the last accepted
i=k+1
hypothesis before H;. If all hypotheses were rejected before H;, then k = 0.

The idea of the fallback procedure is that Type I error only accumulates as hy-
potheses are rejected. Note that, by setting oy = a and g = -+ = «,,, = 0, the
fallback procedure reduces to the fixed sequence procedure. In a subsequent paper,
Wiens and Dmitrienko (2005) proved that the procedure is equivalent to a CTP
and hence it controls FWER strongly. They also compared the fallback procedure

to Hommel’s closure of the weighted Simes test (Hommel, 1988), and showed that
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neither procedure is more powerful than the other. The fallback procedure with
larger early weights (larger a; early) has an advantage over the weighted Hommel
procedure. When weights are all similar, the weighted Hommel procedure may

have an advantage.

Example 2.3. To illustrate the fallback procedure, we continue with Examples 2.1
and 2.2. Suppose we have chosen local significance levels cc; = 0.010, ay = 0.010
and az = 0.005. With the p-values p; = 0.012, po = 0.0251 and p3 = 0.0087, this
18 a particularly unfortunate weighting scheme as no hypotheses are rejected. To
see this, note that p1 > aq so Hy is retained and Hs is tested at level as. We have
P2 > «ip, so Hy is retained and Hs must be tested at level ag. Since p3 > ag, Hs
is also retained. If, on the other hand, we had chosen ay = 0.015, ag =0 (i.e. Hy
can only be tested if Hy was rejected) and az = 0.010, then Hy would be rejected
as p1 < aq. However, py > ay + g so Hy s still retained. Finally, Hs is rejected

as p3 < as.

Additional Comments

The procedures described so far are all defined without any distributional assump-
tions. The appeal of such procedures is obviously their generality, as they are
applicable in a variety of settings. For an overview of parametric multiple testing

procedures, see (Dmitrienko et al., 2010, Ch. 2.7).

When test statistics are correlated — as is commonly the case in subgroup anal-
ysis — distribution-free testing procedures can be quite conservative. As detailed
in Chapter 1, Section 1.2.3, Alosh and Huque (2009) and Song and Chi (2007),
propose testing procedures for a single-subgroup setting where correlation is ac-

counted for. Huque and Alosh (2008) also propose the “flexible fixed sequence”
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procedure (FFS) which relies on exploiting endpoint correlation to improve on the
original fallback procedure. In Chapter 3, Section 3.2.1, and Chapter 4, Section
4.1, we introduce the adjusted fallback procedure (AFP) which is developed with a
similar objective in mind. The two procedures are different approaches to the same
idea, and the main insight obtained here is that, just as the fallback procedure,

the AFP is equivalent to a CTP.

2.2.3 Adaptive Designs

Adaptive trial designs have attracted substantial interest over the last decade and
a half. They offer the option to make significant changes to a trial protocol during
an experiment, either depending on data already observed, or due to other external
factors. For example, some doses may be dropped, sample-size can be modified,
and certain patient populations may be excluded. Some changes involve a change to
the hypotheses of interest, and as a result the final analysis may differ significantly
from what was originally planned in the study protocol. Following the work of
Bauer and Koéhne (1994), Proschan and Hunsberger (1995), and Bauer and Kieser
(1999), several statistical procedures have been developed that allow various mid-
trial modifications motivated by unblinded data, while ostensibly preserving the
integrity of the trial. If applied recklessly, however, adaptations and subsequent
analysis can lead to wildly misleading conclusions, inflated Type I error rates, and

the introduction of various biases (such as selection bias).

As many important variables particular to a clinical trial are often unknown at
the outset, the appeal of adaptive designs is understandable. However, the flexibil-
ity involved comes at a price, such as reduction in statistical efficiency, difficulties in

interpretation, and concerns about basing data-driven trial modifications on some-
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times highly unreliable interim estimates. For instance, designs that allow sample
size adjustment based on interim data may end up basing the final analysis on
statistics that are not sufficient, and are hence inefficient. The inefficiency of such
trials has been discussed at great length; see for example Tsiatis and Mehta (2003),
Jennison and Turnbull (2003, 2006b) and Fleming (2006). Burman and Sonesson
(2006) showed extreme examples where modifications can lead to rejection of the
null hypothesis when the overall effect estimate (in a lower one-sided hypothesis
setting) is in truth negative. Concerns about inefficiency and anomalous results
has hence led to some scepticism about the legitimacy of data-driven adaptations.
Nevertheless, allowing for “sensible” adaptations, preferably listed in the trial pro-
tocol and clearly explained in the study results, is still an intriguing option. In
an important discussion paper, Gallo (2006) argues that review of accumulating
data and subsequent interim decisions should be carried out by a “data monitor-
ing committee,” independent (or nearly independent) of the trial sponsor. Gallo
further argues that the official study protocol should not list adaptation plans in
detail, as this may allow trial sponsors or other observers to infer likely interim
estimates from adaptations made mid-trial. Rather, full detail of the adaption
protocol should be contained in a separate document, only to be disseminated to
the data monitoring committee. Following these recommendations may alleviate

some of the concerns regarding the validity of adaptive clinical trials.

To further expedite the drug testing process, so-called confirmatory adaptive
seamless Phase II/III designs (see Chapter 1, Section 1.2.3) have been discussed
by Bretz et al. (2006); Schmidli et al. (2006), and by Maca et al. (2006). Adaptive
seamless designs (ASD) are intended to combine Phases II and III into a larger
confirmatory trial, where various data-driven design modifications may be neces-

sary at the end of Phase II. The final analysis combines data from both stages,
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where proper statistical inference methods are applied to prevent bias and Type I
error inflation. Some of the main goals of an ASD, summarized in (Bretz et al.,

2006, p. 624), are:

1. Reduce the time to decide on, plan and implement the next clinical phase

(reduction of the “white-space” between the two studies);

2. Save costs through the combination of evidences across two studies and thus
the need for fewer patients (or, equivalently, increase the information value
and the reliability of decision making while maintaining the same sample
sizes);

3. Get long-term safety data earlier as a direct consequence of following up the

Phase II patients.

The authors show that there are gains in efficiency in a combined Phase II/111
trial, relative to the traditional split of separate Phase II and Phase III trials.
They caution that, though arbitrary modifications to the trial are possible without
inflating Type I error rates, only modest adaptations should be employed in order
for the trial conclusions to be credible. In their discussions of ASDs, Jennison and
Turnbull (2006a, 2007) argue that conventional group sequential methods should
not be overlooked, and point to the work of Stallard and Todd (2003). Therein, a
group sequential design is proposed which consists of K + 1 stages; the first stage
is a treatment-selection phase (Phase II) where the best treatment is selected
to proceed, while the remaining K stages employ traditional group sequential

stopping rules, testing only the selected treatment.
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2.2.4 Adaptive Testing Procedures

The spirit of “truly” adaptive designs is to allow mid-trial modifications that are
not specified beforehand, and Type I error rates are protected by using specific
combination methods to obtain final test statistics. In this section, we describe
some common combination testing procedures that have been proposed in the
literature. Let ¢ € R be given, and suppose we have p-values pi,...,px for a
hypothesis H, collected over K stages. Using a combination function C(p1, ..., pk)
and the decision rule to reject H if C'(py,...,pK) > ¢, these procedures will control
Type I error regardless of the adaptation rule. A key assumption about the p-values

obtained throughout a trial is that they are p-clud (Brannath et al., 2002):

Definition 2.2. The p-values py,...,px are p-clud if, under H, the distribution
of p1, and the conditional distribution of pi given previously observed p-values, is

stochastically larger than or equal to the uniform distribution on [0,1].

The authors show that if independent sample units are collected at each stage
and tests are applied that control false positive error rate at a prespecified level
a, then the obtained p-values will be p-clud regardless of adaptations performed
at the interim analyses. Although the assumption that p-values are p-clud is
sufficient, a more common assumption (and slightly stronger) is that the p-values
are conditionally independent and uniformly distributed on [0,1], as long as H is
true. Hence, under H, p-values are also unconditionally independent and uniformly

distributed. Below, we describe some commonly used combination functions.

The first approach, attributed to Sir Ronald Fisher, and preferred by Bauer

and Kohne (1994), is the “inverse x*” method, which rejects H at level « if

k
C(pb s 7pk) = _210g (le) > X%k,aa

i=1
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where X3, is the upper a percentile of the x3; distribution. This follows be-
cause under the null hypothesis, and conditional on adaptations up to k — 1, Py is

distributed as U(0,1). Then, —2log(P;) ~ Exp(1) ~ x3.

The second approach is the “weighted inverse normal” combination method
(Cui et al., 1999; Lehmacher and Wassmer, 1999), which rejects H at level « if
C(p1,...,PK) > Za, Where z, is the upper a percentile of the standard normal

distribution,

-1/2

Cpr,-- - pe) = <Z wf) sz@*l(l — i),

and wy, ..., wg are prespecified combination weights for which f: wi =1. We
note that combined test statistics defined in Equation (2.4) are ek(;ivalent to the
weighted inverse normal combination function defined above. As mentioned in
Section 2.1, a natural definition of wy is the fraction of information accumulated

in statistic Z; (hence py), so wx = \/Ay/Zk, where Ik is the total planned infor-

mation.

The third approach is based on the conditional error principle. In a two-stage
setting, we define the conditional Type I error probability as A(p;) = P(Reject
H|py). First discussed by Proschan and Hunsberger (1995), they let A(p;) be a

monotonic non-decreasing function of first stage results, p;, such that

83
o +/ A(p1)dpr = a.

*

1

Here, H is rejected if p; < aof, or if of < p; < ff and ps < A(p;). Miiller and
Schéfer (2001) proposed that the conditional error function should be defined in
terms of a preplanned hypothesis test. That is, suppose that ¢ = I(p < «a) is the
indicator function for our preplanned test of H. This test is to be carried out at

level «v after all observations are taken. After performing the desired adaptations
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at an interim analysis (where we have observed p;), we redefine the level of the
original test, setting it to Ey[p|p1]. If no adaptations are performed, the originally

planned test ¢ is used at the final analysis.
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Chapter 3

Procedures For One Subgroup

In this chapter, we consider the problem of designing a clinical trial when there is
one subgroup of interest. We propose a number of novel procedures, and compare
these to methods already existing in the literature. Further, we analyze operating
characteristics of a targeted trial with respect to various factors, such as subgroup
prevalence, interim analysis timing, and treatment effect size in the subgroup and

its complement.

3.1 Setup

Let 29 denote the complete population of interest. A targeted population, Q; C Q,
has been identified, and we wish to examine efficacy of an experimental treatment,
E, versus a control (or best known treatment), C. This will be investigated in both

Qg and Q. Let 5 denote the complement of €, i.e. Qy = Qp\ ;.

We are concerned with gaining knowledge about the standardized effect sizes

d; =40;/0,j=0,1, defined in Equation (2.1). The hypotheses of interest are:

e Hy: 69 <0, the null hypothesis of no treatment effect in the full population,

versus H{ : 69 > 0.

e Hy : 4 < 0, the null hypothesis of no treatment effect in the targeted

population, versus Hf : 4; > 0.
These are tested at a prespecified significance level such that FWER is controlled
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at level «v in the strong sense. The hypotheses can of course also be stated in terms

of Oy and 6.

The overall sample size for )y is denoted as ng, and as introduced in Chapter
2, fo; denotes the prevalence of €; in Q, where 0 < fo; < 1, foo = 1. Then
the sample size for ); is given as n; = fo;n0, and the stage-wise sample size for
2; during stage k is denoted by ng;, & = 1,2 and j = 0,1,2. We assume that
observation variance is equal across all populations. The mean treatment effect for
Q) is then given as

do = for01 + (1 — fo1)0%.

We assume that responses are normally distributed, and define our tests in terms
of the standardized statistics Z; which are distributed as N (Qj 1, 1), where
1, = 4% denotes the observed information. The test statistics Zy, Z; and Zy are

hence jointly distributed as

Zy v 1 Vi Ve
Zi| ~ NSl ovVTaDo | | Vin 1 0
Ly 02v/ foaLo Vie 0 1

Given Z; and Z, we can write Zy = +/fo1Z1 + /(1 — fo1)Z2. We also define p-
values p; = 1—®(Z;) where ® is the cumulative distribution function of a standard
normal random variable. For n € [0, 1], define C,, as the upper n-percentile of the

standard normal distribution. That is, n = PIN(0,1) > C,].

For trials that are divided into two separate stages, let ¢ € (0,1) denote the
timing of the interim analysis. If Z; denotes the cumulative observed information
for Q;, we have interim information levels A;; = tZ; for the first stage, Ay; =
(1 — t)Z; for the second stage, and Z;, = Ay; + Ay;. Stage-wise test statistics

Zyj, for stage k and population Q;, £ = 1,2 and j = 0,1, 2, are approximately
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distributed as N(6;1/Zyj, 1), and final statistics are written as

2
_ e 2 2 _
Z; = E Wy Zxj, where wy; +wy; = 1.

k=1

The weights wy; are assigned before the trial, typically chosen such that wfj is the

interim analysis time ¢. Note that

wlj:\/?_f: Ay /Z; and wy; = V1 —t = \/AQj/Ija (3.1)

so the value of w,%j represents the fraction of information accumulated during stage
k. If enrichment is envisaged at the interim analysis, more observations are taken
from 2; during the second stage than was originally planned. Hence it may seem
reasonable to use different weights that are adjusted for the new (and different)
information levels. Wang et al. (2009) refer to this as empirical data weights. In
this case the weights will depend on the adaptation decision made at interim, so the
final test statistic Z; is not necessarily a standard normal random variable under
Hi. As aresult, the Type I error probability may be inflated, and the FDA requires
strong control FWER to be enforced strictly (US Food and Drug Administration,
1998). However, our adaptive procedures only allow very limited adaptations at
interim, and hence the inflation may be relatively small. In Section 3.3, we examine
the effects of using empirical data weights on Type I error probabilities. Adjusted

combination weights for {2; are given as

~ S| tfm
w11 = \/2 = tfol T (1 — t) (32)

_ - 1—t
Uy =V1—-l= | (3.3)

tfor + (1 —1t)

and
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3.2 Procedures

In this section we detail a number of clinical trial designs that can be used in the
setup discussed above. Some of these procedures, e.g. AFP (see Section 3.2.1)
and FE (see Section 3.2.2), rely on the availability of the joint distribution of test
statistics to compute exact boundaries of the acceptance region. Other methods,
i.e. CP, HPP and HUT (see Sections 3.2.3 and 3.2.4), employ flexible adaptation
rules (Bretz et al., 2006; Schmidli et al., 2006), and must hence use combination
techniques and the closure principle (see Section 2.2) at the final analysis stage.
Here, we use Simes’ method to test intersection hypotheses, the weighted inverse
normal combination rule to obtain final stage test statistics, and apply the closure

principle.

3.2.1 Adjusted Fallback Procedure (One Stage)

We improve the fallback procedure introduced by Wiens (2003) by accounting for
correlation between test statistics. Let «g,a; be specified beforehand, such that
oo+ ay = a, the desired FWER. The «; represent local significance levels that will
be used to test Hy and H;. Assume also that we have an adjusted local significance
level a; for Hy. Below, we explain how to obtain this value. The adjusted fallback

procedure (AFP) is defined as follows:

o Step 1: Test Hy at level oy, rejecting if py < ay.

e Step 2:

— If Hy was rejected in Step 1, test Hy at level ag + a; = «, rejecting if

< a.
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— If Hy was not rejected, test Hy at level &y, rejecting if p; < ay.

The AFP improves on the original fallback procedure by using a level &; € [ag, @]
to test H, in the event that Hy was not rejected. When there is only one subgroup
of interest, AFP is a special case of a procedure proposed by Alosh and Huque
(2009). However, in Chapter 4, we present the AFP for the case where there are

multiple subgroups under consideration.

Obtaining &,

Define ¢ € R, satisfying
Oé—Oé(]:]P[Zo<Ca0,leg ‘ HomHl] (34)

Set x = P[Z; > £|H;] and finally &; = min(z, @) so @; < «. In what follows, let
f2zy.z, denote the bivariate density function for Z, and Z;, and f; the marginal
density for Z. Similarly, let Fy, z, and F; denote the cumulative distribution
functions for the bivariate density and the marginal density, respectively. Then,

CO‘O oo
a—o0y = / / fZO,Zl(Z(]?Zl;p)dZO dz
'3

— 00

Cay Cag [
= fZO(ZO)dZO_/ / on,Zl(Zle;p)dZO dz

= FZO (Cao) - FZO,Zl(COc()aS; p)

= 1- g — FZO,Z1 (Caoa f; p)

Thus £ can be obtained via a numerical search, such that it satisfies 1 — a =
Fzy.2,(Coy, & p). The value for &; will depend on the value chosen for ag, as well

as the correlation p = 4/ fy; between Z, and Z;.
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Control of the FWER

We have three null configurations: (dop = 0,91 = 0),(do # 0,91 = 0) and (6 =
0,91 # 0). Define the events

RO = [ZO > Cao]7
Ry =121 > C, | Zo > Cyupl,

RH = [Zl Z 0&1 | Z() < an].
A Type I error can occur in one of the three following ways:

Ay := Ry N Ryp (both are true and both are rejected)
Ay := Ry N Ry (Hy true and rejected, Hy not rejected)

As = RyN Ry (Hy not rejected but Hj is true and rejected)
Note that A; U Ay = Ro. Under (dp = 0,d; = 0), we have

P[At least one Type I error] = P[A; U Ay U A3|Hy N Hy
= P[Ry|Hy] + P[Ry N Ryy|Hy N Hy|
SQO+P[ZO<O(107212§ ’ HgmHl], since 0&1 Zf

=ap+ (@ — ) =, & satisfies (3.4).

Next note that ay < a and hence [7; > Cas,] C [Z; > C,]. Therefore, under

(00 # 0,61 = 0),

P[At least one Type I error] = P[A; U A3 | Hy]
=P [(RoN Rio) U (Ro N Ryy) | Hi]
<P[RiwURy | Hi)=P[Z, > Cyor Zy > Cys, | Hi

:P[Zl ZCa | Hl] = .
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Finally, under (09 = 0,07 # 0), the event A; U Ay = Ry leads to a Type I error,
and the probability of this is clearly ag < a. Hence the above procedure controls
the FWER at level « in the strong sense. Note that the construction of the AFP

does not require that o; are equal for all j.

Rejection Probabilities

We proceed assuming that the overall study for g (carried out at level ay) is
powered at 1 — [ for detecting the effect 9y = 6;—0, where o2 is the pooled variance

for the whole population. Since half of our observations are taken from the control

group, i.e. ng/2 = nf =nf§, we have
4
0o = _<lea0 + leg>.
o

Denote 0; = ndy where n > 0. Non-centrality parameters for Z, and Z; are as

follows:
n
A =E(Zy | 6o = 0) = 0o/ Io = 1050 = (C1—ao + C1-p), and

In n
A = E(Zl) = 91\/ 7, = 1151 =V fo ZO5 =NV foro-

Therefore we can compute Ay by specifying ag and £, and A by specifying fy; and
7n. For short-hand notation, set ay = Cy, — Ao, @ = C,, — A1 and a; = Cs, — ;.
The power of the subgroup study is then

Power(n, fo1, o, d0) = P[A; U A3 | 1, 0]

=P[Zy > Coy, Z1 > Co | m,00] + P[Zy < Cop, Z1 > Ca,y | 1, 0]

=1—®(ag) — ®(a) + ®(ao, a; p) + ®(ag) — ®(ao, as; p).

We comment on the performance of the AFP in Section 3.3. In Chapter 4, we also

generalize the method to allow consideration of an arbitrary number of subgroups.
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3.2.2 Adjusted Fallback Procedure with Enrichment (Two

Stages)

We can improve on the AFP by combining the fallback approach with adaptive
enrichment. The resulting procedure, abbreviated as FE, is outlined here for the
case of one subgroup, and generalized to consider multiple subgroups in Section 4.2.
We extend the AFP to allow an interim analysis, at which point three decisions are
entertained. First, we may decide to stop for futility and accept both hypotheses.
Second, we can proceed to the second stage sampling from the complete population
just as planned. Third, we can enrich and sample only from €2; during the second
stage. As before, the user specifies local significance levels oy and «; that sum to
«. Further, 79,71 € [0, 1] are specified for use in the interim analysis. In the case

that enrichment is carried out, we define the final test statistic for H; as
Zy = w1211 + Way Loy,

where wy; are given in equations (3.2) and (3.3), and Zy ~ N(01v/T,1). The

procedure is now given:

L1 If Zyp > C,, then go to IL.1.
1.2 If Zyo < C,, and Z;; > C,, then go to I1.2.
1.3 It Zip < C,, and Z;; < C,, then terminate the trial for futility.

I1.1 Take second stage sample from the full population, €, and carry out the
fallback procedure (Wiens, 2003) on Hy and H; using local significance levels

ap and o;.

I1.2 Take second stage sample from §2; only. If Zl > (g, then reject Hy. Hy is

not tested.
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Control of the FWER

The procedure is constructed such that FWER < « under any null configuration.
Analogous to Section 3.2.1, let F'x(-) denote the cumulative distribution function
of a random variable X, Fxy (-, ;%) the joint bivariate CDF of X and Y with
dependence parameter ¢, and Fxy z(-,-, ;X) the joint three-dimensional CDF of

X,Y and Z with correlation matrix . Define the following events:

So == [Z10 = Oy,

Si:=1[Zn =2 C,],

Ry =12y > Cy, | Z10 > C,,],
Ry =121 >Cy | Z1g > C,y, Zy > Cyy),
Ry =121 > Coy | Z10 > Cyy, Zy < Cypl,

Ry :=[Z>C4 | Zo < Chor 21 > Cy .
When rejecting a hypothesis, one of the following conclusions must be reached:

Ay =Sy N RyN Ryy  (No enrichment, reject both hypotheses),
Ay =Sy N RyN Ryp  (No enrichment, reject Hy only),
Az =Sy N RyN Ry (No enrichment, reject H; only),

Ay :=5S,N8 N Ry, (Enrichment, reject Hy).
Let (69 = 0,6, = 0), then (all probabilities taken under Hy N Hy)

P[At least one Type I error] = P[A; U Ay U A3 U A4

=P[(So N RoN Rip) U (SoN Ry N leu(so N RN Ru) U (SoN SN Ry

=SoNRoy

== EP[SO N R0l+£ID[(SO N RO N Rll)l+ ]P)[;S_'o N Sl N éll]

J

-~

=0 —(id) — (i)
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Referring to Section 2.1.2, we know that Corr(Zio, Zy) = wig, Corr(Zyg, Z1) =
w11y Jo1, Corr(Zo, Z1) = \/Jor, Corr(Zig, Z1) = @11+ Jor and Corr(Zyy1, Z1) = @iy
Hence define the correlation matrices
1 wio  wiv for 1 Vifor Wiy for
Y= Wig 1 Vfor and Xy = Vo 1 w11
wn\/ﬂ \/H 1 ﬁhlﬁ Wy 1

( ) [Z10 > C’yoa Zy > Cao] =Y +ag—1+ FZw,ZO(Cvoa Cao;’wlo),

and
(i1) = P[Z19 > Cyy, Zo < Cuy, Z1 > Coy |
=1—ag— Fzy2 (Cy, Cag; wio) — Fzy 2, (C’ao, Coy; \/E>
+ F70.20.21 (Cryy Cagy Cays 1) -
Finally,

(iii) = P[Z1g < Csy, Z11 > Coyy Zy > Ca)]

= 1=% = Frz (Coo Coii VIor) = Fryy 7, (Coos i 81V o

C

Yo

+ FZIO Z1,71 (

0’717 Cﬁq; 22) :
Adding these up, we get

<Z> + (“’) + (ZZZ> = 1- FZ07Z1 (Caov a 1) + FZlO 20,21 0707 Caov Cal’ by )
_FZw,Zu (C’Yoa C’Y 1) Z10 71 ( 707 Od1§ Wiy fOl)

+FZ10,Z11,Z1 (C’YO? 0717 C(Sq; Z2) .
(3.5)

To obtain @&;, use a numerical search for Cjz, in Equation (3.5) to ensure that
(i) + (1) + (7)) = . Then, &y = P[Z; > C4,|H1]. Note that if 43 = 1 (no stopping

for futility), then C,, = —oo and the terms involving ~; will equal zero.
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When (§p = 0,9; # 0), a Type I error is committed if A; U Ay = SyN Ry occurs.
But So N Ry C Ry and P[Ry|Hy| = a9 < . Hence Type I error probability is
bounded above by a. Finally, suppose that (dy # 0,0; = 0). Then a Type I error
is committed when A; U A3 U Ay occurs. Note that for a sufficiently large sample
size, A3 and A, are dominated by A;, which implies that

P[ATUA3UAy | Ho)] = P[SoN RyN Ryp | Hi

S PI‘[RlO | Hl] = Q.

We have thus shown that, asymptotically, FWER is strongly protected at level a.

Rejection Probabilities

As in Section 3.2.1, we can compute rejection probabilities numerically for the FE

design. Again we suppose that the study is powered at level 1 — 5 to detect an

effect g = %0 in Qp, where o2 is the pooled variance for the overall population.

The effect in € is given by §; = ndy. The non-centrality parameter \g = E[Z;|d]
is readily obtained by noting that
1—-p=PlAUA, | ]

=P[So N Ry | 9]

=P[Z1o > Cyy, Zy > Cqp | 6]

=1—F3,,(Cy) — Fz,(Coy) + Fz10.2,(Cry, Cag wio)

=1—d(C,, —wioho) — P(Coy — Xo) + P(C, — wipAo, Cay — Ao; Wio)-
By specifying ag, 3,7 and wl, = t, we can solve the above equation numerically

to obtain Ay = Ao(aw, 3,7,t). This gives us a known value for E[Z,[d] = /%200,

and

AL = E(Zl) = 91\/2_1 = \/ %51 =nv fo1o-
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When enrichment is envisaged,

N =E(Z) = \/tfoino L a _4t)n051 =/ (tfor + 1 — ) Xo.

Note that, because fo; € [0, 1],

foo=tfor + (1 =1t)fo
<tfn+1-t

:>)\1 lea

which signifies the potential increase in power to reject H; when enrichment is

carried out. For notational convenience, set ay = Cy, — Ao, a1 = Cy;, — A1, Go =

Cyy — wioho, g1 = Cy, —wnA, a = Cy — Ay and a = C4, — A;. The power of the

subgroup study is then

Power (o, Y0, 71, fo1, t,m,00) = P[A; U A3 U Ay | ), 6]

= ]P)[SO N RO N RlO | n, (50] + ]P[SD N RO N Rll ‘ n, 50] + ]P)[SO N Sl N Ell ’ 7, (50],
where

P[So N Ry N Rig | 1,00] = P[Z19 > Csy, Zo > Coy, Z1 > Co | 1, 0]
=1- q’(go) - CD(QO) + q’(go, Qp; wlo) + @ (90, a; Wi f01>

+o <a0, a; y/ f01> — & (go, ag, a; £q)

and > is defined in the previous section. Next,

P[SO N RO N Rll | 7]u60] - ]P)[ZIO 2 C’yanO < Cale 2 0041 | 77750]
= CI’(ao) - ‘I)(go, Ao, wlo) - (GO, a1; v/ f(n)

+ (I)<g07 g, A1, 21)7
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and

P[So NS N Ry | m,00) = P[Z1o < Cyy, Z11 > Cyy, 7y > Ca, | 1, 0]

= ®(go) — P <90791§ \/E> - ¢ (90@@10 f01>

+® (g0, g1,a; ) .

Note that ®(-,-;7) is the cumulative distribution function for a bivariate stan-
dard normal density with correlation coefficient v, and ®(-,-,-;¥) is the three-
dimensional CDF, with correlation matrix . 3, was defined in the previous

section.

Sample Size and Efficiency

When computing power for the procedures AFP and FE, we obtain the non-
centrality parameter )y after specifying desired power, 1 — 3, given some value
of &g = Oy/o. However, due to the fact that FE allows an interim analysis, the
required sample size necessary to power the study at the desired level is not the
same in general. Consider the AFP for one subgroup. Knowing A\g and dy, we can
re-arrange the well known formula for sample size to obtain the required observed

Fisher’s information Z pp

/1o oo T Z1-p > ng
M=1/—00=(Zi_gp + Z1_3) = | —2—""TL| = — = Tupp.
0 1 00 (Z1—ap + 21 5) ( o ) 152 AFP

For the FE procedure we simply use the value obtained numerically for \g =

A, 5,7, 1) and set

Mag, 8,70, 1)\
IFE=<(O§% ))
0

Define Erp := Zrpp/Zapp to compare the relative efficiency of FE with that of
AFP. Then




Table 3.1: FE required sample size as a percentage of that of AFP, given various
values of g, with ¢t = 1/2.

