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Early and Middle Phase Clinical Trial Designs for Groups

Connor John Celum

(ABSTRACT)

This dissertation presents phase I and phase II trial designs for groups. In particular,
groups completely or partially ordered by dose sensitivity are considered. Groups are
completely or partially ordered when the groups can be completely or partially or-
dered by the probability of an adverse event for any given dose, respectively. A pair of
phase I clinical trials are presented in this dissertation: the Quasi-CRM Shift method
and the Group Averaged Bayesian Optimal Interval Design (GAB). The Quasi-CRM
Shift method is the first design for partially ordered groups considering ordinal tox-
icity, allowing clinicians to control for the frequency and severity of adverse events
during dose selection. GAB is the first model-assisted design for partially ordered
groups, a class of designs marked by their simplicity. Simulation studies show that
GAB performs as well as more complex model-based designs, demonstrating GAB
provides clinicians with a simple design that performs well. Large sample properties
show allocation under GAB tends to correct doses. Both the Quasi-CRM Shift and
GAB demonstrate that utilizing the group ordering leads to increased accuracy in
dose allocation during the trial and dose selection at the end of the trial. In addition
to the phase I designs, a pair of phase II designs are presented in this dissertation.
These designs consider a trial with multiple doses and two ordered groups. At the
end of the trial, doses are determined to be acceptable or unacceptable. The first
design is a single-stage design and maximizes power subject to a type I error con-

straint. The second design is a two-stage design with cutoffs determining if a dose



v

continues onto the second stage for a group. This design minimizes the number of
unacceptable doses that continue onto the second stage while meeting power and
type I error requirements. Through the development of these designs, clinicians are
provided with multi-dose designs in the group framework, extending dose exploration

and optimization into phase II.
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Chapter 1

Introduction

1.1 Introduction

Oncology clinical trials typically have four phases. Phase I trials have the goals of
safety and dose-finding for subsequent phases. Phase II trials measure drug efficacy
and side effects. Phase III trials compare the new drug to the standard treatment.
Phase IV trials proceed if a drug is approved and monitors long-term effects. Phase

I and phase II designs will be the focus of this dissertation.

To provide an example of the first three phases of a clinical trial, consider trials for
the treatment Ado-trastuzumab emtansine, also known as T-DM1. T-DM1 was an
antibody-drug conjugate approved in 2014 for patients with “HER2-positive, unre-
sectable, locally advanced, or metastatic breast cancer” who had previously undergone
treatment with trastuzumab and a taxane (Dhillon 2014). First, a Phase I trial was
conducted to find the dose for subsequent phases. This trial considered 0.3, 0.6, 1.2,
2.4, 3.6, and 4.8 mg/kg doses of T-DM1 every three weeks. The 3.6 mg/kg every
three weeks dose was selected for subsequent phases (Krop, Beeram, et al. 2010).
A Phase IT study measured the efficacy of a 3.6 mg/kg dose of T-DMI every three
weeks. The endpoint objective response rate (ORR) was used, where ORR is the
percentage of patients with either a tumor shrinkage (known as a partial response) or

disappearance of all signs of cancer (known as a complete response) (National Can-



cer Institute 2024). Based on an observed overall response rate of 34.5% (95% CI
of 26.1% to 43.9%), the drug showed sufficient efficacy to warrant a phase I1I trial
(Krop, P. LoRusso, et al. 2012). The T-DM1 efficacy was evaluated in the phase
IIT TH3RESA study (Dhillon 2014). In the TH3RESA study, T-DM1 significantly
prolonged the median progression-free survival (PFS) (by 2.15 months) compared to
the treatment of the physician’s choice, resulting in the approval of T-DM1 (Krop,
S.-B. Kim, et al. 2014). Here, PFS is a time-to-event endpoint, looking at the time

to disease progression.

In this chapter, we will introduce the phase I and phase II trial designs foundational
to the designs presented in this dissertation. The phase I designs presented will be
the Continual Reassessment Method (CRM) (O’Quigley, Pepe, and Fisher 1990) and
the Bayesian Optimal Interval Design (BOIN) (Liu and Y. Yuan 2015). The phase II
designs presented are the Multiple-dose Randomized Phase II Trial (MERIT) (Yang

et al. 2024) and Simon’s Two-Stage Design (Simon [1989).

After discussing phase I and phase II designs, trials with partially or completely
ordered groups will be discussed. Examples of trials with ordered groups will be
provided, along with an extensive literature review of designs for ordered groups.

Finally, we will introduce the goals and outline of this dissertation.

1.2 Phase I Trials

Phase I trials have the goal of finding the highest allowable dose, known as the
maximally tolerated dose (MTD). The MTD is the dose where the probability of a
sufficiently adverse event, known as a dose-limiting toxicity (DLT), is closest to a

target rate, called the target toxic rate, denoted by #. In this paradigm, we assume



toxicity and efficacy have a monotonic relationship with the dose levels. The target
toxicity rate can be understood as the toxicity rate deemed acceptable to achieve

more efficacy.

How does a clinical trial work? ., .r

Clinical trials occur in four phases, and each phase has a different purpose.

Focus on safety Focus on Compares the Treatment is approved
and the proper effectiveness new treatment to and available. Long-term
dose. and side effects. existing treatment. effects are observed.

15 to 50 patients Less than 100 patients Hundreds of people Thousands of people

Figure 1.1: Phases of a clinical trial. (MD Anderson Cancer Center )

Phase I trial designs are adaptive, meaning the responses from the previous patients
are used for dose allocation to the next patient. At the end of the trial, a design
estimates the MTD. From this, the two goals of a clinical trial design are accurate
within-trial dose allocation and accurate end-of-trial dose selection. A brief descrip-
tion of the 343 design will be provided to overview the development of phase I trial

designs.

The 343 design is the most commonly used design due to its simplicity. According to
Paoletti, Ezzalfani, and Le Tourneau , more than 95% of phase I trials use the
3+3 design. The 343 design, as provided in Figure @, enrolls patients in cohorts of
three and de-escalates, escalates, or stays at the same dose level based on the number
of DLTs. Numerous papers, including M. R. Conaway and Petroni m and Chiuzan
and Dehbi , highlighted the inferior dose selection and dose allocation of the 3+3
compared to the CRM (O’Quigley, Pepe, and Fisher ) and BOIN (Liu and Y.

Yuan ) designs. This section will provide a literature review of the CRM and



BOIN as these designs form the foundations of the phase I designs presented in this

dissertation.

Enter 3 patients at
lowest dose level

! ,
om]  [ioa]

Escalate to Enter 3 more at Stop
next dose level same dose level MTD = Previous dose level

1of 6 DLT >1of 6 DLT
Stop

MTD = Previous dose level

Figure 1.2: 343 flowchart as provided in G. Kim et al. 2018

1.2.1 CRM

Before describing the CRM and BOIN, notation will be provided, allowing these
methods to be detailed. Let dy < dy < --- < dg denote the doses present in the
trial. Let 7, denote the DLT probability for dose di. By the monotonic dose-toxicity
relationship, we have m; < my < .-+ < mg. The DLT is the dose with DLT probability

closest to the toxicity target 6. That is, the dose dy/, where k' = argmin, |7, — 6].