% | 0.1 0.2 0.3 0.4 0.5 0.6
Epp | 1.2686 1.0937 1.0378 1.0155 1.0061 1.0022

so Epp gives the sample size required for FE as a percentage of the sample size
required for AFP. Note that sample size requirements for Hy in the FE procedure
are not affected by 7, the futility parameter. Hence values of £rg will be the same
regardless of whether we allow early stopping for futility or not (in Section 4.2.1,
we discuss the effect of early stopping for futility on expected sample size). Table
3.1 shows Epp for various -y values with t = 1/2. We see that for 7o > 0.3, the
increase in sample size is minimal or less than 4%. As 7o gets smaller, however,
the difference in necessary sample size starts to increase quite a bit. Under Hy
and with 7o = 0.1, the probability of enrichment is equal to 0.9. Although this
probability will decrease as dy increases, the likelihood that enrichment is envisaged
remains quite substantial with such a low value for 7. Therefore a larger sample

size is required to give sufficient power to test H.

3.2.3 Adaptive Design with Conditional Power (Two

Stages)

As done by Wang et al. (2009), we can specify an adaptive design where all decisions
at the interim analysis are based on conditional power, i.e. the probability that
we reject the respective hypotheses, conditional on first stage results. We call this

design CP. Let

CPQ]. (t,lej(S) = P[Reject Hj | le = 214, 5]‘ = 5], ] = 0, 1,
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be the conditional power for H;, given interim analysis time ¢, first stage results

Z1; = #15, and true effect size . For )y, we have

CPq,(t, 210,0) =P [Zy > Cy | Z1o = 210,00 = 9]

—Co+ V1t 219
N ;50:5]
:¢<—Ca+\/¥-z\1/%1_t)\/f.8).

The choice of ¢ for E(Zy;) = {/~2£6; impacts the conditional power, and hence

=P [Zzo >

subsequent decisions. Two possible choices are to use the first stage estimate 5]-,
or the planned effect size (clinically significant effect size). If we use the first stage
estimate, 0,0 = z10/v/ZTho, CPq, evaluates to

—Co+ V1t 210+ (1 —t)\/I_O'Zlo/\/I_lo)

1-1

CPgq, (1, z10, 510) = (

Il
s

1
(— [_Ca + Wioz10 + wgozlo/wlo])
W20

o (L —Co + 210 /wm]) |

W20

For 2, we get

CPq,(t, z11,0) =P |:Zl >Cy | Zy1 = 211,01 = 5}

=& (—\/117{ [—C’Cd—\/l_?'zn‘f‘\/mm'e})’

where { is defined in Equation (3.1). By using 0, = 211 /v, we get

a 1 - ~ -
CPq,(t,211,011) = @ (~— [—Ca + w1211 + w§1211/w11})

Wa1

1
=0 o —Ca + z 75 ) .
(5 [-Cot 2/l
The choices mentioned for § when computing CPgq, both have drawbacks. First,
the estimated effect size after stage one can be highly variable due to a small

sample size. To see this, note that

1

Var(fy) =I5 = .
ax(fu) M foitZo
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Now if, for example, fo; =t = 1/4, the variance of 0., is sixteen times the variance
of by, the final estimate of f;. On the other hand, using the clinically significant
effect size can lead to poor results if the experimental treatment is believed to be
more efficacious than it truly is, as using too large a value for §; when computing

CPgq, may result in overly optimistic decisions at interim.

Let L§?, LYY € [0,1]. The interim assessment for the CP design is as follows:

o IfCPg, (t, Z10, 510) > LS then proceed to stage two with the full population.

e Else, if CPg, (¢, Z11, 311) > LYF | then proceed to stage two sampling from €,

only.

e Else, abandon the trial and accept both hypotheses Hy and H;.

The constants L§? and LEF should be carefully chosen to ensure that “sensible”
decisions are made at interim. To this end, extensive simulations should be run
over a variety of plausible configurations of 6; and 6y, and choices for L§? and

LY? made depending on desired operating characteristics.

3.2.4 Hybrid Designs (Two Stages)

As discussed in Section 2.2.3, adaptive seamless designs (Bretz et al., 2006; Schmidli
et al., 2006) allow arbitrary modifications mid-trial while preserving the Type I
error rate. In particular, we can then use Bayesian computational tools at interim
analysis points, which necessitates the specification of prior distributions on all
parameters of interest. As Z; ~ N(0;1/Z;,1) the unknown components of the
parameters of our test statistics are 6;, 7 = 1,2. In what follows, we assume that

the parameters (0,0,) are exchangeable in the joint distribution so f(6;,0s) is
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invariant to index permutations. For the treatment effect parameters, and for the

hyperparameter v, we impose the following prior distributions:

id

01,0, ~ N(v,7%), and v ~ N(¢,w?).

We note that since €2; has been identified beforehand, the exchangeability as-
sumption may not be appropriate. However, it can be viewed as the “pessimist”
modeling assumption that €; is no more likely to be responsive than €2,. As
0o = fo16h + (1 — fo1)02, a prior on 6y has implicitly been specified. While one
could also impose prior distributions on the dispersion parameters 7 and w, we
treat these as known. Similarly, we will specify a value for ¢. The assumption
that E(6;) = v for all j models the potential relationship between effect sizes in
individual subgroups, while setting 7 large means there is strong a priori belief
in the presence of heterogeneity. Given observations z;; = élj \/I_lj, posterior

distributions for §; and v are (derived in Section 4.3)

R 7t R 7t
9]' | le,l/,’7'2 NN{QU—# <91j_7/> #7_2}’ ]: 1a2

y —1 2
2 A
01 )
2 2 2 1j 2
V’Zj77—7¢7w NN{UVZ<§ I—1+ 2+E P
j=1"1j T
where

9 ~1
1 1
2 f— — —

Computations based on the posterior distribution of 8; require a value for v. For

this, we use its estimated posterior expected value. That is,

where

2 ~
01, o)
) 15 R
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Utility-Based Interim Analysis

We first propose a hybrid design that relies on the use of a utility function at
the interim analysis. The procedure is abbreviated as HUT. We specify a loss
function to quantify the cost of available decisions, depending on the true value of
the parameters ;. Let P; = {1,2} denote the index set of available populations
at the onset of the study. Fix 67,07 € R such that 6~ < 6%, and suppose the

following rules hold:

1. If 0; < 0, we always want to accept H;, and incur a cost ¢; when 2; is

chosen;

2. If §; > 0", we always want to reject H;, and incur a cost ¢o when §; is not

chosen;

3. If 6; € (67,607), no costs are incurred either way.!

(2; is said to be chosen if P, (the index set of populations chosen for stage two)

k,HUT k,HUT

contains j. Let = ¢y/c1. Hence if < 1, we will tend to eliminate
populations from consideration unless early results are very good. This might
be an appropriate setting if subsequent stages will either be very time-consuming

and/or expensive. On the other hand, if kU7

> 1 there is a higher cost for false
negatives, and we will refrain from unnecessarily eliminating populations. This is

desirable if early estimates are highly variable.

At the interim analysis, we choose a decision d C P;. This decision can be

to abandon the trial for futility (d = @), proceed with ©; only (d = {1}), or to

'Rule 3 describes what is often referred to as an “indifference region,” see for example (Bech-
hofer et al., 1995, p. 8) for further details.
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proceed with the full population (d = {1,2}). The decision is based on the set P,

associated with the largest value of our utility function:

e d = & has utlhty —]P’[@l Z 9+‘211] — kHUT . ]P)[eg Z 9+’212].
= {1} has utlhty —]P)[@l < 07|Zlﬂ — EHUT . P[QQ > ¢9+|212].

o (= {1, 2} has utlhty —P[el S 9_|le] — kHUT . ]P)[eg S 9_‘212].

In Chapter 4, Section 4.3, we outline this method for an arbitrary number of

populations. We also give a detailed derivation of the utility function.

Predictive Probabilities

Given the interim data, we can compute the predictive probability that various
hypotheses will be rejected, see (Brannath et al., 2009). The predictive distribu-
tions of second-stage parameter estimates take into account both the variability in

the second-stage observations, and the uncertainty about first-stage estimates.

We first derive the predictive distributions for Z; and Z;, given the first stage

data. Let pg,. = E[0;]21;, v, 7%] and agj‘z = Var[0;|z15, 7%, j = 1, 2. Note that

ooz = Jorkte |- + (1— fOl)MGQIZ

2 2 2 2 2
and og |, = f5104,. + (1 — for) g,
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NOW, with le = le7
Zj = WiyjZ21j + w2j22j7 where Zgj ~ N(QJ Igj, 1)
= W1;%215 + Waj |:0] Igj + 6] s where ¢ ~ N(O, 1)

= Wy;21; + W [M@ﬂz Toj + (05 — po,)2) /Ioj + 5]
NN(()’US]"Z)

= /\/{wljzlj + w2j/’L0j‘Z\/I2j7 ng (IQjO'gj‘Z + 1)} .

Denote UJQ» = ng <I2j03j|z + 1) and let

1 ‘
n; = U_ (’LUljle + W2 hg |2 \/ IQj) y J = 07 L.

J

Then the predictive distribution for (Zy, Z;) is

Z, U] IV
0 NN 0 7 01

Z m Vi 1
If enrichment is envisaged, the predictive distribution for Z is
Zi~ N {”&711211 + w21M91|z\/I_20, @33- (I2OU§1|Z + 1)} ;
where w1 and wsy; are defined in Equations (3.2) and (3.3), respectively. Next, let
mo = P[Reject Hy or Hy if continue with €]

m = P[Reject Hy if proceed with €; only]

my = P[Reject Hy if continue with ],
where the probabilities are taken under the predictive distributions above. Then,

9 = ]P)[Z()ZCQ or leCa]
= 1—¢’<Ca—77070a—7}1;\/f01>

and

m:p[zzca} =D (—Cy+ 7).
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with 7y = (@211 + Waipte,:v/T20) /U1 and 03 = w3, (Igoagl|z + 1). o is com-
puted in similar fashion. Note that 7y is only an upper bound on the predictive
probability of rejection when continuing with the full population. This is because
we do not account for multiplicity adjustments which will be carried out in the

final analysis.

Let L{PE LHPP [HPP ¢ [0,1]. At interim, the predictive probability (HPP)

design is outlined as follows:

If 7o > LI 7y > LEPP and 1y > LITP | then continue to the second stage

sampling from the full population.

o If my > LY and m; < LIPP | then also continue sampling from the full

population.

o If my > LSIPP, ™ > LfIPP but my < LgIPP then enrich and continue with €,

only.
o If my < LgIP P and m > L{{ PP then enrich and continue with Q; only.

o If my < L¥PP and m; < LIFPP then abandon the trial and accept all hypothe-

Ses.

The HPP design will only proceed with the full population if there is a sufficiently
high probability of a positive finding at the trial conclusion. Note that if the first-
stage results in )y are poor, then the design may choose to enrich even if the
overall results are good. This is desirable as in such cases the positive overall effect
is likely driven by very good findings in ;. As with the CP design, the constants
L;IPP

need to be strategically chosen to ensure desirable operating characteristics

at the interim analysis.
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3.3 Numerical Study

To compare the designs outlined in Section 3.2, we conduct a Monte Carlo sim-
ulation under multiple states of nature, and for a variety of procedure-specific
parameter specifications. One issue of interest is to compare operating character-
istics of the designs previously described. Additionally, we consider a number of
questions that naturally arise when carrying out clinical trials with population-

specific hypothesis testing. For example,

1. What is the influence of the prevalence of €y in Qg (fo1) on rejection proba-

bilities for Hy and H;?

2. How important is the timing of an interim analysis? Does it affect Hy and

H, similarly, or is there a trade-off?

3. For what types of values of (0, 6,) are adaptive designs preferable to fixed

designs, and vice-versa?

4. How do procedures specifically tailored to subgroup testing perform com-

pared to standard p-value adjustment procedures, or group sequential meth-

ods?

5. How robust are the adaptive designs to selecting the correct course of action

at the interim analysis?

6. For an adaptive design, are transparency and ease of exposition preferable

to a seemingly well performing “black box?”

Simulations were run for values of #; € [0,30], with 6, € {0,10,20} and we set

0* = 20 as the clinically significant treatment effect. We use fo; € {i, %,% and
t e {}1, %, %, %, %} The total information Z;.. is set as 0.0271, which guarantees
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power equal to 0.9 (8 = 0.1) in a 2-stage trial to test Hy only (no subgroup analysis)
at level @ = 0.025 (O’Brien and Fleming, 1979). Included with our results, are
simulations from a 2-endpoint, 2-stage O’Brien & Fleming design adjusted for
multiplicity (abbreviated as OBFm) using a weighted Bonferroni correction for the
individual endpoints, see for example (Jennison and Turnbull, 2000, Ch. 15.2). We
also include results from a non-adaptive one stage design that uses the Hochberg-

Simes (HS) method to test individual hypotheses.

For AFP and FE, we use oy € {0.02,0.015} and a; € {0.005,0.01}. For
the multiple-endpoint OBFm design, we use the same a-levels as in AFP, in
addition to Bonferroni-levels 0.025/2. For FE, we use 79 € {0.3,0.4,0.5} and
v € {0.5,0.75,1}. For the adaptive methods CP and HPP, we use the fol-
lowing parameter values: LST € {0.2,0.4,0.6,0.8}, LYF € {0,0.2,0.4,0.6,0.8},
LUPP LHPP ¢ 102 0.35,0.5,0.65,0.8), LEPP € {0.1,0.25,0.5}. Finally, for the
HUT design we let 6% € {0,10,20} and k7Y € {0.5,1,1.5}.

For an initial analysis, Tables 3.2 and 3.3 show simulated rejection- and in-
terim decision probabilities for all procedures described above, using ¢ = 1/4 and
1/2, respectively. Treatment effect parameters, (61,6s), equal (0,0), (20,0) and
(20,20), with fo; = 1/4. First we see that, relative to traditional methods such
as HS or OBFm, procedures that allow enrichment (FE or CP/HPP/HUT) can
substantially improve power for H;. Adaptive procedures also perform reasonably

well when (61, 02) = (20,20), with FE marginally outperforming others.

When the full null hypothesis is true, (61,602) = (0,0), all procedures control
Type I error at the required level. Note that the adaptive procedures use empirical
data weights, and are still within specified limits for « for the cases considered.

Stops for futility range from rare (2-3% for OBFm), to quite common (55-65%

79



for CP/HPP). For adaptive procedures, these decisions are highly dependent on
predetermined decision parameters such as LEP” and LEFP. E.g. for CP, with
LS = LYY = 0.6 and t = 1/2, futility stops occur with 87% probability. This is
certainly desirable under the complete null hypothesis, but for other values of 6;
(and same L¢T), CP stops too often for futility (23% when (6, 6) = (20,20) and

t = 1/2). Entries in the tables are obtained from L = 0.4 and L{* = 0.2.

It is quite clear that for ¢ = 1/2, interim decisions are “better” than for t = 1/4.
We should expect this, as ¢ = 1/2 implies that more information is accumulated
during the first stage than for ¢ = 1/4. A more interesting question is whether
delaying the interim analysis leads to better decisions at the end of the trial.
Consider the case (61,62) = (20,0). In this case, enrichment is the proper decision
at interim, and at the final analysis we should reject H; only (though reaching a
positive result for )y is not necessarily “wrong”). For ¢ = 1/4, HPP and HUT
enrich roughly 47% of the time and both reach a positive result for ©; roughly 45%
of the time. When ¢ = 1/2, enrichment is more likely (51% and 56% respectively)
but now HPP has lower power for H;. HUT, on the other hand, has similar
power for H; and reaches a positive result with slightly higher probability than
for t = 1/4 (52% vs. 51%). FE sees a slightly larger power reduction for H; when
t is increased for reasons detailed in Section 3.3.1. Overall, there is only a slight

difference between the adaptive designs in power performance.

If (61,65) = (20,20), the correct interim decision is to proceed to the second
stage using the full population. Enrichment, while undesirable, is not as disastrous
as abandoning the trial for futility. Again, as expected, increasing ¢ has a positive
effect on interim decisions for all adaptive procedures. We also see that a positive

result is reached with greater frequency, in particular for methods such as CP, HPP
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and HUT. With ¢ = 1/2, adaptive procedures are closer to fixed procedures such
as FE or AFP, as HUT reaches a positive conclusion with 83% probability vs. 88%

for FE and AFP. With ¢ = 1/4, this difference is almost doubled.

In conclusion, early findings discussed above indicate that ¢ should not be too
small. Most adaptive designs achieve similar power for H; (when (6;,602) = (20,0))
regardless of whether ¢t = 1/4 or t = 1/2, but do much better for Hy (when
(01,602) = (20,20)) when ¢ = 1/2. In subsequent sections, we inspect in greater
detail the effects of ¢t and fy;, the performance of adaptive designs at interim, and
the performance of all designs at the final stage. The analysis of ¢ and fy; is limited

to selected procedures.
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3.3.1 Influence of Interim Analysis Timing

We begin by examining the effect of differently timed interim analyses. Intuitively,
an early interim analysis (small ) suffers from inexact estimates due to a relatively
small sample size in the first stage. On the other hand, there should be more to
gain from enrichment, as the second stage offers a potentially larger sample size
increase for §2;. Early results from the previous section indicated that t € [}1, %]
may be appropriate. Figure 3.1 shows empirical probabilities for interim analysis
decisions for the HUT procedure, using various values of ¢t. It is clear in these
plots that using larger values of ¢ increases the probability of making the correct

decision at interim. This result is not surprising, as a longer first stage leads to

more accurate estimates at interim.

An argument in favor of small £ might be that shortening the first stage leaves
more room for error in the trial planning process. That is, should we discover that
enrichment is necessary, a shorter first stage allows us to sample more patients
for ; during the second stage, and hence the likelihood of a positive outcome is
increased. To investigate this, the impact of t on HUT power performance is shown
in Figure 3.2, which displays various rejection probabilities using both 6y = 0 and
0 = 20. When 6, = 0 (plot (a)), we see that when 6; > 20, power is largest for
t =1/2. Using t = 1/4 is close for smaller values of ¢, while power for ¢t = 3/4 is
dominated until 6; ~ 25. It is clear from the plot that using a longer first stage,
i.e. t = 3/4, is helpful for interim decisions but does not necessarily lead to high
power at the end. On the other hand, power for t = 1/4 is dominated by that of
t = 1/2 for moderate-to-high values of #;. The behavior is similar in plot (c), as
t = 1/2 results in highest probability of a positive outcome. As 6; grows, power

for ¢t = 3/4 is greater than power for ¢ = 1/4.
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Figure 3.1: Empirical interim analysis probabilities for the HUT procedure. The left
and right columns use 62 = 0 and 20 respectively. Plots (a) and (b) show the probability
of stopping for futility, (c) and (d) show enrichment probabilities, and (e) and (f) show
the probability of proceeding with the full population. fy; = 1/4 throughout.

If 63 = 20, we are interested in power for Hy. In plot (b), we see that power
appears to increase with ¢, as expected. If #; = 20, enrichment should not be
carried out at interim, and larger ¢ reduce the probability of erroneously restricting
sampling to ; in stage two. Referring to plot (d), we can see that increasing ¢

past 1/2 results in no tangible gain in power for Hy or H;. Power for ¢t = 1/4 is

always dominated by that of ¢t =1/2 or t = 3/4.

In light of the results observed in Figure 3.2, it appears that a sensible choice
for the interim analysis is close to the middle of the trial (¢ = 1/2). An early

analysis (¢ = 1/4), while allowing for a greater benefit of enrichment in stage two,
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Figure 3.2: Empirical rejection probabilities for the HUT procedure. The left and
right columns use 3 = 0 and 20 respectively. Plots (a) and (b) show the probability of
rejecting Hy and Hy, respectively. Plots (¢) and (d) show the probability of a positive
outcome. fp; = 1/4 throughout.

does not result in highest power for either H; nor H,. Similarly, setting ¢ too
large has a detrimental effect on the probability of a positive study, particularly
in the case that 6 = 0. We note that differences in power are generally quite
small, and hence logistical reasons may drive the choice of interim analysis timing,
rather than the desire for best power performance. Similar plots for HPP and CP

were examined (not shown), and these exhibited the same characteristics as those

described here in reference to the HUT procedure.

We also examined results for larger values of fy;. When fy; > 1/2, the difference

between ¢ = 1/2 and 3/4 is smaller, but in both cases, power is always better
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Figure 3.3: Empirical probabilities for FE. Plot (a) shows enrichment probability, and
plot (b) shows power for H;. Throughout, §; = 0 and fo; = 1/4.

than for t = 1/4. In fact, the difference between power for ¢ = 1/4 and higher
t is more pronounced in this setting. We conclude that procedures employing
flexible adaptation rules (similar to those examined here) will likely benefit from
using ¢ &~ 1/2, though thorough simulations should always be conducted for the

particular setting at hand.

It is also of interest to inspect the effect of ¢ on FE. This procedure, while
allowing for some adaptation at interim, is essentially fixed at the outset of the
trial and rejection regions are known. Figure 3.3 shows enrichment and H; rejection
probabilities when 6 = 0 for ¢ = 1/4,1/2 and 3/4. In plot (a) we see that, contrary
to what we observed above, enrichment is more likely for small values of ¢. This
can be explained by considering the design of FE: at the interim analysis, Z
is checked and, if large enough, the trial proceeds with the full population. The
non-centrality parameter of Zg, E[Z19] = wigho = 0o/t max, is increasing in ¢ (if
0, > 0), and hence a longer first stage will decrease the likelihood of enrichment,
even when 0y = 0. Plot (b) shows further consequences of this characteristic, as

power for H; is at its largest when ¢ = 1/4.
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The observation made from Figure 3.3 may motivate a modification of the
FE design. Indeed, we can add a “check” for Z;5 before allowing the trial to
proceed with the full population. However, an appealing characteristic of FE is its
simplicity. Adding decision rules will make computation of the critical boundaries
more complicated, in particular when the number of subgroups is increased. In
addition, some care must be taken in the determination of how small a value for
Z19 is “small enough.” In Chapter 5, we propose a multi-stage design that only
eliminates subgroups that show early signs of non-responsiveness. This design may

offer a reasonable compromise to the weakness inherit in the FE design.

3.3.2 Influence of Subgroup Prevalence

It is clear that power for 2 is increasing in fy; (Alosh and Huque, 2009). It
is therefore of greater interest to inspect the effect that fy; has on power for €.
Figure 3.4 shows rejection probabilities for various values of fy;, as obtained for the
HUT procedure in our simulations. In plots (a) and (c), we see that for #; = 0, as
fo1 increases so does the probability that Hj is rejected, as well as the probability
of a positive outcome in the study. This is expected, since the effect is only positive

in 2 it naturally becomes easier to detect an overall effect if 2, is large.

Plots (b) and (d) show that the same does not hold when 6y = 20. Power for
o is now maximized when fy; = 1/4, as seen in plot (b). The reason is likely that
a larger 2; will dilute the estimate of 6y when 6; is small and 6, = 20. In such
cases, a small sample size from (2, is actually beneficial. In plot (d) we see that, if
6 is much smaller than 20, a smaller subgroup is again better for the probability of
a positive outcome. However, as 61 exceeds clinical significance, a larger subgroup

becomes advantageous.
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Figure 3.4: Empirical rejection probabilities for the HUT procedure. The left and
right columns use 3 = 0 and 20 respectively. Plots (a) and (b) show the probability
of rejecting Hy. Plots (c) and (d) show the probability of a positive outcome. ¢ = 1/2
throughout.

Figure 3.5 is set up as Figure 3.4, showing the same probabilities, only for FE.
In plot (a) we see that, as expected, larger values of fy; increase the probability of
rejecting Hy when 05 = 0. The reason for this is the design of the FE procedure,
as explained in Section 3.3.1. When 0y = 0, P[Reject Hy or H;] also increases with
fo1. Plots (b) and (d) show similar behavior as for the HUT procedure. That is,

small fo; is beneficial when 6, < 20, and large fy; is preferred for 6; > 20.

In conclusion, we have observed that if 6, = 0, then Hj is likelier to be rejected if
fo1 is large. However, if 6, = 20, a small fj; is results in better power performance
for Hy. Examination of enrichment behavior reveals that in their current form,

FE and CP are better suited to handle small subgroups. This can be fixed, for
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Figure 3.5: Empirical rejection probabilities for FE. The left and right columns use
62 = 0 and 20 respectively. Plots (a) and (b) show the probability of rejecting Hy. Plots
(c) and (d) show the probability of a positive outcome. ¢ = 1/2 throughout.

instance by requiring that [pi1g < 70, p21 < 7o) in order for FE to continue without

enrichment. For CP, if C' Py, (t, z10, 510) > LS, then we could force a check to see

if C' P, (t, 212, 512) is large enough to warrant continuation without enrichment.

3.3.3 Interim Analysis Decisions

In this section we investigate the robustness of the adaptive designs to selecting the
correct course of action for the second stage. Figure 3.6 shows empirical interim
decision probabilities for FE, CP, HPP and HUT, where the left and right columns
are based on 6 = 0 and 6, = 20 respectively, and ¢ = 1/2. For example, when

for = 1/4 and (61,05) = (20,0), we see from the left column that HUT will enrich,
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Figure 3.6: Empirical probabilities for interim analysis decisions. The left column
corresponds to #2 = 0, and the right column to 6, = 20. Plots (a) and (b) show
enrichment probabilities, plots (c¢) and (d) show the trial abandonment probabilities, and
plots (e) and (f) show the probability that a study continues with the full population.
for =1/4 and t = 1/2 throughout.

stop for futility and continue with the full population roughly 56%, 16% and 28%

of the time, respectively.

When 0y = 0, and 6; is small, stopping for futility is the appropriate decision
at interim. In plot (c), we see that CP and HPP have the highest likelihood of
early stopping (66% when 6; = 0) though, when 6; = 20, they still stop for futility
with probability 0.24. While these probabilities may seem high, we keep in mind
that fo; = 1/4, so the number of observations accumulated for ; at interim is

relatively low. When 6y, = 20, stopping for futility is much less likely. In that case,
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CP has the largest probability, 0.08.

In plot (a), we observe that HUT achieves the highest enrichment probability
throughout, though HPP and CP are quite close. The enrichment probability for
FE actually decreases when 6, increases, but this is due to the aforementioned
design issue, whereby a large value for 6; starts to affect the estimate for ;. When
0, = 20 (plot (b)), enrichment is very unlikely for all procedures, for all considered
values of 6;. At 6; = 20, enrichment probability is < 0.05 for all procedures,
which is desirable as the correct decision is now to proceed sampling from the full

population.

When 6, = 0 (plot (e)), CP, HPP and HUT are unlikely to proceed with the
full population, while FE does this with a substantially higher probability. As
said before, we might improve the interim decision making for FE by enforcing
a check for efficacy in €. When 6, = 20 (plot (f)), all procedures proceed with
the full population with high probability. CP is slightly worse here than the other

procedures, but the difference is very small.

Figure 3.7 shows the same plots as Figure 3.6, only with fo; = 1/2. The
overall behavior is quite similar though there are a few things of note. First, when
6> = 0, enrichment probability does not appear to change much compared to that
for for = 1/4 (see plot (a), Figure 3.6). Intuitively, we might have expected that
a larger €2; would increase the chance of enrichment. A possible explanation is
that higher prevalence of 2; implies increased correlation between 6, and éo. We
also note that, for 6, = 20 and 6; < 20, futility stops are a bit more common
when fo; = 1/2 than for fo; = 1/4. Likewise, the probability to proceed with the
full population is slightly decreased as compared to Figure 3.6. The effect is most

noticeable when 6, is small; when #; > 20 futility probabilities are roughly the
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Figure 3.7: Empirical probabilities for interim analysis decisions. The left column
corresponds to #2 = 0, and the right column to 6, = 20. Plots (a) and (b) show
enrichment probabilities, plots (c¢) and (d) show the trial abandonment probabilities, and
plots (e) and (f) show the probability that a study continues with the full population.
fo1 =1/2 and t = 1/2 throughout.

same as in Figure 3.6.

Throughout this section, we chose the procedure-specific parameter values that
appeared (in a rough analysis) to work best for that particular procedure. Overall,
HUT and HPP perform better than CP and FE at the interim analysis, though
the latter two procedures could be improved as previously remarked. There is no
substantial difference in the performance of the two hybrid Bayesian methods. In
general, our procedures perform reasonably well at the interim analysis, particu-
larly in light of the fact that with the value chosen for Zi.,, interim estimates of

g, are quite variable (standard deviations of él() and éll approximately equal to
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8.6 and 12.1, respectively).

3.3.4 Empirical Power

First, we examine the impact of using empirical data weights on Type I error.
See Section 2.1.1 for discussion on these weights. Type I error probabilities were
examined across all configurations for 61, 05, fo; and ¢, as well as for all parameter
values for the procedures in question (CP, HPP and HUT). When futility checks
were enforced, Type I error was not greater than a = 0.025 for any of the tested
configurations. The largest Type I error probability was 0.0246 for HPP with
(01, 09) = (0,20), for = 1/4, t = 1/4, using procedure-specific parameters LETT =
0.35, LEPP = 0.2 and LEPF = 0.1. If, on the other hand, futility stops are
removed, we see some increase in Type I error. For example, the CP method with
(01,02) = (0,20) will reject H; erroneously with maximum probability 0.0264 (for
our configurations). Wang et al. (2009) report similar results for empirical data
weights and note that in general the Type I error inflation is essentially negligible.

We do note that current FDA regulations insist on strict a-protection (US Food

and Drug Administration, 1998).

Figure 3.8 shows empirical rejection probabilities for all procedures under con-
sideration, with fo; = 1/4. Since FE and CP seem to favor small ¢, and HUT and
HPP favor large t, we use t = 1/3. One-stage procedures are shown in blue, and
two-stage procedures are shown in red. In plot (a), we see that the probability of
rejecting H; is highest for the hybrid procedures HUT and HPP, as well as CP.
FE is close, with a maximum difference appearing to be less than 5%. While one-
stage procedures AFP and HS are expected to perform poorly relative to two-stage

procedures, we note that the multiplicity adjusted OBFm procedure does just as
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Figure 3.8: Empirical power for all procedures, using fo; = 1/4. One-stage procedures
are shown in blue, and two-stage procedures in red. Plots (a) and (c) use 3 = 0, and
plots (b) and (d) use 62 = 20. Throughout, t = 1/3.

poorly. This can partly be explained by the fact that test statistics Zp and Z;
are correlated, which is known to make procedures based on p-value adjustments
conservative. When 6y = 20 (plot (b)), most procedures perform in a similar man-

ner. Adaptive procedures are still more powerful than AFP and HS, though the

difference is not great. For 6; > 10, OBFm is dominated by all other procedures.

Plot (c) shows the probability of a positive result when 02 = 0. Patterns are
similar to those of plot (a); two-stage procedures, sans OBFm, dominate one-
stage procedures. HUT and HPP seem to perform best, though CP and FE are

quite close. Finally, plot (d) shows the probability of a positive result with 6, =
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Figure 3.9: Empirical power for all procedures, using fp; = 1/2. One-stage procedures
are shown in blue, and two-stage procedures in red. Plots (a) and (c) use 62 = 0, and
plots (b) and (d) use 62 = 20. Throughout, ¢t = 1/3.

20. We see that fallback-based procedures, AFP and FE, have highest rejection
probabilities, while HS and OBFm are quite close. We note that CP, HPP and

HUT do not compare favorably in this scenario, and they are dominated for all

values of 0, that were considered. Out of the three, HUT appears to perform best.

We show results for fo; = 1/2 in Figure 3.9. In plots (a) and (c) we see
similar results as when fo; = 1/4, though power curves are now closer. HUT still
dominates other procedures when 6, = 0, but FE and HPP are very close. We also
note that OBFm is still dominated by all other procedures. Plots (b) and (d) show
results for f; = 20. In (b), we see that AFP, FE, HS and HUT are most powerful,

and the difference between these four procedures is essentially negligible. In plot
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Figure 3.10: Empirical power for all procedures, using fo; = 1/4. One-stage proce-
dures are shown in blue, and two-stage procedures in red. Plot (a) shows the probability
that H; is rejected, while plot(b) shows the probability that the study yields a positive
result. Here, 2 = 10 and t = 1/3.

(d) we see that rejection probabilities for either Hy or H; are highest for AFP and
FE across all values of 6. As when fy; = 1/4, HUT, HPP and CP are dominated

in this scenario, though HUT comes the closest to matching other procedures.

To summarize, adaptive methods such as HUT, HPP and CP perform well when
there is only an effect in the subgroup €2;. FE can get very close, in particular
when ¢ is chosen to be reasonably small (e.g. 1/4 or 1/3). When 6y = 20, adaptive
methods such as HUT, HPP and CP do not perform as well, and AFP and FE
seem to achieve highest probability of rejecting Hy (or Hy). The gain (in power)
for adaptive methods is greater when the subgroup is smaller, as evidenced by
comparing Figures 3.8 and 3.9. Finally, in Figure 3.10, we include two plots of
empirical power when 6, = 10. For these plots, we use fo; = 1/4 and, as before,
t = 1/3. In plot (a), which shows rejection probabilities for H;, HUT, HPP and
CP are roughly equal, and perform better than other procedures. Plot (b) shows

the probability of a positive result (reject Hy or Hy), and in this case, FE achieves
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the best performance for most values of #;. As 6, increases, adaptive procedures

achieve performance roughly equal to FE.

In the scenarios analyzed above, it appears that HUT and HPP can be quite
useful for detecting effects in a small subgroup. However, when there is an overall
positive effect, FE outperforms other methods. No procedure dominates all others
across all scenarios, so experimenters must choose a procedure appropriate for the
specifics of a clinical trial. FE is appealing due to its transparency and, to a
certain degree, simplicity. It performs very well when there is a positive overall
effect, and can still detect effects only present in the subgroup. HUT and HPP
are more powerful when only a subgroup effect is present, but suffer when 6 is
close to clinical significance. Of the two, HUT may be preferable as it requires
very little parameter tuning. In particular, if there is more than one subgroup it

HPP
Li

can be difficult to choose appropriate values for , whereas HUT just requires

specification of kYT and 7.

We conclude this chapter by summarizing the six questions that were raised in

the beginning of Section 3.3, along with lessons learned in our numerical analysis.

1. What is the influence of the prevalence of € in Qq (fo1) on rejection proba-

bilities for Hy and H;?
As we expected, power performance for €2; increases with fy;. If there is no
effect in the subgroup complement, i.e. #; = 0, then probability of rejecting
Hj increases with fo;. When there is a significant effect in 25, i.e. 65 = 20,
then rejection probabilities for Hy decrease with fy;.

2. How important is the timing of an interim analysis? Does it affect H, and

H, similarly, or is there a trade-off?

Correct decisions at interim are made with greater consistency as t increases.
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Setting ¢ large (e.g. equal to 3/4) yields high power for Hy, but results in
reduced power performance for H;. The difference in power for H; depending
on t is not great, and logistical reasons may drive the choice for interim

timing, rather than desired “optimal” power performance.

. For what types of values of (6;,60s) are adaptive designs preferable to fixed

designs, and vice-versa?

The FE procedure, as well as adaptive procedures CP, HUT and HPP are
useful for detecting a treatment effect that is confined to the subgroup €2;.
When 6, = 0, these designs have substantially higher power for H; than
the fixed procedures we considered. The multiplicity-adjusted OBF design
does poorly in this setting. When both subgroups are effective however,
fixed designs achieve highest power, and the FE procedure is close. Adaptive

designs see a power reduction on the order of 5-10%.

. How do procedures specifically tailored to subgroup testing perform com-
pared to standard p-value adjustment procedures, or group sequential meth-
ods?

The FE procedure performs quite well overall (for both Hy and H;), and can
be improved as has been discussed. This improvement will likely reduce FE
power for Hy. The AFP has low power to detect an effect only existing in
one subgroup, but does well when there is an overall effect. As mentioned

in the previous point, CP and hybrid Bayesian designs are primarily strong

when 65 = 0.

. How robust are the adaptive designs to selecting the correct course of action

at the interim analysis?

Qualitatively, the utility-based design (HUT) was found to make correct

decisions at interim with higher probability than the other two-stage designs.
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HPP also performed quite well at interim, but CP and FE were seen to favor
the overall population when 6; was large and 65 = 0. These issues — which
can be fixed — suggest that the decision to restrict sampling should be based
on apparent lack of efficacy in particular subgroups, rather than an overall
statistic. In Chapter 5, we propose an adaptive group sequential procedure

that takes this approach.

. For an adaptive design, are transparency and ease of exposition preferable

to a seemingly well performing “black box?”

In general, procedures that are easy to explain and implement are used with
greater frequency in practice (Dmitrienko et al., 2010, Ch. 2.6). Hence, pro-
cedures such as FE or HPP have real merit. For HPP in particular, predictive
probabilities can be intuitively explained to participants that are not statis-
tically inclined so interim decisions will be easy to understand. On the other
hand, the HUT procedure is likely difficult to explain, and “blindly” follow-
ing a utility function at interim can make participants nervous if they result-
ing course of action seems unintuitive. Carefully determining the loss/gain
function so as to reflect practical implications of the decisions that can be
made might address these concerns. Doing so would be desirable, as the
HUT design was seen to perform relatively well in comparison to our other

procedures.

100



Chapter 4

Multi-Subgroup Procedures

In this chapter, we extend some of the procedures introduced in Chapter 3 to
allow consideration of any number of subgroups. Reviewing notation introduced
in Chapter 2, let Qg,€4,...,8, £ > 1, denote the populations of interest, and
Q; € forall j=1,...,¢ For each 2;, we have a corresponding null hypothesis
H; :; < 0. The subgroups are not necessarily disjoint, and some may completely
contain others. Procedures outlined in Sections 4.2 and 4.3 take place over two
separate stages. Let P; denote the index set of populations under consideration

for stage i. Thus, P; = {0,1,...,¢} and Py, C P;.

Recall that f;; was defined as the prevalence of €2; in €2;. Now, for § C P;, and
Qs = J 9,
jes
we define fs as the prevalence of {2s in 2y. If 0 € §, then fs = 1. Finally, we note

that for j € P, the prevalence of §2; during stage 2 is fo;/ fp,-

4.1 Adjusted Fallback Procedure (One Stage)

We suppose that the Hj,j = 0,...¢ are naturally ordered in the sense that we
wish to establish efficacy for Hy first, then H; and so on. This ordering is imposed
a priori, i.e. before any data analysis takes place. Define local significance levels

a; €[0,1] for j =0,...,¢, requiring that



where «a is the desired FWER. As in the one-subgroup case, we also require adjusted
significance levels &;,j = 1,...,¢ (4o = ap). For now, we take these as known, and
computational details are given in Section 4.1.1. Let T} denote the test statistic
corresponding to H;, and let p; be its associated p-value. Denote p;; = Corr(7;,T})
for 0 < 1,5 < {. Asdiscussed in Chapter 1, we assume treatment effects in opposite

directions do not occur, so p;; > 0 for all ¢,j. The general procedure is given in

Algorithm 1. Note that in the original fallback procedure (Wiens, 2003), H; is

Input: «;, @; and p; forv=0,...,¢
af = o
if py < af then
| Reject Hy
end
fori=1to ¢ do

if p; <o forall j=0,1,...,i—1 then
| mi=-1

else

\ mfzmax{jE{O,...,z’—l}:pj>a;.}
end

, Yooy iftmf<i—1

QG = k=m}+1

if p; < o} then

| Reject H;

end

end

Algorithm 1: Testing algorithm for the adjusted fallback procedure.

tested at level oy if H; 1 was not rejected (if m? = i — 1). Hence, if &; > «;
we have uniform improvement in power to reject H;. See Section 4.1.1 for further

details.

Example 4.1. Suppose we have one subgroup with g = 0.02 and «; = 0.005.
Further, a; = 0.012. Suppose we observe p-values py = 0.025 and p; = 0.01. The
original fallback procedure rejects neither hypothesis (po > 0.02 and p; > 0.005),

but the AFP does reject Hy since po = 0.01 < 0.012 = as.

102



4.1.1 Obtaining ¢;

In this section, we outline how to obtain the adjusted levels ¢;, given values of p;;
for 1 < 4,5 < (. The idea is to exploit the correlation structure in order to test
H; at a level higher than «; in the case that H; ; was not rejected. Recall that,
in Section 3.2.1 we saw that for / = 1, &; may be easily obtained. When ¢ = 2,
a9 can also be derived analytically but more work is involved, and the algebra
becomes increasingly tedious as more subgroups are added. A more succinct way
of specifying computational details for @; is therefore desirable. We propose using
a so-called decision matriz, used by Wiens and Dmitrienko (2005) to define closed

testing procedures.

Definition 4.1. Given an intersection hypothesis H, define the (¢+1)-dimensional

decision vector v(H) as
v(H) = (vo(H),v1(H),...,v(H)),

for given v;(H) € [0,1], ¢ = 0,1,...,¢. Next, for a collection of intersection
hypotheses {H,;}, j =1,...,J, define the J x ({ + 1) dimensional decision matriz
V as

Definition 4.2. Given a decision matriz V', a particular intersection hypothesis
H; is tested as follows. Obtain the corresponding decision vector v(H;), and for
each elementary hypothesis a p-value p;, 1 =0, ..., L. If there existsi € {0,1,...,(}

such that p; < v;(H;), then H; is rejected.

Clearly, one may use a decision matrix to carry out a closed testing proce-

dure: reject the elementary hypothesis H; if each H containing H; was rejected,
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using the approach given in Definitions 4.1 and 4.2. If each intersection hypothesis

is tested at level «a, that is, if for each H,
P[3i € {0,1,...,¢} such that p; < v;(H) | H| < «,

then Theorem 2.1 implies that FWER is controlled strongly at level a. We next
give a simple example to illustrate how a decision matrix is defined, and how it

may be used to test naturally ordered hypotheses.

Example 4.2. Suppose ¢ = 1, and we are therefore testing the two hypotheses
Hy and Hy. We let ag = 0.02 and oy = 0.005 so a; + an = 0.025. With two
hypotheses, we need to test the intersection hypotheses Hyy = Hy N Hy, Hyg = Hy
and Hyy = Hy. Applying the closure principle, Hy is rejected if and only if Hyiq
and Hyy are rejected. Likewise, to reject Hy, we must reject Hy1 and Hy. Using

the specified local significance levels, the decision matrixz is given as

0.02 0.005
V=100 0
0 0.025

Hence, Hyy is rejected if either py < 0.02 or p; < 0.005, Hyq s rejected if pg < 0.02,
and Hoy is rejected if p; < 0.025. If po = 0.015 and p; = 0.021, then both Hy and
H, are rejected. However, if po = 0.021 and p; = 0.004 then only Hy can be
rejected. In the proof of Theorem 4.1, we use the decision matriz to show that

applying the closure principle is equivalent to the adjusted fallback procedure.

We now explain how the &; are obtained, proceeding inductively. Suppose

¢ = 1. The intersection hypotheses are then Hyy, = Hy N Hy, Hiy = Hy and
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Hy, = Hy. We have

'U(HH) [67)) O~él
V = ’U(Hm) = | g 0
'U(H(n) 0 ap+o

Here, a; is set such that P[Reject Hy1|Hi1] = ap + ay. Note that this requires
distributional assumptions for Ty and Ti, as well as a given value for py;. Also
note that the value for a; is exactly that of Section 3.2.1, i.e. for the one-subgroup
AFP. Since ¢ = 1, ag + a1 = «, and this defines a closed testing procedure. In the
proof of Theorem 4.1, we show that this closed testing procedure is equivalent to

the AFP.

Now, let ¢ > 2. We have «y,...,a, and p;; for all 0 <4,5 < ¢. We have seen
how to obtain &;. Suppose further, that we have &;,d9,...,a; for 1 < 5 < (.
Then @, is obtained as follows. There are 27! existing intersection hypotheses
(obtained from Hy, Hy, ..., H;, and counting Hyg..o). Each such hypothesis will be
part of two new intersection hypotheses; one will contain H;,, and one will not.
For those that do not contain H,.y, v(H) will be as before, only adding a zero
in the (j + 1)th place. Denote the intersection hypotheses that contain H,.i as
Hy,...,Hy, where K = 27t Fori=1,...,K, let m* denote the largest number
of an elementary hypothesis in H;, that is smaller than j + 1. Then, for each of
the H;, the (j + 1)th slot of v(H;) is set as

j+1
Yoo ifmf<y

Vi1 (ﬁ[l) = { k=mi+1
&i if mj = j

Each &; is determined such that

P |Reject H; | ﬁz] =P [Elk: € {0,1,...,j+ 1} such that pj, < vi(H,) | ﬁl]

Jj+1

= E (6778
k=0
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In Section 4.1.3, we outline a computational approach using iterated integrals as
developed by Armitage et al. (1969), which allows for easy computation of §; even
if many subgroups are involved. Finally, each ; is replaced with &;; := min &,

=1,...,

which guarantees that

j+1
sup P |Reject H; | HZ] < g .
=1, K —

As the original fallback procedure can be stated using decision matrices without
adjusted a-levels, and since it controls FWER strongly, we note that all adjusted
a levels a; will be at least as large as their unadjusted counterparts «;. Hence,
the adjusted fallback procedure attains uniform improvement in power over the

original fallback procedure.

4.1.2 Control of the FWER

The main result of this section is Theorem 4.1, which proves that the adjusted
fallback procedure is equivalent to a closed testing procedure (CTP). Since CTPs
control the FWER strongly (i.e. under any null hypothesis configuration), the same
holds for the adjusted fallback procedure. The proof of Theorem 4.1 follows closely
the proof given by Wiens and Dmitrienko (2005), with additional arguments where

necessary due to differences in the two procedures.

Theorem 4.1. The adjusted fallback procedure, defined in Algorithm 1, is a closed

testing procedure.

Proof: Fix £ > 1. We will show that the AFP rejects an arbitrary elementary
hypothesis H;, j = 0,1,...,¢, if and only if a CTP rejects H;. The proof is by

induction in 7. We are given ay,...,ap, and @, ..., &, have been obtained using
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the method outlined in Section 4.1.1. The case of j = 0 is trivial, so consider the
case of 7 = 1, and the resulting intersection hypotheses Hi;, Hip and Hy;. The

three decision vectors are

v(Hy) = (ap,aq)
v(Hyp) = (ap,0)

v(Hyn) = (0,00 + aq).

The AFP rejects Hy if pg < ag. In a CTP, pg < aq implies Hy; and H;, are rejected,

and hence Hj is rejected. If AFP rejects H; there are two cases to consider:

(i) AFP rejects H; with py < ap and p; < ag + a. In this case, a CTP rejects
Hy, because pg < ag, while Hy; is rejected as p; < ap+ 1. Hence H; is also

rejected by a CTP.

(ii)) AFP rejects Hy with pg > ag and p; < @;. In this case, a CTP rejects both

Hll and H[)l as Pq S 5{1.

We also see, with similar ease, that the AFP and a CTP will accept Hy and H;
under the same circumstances. Hence we have proved that the AFP and a CTP

will reach the same conclusion when two hypotheses are considered.

Induction Hypothesis: Suppose now that for 7 hypotheses, 1 < j < ¢, the AFP
corresponds exactly to the decision rule defined by using V' (a CTP). That is, for

any i < j, AFP rejects H; if and only if a CTP rejects H;.

We now add hypothesis H;; to consideration, possibly H,. We must consider
three new types of intersection hypotheses: The ones that contain H;,; among
others, the ones that do not contain Hj;,;, and that consisting solely of Hj,.

We need to show that rejections (and non-rejections) made using the decision
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matrix V for all elementary hypotheses Hy, Hy, ..., H;1 correspond exactly to
those made by the adjusted fallback procedure. Note that adding H;; does not
change the value of v;(H) for i < j, nor does it affect the AFP for those hypotheses.
Therefore, we need only consider two cases: AFP rejects H;,q, and AFP accepts
Hj1. The induction hypothesis assumes equivalence for all intersection hypotheses

not containing M1, so we focus only on those that do contain Hj,;.

Suppose that the AFP does not reject H; ;. Let

H = ﬂ H; | N Hj,

i<j i pi>al
so H is the intersection hypothesis that contains H;;, as well as all elementary
hypotheses before H;;; that were not rejected by the AFP, given our natural
ordering of hypotheses. Next, let H; be an arbitrary hypothesis in H, and let
i* =max{k=0,1,...,i —1: H contains Hy} such that H;« is the last hypothesis
in H, before H;. Note that if © = 0, then we set * = —1 and all steps below still

hold. Further, note that H;» was not rejected by the AFP. Now,
if i* +1 =4 then v;(H) = &;;

else, if i* +1 < ¢ then v;(H) = Z Q.
k=i*+1

Since H;+ was the last hypothesis before H; that was not rejected, the levels used
by the AFP were o, = &; if i*+1 = ¢, and o = Zz: ay, if i*+1 < i. In either case,
v;(H) = o} and hence v;(H) = o for all H; cgjlzt;ri;ed in H. Since the AFP did
not reject any of those hypotheses (by the definition of H), we know that p; > o
for all H; in H. Hence p; > v;(H) for all 4, so H is not rejected. In order to reject

Hj 1, a CTP needs to reject all intersection hypotheses containing H;.;, and since

H was not rejected, a CTP does not reject Hj,.
Suppose now that the AFP rejects H,y;. Let H be an arbitrary intersection
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hypothesis containing H;.;, and let k* = max{k = 0,1,...,j : pr > a}}, so
Hy-~ is the last hypothesis before H;;; that was not rejected by the AFP. If all
were rejected, then set k* = —1 (note that H need not contain Hy.). Next, let
k* = min{k = k*+1,...,¢: H contains Hy} so Hy. is the first hypothesis after
Hj~ that is contained in H. If necessary, Hy« = Hji1, so Hp- always exists.
Also note that the definitions of Hy« and Hy« imply that Hyp was rejected by the
AFP. Next let m* = max{k = 0,1,...,k* — 1 : H contains Hy}, so H,, is the

last elementary hypothesis in H, before Hy«. Then,

fo**

Y o ifmt 1<k
Vjpr (H) = i=m*+1

Qe itm*+ 1=k

Also, recalling that Hj- was the last hypothesis before Hy+« that was not rejected,

we have
k**

S oy ifk 1< B

Qo = { i=k"+1
Qe if k*+1=Fk"

Now, H,,« is the last hypothesis in H before Hy«, and Hy« is the first hypothesis
in H after Hy.. If Hy« is in H, then H,,» = Hy«, and if not, then m* < k*. Hence
m* < k* and vge (H) > e If £ = j 4 1, then by assumption Hy« is rejected
by the AFP. Hence p;11 < o < vp(H), so H is rejected. On the other hand,
if £ < j 4+ 1, then the induction hypothesis implies that Hy-« was rejected by a
CTP for the first j hypotheses. Hence, pg < v« (H) and H is rejected. Since
H was arbitrary, and contains H;,;, a CTP will reject H;4,. This concludes the

proof. [ |
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4.1.3 Computational Details

In this section we explain a computationally convenient way to obtain adjusted
levels a4, for the adjusted fallback procedure. Following the steps given in Section
4.1.1, obtaining the adjusted level a; for the elementary hypothesis Hy involves
computing a k-dimensional multivariate normal integral. Evaluating such inte-
grals can be challenging, particularly in higher dimensions. However, if a certain
structure is imposed, e.g. nested or disjoint subgroups, the computation may be
reduced to evaluating k£ — 1 univariate normal integrals. This is accomplished by

use of recursive formulae in the style of Armitage et al. (1969).

We have ¢ + 1 populations, the overall population €2y and the subgroups
Qq,...,€. We assume that these populations are nested, ie. ; O €); when
1 <i < j </ Associated with each of these populations is an elementary null
hypothesis (lower-sided) H;, and a local significance level o; € [0,1], i = 0,... (.
Note that >, a; = o where « is the desired FWER. From Section 3.2.1 we know
how to obtain &;. Suppose then that we have obtained adjusted levels ¢; for
1=1,...,k—1 < £ and need to compute a. We detail how the computation is
carried out for the hypothesis Hy N --- N Hy; the basic technique is the same for

other intersection hypotheses.

We will find £ to solve

k k
Zai = ]P)[p0§0600fp1§07101"---Pk-lSONék—10Fpk§§ mHz]
i=0 i=0
k
= 1-P T0<Ca0,T1<C&1,...,Tk,1<C&k71,Tk<C§ ﬂHZ]
i=0
= 1_Ck(a07d17"'7dk—la§;0:0)
where 0 and 0 are RF*! vectors. @ is the mean vector of [Tp,...,T}] and O is a
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vector of all zeros. Solving the function

k

Ck(a();dl? v 7dk—17§; 0) =1- Zai

=0

for £ involves evaluating the k& + 1-dimensional integral

CO‘O Cdl C&k—l C& i
/ / / flto, .. t; 0) ] ts (4.1)
—c0 —c0 -0 —00 =0

where f is the joint distribution of the test statistics Ty, . .., T}, with mean parame-
ter 8. We proceed assuming that these are normally distributed and standardized
to have variance equal to one. That is, we are working with the standardized
statistics Zy, Z1, ..., Z as defined in Equation (2.3). Furthermore, we assume
that measurement precision is equal across subgroups, so from Equation (2.6),
pi; = Corr(Z;, Z;) = \/f_zj for 0 <i < j </, where f;; € [0,1] is the prevalence of
2, in ;.

As populations are nested, Z; depends on Zj,4,...,Z; only through Z;
Hence, the conditional distribution of Z;, given Z;11 = zj41,..., Zr = 2, depends
only on zjy1. Recall that Z; is the observed information for €2;. Define 07 as
the treatment effect size in Q;\Q;44, for j = 0,1,...,k — 1, and similarly let
A% =TI;—Tj;1 be the observed information for €2;\€2;,,. Then, Z; ~ N (0uvTi, 1),

and for j =k —1,...,0, increments are distributed as

ZiNIj = Zipiy/Lipa ~ N (0747, A7)
where increments are independent of Zy, ..., Z;;;. Hence, the conditional density
of Z;, given Zj 11 = 2j41,..., 2 = 2 is equal to

. N — 21T
fi(zj | zj+1;0) = A—j* (ZJ\/_ \/FZJH ]H) : (4.2)
i

Now we can rewrite the joint density of Zy, 71, ..., Zy as
f(z0, -, 21 0) = fo(20]21;0) f1(21]22;0) - - - fr1(zh-1]2k; 0) fi(21; 0)
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so (4.1) becomes

Ce Cay

Cay_, Cay
fk(zk;0>/_ fk_l(zk_uzk;e)m/_ £(21]22: 0)

[e.9]

k
fO(ZO|ZI§G)HdZi
i=0

which we write recursively as
Ce
Gulan, . no, 66) = [ enna(1i0)fu(ui 6)d (43)
where the conditional densities of Z; are given in Equation (4.2), and

Ca;
ej(z;0) = / ej—1(u;0) f;(ulZjy1 = 2;0)du, j=1,... k—1,

with eg = 1. Details on how to evaluate the integrals in (4.3) may for example be
found in (Jennison and Turnbull, 2000, Ch. 19). When populations are not nested
or disjoint, the above method is not feasible. However, Genz and Bretz (2002)
have developed powerful algorithms that enable quick computation of multivariate

normal and ¢ probabilities with as many as twenty dimensions.

4.2 Adjusted Fallback Procedure with Enrichment (Two

Stages)

We extend the FE procedure introduced in Section 3.2.2. For ease of exposition,
we first consider the case of £ = 2 subgroups, and then give the general design for
¢ > 2 subgroups. Though the setup of the procedure does not require assumptions
on the structure of the patient populations, it is mainly intended for the case of

nested subgroups, i.e. 29 2 Q) D -+ D .
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4.2.1 FE for ¢/ =2 Subgroups

Let ¢ = 2, P; = {0,1,2}, and let o denote the desired FWER. As in Section
4.1, we specify local significance levels ag, a1 and «s such that ag + a1 + as = a.
Equivalently, define weights ¢; € [0,1],7 = 0,1,2 that sum to 1, and let o; = ;.
Below we describe how adjusted significance levels &; and &, are obtained (using
the important representation «; = c;a), but for now these are considered known.

Also, stage-one decision parameters v;,7 = 0, 1, 2 are specified, all taking values in

0, 1].

The procedure takes place over two stages where, at stage ¢ and for popula-

tion 2, we obtain the standardized test statistic Tj;, or equivalently the p-value

ij>
pij. After the first stage, results are inspected and prespecified decision rules are
followed to determine whether testing should proceed using the full population,
or whether we should enrich to certain subgroups. As for the adjusted fallback
procedure of Section 4.1, we assume that there is a natural ordering on the hy-
potheses under consideration. Greatest emphasis is placed on rejecting Hy, then
H, and finally H,. Hence, populations are eliminated sequentially, so P, can be
set as {0,1,2}, {1,2} or {2}. That is, € is eliminated first, retaining only €y U2.
Or, we can eliminate 2y and €2y, analyzing only )y at the final analysis. Py can

also equal @ if we abandon the trial for futility.

If no enrichment takes place, P, = Pi, the standardized test statistic for €2;

after the second stage is given as (combination weights are defined below)
7% = w7 + w7, j=0,1,2.
If we decide to restrict testing to €y and Qq (Py = {1,2}), we get

Woi=12
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and, finally, if only Hy is tested (P2 = {2}), we get T2(2) = wg)Tlg —i—wg)Tg). Here,

) corresponds to the smallest index of population 2 that is

(0
J

the superscript k in Tj(k
tested after the second stage. Having computed Tj(k), corresponding p-values p

can of course also be obtained.