The CRM is an effective model-based design ubiquitous in phase I design literature.
This design estimates a dose-toxicity curve using prior beliefs on the dose-toxicity re-
lationship and observed responses to update these beliefs. There are numerous varia-
tions of the CRM, including the one-stage Bayesian CRM, as presented in O’Quigley,
Pepe, and Fisher 1990, and the two-stage Maximum Likelihood CRM, as presented in

O’Quigley and Shen 1996. This dissertation considers the one-stage Bayesian CRM.



The CRM begins by assuming a model of the form

T = ¢(dk, CL),

where a is a parameter continually updated by the data. In the Bayesian CRM, we
assign a prior distribution to @ and update a using the posterior mean of a, which
will be denoted as a. As in Y. K. Cheung 2011, the normal prior, a ~ N(0,0?),
is considered. Details on the choice of prior variance, o2, can be explored in Y. K.
Cheung 2011. The commonly used empiric dose-toxicity model will be utilized, so

that

U(di, a) = pP,

where the values 0 < p; < py < .-+ < pg < 1 are prior values called the skeleton
values. The skeleton values can be understood as initial guesses at the dose-toxicity
relationship which are continually updated by the parameter a. Figure illustrates
how the empirical model estimates the dose-toxicity curve based on initial skeleton
values and the parameter a. The R package “dfcrm” (K. Cheung 2019) provides
skeleton values that perform well. O’Quigley and Zohar 2010 finds the CRM robust
under reasonably spaced prior skeleton values and notes that two sets of skeletons

with equally spaced skeleton values give equivalent models.

Next, skeleton values and observed responses are used to guide allocation. Suppose
that n patients have been observed. For the k' patient, let x5, denote the dose given

and y; indicate if a DLT was observed. Letting D denote the observed data, the



Emperical Model p®®@) a5 "a" varies using skeleton (0.10,0.19,0.30,0.42)

-0.69

0.1

DLT Probability
o
(=3

0.63

Dose Level

Figure 1.3: Empirical model illustrated with a dotted line showing the DLT target,
6 =0.3
likelihood under parameter a is

L(aD) = [ [ w(ax, @) (1 — (wx, @) .

i=1

Let g(a) denote the prior distribution of a. Then, the posterior mean of a is obtained

as

/7. ag(a)L(a|D)da
Jw 9(a)L(a|D)da -

a =

The next patient is assigned to the dose with the estimated DLT probability closest

to the toxicity target 6. That is, the dose given to patient n + 1 is

Tpy1 = argming [1(dy,a) — 0|.



Once all enrolled patients have been observed, the MTD is estimated as the dose that

would have been assigned next.

1.2.2 BOIN

In this subsection, we describe BOIN, a widely used model-assisted design. This de-
scription of BOIN is adapted from Celum and M. Conaway 2024, and Liu and Y.
Yuan 2015. BOIN is said to be model-assisted since the decision boundaries can be
enumerated before the trial and does not require reestimation of parameters, as is the
case in model-based designs, such as the CRM. The relative simplicity of the model-
assisted designs is attractive to clinicians seeking designs with predefined decision
boundaries. Statisticians debate whether model-assisted or model-based designs are
superior, a debate this dissertation will not engage. For a comprehensive overview
of model-assisted designs and a comparison between model-assisted and model-based
designs favoring model-assisted designs, see Y. Yuan, Lee, and Hilsenbeck 2019. Con-
versely, for a comparison more favorable to model-based designs, see Horton, Wages,

and M. R. Conaway 2017.

Different notation will be used to describe BOIN allocation. Let 7 denote the current
dose level. Then, at dose level j, let y; denote the number of DLTs, n; denote the
number of observations, and 7; = z—j denote the DLT rate. Using an interval (A, \g),

the current dose level is updated as follows:

1. If 7; < A and j is not the highest dose level, the current dose level is escalated

tog+1

2. If 7; > Ag and j is not the lowest dose level, the current dose level is de-escalated

toj—1



3. Otherwise, the current dose remains the same.

The interval-based allocation procedure is repeated until all patients have been ob-
served. At the end of the trial, the pooled adjacent violators algorithm (pava) (Brunk

et al. 1972) is used to estimate the MTD.

To obtain interval values, A\, and A4, we consider toxicity thresholds 6, and #,. The
threshold 6, is the highest toxicity probability deemed subtherapeutic, thus requiring
dose escalation. The threshold 65 is the lowest toxicity probability deemed overly
toxic, thus requiring dose de-escalation. Liu and Y. Yuan 2015 recommends the

thresholds #; = 0.60 and 6, = 1.46.

Let m; denote the DLT probability at dose level j. Then three point hypotheses are

considered:

H()j STy = 0,
Hlj LTy = 01,
ng I7Tj = 02

Prior probabilities are assigned to these hypotheses, letting p(H;;) denote the prior
probability for H;;, where i = 1,2,3. Let D, R, and £ denote the decisions to

de-escalate, remain at the same dose, and escalate, respectively. The probability of



making an incorrect decision is given by

a(Ae; Aa) = p(Hoj)p(R°|Hoj) + p(Hy;)p(E°|Hj) + p(Ha;)p(D°| Haj)
= p(Ho;)p(y; < njhe or y; > njAe|Hoj) + p(Hij)p(y; > nje|Hij)
+ p(Ha;)p(y; < njAalHa;)
= p(Hp;){Bin(njA;n;,0) + 1 — Bin(nj s — 1;n,;,0)}

—|—p<H1]){1 — Bm(n])\lj, nj, 91)} + p(ng)Bin(nj)\Qj — 1, TL]', 92)

In the equation above, Bin(y,n, ) denotes the Binomial CDF evaluated at y with n
trials and probability of success #. Liu and Y. Yuan 2015 shows the optimal choices

for A\. and A\, that minimize error decision a(A., \q) are given by
1-6 1 (Hij)
L e (53) +alos (253)
o 0(1—01) ’
log (01(1—é))

1-6 1 (Hoy)
log (A¢) + 5 los (55723

Ad =

Wl

Interval boundaries, (A, Aq), can be obtained using the function get.boundary from

the R package “BOIN” (Yan, Zhang, et al. 2020), allowing for easy implementation.

Dose-elimination rules for eliminating doses demonstrating excessive toxicity can be
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added for practical considerations. Let the DLT probability at dose level k, 7, have
a vague prior. For instance, we may consider 7, ~ Beta(1,1) = Unif(0,1). After
observing a minimum number of patients at dose level j, dose levels j and above
are eliminated from the trial if P(m; > 6|n;,y;) > A. In the original BOIN paper,
we require three patients be observed at a dose before considering dose elimination
and the cutoff, A, is set to 0.95. Additionally, the trial is halted if the lowest dose
is eliminated. The site trialdesign provides tabulated decision boundaries, providing
a user-friendly interface for clinicians. Figure @ provides the decision boundaries
when the target toxicity rate is 8 = 0.3 and A = 0.95. In Chapter H, we first present
the Group Averaged BOIN (GAB) design without dose elimination and then discuss

GAB with dose elimination.