This design uses empirical data weights, discussed in Section 2.1.1, and is de-
signed to protect FWER strongly at level o while doing so. This is in contrast
to adaptive procedures like CP, HPP and HUT, which will experience Type I er-
ror inflation if empirical data weights are used. When no enrichment takes place,

weights are just as defined in Chapter 3, Section 3.1:
wi? = wyj = V't and wég) =wy =v1-t, j=0,1,2.
If P, ={1,2}, then for j € Py,

w® = ( t fos )1/2
Y tfoj + (1= 1)fpy; 7
L _ < (L =1)fp,; )1/2.

WS
& tfo;j + (1 —1)fp,;

where fp, ; = fo;/fp, for i = 1,2. Finally, for P, = {2}, we have

1/2 1/2
2 _ t fo2 dw? — 1—t
W2 (tf02+1—t> e (tf02+1—t '

It is evident that all observations are given equal weight, and resulting test statistics

Tj(k) are functions of sufficient statistics.

The procedure is now given, where the first stage analysis proceeds as follows:

L.O If p1p < 70, then go to Stage I11.0;
[.1 Else, if p1; < 71, then go to Stage I1.1;

[.2 Else, if p1o < 79, then go to Stage I1.2;

Else, abandon the trial and accept all hypotheses.
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Step 1.2 represents a futility check so if none of the results are promising enough the
trial will be abandoned. Of course, 75 may be set equal to 1, forcing the second
stage to take place. After taking the second stage observations, the following

analysis is carried out:

I1.0 Carry out the original fallback procedure of Wiens (2003), using levels o, i =
0,1,2.
I1.1 Test H; at level a;. If H;p is rejected, test Hy at level oy + as. If Hy is

accepted, test Hy at level as.

I1.2 Test Hy at level .

The fallback procedure was reviewed in Section 2.2.2, but is briefly recalled here: If
po < ap then Hy is rejected. In general for H;, let H,,« be the last hypothesis before
H; that was rejected, with m* = 0 if all have been rejected. Then H; (i > m*) is

tested at level oy« + - -+ + a;.

Depending on the value chosen for v, € [0, 1], early stopping may be allowed
due to futility. Specifically, if 0 < 79, 71,72 < 1, there is a positive probability that
stage two is not carried out if early results are not satisfactory. The total sample

size, N, say, therefore becomes random, and
N:tn—i—(l—t)n-[{le > (., for some j 6771},

where I(A) is the indicator function of an event A. Hence, the expected sample

size becomes

E(N) = tn+ (1 — t)n[l — P(Tm < 070,T11 < CVI,TQ < CW)]
= n [t + (1 - t) (1 - FT107T11,T12 (Cvo’ 0717 Cvz))]

< n,
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with equality only if v; = 1 for some j =0, 1, 2.

Example 4.3. Suppose all null hypotheses are true. Let v = 0.4, 77 = 0.5 and
72 = 0.6 and t = 0.5. Suppose that fo; = 0.5 and foo = 0.25. Using correlation
identities derived in Section 2.1.2, we can evaluate the CDF given above to see that
E(N) =0.86-n. Ift =0.25, E(N) = 0.79-n. We do note that savings in sample size
are only possible when stopping the trial for futility (no early rejection). However,
if early results indicate that efficacy is very unlikely, then the trial sponsor will

likely want to abandon the trial and allocate resources elsewhere.

4.2.2 Obtaining ¢;

Let Fxyz(x,y,2) and Fxyzw(z,y, z,w) denote the CDF's of the random variables
X,Y,Z and X,Y, Z, W, respectively. Then, under the complete null hypothesis

Hy N Hy N Hy, it can be shown that (proof given in Section 4.2.6)

P[Type I Error] =1 — FT(o) P T(o)(C’ao, Coyy Cas)

+FT10,T(§O),T(O) T(O) (0707 Caou Ooq ) Oaz)

—Fp 70 200 (Cao, Cay, Cay) +

FT10,T11,T12 (CW()? 071 072) T 10,711, T(Z) (Cwoa 0717 Cdg)
+F Chy, Cyy, sy, Cay).

Tho,T11,T12 7T2(2) (

Cy, Cyy, Cay, Ca

T 10, le1 T(1> T(l)( Y0 Y10 a1 )

(4.4)

In Section 2.1.2, we derived correlation identities needed to specify correlation
matrices in the above equation. Note that, if we do not allow stopping for futility,

then v = 1, so U, = —oo and the two terms that involve 7, will evaluate to zero.

In order to obtain &;,i = 1,2, we proceed as follows. Set

r, =

M Z: ]'727
> ¢
=
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and replace &; in Equation (4.4) with r;&. Then, use a numerical search® to find
& when P[Type I Error] is set equal to a. Next, consider an auxiliary system
consisting only of Q and €2,. Using parameters v, = v, 75 = 72, & = ap and
ahy = a1 + ag, we can follow steps given in Section 3.2.2 (see Equation (3.5)) to
obtain the adjusted significance level, &, say, that ensures strong protection of
FWER at level a in the auxiliary system. In the notation of Section 3.2.2 this is
actually &y, but here it is more convenient to use &, as will become apparent when
considering general ¢ > 2. Now, set £~ = min{p, &}, and &; = £~ for i = 1,2.
Note that, since & < «, this ensures that a; + as < «, and as < & . Hence critical
values for the full system are larger than those obtained from the auxiliary system,
which consists only of €2y and €2,. By construction, the procedure has Type I error
probability bounded above by «, under the complete null hypothesis. Proof of

strong FWER control is given in Section 4.2.6.

4.2.3 Non-Centrality Parameters

Let 8 € [0, 1] be given, and suppose we wish to power the study for Hy at 1 —
for the effect g = 0y /o, where o is the pooled variance for the overall population.
The non-centrality parameter )\((]0) =E (Téo) |(50) = /%00 (and hence the required
sample size) is obtained numerically by solving the following equation for )\(()0):
1 — B = P[Reject Hy | 0o
=P (T > Gy, 1" 2 oy | 60)
=1- FT10 <C’70 - wg?)))‘(()O)) - FTéU> (Cao - )‘(()O)>

0 0 0 0
+ FTm,TéO) (C’YO — w%o))\((] )’ Cao _ )\(() ); w§0)> )

LCDFs in Equation (4.4) can for example be evaluated in Matlab using functions such as
mvncdf or gsimvnv.
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Let §; = 7,00 denote the standardized treatment effect in (2;, where n; > 0 for
J = 1,2. When no populations are dropped, non-centrality parameters for €2; are

given as

g |
N =E(T}7]5,) = foil =8 =/ for N G =12

It is also easily seen that AS)) =BV )\50). If P, ={1,2}, we get the following

non-centrality parameters:

tfoin 1—t)n
A§1>=E(Tf”|51)=\/ - 0, 4) 0.5,

=mVitfo+1—t- )\(()0)>

and

t foan 1—1¢ n
)\gl) =E <T2(1) | 52) - \/ foi ©+ ( ifw 8y =mav/tfor + (1 —t) fra - )‘((]0)'

Finally, if P, = {2}, then

A —E (Té’” | 52> = o/t +1— - A,

Note that fy; < 1 implies that )\gl) > )\50), and foo < fio < 1 implies )\gk) < )\gk/)
for k < K/, signifying the potential increase in power when stage two is carried out

on smaller populations only.

When subgroups are not nested (e.g. disjoint), quantities such as fi» may equal
zero. In such cases, it may be more useful to think of fi5 as the percentage of
observations allocated to €2y, compared to that of €2;. As hypotheses have been
ordered by importance (proving treatment efficacy in 2; is more important than

proving efficacy in €)y), it should still be the case that fopo < fio < 1.
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4.2.4 FE for ¢ > 2 Subgroups

We now extend the procedure to the case of an arbitrary number of populations,
Qo, N, ..., where Qy 2 Q; for j € Py := {0,1,...,¢}. These populations
admit a natural ordering, where establishing efficacy for €; is of greater importance
than for €;, for i« < j. We have the usual null hypotheses H; : ¢; < 0 for
j € Py. Local significance levels ag, v, ...,a, € [0,1] are specified such that
Z aj = «a, the desired FWER. Equivalently, values ¢; € [0, 1] are specified such
%izlt Z ¢; = 1 and a; = cja. Finally, before any data is unblinded we must
specig}f?;lnrichment parameters y; € [0,1] for j € P;. In Section 4.2.5 we describe

how to obtain adjusted significance levels aq, . .., &y, but for now we take these as

given. Standardized statistics (p-values) at stage i for €2; are
Ti; (pij), fori=1,2; j € P;.

As before, fs; denotes the prevalence of €}; in Qs, j € P; and § € P;. The
allotted sample size for the whole trial is n, and n; = tn and ny = (1 — t)n for

stage one and two respectively. The sample size for §2; in stage ¢ is then
Nij = fpi7jni7 for i = 1, 2, j c Pz

If the trial is not stopped for futility, let k& = min; P, be the index of the first
population (in our ordering) that is carried on to stage two. If k& = 0, then
combination weights are given as ngo-) = (ny;/ fojn)? = (ni/n)Y/? for i = 1,2 and

7 € Py. For k > 0, we use

1/2

wih) = ( Lipyg ) /
J tfphj + (1 - t)fPQJ

1/2

(k) ( (1—1)fp,,; ) /

Waq.” =
& tfpg+ (L= 1)fpu;
for j = k,... £. Final statistics after stage two are given as
T =Ty + W Ty =k,
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Following the work in Section 2.1.2, we can give correlation identities of interest

for this method:

Corr (le,Tj(k)> —w® 0 <k<j <l

(

where r;; is given in Equation (2.5). Finally, the non-centrality parameter for Tjk)

is given as

2 .
)\§~ )= nj\/tfphj F (=) fp,i- N, j € P,

where 0; = 7,0y and )\(()0) is obtained as described in Section 4.2.3. The testing
algorithm for this procedure is given in Algorithm 2. Note that when we eliminate
populations €2, ..., Q1 after stage one, hypotheses Hy, ..., Hy_; are regarded as

having been accepted without further investigation.

Input: «; for j € Py, @ for j=1,...,¢ and Ty, for j € P,
k=0;
while 77, < C.,, do
‘ k=Fk+1,;
end
if k. </+1 then
if £ =0 then
‘ Use fallback procedure on €y, ..., {2, with «; and Tj(o), J € Pu;
else
‘ Use fallback procedure on €y, ..., €, with &; and Tj(k”)7 1=k, ..., 0
end

else
‘ Stop the trial for futility;
end

Algorithm 2: Testing algorithm for FE.
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4.2.5 Obtaining &;

In this section, we describe how to obtain the adjusted significance levels ay, . . . , ay.
First, we define some notation that is useful to describe decision paths taken
through the procedure. In what follows, let £ denote the complement of the
set E. For stage one, let Sy = [p1x < W), £ = 0,...,¢. Hence if we observe

SoN---NSk_1 NSk, then Py = {k,..., ¢} for stage two. Let

Sg’?) = Zagf), where o¥ = o, and al¥) = &, for k=1,..., L.

m=j
For the second stage we define rejection events Rg?) as follows. If no enrichment is

carried out (i.e. the event Sy is observed), then

RY = [0 > ¢,

0 [ (0
REO) = _Tl( ) Z Ca0+041]

0 [-(0
RO = [0 = €.

RO = [1© > Os@] L i=0,1,... Land j=0,... i,

L Je
Following stage one events Sy N ---N Sp_1 NSy for k=1,...,¢, let
RY = [Tj’“)zcsw], i=k ... Candj=k, ... i

Ji

The notation can be explained as follows: Rz(f) is the rejection of H; with Py =

g.lf) = > ay(,lf), where H;_; is the last hypothesis that was not

{k,..., 0} at level s
m=j

rejected. If 7 — 1 < k, then all hypotheses prior to H; have been rejected (minus

those eliminated due to enrichment). We point out the special case where no

enrichment took place, and all hypotheses prior to H; were rejected. In this case

(as in the original fallback procedure), H; is simply tested at level > .

m=0

121



Example 4.4. Suppose we have three populations and )y is eliminated at the end

of stage one. Then { =2, k=1, and

BY = [0 Cos B = [180 2 o] 19 = 180 2 ]

Now, for stage one events Sy N ---NS,_1 NSy, k € P, which defines the index
set Py = {k,..., L} of populations to be tested after stage two, and for the index

set B*) C P,, define the event
R (B(k)) := [Reject Hj, j € B™ and accept H;, j € Py \ B(k)] .
We illustrate this notation in an example:

Example 4.5. Suppose we have four populations and 2y is eliminated after stage

one. Then, { =3, k=1 and Py = {1,2,3}. Suppose that BY = {1,3}. Then
R(BY) =5,n5 N [Rﬁ) N Ry N Ry

= [Tlo <C,), T =2 C

Y10

Tl(l) 2 C&1aT2(l) < Cd1+d27T3(1) 2 0&3] '

Suppose that h hypotheses are true, indexed as Ay, := {my, ma,...,mp} C P;.
Then, the Type I error probability is given as

l
IP’{U U R(B(’“))‘Hml,HmZ,,...,Hmh}.

k=0 k) C{k,... .0}
B®NA, £

We now outline the steps needed to obtain adjusted significance levels &;, j =

1,....,¢

1. Following the notation defined above, and under the global null hypothesis

¢
(| H;, the Type I error probability is
=0

IP’{O U RrBY) |H0,H1,...,Hg}. (4.5)

k=0 B(k) g2k L1\ g5
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As we did in Section 4.2.2 when ¢ = 2, replace &; in the expression given in
Equation (4.5) with r;&o, where r; = ¢;/(¢1+ - - - 4 ¢;), and solve numerically

for &y with (4.5) set equal to a.

2. Fori=1,...,0—1,do

e Consider the auxiliary system consisting of all populations except €2;.

e Assign stage-one decision parameters 7, = v; for j = 0,...,i — 1, and

vii1 = 1. (Subsequent v; do not matter.)

e Assign local significance levels o, = a; for j # i, and o, = a; + @p1.

Note that this implies ¢} = ¢; and ¢j; = ¢; + ciy1.

e Under the global null hypothesis, HyN---NH;_1NH; 1N---NHy, in the

auxiliary system, obtain adjusted significance levels &} = r’§;, where

0
rh=¢ ch, j=1,...,i—1,i+1,...,¢.
k=1

and &; is obtained numerically to ensure that Type I error probability
is equal to a under the global hypothesis for the auxiliary system.
-1
3. Set & = j/z\ofj and &; =r;§ for j=1,... L.

We see that in order to obtain the adjusted significance levels ¢&;, we need to solve
numerically for §; in a total of £ equations. Namely, we must evaluate the probabil-
ity of a Type I error under the global null hypothesis in the system of populations
Qo,Q1,...,€, and in each of the auxiliary systems €, ..., ;_1,Q211,...,8y for
1 =1,...,f/ — 1. Many multiple comparison procedures that rely on the closure
principle, require explicit specification of intersection hypotheses. The number of

required intersection hypotheses increases exponentially with new elementary hy-

potheses, which can make the underlying testing strategy difficult to communicate.
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This is not the case here, and the preparatory computational burden (computing
adjusted significance values) does not increase exponentially with the number of

hypotheses considered.

4.2.6 Control of the FWER
Proof for ¢ =2

We first provide a proof for the case ¢ = 2. In the following, H{ denotes the
alternative hypothesis to H;. We start with the global null hypothesis HyNH; N Hs.
In the notation of Section 4.2.5, a Type I error occurs with Py = Py if any of the
following events occur:
So N [ (Ré%) NRY N Ré%’) U (Rf)%) NRY N Ré%)) U (Ré%) NRY N RSQ)

o (Rao 1 B 0 RY) U (RS 1A 0 R U (RS 0 Y 0 RY)

U (Rf)%) NRY N R;g>) } .
If P, ={1,2}, or if Py = {2}, the following events lead to a Type I error:

{5‘0 NS N [(Rﬁ) N Rg?) U <Rﬁ) N RSQ)) U (Rﬁ) n R;?)} }

U{SomSmSmRé?}.
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Taking the union of these two expressions and simplifying yields
P[Type I error] = IP’{ (SO N [R(()%) U (R(()%) N Rﬁ)) U (R(()%) N Rﬁ‘i) N Ré?)] )
U <§0 NS N [Rﬁ) U (Rgll) N RSZ))} ) U (SO NS NSyN Ré?) }
_p [Tm >0, T > Cao} 4P [Tm >0, T < Cop T > Cm]
+P [T > Oy, T < Coy TV < Coy T > Co|

+P T10 < C’Yolel > C’Yl’

Tl(l) > C(541i|

+P [T < Cop, Tt 2 Cp, i < Cay T 2 G |

+ P TlO < C’yoaTll < C"/NTIQ Z 0727T2(2) Z Cd2i| .

Expressing this in terms of the respective CDF's and simplifying leads to equation
(4.4) in Section 4.2.2. Hence, by construction, we know that this probability is

bounded above by «, which is the desired Type I probability.

For notational convenience we adopt the following convention. For a given set
A, let B, denote a set B which contains at least one element of A. Then, for

H§ N Hy N Hy, a Type I error can be expressed as

U U =@ {sn /(R0 r)])

=0 B?l)g}g{i ..... 2}
U {So NSy N [Rﬁ) U (Rﬁ) N RS})] } U {So NSNSy N Rg?} .
Now, for sufficiently large n, the event paths involving Sy NSy and Sy N Sy N Sy
will be dominated by the first path so
P[Type I error] <P {So N [Rﬁ’)’ U (Ri? N Ré%)ﬂ | Hy, HQ}
<p{r{U(RYNRY) |, M},
The last line is the probability of a Type I error event in a three population fallback

procedure under H§ N Hy N Hy, and hence it is bounded by «.
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Next, for Hy N H{ N Hy, a Type I error is expressed as

2
U U =) < {50 (mnm)])
=B Clin 2}
U {50 NS, ngll)} U {So NSNS, HR%)}.
For large n, the last event path (corresponding to step I1.2 in Section 4.2.1) is
dominated by the first two event paths. Furthermore, Sy N.S; N Rgll) C SoN Rgll),

SO
P[Type I error] < P {5’0 N [R(()%) U (R((]%) N Réﬂ))] |Ho, Hg}
+P {So N RS |Ho, HQ}
which is simply a Type I error probability for the same procedure in the reduced
two population system consisting of {0y and 2,. Here we are using critical values

for the three population system, which are at least as large as those of the reduced

system. Hence FWER is bounded above by a.

For Hyn H; N HS, a Type I error is given by

LZJ U ®»BY) < {sn|[rQu(RQnrD)|[Ju{snsinrl}.

=0 (2) .
v B{al}g{z,...ﬁ}

This corresponds to a Type I error event for the same procedure, but for a system
consisting only of €2y and €2;. However, the critical values correspond to those
of the three population system, and are hence larger. Therefore the above event

occurs with probability less than or equal to a.

For HyN H{ N HS, the Type I error probability is easily expressed as
P[So N Roo | Ho] < P[Ryo | Hol = g < av.
For Hf N Hy N HY, a Type I error is contained in
(So N Rﬁ%)) U (SO NS N Rﬁ))
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and, for sufficiently large n, this event is dominated by Sy N Rg%), which clearly has
probability < «. Similarly, it is easy to see that under H§ N H{ N Hy, a Type I

error event is contained in
(So N Ré?}) U (SO NS N RS{)) U (S’O NS N RS})

which is again dominated by Sy N Ré%), which has probability less than «. Thus,

we have shown that when ¢ = 2, FWER is strongly protected at level a.

Proof for General ¢

Suppose h < £+ 1 hypotheses are true. (The case where h = ¢+ 1 is taken care of

by construction.) Define the index set
Ah = {ml,mg, e ,mh} g 7)0

corresponding to those true hypotheses. We need to show that
¢
IP’{ U U =(s9) ‘Hml,...,Hmh} <a.
=0 BY) it}
Let ¢* = min{I\ A} correspond to the first hypothesis (in our ordering) which is

not true. We then consider the following two cases.

Suppose ¢* = 0. Then Hj is not true and hence, for sufficiently large n, the
Type I error event is dominated by
U R <Bf£3> = SN ( U [Reject H; with fallback procedure]>
€A

C U [Reject H; with fallback procedure]

1€EAp
which is simply a Type I error event for the fallback procedure. This is known to

have probability less than or equal to «.
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Now, suppose that ¢* > 1. Then, as Pr[S,-] =~ 0 for sufficiently large n, the

Type I error event is dominated by

* -1

L_J U =BY)<sU U =(8Y)

1=0 p(i) ;
L BA}L C{i,....0}

U {5’1 NN Sp_1N U [Reject H; with adjusted a—values]) }

1€ AR, i>0*
This is a Type I error event for the reduced system in which €24« is eliminated, and
vYe=+1 = 1. The critical values being used are for the {41 population system, and are
hence at least as large as the critical values needed to guarantee P[Type I error] < «
for the reduced system. Therefore P[Type I error] < « for the ¢ population system

as well, which proves strong control of FWER.

4.3 Hybrid Bayesian Adaptive Design with Utility-Based

Interim Analysis (Two Stages)

As a generalization of Section 3.2.4 (the HUT design), we consider the use of adap-
tive seamless designs (ASD, see Section 2.2.3) for subgroup selection. The design
proposed here is a two-stage design, representing the combination of Phases IT and
I in a clinical trial. For the interim analysis, we use a hierarchical Bayes setup,
and specify a gain (loss) function to model the costs of making incorrect decisions
before stage two. A key assumption is the exchangeability among treatment-by-
subgroup interactions. That is, there is no a priori distinction to be made of the
subgroups of interest with respect to treatment effect. (As stated in Chapter 3,
this is often not a reasonable assumption.) An important feature of the hierar-

chical Bayes setup, is that it allows researchers to specify upfront the strength of
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their belief that subgroup-specific effects are present.

4.3.1 Setup

As in the notation introduced in Section 2.1.1, €}y denotes the overall population,
and €q,...,€, are ¢ disjoint subgroups, identified prior to the start of the trial.
The assumption of disjointness can be made without loss of generality, as we
can always redefine given subgroups to be disjoint (there may just be more of
them). We consider H; : §; <0, j =0,1,...,¢ as our hypotheses of interest. Let
Py = {1,...,¢} denote the index set of populations under consideration during
stage one. At the interim analysis, we may eliminate any number of subgroups,
and Py, C P; denotes the index set of populations carried on to stage two. If

Py = @, the study is abandoned due to futility.

Conditioning on P;, Z;; denotes the standardized statistic for population €;
in stage i, i = 1,2 and j € P;. We use vector notation Z; € R/”! to denote the
stage-wise statistics for stage 7, and Z € RIP to denote the vector of combined

test statistics for both stages. It is assumed that
Z; ~N(8,I), where 6, =0,1/Z;;, i =1,2 and j € P,.

Here, I is the appropriately sized identity matrix. Conditioning on P;, the infor-

mation Z;; is known, so the unknown component of ¢; is 6;.

We shall specify a hierarchical Bayesian model for the parameters 64, ..., 6,
which are assumed exchangeable. That is, the prior distribution p(6,...,0,) is
assumed to be invariant to permutations of the indices 1, ..., /. For the treatment
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effect parameters, and for the hyperparameter v, we use the priors

id

01,...,00 ~ N(v,7%), and v ~ N(¢,w?).

Since 6y = Y fo;0;, a prior on 6y has been implicitly specified. We do not place
JEP1
priors on the dispersion parameters 7 and w, nor on the parameter ¢.
Note the important role of the dispersion parameter 7. By varying the value of
7, researchers are able to specify the prior belief about presence of heterogeneity
among subgroups. Namely, if 7 is small, the 6; are likely all concentrated narrowly

around their mean, v. On the other hand, if 7 is large, it is implied that the

parameters 0; can vary considerably.

We now compute the posterior distribution of 6; and v, given first stage data

Z, = z;. For shorthand, write b; = y/Zy; and d; = b;0;. Then

p(0; | z1,v,7%) o< p(z15 | 0;)p(0; | v, 7°)
1 1
X exp {—5 (215 — b;6;)* — 5.2 (0; — V)2}

1 1 1 1\ ‘'/1. 1
= =) 22 =+ = 6.+ —v)e6.
X exp{ (20]2. + 272) ( J (OJZ + 72) (0']2 it 7'2V) J)}

where 0% = 1/b% and éj = 21;/b;. Note that

1 1\‘'/1. 1 R R
<_2 + _2> (—203 -+ —2V> = Qj — g(O'JZ,TQ)(Gj — V)

O'j T O'j T

o2

2 2y _ Y
where g(07,7%) = o772 80

p0; | 27”) oo { - o (0 00026, - )]}

2g(0f, 72

2 2
A g A~ g
_N{ej—2—J<9—l/> —]7'2}.

2 \VJ ) 2
o; +T o; +T
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To obtain the posterior distribution of v given Z; = z;, we compute

p(y | Z177—27¢7w2) X m(zl | I/,T2)p(V | ¢7w2>
¢
X Hm(zlj ‘ v, 7'2)p(y | ¢7w2)7

j=1

where

m(z; | v, 7%) / p(z1; | 0,)p(0; | v, 7°)db;
C]

1, 1/1 1\ '/1, 1Y)
oxexpq =57 0 exXp {5 | — + = ;91- + =V
j j

X /p(ej ‘ 215, V, 7'2)(16]‘
(C)

1 1 215 2
Xexpy ———5—— [ ——v
P 20]2—1—72 bj

= N b2 (03 +72) |,

and © denotes the parameter space for 6;. Then,

pv | 21,7, 6,w%) ocm(z | v, 7)p(v | 6,0%)

l
11 , 1 ,
o exp {Z _EW(% — )" = 55 (v —9) }

i=1

L 2 éj ¢
X exp {—50” [V — 0y (Z 524 2 + o2

where
: 1 1\
2 § : il
O'y‘z - < I]__l —’_7—2 + wQ) .
j=1 J

We have hence shown that

X b 7
0, | 21,0, 72 ~ N0y — J (0- 7/), Z— N N X
J | 15 { 15 I;j1+72 15 I;j1_|_7-2 J 1
E A
0, ¢
vz, d,w ~ N o? I+ T |,0% b,
| 2577, ¢ { s (ijl I+ wz) P



In the posterior mean of #;, we see the role that 7 plays in strengthening/weakening

evidence for subgroup specific effects:

—1

91]' — L <é1j — I/) — élj
Il_jl + 72

T—00

That is, if 7 is large, the posterior mean for 6; will tend towards éj, strongly
implying heterogeneity. If 7 is small, the posterior mean for every 6; will tend

towards v.

4.3.2 Interim Analysis

We specify a loss (gain) function to quantify the cost (profit) of the available
decisions, depending on true values of the parameters ¢;. We say that a population
(2; is chosen if j € Py, where P, is the set of populations carried on to stage two.

As in Chapter 3, let 6—,0% € R such that 6~ < #* and impose the following costs:

1. If 6; < 60—, we say that population €2; is not responsive, and a cost of ¢; is

incurred if €2; is chosen;

2. If §; > 0T, we say that population ; is responsive, and a cost of ¢y is

incurred if €2; is not chosen;

3. If 6, € (~,07), no costs are incurred either way.

A natural value for 6~ is zero or the null value of 6, while 6% could be set as
proportional to the clinically significant treatment effect. Note that the terms
“reject H;” and “choose 2;” are not exchangeable. In the current setup, we can

only reject hypotheses at the end of the trial, and all such decisions are carried out
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using frequentist analysis. It is at the interim analysis that we choose a population,

and this decision is based purely on posterior expected loss, given first stage data.

Define the set of nonresponsive populations as B={j € P; : 6; <60~ }, and
the set of responsive populations as G = {j € P : 6; > 07}. Let k = co/cy,
representing the relative cost of false negatives compared to false positives. Thus,
when k < 1 we will eliminate populations early unless results are good, while if
k > 1 the cost for false negatives is higher and early elimination is less likely. Now,

for a decision Py C P;, we define our gain function as
G(0,d) = —|P2\ B°| — k|G \ P2|.

The set P, \ B¢ contains all false positive decisions, i.e. selected populations €2; with
6; < 6~. Similarly, the set G\ P, contains all false negative decisions, i.e. responsive

populations (with 6; > 6*) that were not selected.

At the interim analysis, we will determine the decision P, such that the poste-

rior expected gain (utility) is maximized. That is, we take

Py = arg max E[G(0,S) | Z, = z] =: arg max US, z1),

where z; € R? is the observed data from stage one. Note that, for given Py C P,

UPy, 1) = E[G(6,8) | Z) = 2]

=K —Zl{@g@‘}—kZl{@zﬁﬂ» ‘ Z1:Z1
JEP2 JEP2
:—ZP[ngei|Z1221]—]€ZP[9]'29+‘Z1221]
JEP2 J¢P2

As the parameters 0; have a normal posterior distribution, computing the quantity
U(Py, z1) is straightforward. Obtaining the posterior mean requires an estimate of

v, as
. o .
M9j|z = E[9j|zlj7 v, T] = 9]' — O'JQTJTQ<QJ — V), J S 7)1.
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The estimate © can be obtained in various ways, for example by using its posterior
expected value, i.e.

¢ -1/ A
. 1 1 0; o)
”‘(ZW+E) (Zrm—)

J=1

4.3.3 Final Analysis

The final analysis can make use of any procedure that controls FWER strongly
at level a. For example we could obtain adjusted p-values via the Hochberg or
the Hommel method, see Chapter 2 for more detail. Here, we show two alternate
methods that are somewhat less standard. The first strategy relies on conditional
error rates, while the second approach involves modifications to the hypotheses of

interest, and may entail a simpler final analysis.

Before proceeding, we introduce the following notation. For § C P, define HY
as the intersection hypothesis containing all hypotheses H; for which j € S. That
is, Hy = (| H;. Recall that s is the weighted average of all 6; with j € S, and

j€s
define Hg as the hypothesis of no overall treatment effect in (g, that is Hg : s < 0.

Conditional Error Rates

We follow the approach used by Miiller and Schéfer (2001), discussed in Section
2.2.4, whereby the conditional error function is defined in terms of a predefined
test . Let ps denote a predefined levels « test for the hypothesis HS, S C Py. If

HY is rejected (accepted), then ps =1 (¢s = 0).

Definition 4.3. Let S C Py. The conditional error rate (CER) for Hg is defined
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as

AS(ZI) = EHQ [(pg ’ le,j € S] = ]P)HQ [REjGCt HQ | le,j € S] .

As(Z,) is a measurable function of the first stage results?, taking values in [0,1],
and satisfying Ego[A(Z1)] < a. After the first stage is completed, we can compute
As(Zy) for all S C Py. We choose P, based on the utility function discussed in the
previous section, and following the second stage we obtain p-values ps s, based only
on second stage results. Hence p, s is p-clud (see Section 2.2.4) and testing HS at
level As(z1) ensures that Type I error is controlled at level « for HY. Applying
the closure principle of Marcus et al. (1976) then implies that FWER is strongly

protected at level a.

Following the above discussion, the CER combination procedure is carried out

as follows:

1. Specify tests ¢gs of HS for all S C P;.
2. After stage one, determine Py = arg maxscp, U(S, z1).

3. After stage two, for subsets S of P;:

(a) If S C Py, then test Hy with the preplanned test ¢s.

(b) If S € P, then compute As(Z;) and the p-value pys := pasnp, and

reject HS if and only if po s < As(Z1). Per convention, ps 5 = 1.

There is a great deal of flexibility regarding the types of tests ¢ that can be
used. Here, we give one example, similar to the approach taken by Koenig et al.

(2008) in which many competing treatments are compared to a common control.

2Measurable with respect to the o-algebra generated by the first stage results, see (Liu et al.,
2002).
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Specify weights 7;, j € Py such that > r; = 1 and o; = rja. Let S C Py, and
J€P1
define adjusted weights rf, computed as

S_ .. .8 S._ ,
T =r;/r’, where 1> := g T

jes
Now define critical values C¥ = &1 (1 —r9¢), where ! is the inverse normal
CDF, and ¢ € [0, 1] is determined numerically such that

1—0{:]P)Hg) |:ZJ<C;S,V']ESj|

The test s rejects HS if Z; > C’f for some j € §. By construction it is a level «

test. Based on this test, we can compute the CER for Hj:

As(z1) = Pglps = 1|21 = 21) = Pyg |max (Z; — CF) > 0

jES

ZLj,j S S:| .

A simpler approach is to compute 1 — a equicoordinate boundaries D® of the
|S|-variate normal distribution with the appropriate correlation structure. In the
above notation this is equivalent to setting r; = /|| for all j € P;. Note that
since we allow for early stopping due to futility, the procedure is conservative and
the true FWER is strictly less than . A common remedy is to simply adjust a

via simulation (“buy back alpha” or “reclaim alpha”) to make the procedure tight.

The final analysis relies on combining test statistics from different stages. We
use the inverse normal combination method, see Equation (2.4) of Section 2.1.1.

Combination weights are as defined for FE in Section 4.2.4, i.e.

tfpg+ (L =) fpy;
wy; = ( A= 1) /P )1/2,
tfpg+ (1 —1)fp,;

for j € P,. Finally, we specify how to obtain p-values p, s after the conclusion of

the second stage. If S C Py, then HY is tested with the preplanned test ¢g. If,
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however, S ¢ P», then we use conditional second stage tests (Koenig et al., 2008),

which reject Hg if

=P max Z; > max 2; | 21,7 €ESNPy| < Ag(z1).
D2,s HY |:j€Sﬂ'Pg j = eSPs 7 15+ 21 > S( 1)

Equivalently, we can use a numerical search to find critical values ijs =

o1 (1 — fff), where ff = rj/ > r;, such that
JESNP:

JESNP2

]P)Hg [ max (Zj — éf) 2 0 ‘ le,j eS mP2:| = A5<Zl),

and reject HS if max <Z]~ — C’f) > 0. We can see that using the preplanned test
JESMP2

s or As(Z,) yields the same rejection region when & C Ps.

Example 4.6. Suppose that Py = {1,2} so Qq is partitioned into two smaller
populations. If, at the interim stage, it is decided to continue only with €2y, then

Py = {1}. Hence,

Pas = P, (Z1 > 2z | 211)

= Py, (wi1211 + wa1Z21 > wii211 + Wwar291) = 1 — O(291) =: po,

for & = {1} and S = {1,2}. Now, Hi, = Hy N Hy is rejected if po < Api23(21).
Then, Hy is rejected if po» < Agpy(2z1) and if Hyy was rejected. Note that since
{1} € Py, we could have just tested Hy using the originally planned test pgy. This

is seen by observing that for S C Py, C’f = C’f.

Population Combination

We consider an alternate methodology for selecting subgroups that is somewhat
simpler than the CER principle discussed above. For & C P, recall that (0s =

U ;. Then Qp, is the overall population carried on to stage two after the interim
jeS
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analysis. Recall that fs is the overall treatment effect in (g, specified as the
weighted average of 0; for which j € S, see Equation 2.2 of Section 2.1.1. Now,

the hypothesis of interest is
Hp, : 0p, <0, no treatment effect in Qp,.

which is tested using the standardized statistic Zp, for 2p,. Applying the closure
principle, we must now test all intersection hypotheses HS such that P, C S C P;.
Let Z; s denote the pooled standardized statistic for Qs over stage i. Then HY

can be tested using the statistic

Zs = W1,s21,8 + Wa,50Py £2,50Ps » (4.6)

where empirical data weights are given as

tfos . 1—t
w = —_————— an w = —_— .
1,8 tf07,5 + (1 —_ t)7 2,8NPy tf(LS + (1 _ t)

If, instead of using the empirical weights, we use prespecified weights, then the

procedure controls FWER strongly at level a. As previously noted in the thesis,
and in (Wang et al., 2009), using empirical data weights may result in some inflation
of error rates. With limited options for adaptation however, inflation is often
negligible. If early stopping is enforced, the procedure is likely conservative, even

if empirical data weights are used.

Note that this procedure simplifies the final analysis as we only consider one
elementary hypothesis, Hp,. This can be both a virtue and a weakness. If we
fail to reject any Hs where P, C S then there is no room to consider smaller
populations, Py C P, without violating the closure principle. We see this by
noting that the test statistics for Hjp and Hp,, defined in Equation (4.6), are

exactly the same. Hence, if Hjp, cannot be rejected, then neither can Hp in this

setting. Note however, that rejection of Hjp, does imply rejection of Hf, . Hence, if
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Hp, is indeed rejected, we may proceed to investigate intersection hypotheses H mé

for j € Py in a step-down manner without inflating Type I error probability.
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Chapter 5

K-Stage Group-Sequential Design with
Subgroup Selection

In this chapter, we propose a K-stage sequential confirmatory design that incorpo-
rates the data-driven option to redefine the target population at the first interim
analysis (the procedure name is abbreviated as GSDS). In practice, this design can
be thought of as a seamless Phase II/IIT design, where the first stage represents
Phase II, after which populations appearing to be non-responsive are dropped.
Subsequent stages represent interim analyses in a large-scale confirmatory Phase
IIT trial which is intended to prove treatment efficacy in the overall remaining

population following Phase II.

To demonstrate the procedure in practice, we include two worked examples in
Section 5.8. The first is an application to development of antidepressants, and
the second is for the testing of a promising agent in oncology. In Section 5.9, two
numerical examples are conducted to analyze basic operating characteristics of the
GSDS design. Also, we correct for the selection bias that results from stage-wise
testing. We conclude the chapter with a comparison of GSDS with the FE and

HUT procedures, developed in chapters 3 and 4.

5.1 Setup

We have an experimental treatment that is to be tested on a population of interest
Q. Suppose that from earlier phases of development, or from previous clinical

trials, there is evidence suggesting that €2y can be partitioned into disjoint subsets
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Q1,...,8y, and that treatment efficacy may differ across these smaller populations
(subgroups). As before, define P = {1,...,¢} as the index set of subgroups under
consideration. For & C P, define
Qs =J .
jes
Let treatment efficacy in €2; be parameterized by 60;, and define 05 as the weighted
average treatment effect over populations €2; where j € S, and S € P. We plan

to allow for a total of K — 1 interim analyses.

We construct our tests in terms of the efficient score and observed Fisher’s
information. Referring to Chapter 2, for k = 1,..., K, and j € P, define Y}; and
Zy; as the efficient score and the cumulative observed information for ¢; at stage
k, respectively. Define the respective stage-wise increments as Xp; = Yi; — Y15

and Ay; = Zy; — Zy—1,;. It can be shown that, asymptotically for small §; we have
ijNN(ejAkj,Akj), k=1,...,K and j € P. (51)

For now, we shall assume that the observation variance, o2, is known. Hence the
relation in Equation (5.1) is exact. For composite populations Qs with S C P,
we define the efficient score, Y} s, and the observed information Z; s in a similar

manner.

5.2 Population Selection
At the first interim analysis, we allow non-responsive populations to be dropped

from the trial. We propose two decision rules for use during the first interim anal-

ysis. The first rule applies when we can assume no a priori ordering on treatment
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effects. In other words, other than believing that populations may respond differ-
ently to the proposed treatment, we have no prior belief that any one subgroup
is more responsive than another. The second rule applies when subgroups are or-
dered according to their expected treatment response. That is, the prior belief is
that 6, > 6y > --- > 6, (this might be applicable for nested populations). For
example, this could apply when testing an antidepressant believed to work best
on severely depressed individuals. Both decision rules rely on the use of a stop-
ping rule boundary [;, which for now we will assume is given (see Section 5.4 for

computational details.)

Decision Rules:

I Foreachj =1,...,¢, if Xi; <l1,/Z;;, then population €; is eliminated from
the trial. If S denotes the index set of retained populations, we know that

)/175 > Z ll\/Ilj = l~1?3. Also note that Z Ilj 2 Z Ilj = 3 /1_173.
jES jES jES
IT Starting at €, and searching backwards (through the indices), find the first
); for which Xy; > l;4/Z;;. Call this population 2,, eliminate all ; for

J > r and retain all populations for which 7 <.

We refer to these decision rules as DR-I and DR-II. In each case, the remaining
populations, indexed by P* C P say, are pooled together and the hypothesis of
interest becomes Hp. : Op- = 0'. We also enrich the chosen subgroups, so all
planned observations for remaining stages may be allocated to 2p«. Note that
enrichment is not required, but intentions should be prospectively specified. We
shall see that computation of stopping boundaries requires knowledge of planned

information accumulation at each stage.

I'Note that this is the hypothesis Hp. which was defined in Section 4.3. However, as there is
no ambiguity in the notation in this chapter, we simplify our notation by removing the “U” from
the superscript.
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If populations do not admit a natural ordering, then DR-I may be applied. In
this case however, it is possible that subgroups are selected in such a way as to
make the resulting composite population appear biologically implausible. To guard
against this, the decision rules could be combined to guide population selection in a
“medically reasonable” way. This may be done by partitioning P into ¢ < ¢ disjoint
subsets Py, ..., P,, and imposing an ordering within each of these subsets. Then
within each subset P;, for i = 1,...,q, DR-II is used to determine the population
Qs,, S; C P;, that will be carried on to stage two. The overall population taken to

stage two is thus {25, U--- U (g, .

5.3 Control of the FWER

We aim to control Type I error rates at level a. Note that since the treatment
effect in Qs is a weighted average, s = 0 only if §; = 0 for all j € S. Hence, false
positives can only occur when we have selected a composite population in which all
8; = 0. Note that null hypotheses are simple rather than composite, i.e. H : § =0
rather than H : 6 < 0. This is done so as to eliminate the possible presence of
opposite direction treatment effects, which are believed to be very unlikely (see

discussion in Section 1.2).

To control FWER strongly at level a, we must ensure that no combination
of ineffective populations is chosen, and the resulting null hypothesis is rejected,
with probability greater than a. It is easy to see that the probability of selecting
a population S for which s = 0 at the first interim analysis is maximized when
all populations are nonresponsive, i.e. §; = 0 for all j € P. (Else we would have a

non-zero probability of selecting a composite population with positive treatment
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effect.) Hence, in order to protect FWER strongly at level «, it suffices to obtain
decision boundaries such that Type I error probability is bounded above by o when

the global null hypothesis Hy : 8 = --- =6, = 0 is true.

The decision rules employed at the first interim analysis mean that information
levels for subsequent stages depend on stage one observations Yj;, j € P. In
(Jennison and Turnbull, 2000, Ch. 7.4), an example is given where such dependence
can result in inflated Type I error. However, this inflation occurs as a result
of skipping an interim analysis if early results are unimpressive, and the critical
boundaries that are used in the example are not computed to account for the exact
decision rules. Hence Type I error probability is not guaranteed to be less than
a. In our procedure however, we specifically evaluate the probability of rejection
for any combination of populations. These probabilities are then summed up
to obtain the marginal probability of rejection, and a numerical search obtains
stopping boundaries that ensure that probability of false rejection is no larger

than « for the whole trial.

As currently stated, the decision rules introduced in Section 5.2 only allow
populations to be discarded early for futility. In particular, it is not permitted
to reject the null hypothesis for an individual population 2; and then to proceed
with the remaining populations to later stages. There are two reasons for imposing
this restriction. First, as we see in the next section, the fact that we need only
be concerned with the global null hypothesis greatly simplifies computation of
stopping boundaries. If we allowed early rejection of individual populations, then
protecting FWER strongly would be significantly more complicated. Second, Wang
et al. (2007b) caution against early rejection of small subgroups even if they appear

promising; early findings are often based on sample sizes that are too small to
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assert with confidence that a treatment is effective in such populations. On the
other hand, if early results appear very negative (or potentially harmful), we have
an ethical obligation not to unnecessarily expose patients to a treatment that is
unlikely to be of any benefit. Therefore it is desirable to eliminate populations

that appear to be nonresponsive at a reasonably early point in the trial.

5.4 Construction of Sequential Stopping Rules

Let P* be the random index set of populations chosen after the first stage. Suppose
we have planned interim analysis times {t}<,, such that 0 =ty < t; < -+ <
g 1 < txg = 1. A stopping rule is constructed via the use of spending functions
(Lan and DeMets, 1983), defined in terms of calendar times (Lan and DeMets,
1989). We compute upper and lower boundaries (I, uy )&, with Iy < uy for all k,
where crossing the lower boundary results in termination of the trial and acceptance
of all hypotheses, while crossing the upper boundary results in termination with

rejection of Hp-. To ensure trial termination at stage K, we require that [ = ugk.

As we use the efficient score as our test statistic, actual rejection and accep-
tance boundaries will depend on information already observed. To this end, define

adjusted boundaries
Zk,‘g = lk\/Ik,g and lNLk’S = uk\/Ik,g for k = 1, ey K, S Q P.

If Vis > s (Yis < l~k5) for some k, then Hg is rejected (accepted) and the
trial stops. Else, if Y3, s € <l~k73, &k75>, the trial proceeds to stage k + 1. We derive
boundaries using the approach of Stallard and Facey (1996), in which two spending
functions are defined under the assumption that the global null hypothesis is true.

Let of; : [0,1] — [0, ] and ] : [0,1] — [0, 1 — a] be non-decreasing functions with
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a;(0) = a3 (0) =0, aj;(1) = o, and o (1) = 1 — . Let 6 € R’ denote a particular

treatment efficacy configuration, and define (for S C P)

Yes (L, ug, ..o lg, ug; 0)
:= Pg[Select S and reject Hg exactly at stage k]
=Py |P"=8Yis€ (51,37?11,3), L Ys € (Zk—l,&ak—l,s);yk,s > ﬂk;,s] :
(5.2)

and

ks (L, ury . oo lg,ug; 0)
:= Pg[Select S and accept Hgs exactly at stage k|
=Py [73* =8 Yis€ (il,s,ﬂl,s), L Yes € (Zk—l,saﬂk—l,é‘),Yk,S < lNk,S} ,
(5.3)
where Py indicates that the probability is computed under the configuration 8. By

summing over subsets S C P, we get marginal stopping probabilities for a given

stage k, viz.

U (L, u, .o L, ug; @) == Pg[Stop trial exactly at stage k with rejection]
= Z¢k,3 (llaula"'alk7uk;0)7
SCP
and
& (L, ur, ... Lk, ug; @) = IPg[Stop trial exactly at stage k with no rejection]
= ka,s (L, ur, o Dy ug; 9)
SCP

Upper and lower boundaries are now obtained by recursively solving the expressions

wk (ll, Uty -y lk, Uk O) = Oé*U(ka) — Oé(*](tk_l) (54)

and

fk (llv Uy, ... 7lk7 Uk 0) = Oéz(tk‘) - QZ(tk—1)7 (55)
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where 0 is an f-vector of zeroes. Hence, both upper and lower boundaries are
obtained by evaluating path probabilities under the complete null hypothesis. The
definition of functions af;(¢) and a7 (f) ensures that the boundaries meet at stage
K, forcing the trial to end. To ensure a desired power, a numerical search for
required observed information is required. This is discussed in more detail in

Section 5.5.

We can specify probabilities 15 s and & s in terms of iterated integrals. First,

given § C P, we write

Vs (L, ur, . e, ug; 0) = Po [P* = 8] X thps (I, u, . . . Ly ug; 0) (5.6)

where

Urs (L, uny oo L, ug; )

=Py [Yi,s € (lis,ti,s)s - Yic1s € (18, h-1,8)s Yis > Gips | P* = 5]

A key insight is that the sequence of random variables Y} s is Markovian, so the
conditional distribution of Y s given Y1 s =115, ..., Yi—1.5 = Yk—1,s depends only

on yi_1. Hence, for each k =2,... K,

Uns (Lo, ..l ug; 0)
=P [Yl,s € (lis,iins), - Yie1s € (1,8, Up-1,8)s Yis > Gips | P = 3}
u1,8 g—1,8 [OO k
:/ / / Fi(y1510) foyo.51y1.5:0) -+ fi(yrslye—.s:0) | [ dvis,
l1,s lk—1,8 Ug,s i=1
(5.7)

where f;(yislyi—1.s;0) is the conditional density of Y; s given P* = S and Y;_1 s =

Yi—1,s for 2 <i <k, and fi(y1s|0) is the conditional density of Y] s given P* = S.
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Similarly,

ék,S (ll,Ub ooy U, u; 9)

=Py [Yls € (lis,ins)s- - Yicrs € (lho1,s, W-18), Yis < ls | P* 25}

U1, k15 fls
/ / f1(y1s\9)f2(y23|y1$, ) fr(Urslye-1.5;0 dezS

l1,s lk-1,5

(5.8)

For i = 2,...,k, the conditional densities f;(y;s|yi—1,s;60) are normal with mean

Yi—1,s + 0sA; s and variance A; s. That is,

fi<yi,8|yz’—1,$§ 9) = fn,p*m*:s(yi,P* yi—l,P*,P* =S; 9)

1 Yis — (Yic1,s +0sAis)
- oL ’ 2 5.9
Vs ( Vs 59)

where ¢(-) is the standard normal density. What remains then is to derive the

density
f1(y1,510) = fy, pupr=s(yrp+|P* = 5;0),

the form of which depends on the decision rule that is followed at the first interim

analysis.

5.4.1 Derivation of f; with respect to DR-I

For j € P, we have X;; ~ N(Vj,gjz), where v; = 0;A4;, gjz = Ay;. Write [;; =
liy/Ay;. Then, define the density of Xi;|X3; > [y, as

hy(a;) = [P(X1; > 1)) ;> llg} e <x]§—]])

vi—I;\] 7 (ay—u)
= |0 L — He, > 1, — S
[ ( Sj )] s U}%‘@ Sj
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Without loss of generality, suppose that the first r populations were chosen, and
the rest were eliminated. (If this were not the case we can easily relabel the

populations to make it so.) Now define the partial sum
371 - Z leJ
j=1

and let g;(y;) denote the density of Y. Using convolution, we can write the densities

g fori=2,....r

/ hy(x1)he(y2 — 21)dx4

Y2 — l12
/ $1 h2(3/2 - $1)d$1,

li1
where the integration limits arise from the fact that hi(xz;) > 0 if and only if

x1 > li1, and hae(ys — 1) > 0 if and only if yo — 1 > l15. Similarly,

y3—l13
g3(ys) = / 92(y2)hs(ys — y2)dys,
!

11+112

Yr llr

ar(yr) :/_1 Gr—1(Yr—1) "y (Yr — Yr—1)dyr_1.
2 b
=

Hence, the density of Y; s, given P* = S, can be written as a (r — 1)-fold multiple

integral:
yi,8—lir yr—1—li,r—1 y2—li2 r—1
fi(y0s10) = / / / (s, vr- o) [[dvr (5.10)
! ! ! =1
r—1,8 r—2,8 1,8
where

mr(Y1.8, Yr—1s - - Y1) = he(Y1,8 — Y1) o1 (Y1 — Yr—2) - - - ha(y2 — y1) ha (1),

and l; s :== > l1; = 11 Y y/Ay;. If we want non-zero probability of stopping for
j=1 j=1

rejection at the first interim analysis, then u; will be finite, and this probability
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can be written as

oo yr_ll'r
IP)G (YI,S 2 ﬂ1,8|73* - S) - / gr—l(y’r—l)h’r(yr - yr—l)dyr—ldyr
1,8 Jlr—1,s
1,5 —l1r (3]
= / 9r—1(Yr—1) he(Yr — Yr—1)dy: | dyr—1
lr—1,8 Uy,s

+/ gr—l(yr—l) (/ hr(yr - yr—l)dyr> dyr—l-
1,5 —l1r Yr—1+l1r

€r—1 (yr—la al,S; 0) = / hr(yr - yr—l)dyT = / hr(Z)dZ

u1,8 1,8 Yr—1

Define

=Po (X1, > s — Y1 | Xur > ly).

Since y,_1 < t1.5 — l1r, X1 > U1 s — Yr—1 implies that X, > [;,, and hence

—1 -1 (i . —
er—l(yr—hﬂl,s;e):{@(%g ”)] CI><V7" <u1§ Yr 1))

Also note that by setting z = v, — y,_1, we get

/ o (g — g1 )y — / ho(2)dz
Y ll'r

r—1+l17‘

= IP)O(XlT’ > l17‘|X17‘ > llr) = 1.
Therefore, we have

1,6 —l1r
Py (}/175 > ﬂ173|/P* = S) = / gr_1(yr—1)€r—1 (yr—la al,S; 0) dyr—l

lr—l,S

+ / gr—l(yr—l)dyr—la (511)

1,5_117“

which can be computed recursively using numerical integration.

5.4.2 Derivation of f; with respect to DR-II

Deriving the density fi(y1.s|@) is quite a bit simpler when DR-II is used, as the

ordering assumption only restricts the values that X;, can take on. Suppose we
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are given P* = S C P with a total of r populations chosen. Then we know that
X1 > LUvVAy, = 1y, and its density is h,(x,) as defined above. As there are
no restrictions on the values of Xjq,...,X;,_1, the partial sum Y, is normally
distributed with mean Us = 0s\;3A1s\(} and variance & = Ay g (. Denote
its density by fzr,l(-). In the notation introduced in the derivation for DR-I, the
density of Y; s is then

Fins8) = [ brw)hes(ns — an)dor, s € R (5.12)

llr

Hence, if we allow non-zero probability of termination with rejection after stage

one, this can be expressed as

[Pg (3/1,3 > al,Slp* = S) = / / hr(l‘r)ﬁr—1<yr - xr)dxrdyr
t1,s Jlir

= / hT(xT)/ ﬁr_l(z)dzdxr
l1r U1,8—Tr

= / hr(l‘r)q) <I/S — (UNLS - xr‘)) dxrv
llr gS

where, after changing the order of integration in the second line, the substitution

z =y, — x, was performed to yield the final result.

5.5 Power and Maximum Information

Our specification of stopping boundaries ensures that the Type I error probability
in this design is bounded above by «. To achieve desired probability of a positive
result, we must conduct a numerical search for the required information. As there
are many populations under consideration, the term “power” is not well defined.
We therefore list a number of treatment efficacy configurations under which one

might wish to achieve a certain rejection probability. Denote a clinical treatment
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difference as 0*, and let 5 € (0,1) be given. Let

[~

K
Imax = Z(Ik: - Ik—l) ==

k=1 k=1

Ay

denote the maximum cumulative observed information, where 7, and Ay are the
cumulative and stage-wise observed information levels, respectively. (If o is known,
we can think of this as proportional to the maximum sample size that the trial

might require before a conclusion is reached.)

1. Find Z,,.« to ensure that
1 —P[Accept all H; | 0; = 6%, Vj e P]=1-5,

that is

K
S ks (lu, o L 07) =1 - B, (5.13)

SCP k=1

This guarantees a “positive result” with probability 1 — § assuming all sub-
groups enjoy a clinically significant benefit, but might be underpowered to

yield stronger results involving many subgroups.

2. Find Z,,.« to ensure that
P[Reject Hy (all subgroups) | §; = 6%, Vj € P]=1— 3,

K
= ) thep (lun, o s 0°) =1— 8 (5.14)

k=1

This gives a “complete result” with probability 1 — £, and makes positive
results involving some but not all subgroups quite likely. However, this power

requirement might be too expensive in terms of required sample size.

3. Fix P* C P and suppose 6; = 0* for j € P* and 0; = 0 elsewhere. We can

find Z,,.x to ensure that
P[Reject Hg, some P* CSCP | 6; =60",j€ P and 0, =0else] =1—f,

152



which is equivalent to
K
Z Zwk,s (lyur, o by u; 07) = 1= 8 (5.15)
P*CSCP k=1
This might be appropriate if we have a subset P* C P of populations of
particular interest, and guarantees a positive result with probability 1 —

when only a portion of the overall population is responsive.

An additional option is to search for Z,., such that these power requirements are

satisfied with an average probability of 1 — .

5.6 Sample Size Distribution

Let Zierm denote the observed cumulative information upon termination of a clinical
trial. Then Zi., is a random variable, whose expectation can be computed. If we
assume that planned stage-wise information levels Z;, ..., Zx are fixed before the
trial starts, then the expected information on termination is
K
Eo [Tierm] = Y {Z [rs (s un, o by ug; 0) + s ( ws oo Dy s 9)]Ik} ;
ScP k=1

(5.16)

where quantities ¢ s and & s are defined in Equations (5.2) and (5.3).

Note that this definition of expected information includes the information that
is “discarded” after nonresponsive populations are eliminated during the first stage.
If we prefer that expected information refers only to {2s, we can replace Z; with

T).s in Equation (5.16).
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5.7 Point Estimation

In this section we consider point estimation of the parameter s where P* =S C P
is the index set of retained populations after stage one. Let Cj s = (Zkyg, U.s) be
the continuation region at stage k. If we assume that & and k fix Z; s, we can

express the result of a trial with the statistic (S, 7, Yrs), where
T =min{k: Y, s ¢ Crs},

i.e. T is the stage at which a stopping boundary was crossed. The form of the

density for Y p-|P* = & does not easily imply a sufficient statistic for 0s. However,
we can estimate fs (conditioning on P* = §) using the MLE from group sequential

designs, 0 = Yrs/Zrs, see for example (Jennison and Turnbull, 2000, Ch. 8.2).