Decision
E = Escalate to the next higher dose
9 || s = Stay at the current dose

D = De-escalate to the next lower dose
8 DE = De-escalate and eliminate
the current and higher doses

Number of patients with DLT
o

Number of evaluable patients treated at current dose

Figure 1.4: Decision boundaries from BOIN, as obtained from trialdesign.
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1.3 Phase II Trials

Phase II trials are generally used as a preliminary test of efficacy before proceeding
to a phase III trial. The MTD identified in phase I is often used in phase II. However,
this MTD-centric approach is currently being challenged, and phase II oncology trials
are seeing a paradigm shift. As will be discussed further in Section El], the FDA is
interested in seeing dose-randomization being incorporated into phase II trials (Yang

et al. 2024; U.S. Food And Drug Administration 2024a)).

In Chapter @, we present two multi-dose designs for phase II trials with two ordered
groups. This provides clinicians with phase IT multi-dose trial designs for groups after
completing a phase I trial with groups. The first design builds upon ideas from the
multi-dose randomized trial (MERIT), found in Yang et al. 2024. The second design
is a two-stage sequential design with similar objectives to the ubiquitous Simon’s Two-
Stage Design (Simon [1989). Literature reviews of MERIT and Simon’s Two-Stage

Design will be provided.

1.3.1 MERIT

MERIT is a simple to use design for a randomized multi-dose phase II clinical trials.
Similar to BOIN, decision boundaries can be obtained on the website trialdesign,

making this design accessible.

In this multi-dose trial, there are J doses under consideration, d; < dy < --- < dj.
Additionally, a total of n patients are observed at each dose, giving a total of J x n
patients in the trial. For a dose to be acceptable, it must be sufficiently safe and suf-

ficiently effective. Let 07, denote the toxicity rate deemed overly toxic and 67, denote


https://www.trialdesign.org

12

the toxicity rate deemed safe. Let 0, denote the efficacy rate deemed insufficient and
0, denote efficacy rate deemed sufficient. Let Y7, Yy denote the binary toxicity and
efficacy outcomes. Additionally, let mr, = P(Yr = 1|di) and ngy = P(Yg = 1|d;)
denote the toxicity and efficacy probabilities at dose dg, respectively. A dose is ac-

ceptable if TEE > eEo and e < QTO.

After defining null and alternative toxicity and efficacy rates, the null hypothesis can

be stated as

Hy = All doses are unacceptable

and the alternative hypothesis can be stated as

H, = At least one dose is acceptable.

A dose can be deemed unacceptable in three different ways, being unsafe and inef-
fective (01, 0g,), being unsafe and effective (01,,0g, ), and being safe and ineffective
(01, 0r,). Additionally, there are many different ways to have at least one acceptable
dose. From this, Hy and H; are composite hypotheses. Due to the composite nature
of Hy and Hy, we consider the global type one error, denoted as a*, and the global
power, denote as 5*. Global type I error is the maximum type I error over all possible
configurations (possibilities for parameters) in Hy and global power is the minimum

power over all configurations in Hj.

At the end of the trial, let ny ) and ngj denote the number of DLTs and efficacious
outcomes on dose dy, respectively. Cutoffs mr and mg are defined so that my is
the highest allowable number of DLTs and mg is the minimum required efficacious

responses. Dose dj, is deemed acceptable if ny, < myp and ng, > mpg. Merritt selects
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the cutoffs to maximize global power under a global type I error constraint.

1.3.2 Simon’s Two-Stage Design

This section presents Simon’s Two-Stage Design (Simon [1989), a two-stage design for
phase II trials to determine if a drug is sufficiently effective. The two-stage design
presented in Chapter @ will differ from Simon’s Two-Stage Design as it considers both
toxicity and efficacy endpoints, several doses, and two groups. However, we present
Simon’s Two-Stage Design to provide motivation for what will be called “Simon’s

Statistic” and to introduce two-stage designs.

Simon’s design considers a phase II trial with a single agent. We are interested in
accessing the efficacy of the agent in the trial to determine if the agent warrants a
phase III trial. Let py denote the unacceptable rate of efficacy and p; denote the
acceptable rate of efficacy. From this, the null hypothesis is Hy : p < py and the
alternative hypothesis is H; : p > p;. Let n; denote the number of patients in the

first stage of the trial and ny denote the number of patients in the second stage.

After observing the ny patients in the first stage, the trial continues onto the second
stage if at least r; responses are observed. If a trial continues onto the second phase,
the drug is deemed acceptable if the number of responses is at least ry. Letting
EN(po) denote the expected number of patients observed under the null rate py, the
goal of Simon’s design is to find the optimal design parameters that minimize EN (py),

while meeting type I error and power constraints.
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1.4 Completely and Partially Ordered Groups

In this subsection, we provide a literature review of completely and partially ordered
groups. This literature review will cover previous trials with ordered groups and
discuss the current literature on phase I trials for ordered groups. Before this disser-
tation, no phase II trials existed for ordered groups. This literature review is adapted

from Celum, Horton, and M. Conaway 2024, and Celum and M. Conaway 2024.

Previous trials have stratified patients into heterogeneous groups. In these trials,
clinicians had complete or partial prior knowledge of the relative sensitivity of the
groups. If we have complete knowledge, the groups can be ordered by the probability
of a DLT for any given dose. If we have partial knowledge, some but not all groups

can be ordered by the probability of a DLT for any given dose.

Ramanathan et al. 2008; P. M. LoRusso et al. 2012; and Leal et al. 2011 provide
examples of trials where groups are completely ordered. Ramanathan et al. 2008 and
P. M. LoRusso et al. 2012 use liver health to stratify patients into four groups. Leal

et al. 2011 uses renal to health stratify patients into five groups.

Innocenti et al. 2014 provides an example of a trial where groups are partially or-
dered. This trial was interested in finding the MTD for Irinotecan and used UGT1A1
genotype to create groups. It is known that patients with genotype *28/*28 are more
sensitive than those with genotypes *1/*1 or *1/*28. Prior to the trial, it was not
known if patients with genotype *1/*1 or genotype *1/*28 are more sensitive, creating

a partial ordering.

Previous designs have been proposed for finding group-specific MTDs when there
is a complete or partial ordering. Dose-finding designs for complete orderings in-

clude O’Quigley and Xavier Paoletti 2003; Zhilong Yuan and Rick Chappell 2004;
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Ivanova and K. Wang 2006; O’Quigley and lasonos 2014; Wages, Read, and Petroni
2015; and M. R. Conaway and Wages 2017. O’Quigley and Xavier Paoletti 2003,
and O’Quigley and lasonos 2014 add a “shift” parameter to modify the continual
reassessment method (CRM). Zhilong Yuan and Rick Chappell 2004, and Ivanova
and K. Wang 2006 use bivariate isotonic regression to locate group-specific doses.
Wages, Read, and Petroni 2015 designed an adaptive phase I/II design that considers
both efficacy and toxicity endpoints while stratifying patients into two ordered groups
based on genetic and clinical factors. Muller et al. 2020 implements this design in a
stereotactic body radiation therapy trial. M. R. Conaway and Wages 2017 consider
a collection of possible DLT probability orderings, subject to the group orderings,
and uses order-restricted methods from Hwang and Peddada 1994 to estimate DLT

probabilities.

Dose-finding methods for partial orderings include M. R. Conaway 2017a; M. R.
Conaway 2017b; Horton, Wages, and M. R. Conaway 2019; and Lin, Thall, and Y.
Yuan 2020. M. R. Conaway 20174 first “smooths” the observed DLT proportions to
agree with the partial ordering, then applies the CRM. M. R. Conaway 2017b first
applies the CRM independently to each group to obtain initial estimates. Second,
using the partial ordering and the order-restricted methods from Hwang and Peddada
1994, the initial estimates are adjusted. Horton, Wages, and M. R. Conaway 2019
considers all possible MTD configurations, called shifts, given the partial order. The
CRM is applied to the shifts and the shift with the highest likelihood is used to
estimate MTDs. Lin, Thall, and Y. Yuan 2020 designs a phase I/1I trial for partially
or completely ordered subgroups using both efficacy and toxicity outcomes while

allowing outcomes to be delayed.
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1.5 QOutline

In this dissertation, we contribute to the existing literature on phase I trials for groups
and create the first multi-dose phase II group designs. In particular, we create the
first design for partially or completely ordered groups using ordinal toxicity and the

first such model-assisted design.

This dissertation will be organized as follows. Chapter E will cover the Quasi-CRM
Shift method, as adapted from Celum, Horton, and M. Conaway 2024, the first design
for partially ordered groups using ordinal toxicity. Chapter B will cover the Group
Averaged BOIN design, the first model-assisted design for partially or completely
ordered groups, as adapted from Celum and M. Conaway 2024. Chapter @ will cover
two multi-dose phase II designs for ordered groups. Chapter H will conclude and

discuss future research.
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Chapter 2

Quasi-CRM Shift

2.1 Introduction

This chapter is adapted from Celum, Horton, and M. Conaway 2024.

This chapter proposes a trial design for estimating group-specific maximally tolerated
doses (MTDs) when toxicity is ordinal. With an increased interest in personalized
medicine, it is important to use group information if groups are present. Phase I trials
often dichotomize toxicities as being dose-limiting toxicities (DLT) or not. This design

uses both toxicity severity and DLTs to guide dose allocation and MTD estimation.

Toxicities have grades 0 to 5, corresponding to toxicities: none, mild, moderate,
severe, life-threatening, or fatal (U.S. Department of Health and Human Services
2017); providing more information than binary toxicity. If a grade 5 toxicity occurs,
a safety review is often required to resume the trial (Yuan, Chappell, and Bailey
2007). As grade 5 toxicities can cause a trial to be halted, grade 5 toxicities will
not be considered. Depending on the protocol, DLTs are toxicities of grade 3 and
above, or toxicities of grade 4 and above (Yuan, Chappell, and Bailey 2007). Using
toxicity grades, we can both account for low-grade toxicities and differentiate a grade
3 DLT from a grade 4 DLT. Bekele and Thall 2004 designed a soft tissue sarcoma

phase I trial that accounts for toxicity type. In this trial, clinicians were interested in
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toxicity type as low-grade, non-DLTs inform us that a dose-limiting toxicity is likely
to occur at a higher dose. Additionally, differentiating DLT severity is informative
when a drug exhibits more severe toxicities, such as renal, as grade 4 renal toxicities

are irreversible (Yuan, Chappell, and Bailey 2007; Pan et al. 2014).

Several dose-finding designs have been created for ordinal toxicity. C. Wang, T. T.
Chen, and Tyan 2000 used toxicity grades to modify the CRM, making dose allocation
more conservative after observing a grade 4 toxicity. Yuan, Chappell, and Bailey 2007
assigned toxicity scores, (sg, S1, S2, S3, S4), to weight the severity of each toxicity grade.
The toxicity scores are called equivalent toxicity (ET) scores and are elicited from
clinicians. These scores are normalized so the scores are in the unit interval. These
normalized toxicity scores are plugged into a Bernoulli-likelihood. This likelihood
is called the quasi-Bernoulli likelihood since the responses in the unit interval but
are not Bernoulli (Papke and Wooldridge [1996). As the responses are evaluated
in a Bernoulli likelihood, the CRM can be utilized. This is called the Quasi-CRM.
Similar to Yuan, Chappell, and Bailey 2007, the designs in Van Meter, Garrett-Mayer,
and Bandyopadhyay 2012; Pan et al. 2014; and O’Connell, Wages, and Garrett-
Mayer 2023 estimate the MTD using graded toxicity. Van Meter, Garrett-Mayer, and
Bandyopadhyay 2012 extends the CRM to the ordinal toxicity using the continuation
ratio model. Pan et al. 2014 used the Quasi-CRM and Bayesian model selection to
select the best model from a collection of models. O’Connell, Wages, and Garrett-
Mayer 2023 found the MTD for drug combinations by combining the Quasi-CRM
with CRM partial ordering methods from Wages, M. R. Conaway, and O’Quigley
2011.

This is the first design for locating group-specific MTDs using ordinal toxicity. To

estimate group MTDs using ordinal toxicities, the shift method is combined with
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the Quasi-CRM. Chapter 2 will proceed as follows. Section @ will provide the
framework for groups and ordinal toxicity. Section will cover the proposed model
and allocation procedures. Section @ will cover the simulations. Section @ will

conclude and discuss future areas of research.

2.2 Groups and Ordinal Toxicity

Let g =1,2,...,G denote the group membership of a patient. Let d; < dy < --- < dg
denote the doses in a trial. We use the partial ordering from the Intrinotecan trial
(Innocenti et al. 2014) with G = 3. Group 1 will refer to the patients with genotype
*1/*1, Group 2 will refer to the patients with genotype *1/*28, and Group 3 will refer
to the patients with genotype *28/*28. Group 3 is the most sensitive group and there
is not an a priori ordering between groups 1 and 2. Simulations will be conducted
for K =4 and K = 6 dose levels. As in Yuan, Chappell, and Bailey 2007, toxicities
of grades 3 and 4 will be considered DLTs. Corresponding to the toxicity grades 0 to
4, there will be ET scores sy to s4. We will use the ET scores from Yuan, Chappell,
and Bailey 2007, as provided below. Note the DLT cutoff and toxicity scores depend

on clinician preference and can differ from those presented in this chapter.
Sop = S§1 = O,SQ = 0.5,83 = 1,54 =1.5.

Yuan, Chappell, and Bailey 2007 elicited these scores from clinician preferences. For
these clinicians, grade 1 toxicities are not concerning, two grade 2 toxicities are equiv-
alent to a grade 3 toxicity, and a grade 2 toxicity plus grade 3 toxicity is equivalent
to a grade 4 toxicity. Grade 3 toxicities are scored as 1 since these toxicities are the

DLT cutoff. Then, from the previous relationship, grade 2 toxicities are scored as 0.5
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and grade 4 toxicities as 1.5.