The conditional bias can be estimated by computing Eg é'p* — Op<|P* = S], as

follows. Let pi(yk.s|@) denote the density of Yy p+ given that P* = S. That is, let
P1(Ye.s|0) = fi1(yr.s|@), where f; is given in Equation (5.10) or (5.12) depending

on which decision rule is used. Then, for £k =2,..., K, let

Pk(Yr,s|0) = / Ph—1(Ye-1,510) fr (Yr,s|Uk-1.5; 0)dyr—_1.s,
Cr—1

where fi(yr.s|yr—1.s;0) is given in Equation (5.9). Then,

/ k(Y 3\0)—dyks
Yk, s¢cks

s s

Yk,s ’ Yk,S
/ P (0510) 55 iy s + / P(0s10) 25 sV
s Trs Trs

R
M)~

P

E, [ép*

k=1

[
[M] >

—00

B
Il
—

(5.17)
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It is straightforward to show that

/ pk:(yk,sle);k—’sdyk,s
i S

Uk, s k,

Y Yk,S
= / / Pi—1(Yk-1,510) fr.(Yr,s|Uk-1.5; 0) == dyk,s dyr_1,s
lk—-1,s Ug,s Ik,S

Ug_1,8
= / pk—1(yk—1,s|9)U§1) (k.55 Yk—1.8, Dk.s, LZi.s; 0) dy—1.s,

lk—1,8
where
US) (k.55 Yk—1.8, Dk.s, Lis; 0) == Jr(Yr.s|Yk-1.s; e)yk—’sdyk,s
U, s Lis
1 ks — (Yh-1,8 + O0sDk.s)
= : ’ ’ VAks
Ik,S {90 ( \/ Ak"g ’
1s+0sALs—1
I, Yk-1,8 SAL.S kS (yk—l,S I QsAk,s) ‘
VAks
Similarly,
s Yk,S
/ pk(yk,s|9)z—’dyk,s
o .S
Ugp_1,5 ) (7
= / Pk—1(Yk—1,5|0)Lg (lk,s, Yk-1,8, Dk,s, T s; 9) dyi-1,s,
lk—1,s
where

I.s
- , "
LS) <lk,$7yk—1,8aAk,&zk,&‘;e) ::/ fk(ykz,s|yk—1,$;9)lﬁdyk75

o0 )

1 les — (Un—1.5 + OsArs)
D R 7 s)) /A
Ik,S { 4 ( Tk,s kS

ks — (Yp-1.5 + OsA
1P ( kS — (W15 + s kS)) (Yk-1.5 + QsAk,S)}-

VAks

We can hence evaluate the conditional bias of ép* given P* = §, using a given value

of #s. Computations are straightforward, involving only a succession of univariate

integrals (as was the case when computing stopping boundaries).
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It may also be of interest to evaluate the conditional variance of our estimates,

i.e. Var (é'p*

P = 8). For this, we need to compute

K o 2 [kS 2
= ] Z{/ Dk yks|9)IQ dyks+/ (yks|9)IQ dyks}
S S

Eg 03[P
k=1 oo
(5.18)

In similar fashion as above, we can show that

o) 2
/ Pr (Y, $|9) dyks

Uy, s II%S
Uk—1,8 2
/ / Pr—1(Yr-1,510) fr(Ur.s|Yr-1.5; )IQ dyr,sdyr-1,s
lk—1,s k,S
uk 1,8 (2) 5
= / Pr-1(Yk-1,5|0)Us” (tks, Yr-1,5, Drs, Ir,s; 0) dye—1,s,
lk—1,s
where
5 0o 2
US (iins, Yh-1.5, i, Trs: 0) = fk<yk,8|yk—1,8§9):[2 dyr.s
Uk,S k,S
1

= 1_2 {[Akszu+2(yk 1S+08Ak3)} ( )
kS

+[Aks + (Yr-1,5 + 0sAks)?] cD(_Zu)}a
and Zy = [ﬂk,g — (yk—l,S + QSAk’g)} /\ / Akﬁ. Similarly,
l.s 2
0 d
/OO (yk8| )Ilgs Yk,s

Uk—1,8
= / Pr—1(Yr— 13|9) (lkSayk 1S>AkSaIk:879> dyi—1.s,

lk—1,s
where
- 1
Lf? (Ug,s, Yo-1.5, Aks: Lr,s; 0) IT{ — [Aksz + 2(yk-1,5 + 0sDks)] (1)
k.S

+[Aks + (Ye-1,s + 0sAk.s)?] ‘I)(Zz)},

and 2 = [Zk,s — (Yh-1.5 + 052k5)] //Dis-
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We can get unconditional bias Eg |:E9 |:é3 — 63|S} ] using Equation (5.17), and
by summing over stage one decision probabilities. In the case that P* = {j},
j € P, we can compute the conditional bias of éj using the above formulae. It
might also be of interest to obtain the unconditional bias of éj. In that case, we
could evaluate the quantities Eq [éﬂ Jjé¢ 73*] and Eq [é]| Jje 77*} . The first of these
is straightforward: evaluate Eq [Ylj /L 1Y1; < ll\/I_lj} using the inverse Mills ratio.
In the analysis of Section 5.4 we do not keep track of individual populations past
the first stage, so Eg [é]| J € 73*] might be easier to obtain with simulation. More

work is required to express the unconditional expectation Eg(éj) analytically.

It is known that group sequential designs yield biased estimators. Wang and Le-
ung (1997) proposed a bootstrap algorithm for bias-reduction in a single-population
group sequential design, and we employ a simple extension of this algorithm that
accounts for multiple populations. At the termination of a clinical trial, we have
maximum likelihood estimates é]- for all populations §2;. For populations elimi-
nated at the first interim analysis, this is simply élj, and for remaining populations

use HAT,J-. The bootstrap algorithm is now outlined, taking input 6.

1. Generate B bootstrap samples via simulation, using 0 as the treatment effect
parameter. That is, simulate B clinical trials using original information levels
and stopping boundaries. Each run will yield a bootstrap estimate éjb for

j€Pandb=1,...,B. The mean bootstrap MLE for 6; is then defined as
1B
nxB __ N*b
05 =5 20"
b=1

2. Set éij — 0, — <§T§ - éj>, where (0_{5 — éj) is the simulated bootstrap bias

estimate.

As suggested by Wang and Leung (1997), the algorithm can be repeated to reduce
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higher order bias, using the most recent bias-adjusted estimate of 8, 6%, as the

input. In general, suppose we have applied the adjustment algorithm r — 1 times,

*

1, for j € P*. Now, redo step 1 above

and currently have adjusted estimates 6

to get 5:5 . Then our new bias-adjusted estimate of 0; is given as
Nk N n*B N*
0y =0~ (B:2 - 8:1,). (5.19)

This re-application of the bootstrap might be considered as a simple version of
the “double bootstrap” introduced by Beran (1988). In subsequent numerical
examples, we also construct bootstrap confidence intervals. A 1 — 2« interval is
obtained in a non-parametric fashion by evaluating o and 1 — « percentiles of the

B bootstrap simulations that are generated via the algorithm discussed above.

5.8 Worked Examples

In this section, the GSDS procedure is illustrated by showing how it could be
employed in two types of clinical trials where the target populations may exhibit

heterogeneity with respect to treatment response.

5.8.1 Clinical Trial for Depression Treatment

We consider the example of testing a new treatment intended to treat patients suf-
fering from depression disorder. The efficacy of the new treatment is compared to
that of an active control, and the primary endpoint is change in the Hamilton De-
pression Index (HAMD) after 6 weeks of therapy. Let u” and p© be the respective
mean 6-week declines (negative change from baseline, so ;> 0 implies improve-

ment) in HAMD for the experimental treatment and control, and let § = p? — p©
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be the HAMD improvement resulting from the new treatment. As has been seen
with past experience in similar trials (Mehta and Patel, 2006), we assume that the
observation standard deviation o is known and equal to 10. Assuming that patient
responses are normally distributed, the efficient score and observed information are

given as

_ 7 (VE _ %C _ "
Y=T (XF-X9), 1 et

where X” and X© are the respective sample mean treatment responses from ex-
perimental and control treatments, and n is the total sample size. Note that the

numbers of patients assigned to the new and control treatments are equal to 3.

The HAMD takes integer values 0-52, where scores from 8-13 indicate mild
depression, 14-18 moderate depression, 19-22 severe depression and 23 or greater
very severe depression. Meta-analyses conducted by Kirsch et al. (2008) and
Fournier et al. (2010) have found evidence suggesting that benefits for treatment
versus control are mostly confined to patients suffering from the most severe form
of depression. This issue has also received widespread mainstream media attention,
see for example Begley (2010). In our example, we therefore assume that there
are two populations of interest. Namely, let {2; consist of patients whose initial
HAMD score is > 23, and let €25 be the remaining patients suffering from less
severe depression (i.e. HAMD < 22). Fournier et al. (2010) report that roughly
70% of treatment-seeking outpatients have HAMD scores < 22, so we assume that
for = 0.3 =1— fga. We let 6; and 05 denote the respective mean HAMD improve-
ments of the new treatment over control for ; and Q. Then, 0y = fo101 + fo20-

denotes the mean HAMD improvement for the general population, Qy = 27 U €2,.

As it is believed that patients with severe depression are likely more responsive,

we consider the population structure to be a nested one, and so DR-II is applicable
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(see Section 5.2). A three stage trial is planned, where each of the three stages
uses an equal amount (33%) of the planned sample size.? If the trial continues but
()5 is eliminated, then all planned observations are allocated to €2, for stages two

and three. Hence there are three possible conclusions to this trial:

e Fail to reject any null hypothesis, hence concluding that the new treatment

does not constitute an improvement, i.e. overall futility.

e Reject the null hypothesis H; : ¢; = 0, while accepting Hy : 65 = 0. The
treatment only improves on the control for the most severely depressed pa-

tients (HAMD > 23).

e Reject the null hypothesis Hy : 0y = 0, where 8y = fo101 + fo202. The

treatment constitutes an improvement for all patients.

Spending functions are defined as
a;(0.33) = 0.0083; «;,(0.67) = 0.0167; o (1) = 0.025,

and

o (0.33) = 0.3250; ok (0.67) = 0.6500; o’ (1) = 0.975.
Recursively solving Equations (5.4) and (5.5) as described in Section 5.4 results in
the following standardized boundaries:

(I, u1) = (0.1766, 2.5551); (a, up) = (0.4580,2.4649); (I3, us) = (2.3365,2.3365).

Following the work of Mehta and Patel (2006), we consider the value §* = 4 to
represent a clinically meaningful improvement over the active control. We set

a = 0.025, and determine the required sample size so as to guarantee a positive

2Tt is not necessary to make all stages be of equal length, as the procedure outlined is able
to handle unequal increments in information (as long as planned information accumulation is
explicitly stated at the outset).
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result (reject Hy or Hi) with probability 1 — 8 = 0.9, when 6; = 4 and 6, = 2
(i.e. treatment effect in €y is positive but not practically significant). Solving for
Tiax in Equation (5.13) of Section 5.5, this power requirement results in Z,., =
1.6494 which, given the fact that o = 10, is approximately equivalent to a sample
size of 660 patients. For comparison, requiring that the power specification be
satisfied when (6,6,) = (4,0) results in a sample size of 1,665, while (6,,62) =
(4,4) requires only 313 patients. With a total sample size of 660, each stage will

sample 220 patients, with 66 coming from € and 154 from (5.

After the first stage, observed information for ; and 25 is Z1; = 0.1649 and
T15 = 0.3849, respectively. Hence the population-specific lower boundaries are
lin = LW/Zi = 0.0717 and 115 = l1/Z12 = 0.1096. Suppose that we observe ef-
ficient scores Y3; = 0.1803 and Y;2 = —0.0119 (giving point estimates éu = 1.09
and élg = —0.03). Then, as Yi2 < 15, patients from s will no longer be recruited
for the trial (Hy : 6 = 0 is accepted at this point). The upper boundary for
Oy is upy = w/Iip = 1.0377, so Y11 € (l11,uy1) and sampling continues with all
patients coming from €2; (i.e. we enrich the subpopulation €2;). The €; increment
in information for stage two will now be Ag; + Agy = 0.5498 (220 patients). Stage
two boundaries are l~2,{1} = lg\/IT{l} = 0.3872 and 1y 1y = uQ\/IT{l} = 2.0839.
Suppose Y5 113 = 2.3408. Then Y3 (1} > Uy (1) and the trial stops with rejection of
H, : 6; = 0. Stage three is not conducted, and the trial reached a positive con-
clusion based on observed information equal to Z, {1y = 0.7147 which corresponds
to approximately 286 patients (from ;). The 220 observations planned for stage

three are not needed.

The resulting point estimates, 0, = Y5 13/ Lo, 11y = 3.2752 and Oy = Yis/Tio =

—0.0309, can be adjusted according to the bias-correction procedure outlined in
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Section 5.7. Applying the bootstrap algorithm, we obtain bias adjusted estimates
éfnew = 2.8199 and é;‘“ew = 0.5736. The respective standard errors for these
adjustments (using B =10,000 bootstrap replications) are 1.59 and 1.16. We can
also obtain 1 — 2a bootstrap percentile intervals in a non-parametric fashion by
using the a and 1 — a bootstrap sample percentiles. Doing so for a = 0.025, we

obtain the intervals
For 0y : (1.64,7.08); For 0y : (—2.73,1.11).

Bootstrapped bias estimates can exhibit a fair amount of variability, so the stan-
dard errors and intervals we observe here are not surprising. We do note that
0* = 4 is excluded from the interval for 6y, but is included in the interval for
0. Also of note is that 0 is included in the interval for 6, but excluded from the

interval for #,. Hence the intervals are concordant with the trial conclusions.

We end this example by investigating what the trial conclusion would have
been, had a flexible adaptive seamless Phase II1/III design been employed, where
arbitrary trial modifications are allowed at interim analysis points (Bretz et al.,
2006). We still assume that o = 0.025, and that Type I error spending is equally
allocated over the three stages, so a* = 0.0083 will be spent at each stage. Stage-

wise p-values are computed as
Yij — Y1,

=1-® [Viy//Ty| andppy =1 @ | 20
ki — Li-1

for k = 2,3 and j = 0,1,2. For stage k, the p-values are combined using the

weighted inverse normal combination method:

—1/2
C(pla"'>pk (Zw > Zwl 1_pz)
and rejection occurs if 1 — ®[C(py,...,pr)] < a*. As each stage uses an equal

amount of the planned sample size, combination weights wy, for k£ = 1,2, 3, are all

equal to /1/3.
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The hypotheses of interest are Hy : 8y = 0 and H; : 6; = 0, so we must
account for multiple testing by computing multiplicity-adjusted p-values.> We do
this according to Simes’ procedure (Simes, 1986), whereby the k' stage p-value

for the intersection hypothesis Hy; = Hy N Hy is

pZO = min {2 min{pk’l)pkO}a maX{pklapkO}} 3 k= 17 27 3.

Now suppose that at the end of stage one, a decision is (arbitrarily) made to
discontinue sampling from €25, and to continue only with patients from €2,. Using
the numbers given above, stage one results in p-values p1; = 0.3285, p1o = 0.5077 so
p1o = 0.4102 = pj,. As s is not sampled during stage two, Hy; must be tested by
computing C(p},, p21). Using the observed value of Y51, we get that py; = 0.0018,
and hence

C(pll,pgl) = 23743, and C(p;o,pgl) = 2.2209.

Noting that 1 — ®[2.3743] = 0.0088 > «o* = 0.0083, we see that H; cannot be
rejected at this stage (neither can Hyp). Note that C(pi1,pe1) and C(pig, pa1)
were computed using the pre-specified weights, so wy = 1/1/3 for all k, which are

inefficient as the population €2; was enriched for the second stage.

Using empirical data weights, i.e. using weights that are adjusted to reflect

observed increments in information (accounting for enrichment), we get
5<p11,p21) = 27689, and 5<p>{0,p21) = 2.6647.

which leads to rejection of both Hy; and H;. However, as noted in (earlier section
in thesis), data-dependent adjustment of weights is known to inflate Type I error

as tests are not necessarily based on standard normal statistics.

3 As the trial allows for any modification, we could feasibly be interested in testing Ho : f3 = 0
as well. However, to follow the population structure, we assume that restricting to 2o was not
part of the trial protocol.
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5.8.2 I-SPY 2 — Neo-Adjuvant Treatment of Breast Cancer

The I-SPY 2 trial (“Investigation of Serial Studies to Predict Your Therapeutic
Response with Imaging and Molecular Analysis 27) is an ongoing highly adaptive
Phase II clinical trial, intended to foster efficient clinical development of oncologic
therapies and biomarkers (Barker et al., 2009). The trial tests numerous promis-
ing agents in the neo-adjuvant? setting for women with breast cancer (> 3.0 cm)
using a Bayesian design for adaptive randomization. Treatments that show a high
Bayesian predictive probability of being more effective than standard therapy will
“oraduate” from the Phase II trial, and pass on to a concentrated Phase III trial.
The overall trial design features two arms of standard neo-adjuvant chemotherapy
treatment. Patients are administered “weekly paclitaxel (plus trastuzumab (Her-
ceptin) for HER2 positive patients) followed by doxorubicin (Adriamycin) and
cyclophosphamide (Cytoxan)” (Barker et al., 2009). Other arms will be assigned
to five new drugs, to be tested simultaneously in addition to the standard ther-
apy. The primary endpoint is the measurement of pathologic complete response®
(pCR), and secondary endpoints include up to 10 years monitoring for overall and

disease-free survival.

Part of the unique approach of I-SPY 2 is the inclusion of biomarker identifi-
cation for each candidate drug. Hence each drug that is successfully passed to a
Phase III trial comes with a number of recommended subgroups, as obtained by
use of a hierarchical model that enables borrowing of information across all pos-

sible subgroups. Though research over the last decade has generally established

4In oncology, neo-adjuvant therapy refers to the administration of chemotherapy prior to
surgery.

5Pathologic complete response refers to the disappearance of all clinical evidence of disease.
This does not necessarily mean cure, as microscopic metastases may remain undetected, and can
regrow and become resistant to treatment.

164



that cancer is a number of heterogeneous diseases, the development and valida-
tion of biomarkers that can accurately classify patients according to prognosis and
treatment has proven to be immensely challenging. The hierarchical model used
in I-SPY 2, in combination with the ongoing testing, analytic validation and qual-
ification of biomarkers, is a revolutionary approach to breaking the “biomarker

barrier.”

Biomarkers consist of three classes: standard, qualifying and exploratory. Stan-
dard biomarkers are approved by the FDA and are used to determine patient
eligibility for the trial, while qualifying and exploratory biomarkers are not yet ap-
proved, and some are defined on the basis of promising preliminary data in I-SPY
2. Tissue and blood samples are collected prospectively in I-SPY 2, which con-
tributes to the validation of exploratory biomarkers both during the trial, and with
retrospective analyses following the trial. The standard biomarkers are hormone
receptor (HR) status (4/—), human epidermal growth factor receptor 2 (HER2,
discussed in Chapter 1) status (+/—), and MammaPrint status (high risk MP2,
low risk MP1). Hormone receptor status is determined by assessing estrogen re-
ceptor status (ER) and progesterone receptor status (PR). If ER and PR are both
negative, then HR is said to be negative as well, and if either of ER or PR is
positive (or both), then HR is positive. MammaPrint (Mook et al., 2007) is a
molecular diagnostic test that assesses the risk for recurrence of a cancer. To be

eligible for enrollment in the trial, a patient’s cancer must be one of the following;:

1. MammaPrint High Risk score;
2. MammaPrint Low Risk score and ER negative;

3. MammaPrint Low Risk score and ER positive and HER2 positive.
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Patients with low MammaPrint score, as well as ER positive and HER2 negative,
are excluded from the trial as they would not be considered ideal candidates for
chemotherapy. Combinations and unions of combinations of the subgroups defined
by the standard biomarkers are narrowed down from 256 possibilities to 14 distinct
signatures (Barker et al., 2009). This is done based on clinical relevance, as most

signatures are rare and biologically uninteresting.

[-SPY 2 involves exploratory testing of numerous novel drugs in comparison
with the efficacy of standard chemotherapy alone. Each drug is added to standard
therapy, and is tested on a minimum of 20 patients, and a maximum of 120 patients.
Based on biomarker signature and eligibility, patients are randomized to the novel
drugs, and Bayesian methods of adaptive randomization ensure that randomization
probabilities are relatively high for drugs that do well with a particular biomarker
signature. Namely, if 7(z,t) is the probability of pCR for a patient with biomarker

signature z and for treatment ¢, then allocation probabilities are proportional to
P(r(z,t) > 7(z,t'), t' #t | data],

the posterior probability that treatment ¢ is most likely to benefit this particular
patient (Berry et al., 2011). Not only does this allow promising drugs to progress
through the trial more rapidly and efficiently, but adaptively randomizing in this
fashion also addresses ethical concerns as patients are more likely to be assigned

to drugs genuinely believed to be helpful.

As the I-SPY 2 trial progresses, a Bayesian posterior predictive probability
of success in a future Phase III trial is computed for each drug, and for each
possible biomarker signature. The future Phase III trial is intended to compare the
drug in question against standard therapy with a prespecified sample size. Hence,

drugs that have a high Bayesian posterior predictive probability of being more
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effective than standard therapy, are “graduated” along with their corresponding
subgroups and passed on to confirmatory testing in a separate Phase III trial.
When the posterior predictive probability of success becomes sufficiently low for
all signatures, the drug is dropped from consideration. New drugs can be added at

any time during the I-SPY 2 trial as other drugs are either dropped or graduated.

For the purposes of demonstrating an application of the design developed in
this chapter, we carry out an illustrative example of how a Phase III trial might be
conducted for a novel drug that has graduated from the I-SPY 2 trial. Assumptions
and conclusions are not necessarily realistic in a clinical sense; rather they are
presented here for the sake of demonstrating our procedure. Suppose then that
a promising agent has graduated from a Phase II study as described above, and
passed on to confirmatory testing in a Phase III trial. We assume that there were
three biomarker signatures positively associated with the new drug, and for ease of
exposition these are taken to be the populations defined by the inclusion criteria

for I-SPY 2. Hence we have three disjoint patient populations:

o (); = Patients with MammaPrint High Risk score;
o (), = Patients with MammaPrint Low Risk score and ER negative;

e ()3 = Patients with MammaPrint Low Risk score and ER positive and HER2

positive.

As the three biomarkers were passed on with the drug, but no obvious preference
is present, we can apply DR-I of Section 5.2. The best case conclusion for this
procedure is that all three populations respond well enough during the first stage,
and the trial is consequently concluded having determined a positive effect for all

patients involved. In the case that one (or more) of the three populations appears
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to be nonresponsive, we can drop said population(s) and proceed to later stages
while pooling the remaining populations. Hence there is some flexibility to salvage
the trial should this become necessary. This is desirable, as the Phase II testing

conducted in I-SPY 2 did not necessarily involve very large sample sizes.

To proceed, we need to specify patient stratification among the signatures
passed to this Phase III trial. For efficient screening, we will stratify patients
according to the estimated prevalence of each of the three populations defined
above. Barker et al. (2009) provide a supplemental document containing expected
prevalence (obtained in an earlier program, I-SPY 1) for patient populations de-
fined by HR (4/—), HER2 (+/—) and MammaPrint (MP1/MP2) status, from
which we obtain signature prevalence (estimates are somewhat crudely rounded
for simplicity) as fo1 = 0.6, foo = 0.18 and fo3 = 0.22. We note that patient
inclusion criteria are based on ER (and not PR), while prevalence information is
only available for HR (depends both on ER and PR). However, as this example is
only for illustrative purposes, we proceed under the simplifying assumption that

ER prevalence is the same as that of HR.

Let p¥ and p® denote the respective pCR probabilities for experimental and
control treatments, and let § = p¥ — p®. Alternatively, we could define 6 as the

log-odds ratio

E (& E C
_ pP (-9 _ p p
e_log{pc(l—pE)}_bg{l—pE} log{l—pc}'

Let 0; denote the mean improvement in pCR probability for €25, so 0y = fo161 +

fo202 4+ fozf3 is the mean improvement for the general population. Using the

parametrization of 6 defined above, and assuming that the numbers of patients

assigned to the new and control treatments are equal to % (recall that n is the
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total sample size), the efficient score and observed information are given as

~

Y =1 (" —p°), T=-—"

m. (5.20)
Here, p¥ and p© are the respective estimates of success probabilities for experimen-
tal and control treatments. Furthermore, p = (pE + pc) /2 denotes the common
response probability, estimated by p under the null hypothesis by pooling ob-
servations from both treatment arms. We note that information depends on the
unknown p, so when designing the trial we shall use the conservative value of p = %

Hence, observed information will be larger than expected, and actual power will

be greater than desired.

A two-stage trial is envisaged, and planned sample size is divided evenly over
the two stages. If the trial continues past the first stage, but one or more popula-
tions are eliminated, then all planned observations are allocated to the remaining
populations for the second stage.® Given the population structure, there are eight
possible conclusions to the trial (futility, or reject Hg for some S C P = {1,2,3}).

Spending functions are defined as
a;;(0.5) = 0.0125; ag;(1) = 0.025, and a7 (0.5) = 0.4875; aj (1) = 0.975.

Recursively solving Equations (5.4) and (5.5) as described in Section 5.4 results in

the following standardized boundaries:
(I1,u1) = (0.7962,2.7625); (lo,us) = (2.5204,2.5204).

Pooled pCR response for control (standard chemotherapy) from I-Spy 1 was
roughly 40%, and we arbitrarily consider #* = 0.2 to be a clinically significant

effect. We set o = 0.025 and determine the required sample size to guarantee that

5Depending on subgroup prevalence and type of disease, using enrichment in this setting may
not be feasible, particularly if the screening process is expensive and/or time-consuming.
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Table 5.1: Results of the Phase III trial following I-SPY 2. Displayed are efficient
scores, observed Fisher’s information levels, sample sizes, Z-scores and p-values.

Stage 1: le Al] nlj le Pl]
0 —10.71 480 240 —-0.49 0.6875
Qs 12.84 144 72 1.07 0.1423
Q3 19.06 176 88 1.44 0.0754

Stage 2: X2j Agj USY Zgj ng
Qs 34.07 360 180 1.80 0.0363
Q3 69.60 440 220 3.32 0.0005

Q2.3 103.67 800 400 3.67 0.0001

Total: }/2]' Igj n; Zj P]
Q9 46.91 504 252 2.09 0.0183
Q3 88.66 616 308 3.57 0.0002

Qa3) 135.57 1120 560 4.05 0.0000

Hyj is rejected (use a numerical search for Z,,,, in Equation (5.14) of Section 5.5)
with probability 1 — 8 = 0.9 when 6* = 0.2 for all populations. This results in
Tinax = 1495.5, which from Equation (5.20) is equivalent to approximately 748 pa-
tients, which we round up to 800 to allow for drop-outs. Hence, each stage recruits
240 patients from €, 72 patients from {2y, and 88 patients from {23 (assuming all

three populations are carried on to the second stage).

After the first stage, observed information for €,y and Q3 will be Z;; =
480,715 = 144 and Z;35 = 176, respectively. Hence, population-specific lower
boundaries are l11 = l1/Z11 = 17.44, b1y = l1+/Z12 = 9.55 and 115 = [;1/Z13 = 10.56.
Suppose we observe the efficient scores Y1, = —10.71, Y15 = 12.84, and Y;3 = 19.06
(giving point estimates 0, = —0.0223,é12 = 0.0892 and 0,3 = 0.1083). We see
that Y1 < [1, so patients from population ; will not be recruited for stage
two. Furthermore, Y5 + Y13 = 31.90 < uy o3 = wiv/As + Az = 49.42, so
the trial continues to stage two. Increments in information for stage two will be

Agy = 360 and Agz = 440 (180 and 220 patients) for 2y and Q3 respectively. As
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Table 5.2: Effect estimates, first and second bootstrap adjustments, and the resulting
percentile confidence intervals.

Estimates | Raw §;  f%v  @3%" | Cl.Low CL-High
oh —0.0223 —0.0302 —0.0410 | —0.0778 0.0049
0y 0.0931  0.0527  0.0479 | 0.0134 0.2157
Q3 0.1439  0.1179  0.1169 | 0.0665 0.2507
Qo3 0.1210  0.0886  0.0858 | 0.0590 0.2064

the two populations are now pooled together, the critical values after stage two

will be l~2,{2,3} = Uy (23} = U \/Alg + Az + Aoy + Agy = 84.35. Suppose respec-
tive second stage efficient scores are Yoo = 46.91 and Ys3 = 88.66, yielding the
combined score Y5 o3y = 135.79. Then, as Y5 53y > Uy 42,3}, the null hypothesis
Hya3y @ 0123y = 0 is rejected and the treatment is approved for patients in the

population 25 U 3.

The resulting point estimates are 92 = 0.0931 and ég = (.1439, and 0}273} =
0.1210. After twice applying the bootstrap algorithm of Section 5.7 to remove first
and second order bias, we get adjusted estimates é;now = 0.0479, é;n"w = 0.1169
and 07597 = 0.0858. The bias-adjusted estimate of 6; is 6;"" = —0.0410. The

1 — 2 bootstrap percentile intervals for 0, 03, 0123, and 6, are:

02 : (0.0134,0.2157);
05 : (0.0665,0.2507);
f(23y © (0.0590,0.2064);

¢, : (—0.0778,0.0049).

We note that 6* = 0.2 is included in the first three intervals, but excluded from
the interval for ;. Furthermore, the interval for 6; is the only one that contains
the value zero. Table 5.2 contains the raw effect estimates, as well as bootstrap

adjustments and confidence intervals.
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Table 5.3: Tests of intersection hypotheses using the weighted inverse normal com-
bination rule and Simes’ p-value adjustment method. Weights are prespecified and set
equal to /1/2.