The ET score for the " patient in group g is denoted as Sig, wWhere s;4 is the ET
score from the highest observed toxicity grade for this patient during the window of
observation. The expected ET score for group g at dose dy, is denoted as Sy, where
Sge = E4(s|di). Additionally, 7y, denotes the DLT probability for group ¢ at dose dj.
We define 01 as the DLT target and fg as the ET target. Similar to Yuan, Chappell,
and Bailey 2007, we set the thresholds as 7 = 0.33 and 6s = 0.47. The ET target,
fs = 0.47, is obtained by considering the toxicity profile: 49% grades 0 or 1, 18%

grade 2, 23% grade 3, and 10% grade 4, giving the expected ET score:

S=049x040.18x0.5+0.23 x 1 +0.10 x 1.5 =047

The ET MTD for group g can be defined as the dose with ET score closest to the
ET target; that is, d; with k& = argmin, [Sy, — 6s|. The DLT MTD for group g can
be defined as the dose with DLT probability closest to the DLT target; that is, d
with k = argmin, |7, — 67|. The DLT MTD and ET MTD need not be the same.
Simulations include examples when the DLT MTD is higher than the ET MTD and
when the ET MTD is higher than the DLT MTD. In this chapter, we will define the
MTD to be the minimum of the ET MTD and DLT MTD; thus, we control for the
DLT probability and total toxicity profile of a dose. That is, for a group ¢, the group
MTD is the dose dj, where

k = min {argmin |Sgr — 05|, argmin |7y, — 0T|} . (2.1)
k k

From this definition, dose allocation and estimation will be at least as conservative as

allocation and estimation using only DLT data. Suppose a group has the relationship
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Figure 2.1: DLT MTD and ET MTD Plot

between dose, expected ET score, and DLT probability as provided in Figure @ In
Figure @, horizontal red lines delineate the ET and DLT targets. From this, the
group-specific DLT MTD is dose level 3 and the group-specific ET MTD is dose level
2, resulting in a group-specific MTD of dose level 2, this being the minimum of the

two MTDs.

Now we normalize the ET scores, giving new scores between 0 and 1, allowing for
the application of the Quasi-CRM: s} = s;/s4, 05 = 0s/s4 = 0.31, and S} = Sgi./s4.

After normalization we have s}, 05, Sy € [0, 1].

IA

Let MTD, denote the MTD for group g. From the motivating example, MT Ds
MTD, and MTD; < MTDs, but it is not known if MT D, < MTD, or MTD, <
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MT D;. This relationship is illustrated in the diagram below.

MTD,
MT D4

MTD,

A reversal occurs when the estimated MTDs contradict the known group ordering.
From this relationship, reversals occur if ]\7T\D3 > @2 or ]\TTT% > ]\TTT)I. As
discussed in Horton, O’Quigley, and M. R. Conaway 2019, reversals occur when trials
are done independently for each group. Simulations will count the number of reversals

that occur in independent Quasi-CRM trials.

The proposed method will make use of the shift method and Quasi-CRM. The shift
method and CRM will be applied to the DLT data, and the shift method and Quasi-
CRM will be applied to the ET data.

2.3 Proposed Model and Allocation

For the proposed method, we consider the possible shifts in DLT MTD and ET MTD
for groups 3 and 1, and groups 2 and 1. These shifts will correspond to skeleton shifts,
giving a collection of DLT and ET models. The best-fitting models will be used for

allocation.

The skeleton is an initial guess at the DLT probabilities. Conceptually, the skeleton

shift between, say, groups 1 and 3 is how many dose levels you need to shift the
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skeleton of Group 3 up by in order to match the skeleton of Group 1. For instance, if
the shift is one, the skeleton value for Group 3 at dose level one will be equal to the
skeleton value for Group 1 at dose level two. For the given partial order, there will
be 2 x K — 1 skeleton values for both the ET and DLT models. The value 2 x K —1
comes from considering when the skeleton shift between the most and least sensitive
group is K — 1. For this shift, the skeleton value for the most sensitive group, in this
case, Group 3, at dose level 1 is equal to the skeleton value for the least sensitive
group, in this case, groups 1 or 2, at dose level K. In this case, the most and least
sensitive groups would only have one skeleton value in common, requiring 2 x K — 1

skeleton values. See Horton, Wages, and M. R. Conaway 2019 for details.

First, we consider a skeleton of size 2 x K — 1 that will be used for the ET responses,

0<q1 < @< <@xx1 <L

The ET shift skeleton was obtained using the “getprior” function from the R package
“dferm” (K. Cheung 2019). Getprior has the arguments halfwidth, target, nu, levels,
and model. Halfwidth controls the spread of the skeletons, with a larger halfwidth
making the skeleton more spread out. Target is the target toxicity rate, nu is the
prior MTD estimate, levels is the skeleton length, and “model” specifies the model

being used. We use the empirical model, which is of the form ¢®P(@.

In simulation studies, four and six-dose trials were considered. For the four-dose
case, the function arguments were getprior (halfwidth = 0.06, target = 0.31,
nu = 3, nlevel = 7, model = "empiric"). For the six-dose case, the function
arguments were getprior(halfwidth = 0.06, target = 0.31, nu = 4, nlevel

= 11, model = "empiric") (K. Cheung 2019). These parameters were chosen to
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mirror the shift model in Horton, Wages, and M. R. Conaway 2019.

Second, we consider a skeleton of size 2 x K — 1 that will be used for the DLT

responses,
0<p1 <pa<---<paxx—1 <1

Similarly, the DLT shift skeleton was obtained using the “getprior” function. For the
four-dose case, the function arguments were getprior(halfwidth = 0.06, target
= 0.33, nu = 3, nlevel = 7, model = "empiric"). For the six-dose case, the
function arguments were getprior (halfwidth = 0.06, target = 0.33, nu = 4,

nlevel = 11, model = "empiric").

Let A3, and A3 denote the ET skeleton shifts between groups 3 and 2 and between
groups 3 and 1, respectively. Let AL, and Al denote the DLT skeleton shifts between
groups 3 and 2 and between groups 3 and 1, respectively. Then, A3, A3 AL AT €
{0,1,..., K —1}. Corresponding to each pair of ET shifts, (A3,, A3,), we get a Quasi-
CRM model, giving K x K = M Quasi-CRM models. Similarly, corresponding to
each pair of DLT shifts, (AL, AL), we get a CRM model, giving K x K = M CRM

models.

For an example of a model obtained from a shift, consider the ET model (A3, =
2,A3 = 1), when K = 4. We first consider the larger shift, A, = 2. As the shift
between groups 3 and 2 is 2, the skeleton for Group 3 starts with ¢3. As the shift
between groups 3 and 1 is 1, the skeleton for Group 1 should be one behind the
skeleton for Group 3, so the starting skeleton value for Group 1 is ¢;. A similar
process would give the group skeletons for the DLT model (AL, =2 AT =1). Tables

El! and @ provide the group skeletons corresponding to these models. For further
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reference, Horton, Wages, and M. R. Conaway 2019 provides a table of the skeleton
shifts corresponding to the 4 x 4 models for the four-dose scenario.

(A, =2,A3, =1) ‘ Dose 1 Dose 2 Dose 3 Dose 4

Group 3 skeleton qs qa qs s
Group 2 skeleton Q1 42 g} 44
Group 1 skeleton q2 q3 qa ds

Table 2.1: ET skeleton shift example for shift (Af, =2, A5, = 1).

(AT, =2,Af, =1) ‘ Dose 1 Dose 2 Dose 3 Dose 4

Group 3 skeleton D3 D4 Ds De
Group 2 skeleton D1 D2 D3 D4
Group 1 skeleton D2 D3 D4 Ds

Table 2.2: DLT skeleton shift example for shift (A§2 =2, AgTJ =1).

MTD estimation will proceed as follows. First, the Quasi-CRM will select the model
that fits the ET data the best. This model will be used to estimate group ET MTDs.
Second, the CRM will select the model that fits the DLT data the best. This model
will be used to estimate the group DLT MTDs. The group MTD estimates will be the
minimum of the estimates for the group ET MTD and group DLT MTD. During the
trial, the next patient is allocated to their respective group-MTD estimate, with the
additional restriction of preventing doses from being skipped. Section details

the allocation rules.

2.3.1 ET MTD

For model m, the (normalized) ET score response for group g, given dose d, is

modeled as

Emg(s*’dlﬁ a) = ¢mg(dk7 (1), (22)
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where

¢mg(dk7 a) = (ngk)exp(a) .

We assume the parameter a has the prior N(0,1.34).

Let 2, denote the dose for the i*" patient in group g, s}, denote the (normalized)
ET response for the i*® patient in group g, and ng denote the number of observed
patients in group g. For model, m, and ET data, Dg, the Quasi-Bernoulli likelihood
(Papke and Wooldridge [1996) is

3 ng
Ln(a|Ds) = [] T dmo (igs @)% (1 = Guug (g, @))*~*s. (2.3)

g=11i=1

Let g(a) be the prior density function for a. Under model m, the posterior density

for a is

g9(a)Ly(a|Ds)
J=. 9(a) Ly (a|Ds)da’

g(a|Ds,m) =

Now consider prior model probabilities for the ET models, {ps(1), ps(2),...,ps(M)}.

In simulations, the models have equal prior likelihoods, so ps(m) = %,

1,2,..., M. Using the ET data, we obtain posterior model probabilities,

ps(m)ps(Ds|m)
Y1 ps(m)ps(Ds|m))
ps(m) foooo g(a)L,,(a|Dg)da

ps(m|Ds) =

M ps(m) [, g(a)Lin(a|Ds)da’




27

Let mg denote the model with the highest posterior probability, that is

mg = argmax pg(m|Ds).

Using model mg, we obtain the posterior mean for a,

A :/ ag(a|Ds, mg)da.

o

Using the posterior mean, the expected ET score for group g is estimated as: ¢y, qq(di, Gmg) =

(qmsgk)e"p@’"s ). Thus, the ET MTD for group ¢ is estimated as

xfng—i-l)g = argdmin |Pmsg(dis Amg) — O3] -
k

2.3.2 DLT MTD

Using the DLT shift skeleton and the DLT data, we repeated the same procedure and

obtain the estimates for the group-specific MTDs. We model the DLT response as

where

wmg(dky b) = (pmgk)exp(b)-

Similarly, a N (0, 1.34) prior is used for b.

As in the previous section, we select the DLT model with highest posterior likelihood.

Let my denote the DLT model with the highest posterior likelihood and IST denote
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the posterior mean for b under model my. The DLT MTD for group ¢ is estimated

as

xangl)g - argdmin ‘me9<dk7 l;mT> - QT’ :
k

The estimated MTD for group ¢ is the minimum of the two MTD estimates,

_ : S T
‘r(ng"‘l)g = min {x(”g+1)9’ x(ngJFl)g} :

2.3.3 Allocation Rules

Allocation is group-specific and does not allow doses to be skipped. If the next
patient is in Group 3, the sensitive group, the patient will be allocated the minimum
of the MTD estimate for Group 3, (,;+1)3, and one dose higher than the highest
dose observed in Group 3. If the next patient is in groups 1 or 2, the patient will be
allocated the minimum of the group-specific MTD estimate, z(,,+1)q, and one dose
higher than the overall highest observed dose. Table @ provides the allocation rules,
where di** is the highest observed dose in group g, as denoted in Horton, Wages, and
M. R. Conaway 2019. By constraining Group 3 by d5'* 4 1, and constraining groups

1 and 2 by max{d}*, dy**, d§**} + 1, allocation follows the known group ordering.

Group Dose Allocation
1 min {max{dP™, d5"™, d3™} + 1, Z(n, 1101 }
2 min {max{dP™, d5"™, d3™} + 1, Z(ny11)2 }
3 min {dg‘ax +1, x(n3+3)3}

Table 2.3: Allocation rules for the proposed method with dj*** denoting the highest
observed dose in group g and x, 414 denoting the MTD estimate for group g.
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2.4 Simulations

The proposed method was compared to the shift method and the independent Quasi-
CRM group trials method. These methods will be called the DLT Shift and the
Independent Quasi-CRM. The empirical model, p®P@ was used for all methods,
with a ~ N(0, 1.34).

The DLT Shift method ignored the ET data and applied the shift method only to
the DLT data. The DLT skeletons used in the proposed method were used for the
DLT Shift method. The allocation rules in the proposed method that restricted dose

skipping based on group membership were applied.

For each group, the Independent Quasi-CRM method applied the CRM to the DLT
data to obtain the DLT MTD and the Quasi-CRM to the ET data to obtain the ET
MTD. The estimated group MTD was the minimum of the two MTD estimates. In
the independent group trials, dose escalation did not allow for the skipping of untried
doses. The “getprior” function computed the skeleton values with “halfwidth” set to
0.06. In the four and six-dose scenarios, “nu” was set as 3 and 4, respectively. The

reversal percentage was recorded for each scenario.

2.4.1 Scenarios

Simulations were run for trials with four and six-dose levels. There were 12 four-
dose scenarios and 12 six-dose scenarios. Appendix @ provides the plots of these
scenarios. For the four-dose scenarios, trial sizes of 30, 45, and 72 were considered.
For the six-dose scenarios, trial sizes of 45, 69, and 108 were considered. Since the

six-dose scenarios have more dose options, the trial sizes were scaled accordingly.
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Patient group membership was randomly generated with an equal probability that
a patient belongs to a group while requiring each trial has at least one patient from
each group. The larger trial sizes are justified since the expected number of patients
in a group is a third of the trial size. For each scenario and trial size, 1000 trials
were simulated. Dose allocation and dose selection percentages were recorded. This
data and the R code used to generate this data is available in the online version
of Celum, Horton, and M. Conaway 2024. For each combination of trial size and
number of doses, the percentage of correct selection (PCS) and the percentage of
correct allocation (PCA) was averaged over all groups and scenarios. For group-
specific results, see sections 5 and 6 of supplementary materials in Celum, Horton, and
M. Conaway 2024. The number of reversals was recorded for the Independent Quasi-
CRM method. The proposed method does not allow for reversals and outperforms
the Independent Quasi-CRM in PCS and PCA. Additionally, the proposed method
uses the complete toxicity profile of a dose, accounting for low-grade and high-grade
toxicities, improving the DLT Shift. Additional analyses for overdose control and
model sensitivity were conducted. Analyses were run to test sensitivity to group
proportions, choice of ET scores, choice of prior standard deviation, and choice of
halfwidth. After running these analyses, we can conclude the proposed method is

robust.