Hypothesis P-values Combined
Stage 1 Stage 2 Z P
H,y 0.6875 - - -

H, 0.1423  0.0363 | 2.026 0.0214

H; 0.0754  0.0005 | 3.362 0.0004

Hiy 0.2846  0.0363 | 1.672 0.0472
Hys 0.1508  0.0005 | 3.077 0.0010
Hos 0.1423  0.0009 | 2.962 0.0015
Hiog 0.2135 0.0009 | 2.767 0.0028

As in Section 5.8.1, we consider an alternate approach to the Phase III trial.
Using two stages and equal spending a* = 0.0125 for each stage, we assume that a
more adaptive approach was taken, whereby arbitrary modifications were allowed
at the first analysis (Bretz et al., 2006). P-values are combined using the weighted
inverse normal combination rule, and Simes’ method is used to adjust p-values for
multiple testing. As equal sample size is used for both stages, combination weights
are preset to equal \/1/_2 Statistics are observed exactly as given in Table 5.1.
Table 5.3 shows p-values for each stage, as well as Z-scores and p-values combined

over both stages using Simes’ method.

We assume that €2y was dropped after stage one, so after stage two it is only
possible to reject Hy and/or Hs. The adjusted p-value, ]Bj, for testing H; with
strong protection of FWER is the maximum p-value for all intersection hypotheses

containing j. Hence, for testing Hs, we get the multiplicity adjusted p-value
f)g = maX{Pg, Plg, P23, P123} = 00472,
and for testing Hs, we have

ﬁg = max{Pg, P13, P23, P123} = 00028
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Hence, as Py =0.0472 > a* = 0.0125, H,, which concerns the subgroup of patients
with low risk MammaPrint and ER negative, cannot be rejected. On the other
hand, Hs, concerning the subgroup of patients with low risk MammaPrint, ER
positive and HER2 positive, is rejected as ]33 = 0.0028 < a* = 0.0125. In this
example, the adaptive approach did not result in a negative trial, but the conclusion
was not as strong as that obtained using the method developed in this chapter.
The flexibility obtained by allowing arbitrary modifications at interim analysis
points hence comes at a price. We also note that in contrast to our method, the
prespecified weights are inefficient after stage one, and final test statistics are not

functions of sufficient statistics.

5.9 Numerical Results

In this section, we present two simple numerical examples to demonstrate operating
characteristics of the GSDS procedure. In the setting of two subgroups using DR-I,
we show how stopping boundaries are computed, as well as power, point estimates
and expected information. Example 1 is conducted without early stopping for

rejection, while Example 2 does allow early rejection.

5.9.1 Example 1

Suppose we have two subgroups and plan for two stages of equal length. Then
(=2 K =2 and t; = 0.5 and t, = 1. Set a = 0.05, and define aj,(0.5) = 0 and
a;(1) = a, so rejection can only occur after stage two. For lower spending function,

define a7 (0.5) = (1 — a)/2 and o} (1) = 1 — a. We can compute boundary values
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using an arbitrary value for total information (say 1), and then use a numerical
search to find a value for Z,,,, that ensures sufficient power. Let * = 1 denote a
clinically significant effect, and use Equation (5.13) to compute required maximum
observed information. Note that the definition of o (¢;) ensures that under the
global null hypothesis, the trial stops with early acceptance after the first stage
with probability 0.475.

We compile results for fo; = 1/4 and fo; = 1/2, which can be seen in Tables
(5.4) and (5.5). We first comment on the results, and then give equations, par-
ticular to this setup, for computing stopping boundaries, as well as the rejection
probabilities, point estimates and expected sample size seen in the aforementioned

tables.

First, we see in Tables (5.4) and (5.5) that conditional parameter estimates
can be severely biased upwards, which is an expected consequence of the stage-one
selection algorithm. To counter this, we apply the bootstrap algorithm discussed
in Section 5.7. The algorithm is applied twice, using B = 10,000 iterations each
time. The mean adjusted bias shown in Tables (5.4) and (5.5) is the result of the
second adjustment, and we observe a substantial overall reduction in bias for the
cases considered. Mean lower and upper endpoints of bootstrap 95% confidence
intervals are also reported, and on average these are generally concordant with
the desired conclusion. For example, when 6; = 0, the resulting interval for 6,
contains zero, and does not contain the clinically significant effect size 6* = 1.
Coverage probabilities are also reported and can vary considerably. When the
“correct” decision is made (e.g. selecting P* = {1,2} when #; = 6 = 1, or selecting
P* = {1} when #; = 1 and 0 = 0), coverage probabilities are approximately 95%.

On the other hand, if an incorrect decision is made after the first stage, we see some
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decrease in coverage probability. For instance, if 6; = 1 and 6, = 0, and P* = {2}
is selected, coverage probability drops to 89%. It is well known that bootstrap
samples are highly variable, which explains why the percentile-based intervals we

use may appear as being too wide.

In Figures (5.1) and (5.2), we show results from running the bootstrap bias-
reduction method using B = 10,000 replications for various values of #; and 65.
Plots depict raw bias, as obtained by evaluating Equation (5.17), and empirical
adjusted bias as obtained by applying the bootstrap algorithm both once (single
adj-bias) and twice (double adj-bias). We see that while raw bias decreases as ¢
gets large, adjusting twice all but eliminates any discernable bias for all values of 6,
and 0y considered. As the algorithm is not computationally expensive (Matlab can
run 10,000 simulations in fractions of a second), we conclude that adjusting twice

rather than once is clearly beneficial. Further adjustments do not seem necessary.

The column E[Z;c.y,] gives expected observed information at trial termination.
The first figure is the expected observed information for the selected population(s),
while the second is the total expected observed information. The upper halves of
Tables (5.4) and (5.5) also include rejection probabilities and expected observed
information for a group sequential design that uses the same spending functions,
but does not allow any subgroup analysis. This design is discussed, for example,
by Stallard and Facey (1996). As expected, when 6, = 0, = 1, the standard design
reaches the correct conclusion (positive for the whole population) with greater
probability than GSDS. However, when effect is limited to 2;, we see a clear
advantage for our procedure. This is especially clear in Table 5.5, where fy; = %,
and a strong effect in 2; is hard to detect without specifically checking both

subgroups. For example, when 6; = 2 and 6, = 0, our procedure rejects H;
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with probability 0.657, and either H; or Hy with 0.858 probability. The standard
procedure, on the other hand, only reaches a positive conclusion with probability

0.428.

In this setup, [; is found by solving

11—«
aj(t) = 5~ Py [Xu < hvVIn, X2 <liv 7:12} ;

1 _
I, = o ( > O‘) — 0.4936.

where ®~! denotes the inverse of the standard normal CDF. As we do not allow

which yields

early stopping for rejection, u; = co. Using the values for {; and uy, we find [, and
uy with a two-dimensional numerical search, such that Equations (5.4) and (5.5)

are satisfied. To this end, we compute

%,{1}([1,“1,12,“2; 0) =Py [P* = {1}] '1752 {1}(117U1>52>U2; 9)

— & [112 - 92112] (911 - 917:11)
i1 \/I1 Vi

+ 60, A — U/ L
o (yn 182,{1} 2 2,{1}) dyss. (5.21)

VA2 1y

and

52,{1}@17“1, l2,uz;0) = Po[P" = {1}] '52 {1}(ll,u1,l2,u2; 0)
[112 - 92112} (yn - 91111)
lin 'V Il VI
o1/ L — —0,A
2,{1 Y11 182 {1} Ay (5'22)
VA9 1y

Here, Ay 1y is the information increment for stage two, given that we are only

=

sampling from ;. In this example, it is assumed that all observations during

stage two are taken from )y (including observations initially intended for 2,).
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T, {1y denotes the cumulative observed information after stage two, given that

stage two sampled only from €2;. We obtain 15 {9y and &3 (2 in a similar fashion.

For the choice P* = {1, 2}, we compute (for brevity, we use 0 to denote the set
{1,2} below)
> Y10 + 00Ag — uan/Is,
Ya0(l1,u1, b, ug; 0) = / f1(y10/0)® ( = QOA V20 dyrg,  (5.23)
l1,0 20

(UQ\/I2O — Y10 — VAR
Vv Ay

52,0(l17u17l2au2;0) = / fl(y10|0)q)

l1,0

) dy1p, (5.24)

where

Fi(nol6) = yro=hz 1 o (9511 - 91111) o <ylo — Ti1 — 92112) da
1(Y10]0) = 115
I VZi1Zio v V2o

and Agy and Zy denote the information increment and total information for stage

two, respectively.

Using identities (5.21-5.24), and the specified spending functions along with

Equations (5.4) and (5.5), we get that
ll = 0.4936 and Ug = 12 = 1.8937.

Note that these are on the scale of standardized statistics where, in the single-
stage, single-population problem, using a = 0.05 results in the one-sided boundary
1.645. For comparison, we can compute stopping boundaries for an equivalent
design, only where no populations are eliminated after stage one (using the same
error spending functions). In that case, l; = —0.0627 and us = I = 1.6347. As
expected, the added flexibility of target population adaptation results in larger

stopping boundaries.

Using Equation (5.17), we can write down Eq [é5|77* = S] for § = {1},{2}
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and {1,2}. For j = 1,2, we can show that

) VA C_O.A -
Ee [9j|73* = {j}] — 0+ L ., (llj QJAU)

1-2,{1‘} Alj

-1
o QjAlj — llj ‘
Alj
Note that, for large Ay, if 6; # 0,

-1
Y —llj — 08 ~0and |D —QjAlj —hy ~ 1.
Ay Ay

Hence, the conditional estimate of éj given that P* = {j} for j = 1,2, is asymp-

totically unbiased as A;; gets large. With a bit of algebra, we can also show

that
Eq [é0|73* = {1, 2}]
= ILQO {90A20 + /l:o ha(11) {(92A12 +211) + \/A_mqf((i?))} dﬂfll}
where w = %. Hence we can again see that if Aj; and Ajs are large (and

(91, 62 # O), then

- 1
Eq [90”)* = {172}} R Z—zo(eoAlo + 00Agg) = by.

5.9.2 Example 2

Again suppose we have two subgroups and plan for two stages. Spending functions
are the same as in Example 1, but this time we set ;5 (t1) = «/2, which enables
early stopping with rejection. We find [/; in the same way as in Example 1, so
[y =071 ( (1— a)/2> = 0.4936. Early stopping for rejection is now allowed, so

we must also compute u;. For this, we compute

Y11 =P [P = {1}] '%1,{1}(11&1; 0)
— & (512 - 92A12) P (91A11 - U1VA11)

Ay Ay
¢ — & (ln - 91A11) . (92A12 —Urv A12)
. A A '
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For the decision P* = {1, 2}, we use Equation (5.11) and get

10—l ~
o2 T11 — 91A11> 1 <92A12 — (10 — $11)>
= ) dx
V1o /zn 4 < JANT! VAR JANP: H

+ P (01A11 - lll) o (elAll - (al(] - 112))
Vv A11 V A11

Next, we compute 11 = 19+ 111 + 12, and perform a numerical search for u; such

that ¢ = a};(0.5) = a/2. Doing so for fo; = 3 yields the first stage boundaries
(l1,u1) = (0.4936,2.297). For stage two, Iy and uy are found as in Example 1
where identities from Equations (5.21-5.24) are evaluated and a two-dimensional
numerical search for [y and wus is conducted. Note that we now replace oo with the
corresponding upper limits, e.g. use @, {13 instead of oo in Equation (5.21). Doing

this yields Iy = us = 2.0980.

To compute E |:ép P = S], we again use Equation (5.17), but now we need
to account for the possibility that the trial was terminated with rejection of Hp-
after the first stage. For j = 1,2, we get

[ mloslPr = (55005

u1,{5} J

1 [e.e]

Alj gly{j} ylj ](ylj) ylj
1
— L ) QJAU—_ZU
Alj Alj

i — 0. A 0;A1; — Uy g5
SR Ty i el VN [ BN CH S RN
A A1

9] Ty 1
Y2 1 1,44}
/ P2 (Yo O)I—deu = I—/ (Y1) (y1s + 0089 51)dys
—00 2,{7} 2,{5} Jl;
1
Doy

(0,80 + 8] [@(w,y) — Bl |,

and

@ (—u) ™ { () — pwa)] VA
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where Wyy; = (ﬂl,{j} — QjAlj) /\/Alj and wy; = (llj — QjAlj) /\/Alj-

For P* = {1,2}, we get (for brevity, 0 denotes the set {1,2})

/ p1(y10§ 9)%

U10

1 00 y10—l12
ylo/ h1(I11)h2(y10 - I12)d$11 dylo

IIO 10 l11

= [Tio®(—wp2)]

X /um_ . hi(w11) [0 (W(211)) + (02A12 + 211)P (—w(211))] dri

l11

> o(wiz)
h ((2YAN Ap——""1d
+ /ﬁm_l12 1(z11) {( 919 + T11) + 12<I>(—w12) 11,

where wi2 is defined above, and @(l’n) = (alo — T11 — 92A12) /\/ Alg. Finally,

o 1
/ P2(Y20; 9)?@20 = —[I + 60Dy - 1],
— 20

%) I20

{0 - 0wa)] - [V (plum) = (@) + 1511 (B(T) — )]
| VB (p(w) = (@) + 0222 (B(@,2) = Bwin))] - [B(a) — D) }

and .
1= [[_[ ® (—wlj)] (cp(@uz) _ <I>(w12)> - (@(@ul) _ @(wll)).

Here, w;; are as defined above, and

~ Uy — ho — 01 A1 ~ Uy — 0219
Wyl = , and wyy = ————.
JANT

A11

We again use §* = 1 as clinical significance, and Equation (5.13) to obtain the

maximum observed information. Results are summarized in Tables 5.6 and 5.7.
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Figures (5.3) and (5.4) show results from running the bootstrap bias-reduction

method using B = 10,000 replications.

Many of the observations made in Example 1 hold true here as well. We do
note that bias reduction is not always as successful as in Example 1, and for values
of 0 close to 2 there is sometimes lingering bias. For example, referring to Table 5.7
where 0; = 2 and 6, = 0, the mean (double) adjusted bias of él is 0.041. However,
when compared to the raw bias of 0.307 this does not seem too alarming, and if
we increase 6 further (> 2) then lingering bias was observed to decrease towards

Z€ero again.
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Figure 5.1: Results from bootstrap bias-reduction algorithm in example 1, in which
u; = oo. Plots depict conditional bias of #; given S = {1} for various values of #5. In
the right column, fo; = %, and in the left column, fo; = 5.
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Figure 5.2: Results from bootstrap bias-reduction algorithm in example 1, in which
u; = oo. Plots depict conditional bias of §y given S = {1, 2}, for various values of #2. In
the right column, fo; = %, and in the left column, fo; = %
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Figure 5.3: Results from bootstrap bias-reduction algorithm in example 2, in which
u; < oo. Plots depict conditional bias of 61 given S = {1} for various values of 6. In

the right column, fo; = %, and in the left column, fo; = %
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Figure 5.4: Results from bootstrap bias-reduction algorithm in example 2, in which
u; < oo. Plots depict conditional bias of §y given S = {1, 2}, for various values of #3. In
the right column, fo; = %, and in the left column, fo; =
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5.9.3 Comparison with FE and HUT

We conclude with a numerical study comparing the operating characteristics of
GSDS with those of the methods FE (see Section 4.2) and HUT (see Section 4.3),
developed earlier in this thesis. The comparison is carried out in the setting of
three disjoint subgroups @, Q2 and Q3 (P = {1,2,3}), where a nesting effect is
considered likely, i.e. 8y > 0, > 05, and 0; is the effect size for 2;. In the case of

GSDS, this suggests the use of DR-II at the first interim analysis.

Setup

We assume that patient responses are normally distributed with mean p;, j € P
and common variance o = 5. Define §; = uf — p]C as the mean difference between
treatment and control for population €2;, j € P. The three hypotheses of interest
are

H{17273} : 9{1,273} = O, H{ljg} . 9{172} = 0, and H{l} . 6{1} =0.

For shorthand notation, we use Hy and 6, to respectively denote the hypothesis

Hyy 23y and effect size 61 23). Let 6" = 1 represent clinical significance.

Operating characteristics for GSDS and FE can be obtained numerically, while
Monte Carlo simulation is conducted for HUT, using 100,000 replications per
parameter configuration. All procedures are compared using the same sample
size (observed information), and maximum observed information is set equal to
Tmax = %23 = 25, which is equivalent to a maximum sample size of 500 patients.
Of the three procedures being investigated, only GSDS allows early rejections.
Hence FE and HUT will always use the total allotted sample size (unless stopping

early for futility).
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Following the blueprint offered by Wang et al. (2009), we consider prevalence

levels ranging from low (fo1, fo2, fo3) = (i,i, %), to moderate (fo1, fo2, fo3) =

1

(%, %, 5), to high (fo1, foz2, fos) = (19—6, 13—6, }L) Interim analysis times are t = %, or

N[

%. We consider three main effect size patterns, which respectively correspond to

the three patterns identified to be of importance by Wang et al. (2009):

e Favorable nesting pattern corresponds to the pattern 6; > 6, > 63, or 0y <
0(1,2y < 01y. In this case, subgroup classification is predictive of treatment

response.

e No nesting pattern corresponds to the situation where there is no favorable
nesting pattern. For example, this is the case when 6y = 0.8,0;,9 = 1.2,
and 01y = 0.7. Here, subgroup classification is not predictive of treatment

response.

e Homogeneity pattern is present when treatment effects are roughly equal

across all subgroups, i.e. when 6, ~ 6, ~ 05.

Both FE and GSDS are use empirical data weights by design and hence their strong
control of FWER has been established. When empirical data weights are applied
for the HUT design, control of FWER is not guaranteed. We hence investigate

empirical Type I error rates to inspect the extent of error rate inflation (if any).

For the GSDS procedure, error spending is set to be proportional to stage
length, so af;(t) = a -t and aj(t) = (1 — «a) -t. We do allow early re-
jection for GSDS, but as neither FE nor HUT can do so, we also consider
the case of no GSDS early rejection (af(t) = 0). For FE, we use two
different configurations of local significance levels and enrichment parameters.

Namely, (oo, a1, a2) € {(a/3,a/3,a/3),(0.015,0.007,0.003)}, and (y0,71,72) €
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{(0.5,0.5,0.5),(0.3,0.4,0.5)}. For HUT, we keep 0~ fixed at zero, while 67 €
{0,0.5,1}, and kYT € {0.5,1,2}.

Effect of Empirical Data Weights on Type I Error

In Table 5.8 we show simulated Type I error probabilities for the HUT design,
based on the use of empirical data weights. The table relies on procedure-specific
parameters 07 = 0 and kYT = 2. The choice of these parameter values exaggerate
the outcome in the sense that small §* and large kY7 will tend to encourage the
inclusion of more populations for the second stage. Hence, under this configuration
the HUT design will proceed with populations it otherwise might not have, had
6% been larger or kYT smaller. We see that for the cases considered, Type I
error probabilities do not exceed o = 0.025. Comparison with Type I error rates
obtained with pre-specified weights (proportional to interim analysis timing, not
reported in a table) indicates that inflation is essentially negligible. In no situation

did we observe error rates in excess of the desired FWER of o« = 0.025.

In general, error rate inflation as compared to pre-specified weights is not com-
mon. Wang et al. (2009) report negligible Type I error inflation when evaluating
a number of different designs that rely on using conditional power at the interim
analysis. They do obtain error rates that exceed the nominal o (a maximum er-
ror rate of 0.0263 is reported), but this occurs in designs that include a potential

increase in sample size at the interim analysis.
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Power Performance

Tables 5.9-5.14 show power performance for the methods under consideration,
using interim timing t = % Performance is reported for various configurations
of procedure-specific parameters for easy comparison. We consider two examples
of each of the three effect size patterns discussed above. For favorable nesting
patterns, we use (01, 65, 05) = (1,0.4,0) and (1.5,0.2,0). For (unfavorable) patterns
with no nesting, we use (0,6,,05) = (0.4,1.2,0.4) and (0.2,1.5,0.2). Finally,
the two homogeneity patterns (6,6-,03) = (0.4,0.4,0.4) and (0.8,0.8,0.8) are

considered. Tables are divided into three main sections, each corresponding to

particular prevalence levels of €21, {25 and 3.

Recall that a clinically significant effect size worth detecting has been identified
as 0* = 1. Hence, if a population (composite or not) has effect size “considerably
smaller” than 1, a positive finding for said population is not desirable. For exam-
ple, consider the two homogeneity patterns shown above. The first, (0.4,0.4,0.4),
represents a scenario where there is a slight and constant effect across all popula-
tions. This effect is however not large enough to be considered meaningful (likely
any trial would not be powered to detect this effect anyway). The second pattern,
(0.8,0.8,0.8), is close enough to clinical significance for a trial sponsor to be inter-
ested in detecting this effect. A favorable outcome in this scenario is to reject the
overall null hypothesis Hy, though positive findings in smaller populations are also

of interest.

Impact of Nesting Pattern: When a favorable nesting pattern is present,
i.e. (01,02,03) = (1,0.4,0) or (1.5,0.2,0), it is desirable to find a positive result
in €2; only. In other words we want to reject Hy;y only, and accept all other

hypotheses. We see in Tables 5.9 and 5.10 that when the nesting pattern is present,
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Table 5.9: Power performance of three two-stage enrichment designs when (61, 0, 03) =
(1,0.4,0). As an example, the column “Q2; 9, (w/other)” gives the probability that only
H{y 9y isrejected, and the parenthesized value includes events where other hypotheses are
also rejected. Prevalence levels are given in the table. Entries are based on Zy,.x = 25
and t = 1/2. HUT parameters are 7 = 0.5, and kU7 = 0.5,1 and 2, respectively.
FE parameters are (79,71,72) = (0.5,0.5,0.5) in the first two rows, and (0.3,0.4,0.5)
in rows three and four. Local significance levels are /3 in rows one and three, and
(0.015,0.007,0.003) in rows two and four. The top GSDS row refers to no early rejection.

Effect Sizes Procedure Power Performance
0o 0{172} 9{1} Qo Q{LQ} (w/other) Q{l} (w/other) Any
frioy = 3/4, fry = 9/16
0.6375 0.85 1 0.20 0.32 (0.52) 0.42 (0.94) 0.95
HUT 0.32 0.34 (0.66) 0.29 (0.96) 0.96
0.45 0.32 (0.77) 0.18 (0.96) 0.97
0.79 0.05 (0.55) 0.01 (0.56) 0.92
FE 0.84 0.02 (0.55) 0.01 (0.56) 0.92
0.78 0.05 (0.56) 0.01 (0.57) 0.93
0.83 0.03 (0.55) 0.01 (0.56) 0.93
aspsg | 012 033 (N/A) 0.43 (N/A)  0.88
0.10 0.33 (N/A) 0.43 (N/A) 0.86
froy =1/2, f1y =3/8
0.425 0.85 1 0.13 0.33 (0.46) 0.42 (0.88) 0.89
HUT 0.21 0.39 (0.59) 0.31 (0.89) 0.91
0.29 0.41 (0.68) 0.20 (0.89) 0.91
0.39 0.14 (0.36) 0.02 (0.39) 0.79
FE 0.48 0.09 (0.35) 0.01 (0.36) 0.78
0.39 0.16 (0.38) 0.03 (0.41) 0.82
0.47 0.11 (0.36) 0.02 (0.38) 0.81
aspsg | 009 020 (N/A) 0.44 (N/A)  0.82
0.07 0.14 (N/A) 0.43 (N/A) 0.79
faoy =1/2, fry =1/4
0.35 0.7 1 0.11 0.29 (0.39) 0.37 (0.76) 0.81
HUT 0.17 0.33 (0.47) 0.29 (0.77) 0.83
0.23 0.34 (0.53) 0.21 (0.75) 0.82
0.26 0.28 (0.50) 0.13 (0.63) 0.72
FE 0.34 0.20 (0.49) 0.08 (0.57) 0.67
0.25 0.31 (0.53) 0.14 (0.67) 0.75
0.33 0.24 (0.51) 0.09 (0.61) 0.71
GSDS 0.07 0.33 (N/A) 0.34 (N/A) 0.74
0.05 0.18 (N/A) 0.34 (N/A) 0.71
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Table 5.10:

early rejection.

Power performance of three two-stage enrichment designs when
(61,02,03) = (1.5,0.2,0). As an example, the column “€2¢; 5, (W/other)” gives the prob-
ability that only Hyy oy is rejected, and the parenthesized value includes events where
other hypotheses are also rejected. Prevalence levels are given in the table. Entries are
based on Zy.x = 25 and ¢t = 1/2. HUT parameters are §+ = 0.5, and kU7 = 0.5,1
and 2, respectively. FE parameters are (9, 71,72) = (0.5,0.5,0.5) in the first two rows,
and (0.3,0.4,0.5) in rows three and four. Local significance levels are /3 in rows one
and three, and (0.015,0.007,0.003) in rows two and four. The top GSDS row refers to no

Effect Sizes Procedure Power Performance
0o 9{172} 9{1} Qo Q{LQ} (w/other) Q{l} (w/other) Any
frioy = 3/4, fry = 9/16
0.881 1.175 1.5 0.21 0.27 (0.48) 0.52 (1.00) 1.00
HUT 0.34 0.29 (0.63) 0.37 (1.00) 1.00
0.49 0.29 (0.77) 0.23 (1.00) 1.00
0.98 0.01 (0.90) 0.00 (0.90) 1.00
FE 0.99 0.00 (0.90) 0.00 (0.90) 1.00
0.98 0.01 (0.90) 0.00 (0.90) 1.00
0.98 0.01 (0.90) 0.00 (0.90) 1.00
asps | 047 025 (N/A) 0.54 (N/A)  0.96
016  0.25 (N/A) 0.54 (N/A)  0.95
frgy =1/2, fry = 3/8
0.588 1.175 1.5 0.15 0.31 (0.47) 0.53 (0.99) 0.99
HUT 0.25 0.36 (0.62) 0.38 (0.99) 1.00
0.37 0.39 (0.76) 0.24 (1.00) 1.00
0.71 0.16 (0.73) 0.01 (0.74) 0.97
FE 0.78 0.10 (0.72) 0.00 (0.72) 0.97
0.70 0.17 (0.74) 0.01 (0.75) 0.98
0.77 0.11 (0.73) 0.00 (0.73) 0.98
asps | 013 023 (N/A) 0.55 (N/A)  0.91
011  0.23 (N/A) 0.55 (N/A)  0.90
fngy =1/2, fry =1/4
0425 085 1.5 0.13 0.29 (0.42) 0.55 (0.96) 0.97
HUT 0.21 0.34 (0.54) 0.43 (0.97) 0.98
0.29 0.37 (0.66) 0.31 (0.97) 0.97
0.39 0.37 (0.75) 0.17 (0.94) 0.94
FE 0.48 0.28 (0.75) 0.14 (0.90) 0.91
0.39 0.40 (0.78) 0.16 (0.95) 0.96
0.47 0.32 (0.77) 0.14 (0.92) 0.93
GSDS 0.08 0.25 (N/A) 0.51 (N/A) 0.85
0.07 0.25 (N/A) 0.51 (N/A) 0.83
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Table 5.11: Power performance of three two-stage enrichment designs when
(61,02,03) = (0.4,1.2,0.4). As an example, the column “Q; 5y (w/other)” gives the
probability that only Hy oy is rejected, and the parenthesized value includes events where
other hypotheses are also rejected. Prevalence levels are given in the table. Entries are
based on Zy.x = 25 and ¢t = 1/2. HUT parameters are §+ = 0.5, and kU7 = 0.5,1
and 2, respectively. FE parameters are (v9,71,72) = (0.5,0.5,0.5) in the first two rows,
and (0.3,0.4,0.5) in rows three and four. Local significance levels are /3 in rows one
and three, and (0.015,0.007,0.003) in rows two and four. The top GSDS row refers to no
early rejection.