2.4.2 Reversals

For each scenario and trial size, the percentage of reversals was recorded for the
Independent Quasi-CRM method. Note that the scenarios in the four-dose trials
differ from the scenarios in the six-dose trials. With this in mind, one should only

compare scenarios within a table and should not compare scenarios across the tables.
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Looking at Tables @ and @, we see that the number of reversals decrease as the
sample size increases. In the four-dose scenarios, the reversal percentage is highest in
scenarios 3 and 7, when the MTD is the same for all groups. In the six-dose scenarios,
the reversal percentage is highest in scenario 7, when groups 3 and 1 have the same
MTD. These tables show that it is more likely for a reversal to occur when the MTD
for Group 3 is closer to the MTDs for groups 1 and 2. These results are similar to

the results in Horton, O’Quigley, and M. R. Conaway 2019 for the DLT MTD.

Number of Doses | Trial Size | 1 2 3 4 5 6 7 8 9 10 11 12 AVG
4 30 2841398 149.2|23.8 14332 |51.6|254|204|27.4 284253295
4 45 25.3 1 37.5|43.7|20.7]0.1]31.2|51.0|20.9]16.5| 252|252 19.7]| 26.4
4 72 18.6 | 30.8 | 42.3 | 11.7 | 0.0 | 29.7 | 43.7 | 13.1 | 9.8 179 | 225 | 14.8 | 21.2

Table 2.4: Reversal percentages for parallel Quasi-CRM trials for the four-dose sce-
narios. Standard Errors do not exceed 1.6%.

Number of Doses | Trial Size | 1 2 3 4 5 6 7 8 9 10 11 | 12 AVG
6 45 28.6 | 20.0 | 4.7 21.0| 3.2 |21.7 322|127 | 18.0 | 26.1 | 6.5 | 20.0 | 17.9
6 69 22.6 | 145 1.0]16.1 | 1.7|14.3 | 31.0 | 8.4 | 122|189 | 5.0 | 14.6 | 13.4
6 108 16.819.0 |02]106]03|9.7 [246|42 |81 133 1.6 | 87 |89

Table 2.5: Reversal percentages for parallel Quasi-CRM trials for the six-dose scenar-
ios. Standard Errors do not exceed 1.6%.

2.4.3 PCS and PCA

Table @ provides the PCS and PCA, respectively. In this table, “Indep Quasi” is
the Independent Quasi-CRM method. The proposed method performs the best in all
trial size and dose number combinations. The DLT Shift method performs the worst
since this method does not use graded toxicity. The proposed method outperforms
the Independent Quasi-CRM method most when the trial sizes are small. When the
trial size is 30, the expected number of patients in a group is 10, making it difficult

to estimate the MTD for a specific group when performing trials independently. This
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challenge highlights the proposed method’s ability to use data from all 30 patients for

estimation, effectively giving a larger sample size than that of the independent trials.

PCS PCA
# Doses | # Patients | Proposed | Indep Quasi | DLT Shift | Proposed | Indep Quasi | DLT Shift
4 30 46.9 43.5 28.8 39.9 36.4 20.1
4 45 51.8 48.5 29.9 42.7 39.5 29.0
4 72 57.4 55.4 314 47.1 44.3 29.5
6 45 44.2 42.4 27.1 37.0 34.6 26.5
6 69 49.3 48.3 27.7 40.4 384 26.9
6 108 55.6 54.8 28.7 44.7 43.1 27.5

Table 2.6: Percentage correct selection (PCS) and percentage correct allocation
(PCA) by number of doses, number of patients, and method. Standard Errors do
not 0.04%.

2.4.4 Sensitivity Analysis and Overdose Control

Additional analysis was performed for overdose control, toxicity rates, and model
sensitivity. Tables @ and @ provide statistics on toxicity rates and overdose control
for all six combinations of trial size and number of doses. Table @ provides the DLT
percentages and average (normalized) ET scores for patients in the trial. Additionally,
Table @ provides the percentage of patients allocated to doses above the MTD and
the percentage of selections above the MTD. From Table @, the average observed ET
score approaches the normalized ET target of 0.313 quicker in the proposed method
than the Independent Quasi-CRM method. As the DLT Shift does not use toxicity
grades, the average E'T score for this method is above the ET target while the DLT
rate approaches the DLT target of 0.33. It is important to note the primary goal
in the trial is to allocate patients to the MTD, not minimize the number of DLTSs
and average ET score. Allocation results in Table @ show the proposed method

and Independent Quasi-CRM have similar rates of allocations above the MTD, with
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the proposed method allocating slightly more patients to doses above the MTD when
the trial size is smaller. This discrepancy can be attributed to the proposed method
not requiring patients in groups 1 and 2 to start at the lowest dose if other groups
have been observed. Selection results in Table @ shows the proposed method selects
doses above the MTD with the lowest frequency, highlighting the proposed method’s

ability to reduce overdose selection by sharing group information.

Average ET x100 DLT Rate x100
# Doses | # Patients | Proposed | Indep Quasi | DLT Shift | Proposed | Indep Quasi | DLT Shift
4 30 29.5 28.8 34.0 24.5 23.8 29.0
4 45 29.8 29.2 34.7 24.8 24.1 29.7
4 72 29.9 29.7 35.3 24.9 24.7 30.3
6 45 30.8 30.0 35.9 25.9 25.2 31.2
6 69 31.1 30.7 36.6 26.1 25.7 31.7
6 108 31.3 31.0 37.0 26.2 26.0 32.1

Table 2.7: Average DLT rate and average (normalized) ET score for patients during
the trial. Note that the normalized ET target is 0.313 and the DLT target is 0.33.

Percent Allocation Above MTD Percent Selection Above MTD
# Doses | # Patients | Proposed | Indep Quasi | DLT Shift | Proposed | Indep Quasi | DLT Shift
4 30 29.7 28.8 50.0 30.0 31.4 57.9
4 45 29.7 29.5 53.4 25.8 29.6 59.9
4 72 28.5 28.9 55.9 25.5 26.2 60.6
6 45 32.9 31.4 54.1 32.9 33.9 61.9
6 69 32.0 31.6 57.1 29.9 30.8 63.8
6 108 31.0 30.9 59.5 27.4 27.9 65.0

Table 2.8: Overdose Statistics: comparing percentage of patients allocated to doses
above the MTD and percentage of times a method selects a dose above the MTD at
the conclusion of the trial.

Tables @ and provide sensitivity analyses. For simplicity, these analyses were
conducted for two combinations, four doses with 45 patients and six doses with 69
patients. Table @ tests sensitivity to group membership probabilities being equal
and sensitivity to the choice of ET scores. To test sensitivity to group probabilities,
simulations were conducted with the probabilities 0.46, 0.41, and 0.13, for groups 1

through 3, respectively. These group probabilities were chosen to match the group
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proportions in Innocenti et al. 2014. To test sensitivity to choice of ET score, a collec-
tion of 1000 ET scores were generated using the same procedure from the sensitivity
analysis in Yuan, Chappell, and Bailey 2007. ET scores were generated by first fixing
sp = s1 = 0 and s3 = 1, then sampling sy ~ Unif(0.3,0.7) and sy ~ Unif(1.2,1.8).
When conducting 1,000 simulations for a given curve, each set of ET scores was used
once, each time adjusting the method under consideration for the ET scores in use and
computing statistics based on these scores. Table @ shows the proposed method has
superior performance, regardless of group probabilities or ET scores. The proposed

method is the least affected by unequal group probabilities, with minimal change in

PCS.