Effect Sizes Procedure Power Performance
bo b2y Opy Qo Q2 (w/other) €y (w/other) Any
frioy =3/4, fr;y =9/16
055 0.6 0.4 040  0.09 (0.27) 0.02 (0.29)  0.66
HUT | 050  0.08 (0.30) 0.01 (0.30)  0.70
0.56 0.05 (0.30) 0.00 (0.31) 0.71
0.64 0.00 (0.12) 0.00 (0.13) 0.70
FE 0.72 0.00 (0.12) 0.00 (0.13) 0.74
0.63 0.01 (0.12) 0.01 (0.13) 0.70
0.71 0.00 (0.12) 0.00 (0.13) 0.74
aspg | 022 036 (N/A) 0.02 (N/A)  0.60
0.19  0.23 (N/A) 0.02 (N/A)  0.55
frioy =1/2, fry = 3/8
05 0.6 04 0.38  0.07 (0.20) 0.02 (0.22)  0.58
HUT | 046  0.06 (0.21) 0.01 (0.22)  0.63
0.50  0.04 (0.22) 0.00 (0.23)  0.64
0.54 0.01 (0.08) 0.01 (0.09) 0.61
FE 0.63 0.00 (0.08) 0.00 (0.09) 0.67
0.53 0.01 (0.08) 0.01 (0.09) 0.62
0.62 0.00 (0.08) 0.00 (0.09) 0.67
asps | 031 023 (N/A) 0.02 (N/A)  0.56
026 0.20 (N/A) 0.02 (N/A) 050
fray =1/2, fry =1/4
0.6 0.8 0.4 0.48 0.05 (0.15) 0.01 (0.16) 0.75
HUT 0.58 0.04 (0.16) 0.00 (0.16) 0.83
0.65 0.03 (0.16) 0.00 (0.17) 0.85
0.73 0.01 (0.16) 0.00 (0.16) 0.81
FE 0.79 0.00 (0.16) 0.00 (0.16) 0.84
0.72 0.01 (0.16) 0.00 (0.17) 0.82
0.78 0.0 (0.16) 0.00 (0.16)  0.85
asps | 038 035 (N/A) 0.01 (N/A)  0.73
033  0.27 (N/A) 0.01 (N/A)  0.67
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Table 5.12:

early rejection.

Power performance of three two-stage enrichment designs when
(61,02,03) = (0.2,1.5,0.2). As an example, the column “Q; 5y (w/other)” gives the
probability that only Hy oy is rejected, and the parenthesized value includes events where
other hypotheses are also rejected. Prevalence levels are given in the table. Entries are
based on Zy.x = 25 and ¢t = 1/2. HUT parameters are §+ = 0.5, and kU7 = 0.5,1
and 2, respectively. FE parameters are (v9,71,72) = (0.5,0.5,0.5) in the first two rows,
and (0.3,0.4,0.5) in rows three and four. Local significance levels are /3 in rows one
and three, and (0.015,0.007,0.003) in rows two and four. The top GSDS row refers to no

Effect Sizes Procedure Power Performance
0o 9{172} 9{1} Qo Q{LQ} (w/other) Q{l} (w/other) Any
fr2y = 3/4, fry = 9/16
0.444 0.525 0.2 0.24 0.04 (0.09) 0.00 (0.09) 0.50
HUT 0.31 0.03 (0.09) 0.00 (0.09) 0.54
0.36 0.02 (0.10) 0.00 (0.10) 0.55
0.43 0.00 (0.05) 0.00 (0.06) 0.53
FE 0.52 0.00 (0.05) 0.00 (0.05) 0.57
0.42 0.01 (0.05) 0.00 (0.06) 0.53
0.51 0.00 (0.05) 0.00 (0.05) 0.57
aspg | 011 041 (N/A) 0.00 (N/A)  0.53
0.09 0.38 (N/A) 0.00 (N/A) 0.47
frgy =1/2, fry = 3/8
0.363 0.525 0.2 0.18 0.03 (0.07) 0.00 (0.07) 0.40
HUT 0.23 0.03 (0.07) 0.00 (0.08) 0.45
0.26 0.03 (0.08) 0.00 (0.08) 0.45
0.28 0.01 (0.04) 0.00 (0.04) 0.41
FE 0.36 0.00 (0.04) 0.00 (0.04) 0.44
0.28 0.01 (0.04) 0.00 (0.04) 0.42
0.35 0.01 (0.04) 0.00 (0.04) 0.45
asps | 013 031 (N/A) 0.01 (N/A)  0.45
011  0.28 (N/A) 0.01 (N/A)  0.39
fngy =1/2, fry =1/4
0.525 0.85 0.2 0.31 0.03 (0.06) 0.00 (0.06) 0.71
HUT 0.40 0.02 (0.06) 0.00 (0.06) 0.84
0.48 0.02 (0.06) 0.00 (0.06) 0.85
0.59 0.00 (0.07) 0.00 (0.07) 0.80
FE 0.67 0.00 (0.07) 0.00 (0.07) 0.81
0.58 0.01 (0.07) 0.00 (0.07) 0.81
0.66 0.00 (0.07) 0.00 (0.07) 0.83
GSDS 0.21 0.56 (N/A) 0.00 (N/A) 0.77
0.17 0.55 (N/A) 0.00 (N/A) 0.72
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Table 5.13:

early rejection.

Power performance of three two-stage enrichment designs when
(61,02,03) = (0.4,0.4,0.4). As an example, the column “Q; 5y (w/other)” gives the
probability that only Hy oy is rejected, and the parenthesized value includes events where
other hypotheses are also rejected. Prevalence levels are given in the table. Entries are
based on Zy.x = 25 and ¢t = 1/2. HUT parameters are §+ = 0.5, and kU7 = 0.5,1
and 2, respectively. FE parameters are (v9,71,72) = (0.5,0.5,0.5) in the first two rows,
and (0.3,0.4,0.5) in rows three and four. Local significance levels are /3 in rows one
and three, and (0.015,0.007,0.003) in rows two and four. The top GSDS row refers to no

Effect Sizes Procedure Power Performance
0o  Op12y Opny Qo Q2 (w/other) €y (w/other) Any
fr2y =3/4, fry = 9/16
04 04 04 0.20  0.05 (0.17) 0.09 (0.26)  0.37
HUT 0.27 0.05 (0.21) 0.06 (0.27) 0.41
032 0.04 (0.24) 0.03 (0.28)  0.42
0.35 0.01 (0.08) 0.02 (0.11) 0.40
FE 0.43 0.00 (0.09) 0.01 (0.10) 0.45
0.34 0.01 (0.08) 0.02 (0.11) 0.41
0.42 0.00 (0.09) 0.01 (0.10) 0.45
aspg | 014 012 (N/A) 0.10 (N/A)  0.36
012  0.09 (N/A) 0.09 (N/JA)  0.31
T2y =1/2, fry = 3/8
04 04 04 021  0.04 (0.12) 0.07 (0.19)  0.34
HUT | 029  0.04 (0.15) 0.05 (0.21)  0.39
0.33 0.03 (0.17) 0.03 (0.20) 0.41
0.35 0.01 (0.05) 0.02 (0.07) 0.40
FE 0.43 0.00 (0.06) 0.01 (0.07) 0.46
0.34 0.01 (0.05) 0.02 (0.08) 0.40
E 0.42 0.00 (0.06) 0.01 (0.07) 0.46
aspg | 024 0.07 (N/A) 0.06 (N/A)  0.37
020  0.09 (N/A) 0.06 (N/A)  0.32
fngy =1/2, fry =1/4
0.4 0.4 04 0.22 0.03 (0.09) 0.06 (0.15) 0.34
HUT 0.29 0.03 (0.11) 0.04 (0.15) 0.40
0.33 0.02 (0.12) 0.03 (0.15) 0.41
0.35  0.01 (0.10) 0.02 (0.13)  0.40
- 043  0.01 (0.11) 0.01 (0.12)  0.46
0.34  0.02 (0.10) 0.02 (0.13)  0.40
042  0.01 (0.11) 0.01 (0.12)  0.46
asps | 023 0.09 (N/A) 0.04 (N/A)  0.37
0.19  0.10 (N/A) 0.04 (N/A)  0.31
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Table

5.14:

early rejection.

Power performance of three two-stage enrichment designs when
(61,02,05) = (0.8,0.8,0.8). As an example, the column “Q; 5y (w/other)” gives the
probability that only Hy oy is rejected, and the parenthesized value includes events where
other hypotheses are also rejected. Prevalence levels are given in the table. Entries are
based on Zy.x = 25 and ¢t = 1/2. HUT parameters are §+ = 0.5, and kU7 = 0.5,1
and 2, respectively. FE parameters are (v9,71,72) = (0.5,0.5,0.5) in the first two rows,
and (0.3,0.4,0.5) in rows three and four. Local significance levels are /3 in rows one
and three, and (0.015,0.007,0.003) in rows two and four. The top GSDS row refers to no

Effect Sizes Procedure Power Performance
bo  Op2y Oy Qo Q2 (w/other) €y (w/other) Any
fr2y =3/4, fry = 9/16
0.8 08 0.8 0.71  0.11 (0.73) 0.10 (0.84)  0.94
HUT 0.82 0.08 (0.80) 0.04 (0.84) 0.95
0.80  0.05 (0.83) 0.02 (0.85)  0.96
0.95 0.00 (0.40) 0.00 (0.40) 0.95
FE 0.97 0.00 (0.40) 0.00 (0.40) 0.97
0.94 0.00 (0.40) 0.00 (0.40) 0.95
0.96 0.00 (0.40) 0.00 (0.40) 0.97
aspg | 096 017 (N/A) 0.08 (N/A)  0.81
052 0.17 (N/A) 0.08 (N/A)  0.76
frgy =1/2, fry = 3/8
0.8 0.8 0.8 0.77 0.05 (0.59) 0.09 (0.68) 0.91
HUT 0.87 0.04 (0.64) 0.03 (0.68) 0.95
0.92 0.02 (0.66) 0.01 (0.68) 0.96
0.95  0.00 (0.27) 0.00 (0.28)  0.95
ep | 097 0.00 (0.27) 0.00 (0.28)  0.97
0.94 0.00 (0.27) 0.00 (0.28) 0.95
0.96  0.00 (0.27) 0.00 (0.28)  0.97
aspg | 078 0.06 (N/A) 0.04 (N/A) 0.8
0.74  0.06 (N/A) 0.04 (N/A)  0.84
fngy =1/2, fry =1/4
0.8 0.8 0.8 0.79 0.04 (0.47) 0.05 (0.52) 0.91
HUT | 088  0.03 (0.49) 0.02 (0.51)  0.95
0.92 0.02 (0.49) 0.01 (0.51) 0.96
0.95  0.00 (0.48) 0.00 (0.49)  0.95
ep | 097 0.00 (0.49) 0.00 (0.49)  0.97
0.94  0.00 (0.48) 0.00 (0.50)  0.95
0.96  0.00 (0.49) 0.00 (0.50)  0.97
asps | 078 008 (N/A) 0.02 (N/A) 0.8
0.74  0.08 (N/A) 0.02 (N/A)  0.83
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GSDS arrives at the correct conclusion (pass treatment for 2; only) with greater
probability than FE (always) and HUT (usually). HUT performs well in this
scenario if k#UT = 0.5, as this penalizes false positives more so than false negatives.
The weakness of FE, discussed in Chapter 3, is present in this setting. This is more
obvious when prevalence levels are moderate to high (first two sections of the two
tables); we can see that FE tends to reach a positive conclusion for ) rather
than identify strong effects in subgroups. This can be countered by making &'
small, and we consider the values 0.3 and 0.5, though lower values might be useful

especially if prevalence of €2y and ()5 is high.

By design, GSDS can only make inference on a single population at the end of
the trial. For example, it is not possible for GSDS to reject both Hyy and Hy oy,
something both FE and HUT can easily do. This represents a sort of trade-off
that must be carefully considered by a trial sponsor. GSDS will reach the correct
conclusion with higher probability in comparison to the two other designs, and
has smaller expected sample size if early stopping for rejection is allowed. On the
other hand, there is no inbuilt mechanism to “rescue” the trial at the final analysis
if results are not as good as hoped. In particular, there is no unused Type I error
that may be spent on examining smaller populations than the one selected at the
first interim analysis. Whether the design can be modified to allow for testing of
smaller populations while maintaining its simplicity is a topic for further research.

We discuss some possible remedies in Section 6.2.

If the prevalence levels of €2; and {2, are high, it may appear as if a positive
result in ¢ o) would also be desirable. This occurs for example when (61, 05, 03) =
(1.5,0.2,0) and (fo1, fo2, fos) = (9/16,3/16,1/4), see Table 5.10. In this case,

01,2y = 1.175, which exceeds the effect size considered to be of clinical significance.
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However, we believe that the correct conclusion should still exclude €25, as the high

effect size in (¢ 9y is primarily a result of #; = 1.5 and the high prevalence of (2,

in 9{1,2} (f{172}71 == 075)

Overall, while GSDS reaches a positive conclusion (i.e. reject any null hypothe-
sis) with lower probability than either FE or HUT), it does perform better in terms
of rejecting only the hypotheses that should be rejected. Power performance of
HUT and FE is also fairly dependent on procedure-specific parameters (local sig-
nificance levels and enrichment parameters for FE; 7 and kU7 for HUT), while
GSDS only requires specification of the two spending functions o} and aj;. These
functions are naturally defined as proportional to the interim analysis timing. As
a result, GSDS is reasonably simple to implement and its performance does not
overly rely on the specification of a number of parameters. This is desirable, as
procedure-specific parameters can substantially influence the probability of a pos-

itive result depending on the true effect size pattern and prevalence levels.

Effect of No Nesting Pattern: We see in Tables 5.11 and 5.12 power per-
formance when there is no nesting pattern. Here, the effect size is only large
enough for population {25, while effects in €; and {23 are not worth detecting.
None of the designs under consideration are particularly useful for this scenario.
GSDS could be applied, but DR-I (see Section 5.2) would be more appropriate
than the rule used in this example (DR-II, which is used because of the perceived
nesting structure). Depending on prevalence levels, the most desirable conclusion
may be rejection of Hy oy, in particular when (for1, fo2, fos) = (1/4,1/4,1/2), in
which case 61 9y = 0.8 in Table 5.11 and 0.85 in Table 5.12. The GSDS procedure
achieves highest rejection probabilities for Hy; 9y in all cases that are considered.

As expected though, the overall performance of the three designs is uninspiring.
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Effect of Homogeneity Pattern: Tables 5.13 and 5.14 show performance
in the case of equal effect size across all subgroups. In this type of scenario, the
correct conclusion is to reject €2y, though secondary findings involving (possibly
composite) subgroups are also valid. When all §; = 0.4, we expect that all designs
are underpowered, and this is confirmed in Table 5.13. In this case, it can be
argued that the “best” conclusion is simply a negative trial, as effect sizes are not
close to a clinically meaningful difference. The FE and HUT designs achieve higher

rejection probabilities for €2y than GSDS does.

When all §; = 0.8, it is desirable that the trial ends with a positive finding,
preferably for €2y. Inspecting Table 5.14, we again see that FE achieves this with
high probability, dominating the other procedures in the cases considered. This
finding is with the caveat that by design, FE tends to have high power for Hy,
even when there is heterogeneity among the subgroups. HUT can perform well

in the homogeneity setting, though power is quite dependant on the value chosen

kHUT kHUT

for . Our results indicate that = 2 leads to good performance (using

EfUT — 2 means false negatives are penalized heavily, which makes subgroup
elimination unlikely at the interim analysis). We note that GSDS is dominated in

this setting, but comes closest to the other procedures when prevalence levels are

low rather than high.

Impact of Early Rejection in GSDS: In Tables 5.9-5.14 we have included
power performance for GSDS with «f;(t) = ta and «f;(t) = 0, i.e. both early
rejection and no early rejection. In all cases, we observe that power is slightly
lower when early rejection is allowed. The difference is essentially negligible when
a favorable nesting pattern is present, but more pronounced when treatment effects

are equal across the subgroups. Hence there is a trade-off to consider for a trial
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sponsor; if early findings warrant terminating the trial with a positive finding,
early rejection can mean substantial savings in time and financial resources. On
the other hand, it may be necessary to budget for a slightly larger maximum sample

size due to the fact that power tends to be lower when early rejection is possible.

Impact of Interim Timing: Figure 5.5 shows the impact of interim timing
on power performance for GSDS. (Timing properties for HUT and FE were con-
sidered in Chapter 3.) We see that when a favorable nesting pattern is present,
the procedure benefits from a late interim analysis. Recall that lower limits are
Iy \/A_lj , 7 € P, and hence they increase proportionally to the square root of ac-
cumulated information. When effect sizes are small or non-existent, a longer first
stage hence decreases the probability that an ineffective population be passed on
to stage two. However, for the homogeneity pattern (01,605, 65) = (0.8,0.8,0.8) (red

line in Figure 5.5), we see the opposite effect.

When a favorable nesting pattern is present, Wang et al. (2009) report that
the earlier an interim analysis is performed, the higher the power performance for
all subgroups and here we see the opposite effect. This is in contrast to GSDS,
and the difference can be explained by examining the procedure used to eliminate
populations; GSDS employs a sort of “bottom-up” approach, whereby the popu-
lation believed to be least responsive is first up for elimination. In particular, the
decision on whether or not to eliminate a particular subgroup is based purely on
results from that subgroup. Wang et al. (2009), on the other hand, employ a “top-
down” approach, where the overall results are checked first. If these are not strong
enough, (23 is eliminated, and results involving only €2; and {25 are considered, and
so forth. Hence, a long first stage implies that the non-centrality parameter for 7

(first stage, overall population) is large relative to when the first stage is shorter.
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Effect of Interim analysis Timing
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Figure 5.5: Rejection probabilities for the GSDS procedure over ¢ values 0.25, 0.5 and
0.75. For the nesting pattern, power performance is for rejection of €271y only. For the
homogeneity pattern, power performance is for rejection of 2.

This makes detection of heterogeneity more difficult, and the incorrect decision to
proceed with )y is probable. As discussed in the previous paragraph, GSDS is

well equipped to detect this favorable nesting pattern, and does so with greater

probability as the first stage is lengthened.
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Chapter 6

Discussion
6.1 Conclusions

We have considered the problem of designing and analyzing clinical trials that
prospectively incorporate analysis of subgroup-specific effects. This issue is very
prevalent in modern day clinical trials, and several motivating examples were dis-
cussed in Chapter 1. We face many challenges with subgroup analysis, including
lack of study power, issues with multiplicity, as well as interpretability and gen-
eralizability of study results. The small size of many subgroups can mean that
prohibitively large sample sizes are needed to guarantee desired power, and hence
trials must be carefully designed to detect effects restricted to certain subgroups.
In addition, a study that entertains multiple questions must provably bound the
probability that any false positive decision is made. This can become quite compli-
cated when there are many subgroups to chose from. In Section 1.2.2, we discussed
in detail these issues and others that should be taken into consideration when con-

ducting subgroup analysis.

In Chapter 3, we considered the case where there is one subgroup of interest.
In this scenario, it is preferred to detect an overall effect if one is present; if not, a
subgroup effect should be detected with high probability. By prospectively speci-
fying the subgroup of interest, it is possible to design trials that allow confirmatory
evaluation of treatment effect in this subgroup, while protecting FWER strongly
at the desired level and also maintaining the integrity of the trial. Several novel

designs were proposed, and others were adapted from the literature for compar-
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ison. We saw that adaptive designs that incorporate an interim analysis can do
particularly well in this setting, specifically if only the subgroup is responsive. In
contrast, traditional designs such as a fixed Hochberg-Simes procedure or a mul-
tiplicity adjusted O’Brien and Fleming group sequential trial are not suited to
detect heterogeneity. Procedures that showed particular promise allow adaptive
enrichment at interim (e.g. FE or HUT), whereby all resources can be focused on
the subgroup for the second stage. In Chapter 4, the procedures AFP, FE and

HUT were extended to allow consideration of any number of subgroups.

As part of the analysis conducted in Chapter 3, we also investigated the effect of
subgroup prevalence and interim analysis timing on the power performance, as well
as the quality of interim analysis decisions. As expected, power for the subgroup
was observed to increase with its prevalence, while power to detect an overall
positive effect also relies on the effect size in the subgroup complement. There is
no obvious “correct” time for an interim analysis, though our conclusions indicate
that t between 1/4 and 1/2 is appropriate. For the scenarios that we analyzed,
there is little difference in power performance as t varies, though obviously the

interim analysis is more robust as t increases.

An important observation made in our research is that the decision on whether
or not to enrich the subgroup of interest should be based on (or at least incorporate)
the analysis of treatment effect in the subgroup complement. It is possible to see a
strong overall effect, while at the same time the subgroup complement is completely
nonresponsive. In such cases, the observed positive overall effect is mainly driven
by very strong results in the subgroup of interest. Basing interim decisions only on
the overall statistic Z;y can result in designs that are biased towards positive results

for the complete populations, and do not detect heterogeneity except under very
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favorable circumstances. FE and CP are the two proposed procedures to which
this applies. However, this weakness is less obvious when the interim analysis is

conducted early, and the prevalence of the subgroup of interest is relatively low.

In Chapter 5 we proposed a confirmatory adaptive multi-stage group sequential
design (GSDS) that only eliminates populations that show early signs of being non-
responsive. At the end of the first stage, results from each prospectively specified
subgroup are examined, and those falling below a certain threshold are discarded
for the remainder of the trial. The remaining populations are then pooled to create
a single overall population of interest that is tested at subsequent interim analyses.
The pooling approach is novel, and has certain strengths as well as drawbacks. For
instance, combining the remaining populations is a simple way to deal with issues
of multiplicity, which can be very challenging when conducting a group sequential
trial. One of the strengths of group sequential trials is the high probability that the
trial can be terminated before the final analysis with a positive conclusion. The
GSDS design thus combines this strength with the possibility to detect subgroup
heterogeneity while avoiding issues that can arise when more flexible designs are
used (Burman and Sonesson, 2006). A weakness of the pooling approach is that
once a stopping boundary is crossed, no further testing is allowed (all @ has been
spent). This can be problematic if the trial was negative, but the combined pop-
ulation consists of multiple prospectively specified subgroups, some of which may

actually be responsive to treatment.

The GSDS procedure was compared to the FE and HUT procedures in terms of
power performance when there were three subgroups of interest, and no procedure
was dominated over all cases considered. We found that when a favorable nesting

pattern is present, the GSDS procedure reaches the correct conclusion only with
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greater probability than FE and HUT, while the latter two procedures are more
powerful when treatment effect is homogeneous across all populations. GSDS does
have the advantage of easily incorporating early stopping for rejection, and hence

has a smaller expected sample size than the other two designs.

In conclusion, we have presented several confirmatory adaptive clinical trial de-
signs that are specifically tailored to allow analysis of subgroups. When effects are
confined to a subgroups, procedures that incorporate at least one interim analysis
were seen to achieve substantial gains in power over non-adaptive designs. In our
examples, no adaptive design outperformed another for all configurations, nor was
any design outperformed for all configurations. The FE procedure, while powerful
overall, can struggle to detect heterogeneity if subgroup prevalence is high, or if the
interim analysis is unsuitably timed. The HUT procedure performs well in a variety
of scenarios, but power performance can be highly dependent on procedure-specific
parameters such as kYT and 6*. Further, while using empirical data weights is
desirable to increase efficiency, protection of Type I error is not guaranteed and
hence their use may be unacceptable in the eyes of regulatory authorities. If empir-
ical data weights are not used, then equally informative observations are weighted
unequally at the final analysis. The GSDS procedure, though adaptive in nature, is
essentially a fixed design that requires minimal specification of procedure-specific
parameters. Once spending functions are chosen, critical boundaries can be ob-
tained in a straightforward manner, and the trial then has a clear and unambiguous
decision path. Further, unlike procedures considered in Chapters 3 and 4, GSDS
can incorporate more than one interim analysis, any of which can result in trial
termination due either to rejection or acceptance. We believe that this flexibility,
coupled with its relative simplicity, makes the GSDS design a suitable procedure

of choice for confirmatory trials where subgroup analysis is desired.
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6.2 Future Research

In Chapter 3 we observed that the FE procedure can struggle to detect hetero-
geneity, instead attributing positive results to an overall effect. Hence, FE power
for Hy is usually higher than power for a subgroup, unless the subgroup is rela-
tively small or if the interim analysis is conducted early. In the single-subgroup
setting, we can counter this using an approach similar to that given by Brannath
et al. (2009). Let y2 € [0,1], and let C.,, = F~! (1 — 2) where F' is the cumulative
distribution function of the test statistic Z (see notation in Section 3.2.2). Now

the first stage analysis FE procedure can be stated as follows:

—_

At Zyy < Oy and Zy; < C,,, then stop the study for futility.

2. If Zyy < C,, and Z;; > C,,, then proceed to stage two and enrich the

subgroup 2.

3. 1If ZlO > C’Yo and ZH > C

W, but Zip < C,,, then also enrich to §2; for stage

two.

4. Tf Zyp > C

o» Z11 > C,,, and Z15 > C.,, then proceed to stage two with the

full population.

5. If Zyp > C,, and Z;; < C,,, then proceed to stage two with the full popula-

tion.

Steps 3-5 contain the modified decision process that is proposed, where we require
some consistency of findings in the subgroup complement in order to allow the
procedure to go forward with the full population. A new value for a; will need
to be computed, and when there is only one subgroup of interest the analysis

involved is manageable. Incorporating steps 3—5 will affect power for Hy negatively,
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even when there is no heterogeneity among subgroups. However, the purpose of a
method such as FE is to detect subgroup-specific effects, and the proposed changes

will help accomplish this.

The HUT and HPP designs presented in Chapter 3 rely on Bayesian computa-
tional methods when conducting the interim analysis. A Phase III trial needs to
provably protect FWER strongly at level «, and this can be problematic to show
for a pure Bayesian design. However, the relatively strong performance of HUT
and HPP suggests that more effort should be put into the development of hybrid
Bayesian designs for confirmatory Phase III trials. In particular, exchangeability
was a key assumption in our setup, which is appropriate when there is no natu-
ral ordering of subgroups. When this is not the case, however, a general method
that accounts for patient heterogeneity is still needed. Wathen et al. (2008) have
proposed a class of model-based Bayesian designs for Phase II trials, specifically
tailored to handle differing prior beliefs about particular subgroups, but to our

knowledge no such designs exist yet for use in Phase III trials.

The GSDS procedure, proposed in Chapter 5, presents a new approach to
combine “traditional” group sequential trials with the problem of detecting het-
erogeneity among subgroups. We presented the procedure in terms of the efficient
score statistic, relying on the normal approximation which holds for a variety of
endpoints. However, when endpoints are binary and sample sizes are small, or suc-
cess probabilities p are small, this approximation is inaccurate. Moreover, observed
information depends on p, and in our examples we chose the conservative estimate
by using p = % To remedy this, we could use exact methods for Bernoulli data,
where the number of successes for each population at a given stage are distributed

as a binomial random variable. For the first stage, the conditional distribution of
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the cumulative number of successes for retained populations 2;, j € P*, can be
obtained with convolution. Its exact form will depend on the decision rule used at

the first analysis (nested or not).

We list other extensions/modifications of GSDS that might be of interest:

1. Include a prospectively specified option to delay population elimination.
That is, stage 1 < k* < K is predetermined as the stage at which some
populations may be dropped. Prior to stage k*, the trial will run as a one-
population trial, testing only Hy. If stage k* is reached without rejection or
acceptance of Hy, each population can be examined individually in the same
fashion as described in Section 5.2. Hence, after stage k* the trial would

behave exactly as the original GSDS design.

2. Another option is to allow elimination of populations in more than one stage.
For example, say we have three populations 21, {2, and €23 and a three stage
trial is planned. At the first interim analysis, (3 is dropped, but the other
two populations look promising. If, at the end of the second stage, only
Q1 looks responsive, it is desirable to have the option to drop {2, as well.
The current formulation of GSDS does not account for this, and the added
complexity may make the resulting analysis more computationally intensive.

Approximate boundaries could still be easily obtained by use of simulation.

3. As currently stated, if the GSDS accepts Hp« at a given stage, no more test-
ing may take place. However, if (2p« was composed of multiple populations
and there is reason to believe some were incorrectly chosen after the first
analysis, we would like for there to be some flexibility to test smaller popu-
lations, as a sort of “fallback” option. In such cases, it may be possible to

use up unspent «a and test hypotheses corresponding to the remaining pop-
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ulations using a simple multiplicity adjustment. Test statistics of interest
can be computed using a combination rule such as the weighted inverse nor-
mal method, where combination weights are proportional to the originally
planned information increments. Then the closed testing principle would be
applied, taking all original hypotheses into consideration (even those corre-
sponding to dropped populations). If the procedure terminated at stage T,
then the remaining unspent o can be expressed in terms of the upper spend-
ing function aj(-), as i aj; (i) — o (T). Note that if acceptance occurred
at the final analysis, alllzf)j}llas been spent. P-values could be adjusted using,
for example, Hochberg’s method, and tests carried out using the remaining
a as the effective FWER. Further investigation is required to assess the op-

erating characteristics (e.g. possible Type I error inflation) of this type of

“rescue” testing.

. It might be of interest to not force pooling of chosen populations, and to
test these individually. In this case, we are essentially running a number of
parallel and independent group sequential trials, and the GSDS procedure
would no longer apply. Sample size requirements would certainly be cause
for concern, and while obtaining integral representations of stage-wise prob-
abilities (as we did for GSDS) is straightforward, accounting for multiplicity

1s not.

. The procedure is developed under the assumption that observation variance
o? is known. If o2 is not known, then observed information is not known; it’s
estimate depends on the estimate of o. In this case tests would be specified in
terms of ¢-distributed test statistics, see for example (Jennison and Turnbull,

2000, Ch. 4.4).
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