Table provides a sensitivity analysis for the standard deviation of priors a,b ~
N(0,0?), and the choice of halfwidth for the function getprior used to obtain skele-
tons. In simulations, we used o = \/T?A, and a halfwidth of 0.06. To test model
sensitivity, we compared results when ¢ = v/2 and results when halfwidth = 0.05.
These results show the proposed method is not sensitive to the choice of standard

deviation and halfwidth.

PCS PCA
# Doses | # Patients | Change Proposed | Indep Quasi | DLT Shift | Proposed | Indep Quasi | DLT Shift
4 45 None 51.8 48.5 29.9 42.7 39.5 29.0
4 45 Unequal Probabilities | 51.5 47.5 31.0 43.4 40.5 31.8
4 45 Random Scores 47.9 45.8 31.0 39.8 37.1 29.1
6 69 None 49.3 48.3 27.7 40.4 38.4 26.9
6 69 Unequal Probabilities | 49.7 474 29.2 41.2 39.0 29.0
6 69 Random Scores 47.4 46.1 29.2 39.0 36.7 27.3

Table 2.9: Percentage correct selection (PCS) and percentage correct allocation
(PCA) comparisons for simulations where ET Scores are randomly generated or group
probabilities are unequal. Making comparisons to results with equal group rates and
ET scores (0,.5,1,1.5).
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PCS PCA
# Doses | # Patients | Regular | SD = /2 | Halfwidth = 0.05 | Regular | SD = /2 | Halfwidth = 0.05
4 45 51.8 51.5 50.4 42.7 42.4 42.0
6 69 49.3 49.3 49.2 40.4 40.4 39.8

Table 2.10: Percentage correct selection (PCS) and percentage correct allocation
(PCA) for the proposed method when varying SD and Halfwidth

2.4.5 General Group Sizes and Orders

This chapter considered G = 3 groups, with MT Dy > MT D3 and MTDy > MTDs5.
The proposed method can extend to any partial or complete order with any num-
ber of groups. Horton, O’Quigley, and M. R. Conaway 2019 applies the DLT shift
method to four different orderings with four groups. Since the DLT shift method can
be generalized for any number of groups and any partial or complete ordering, the
proposed method can be generalized likewise. We illustrate how to apply the pro-

posed method to three completely ordered groups. For other group orderings, refer

to Horton, O’Quigley, and M. R. Conaway 2019.

Consider the ordering: MT Dy > MT D, > MTDs. Then, we have the ET shift A, €
{0,1,..., K — 1}. Now, if we are given the value of Aj,, then A3, € {0,1,..., (K —
1) — A, }. The ET shift A3, is bounded by (K — 1) — Ay, as A3 = AS, + AS,, and
the shift between groups 1 and 3, A3, is bounded by K — 1. Therefore, if the ET
shift between groups 1 and 2 is A, = k, then there are (K —1) —k)+1=K — k
options for Aj,. From this, you get K + (K — 1)+ (K —2)+---+1+0 = @
ET Models and, by following the same procedure with the DLT shifts, K(KTH) DLT

Models.
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2.5 Conclusion

In this chapter, we proposed a phase-I trial design for locating group-specific MTDs
when toxicity is ordinal. This is the first design that considers using both group
information and ordered toxicity. The proposed method combines the Quasi-CRM
and the shift method. In the motivating example, there are three groups that at are
partially ordered by dose sensitivity. In this partial ordering, Group 3 is the most
sensitive and the order between groups 1 and 2 is unknown. A reversal occurs if the
estimated MTD for Group 3 is larger than the estimated M'TD for either groups 1 or
2. In simulations, the proposed method was compared to Independent Quasi-CRM
trials and the shift method. The proposed method avoided reversals and performed
better than its competitors at allocating the group-specific MTDs to patients in the

trial and recommending the group-specific MTDs at the end of the trial.

Future areas of research include extending the proposed method to account for pa-
tients having multiple toxicities and considering time-to-event toxicity. For instance,
a patient could have been observed with both grade 2 and grade 3 toxicities. The
proposed method only considers the maximum observed toxicity, in this case, the
grade 3 toxicity. The proposed method could be extended to differentiate between
different types of toxicities, for instance, renal and hematological toxicities, using
methods from Monia Ezzalfani et al. 2013. In this paper, a “total toxicity profile”
is computed for each patient as a sum of ET scores over neurological, renal, and
hematological toxicities. While Monia Ezzalfani et al. 2013 used toxicity type to pro-
vide a more complete toxicity profile, this paper does not consider multiplicity of a
single toxicity type, only considering the maximum toxicity grade from each toxicity

type. For instance, the total toxicity profile would not differentiate a patient with
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two neurological toxicities of grades 2 and 3, from a patient with two neurological
toxicities of grade 3, only considering the maximum neurological toxicity (grade 3)
from both patients. Extending the proposed method to consider the multiplicity of
a single toxicity type is not straightforward. If multiple toxicities are considered for
each toxicity type, the total toxicity profile is no longer bounded. In comparison, the
total toxicity profile in Monia Ezzalfani et al. 2013 is bounded by the total toxicity
profile from a patient with grade four toxicities across all toxicity types. Bounding
the total toxicity profile is crucial since a bounded total toxicity profile can be nor-

malized in the unit interval, allowing the Quasi-Bernoulli likelihood, and thus the

Quasi-CRM, to be applied.

In the proposed method, as we use this highest observed toxicity in the window of ob-
servation, the last patient needs to be completely followed through this window before
the next patient is assigned to a dose. This requirement can be lifted by weighting
each observation by the amount of time observed over the window of observation, as
in the time-to-event continual reassessment method (TITE-CRM) from Y. K. Cheung

and Rick Chappell 2000.
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Chapter 3

A Model-Assisted Design for
Partially or Completely Ordered

Groups

3.1 Introduction

This chapter is adapted from Celum and M. Conaway 2024.

In this chapter, we propose a phase I trial design for locating group-specific MTDs.
Specifically, the proposed design is a model-assisted design for locating group-specific
MTDs under a complete or partial ordering. While model-based designs have been
proposed for estimating group-specific MTDs under a partial ordering, to the best
of our knowledge, a model-assisted design has not be proposed for this situation.
Model-assisted designs include the Bayesian optimal interval design (BOIN) (Liu and
Y. Yuan 2015), cumulative cohorts design (Ivanova, Flournoy, and Chung 2007), and
keyboard design (Yan, Mandrekar, and Y. Yuan 2017). Additionally, several exten-
sions of BOIN have been developed, including BOIN for toxicity grades, called gBOIN
(Mu et al. 2019); BOIN for a trade-off utility between toxicity and efficacy, called

U-BOIN (Zhou, Lee, and Y. Yuan 2019); and BOIN for drug combinations (Lin and
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Yin 2017). The proposed method will be called group averaged BOIN (GAB), as
we will use group averaging to modify the BOIN recommendations. Model-assisted
designs are often appealing to clinicians, as they are often simpler than model-based
designs. Previous dose allocation methods for partially ordered groups require com-
puting posterior probabilities or maximizing likelihoods. In comparison, allocation
under the proposed method can be implemented using a spreadsheet and calculated
by hand, providing clinicians with a method that is simple and easily understood.
Additionally, the proposed method performs similarly to the model-based designs for
partially ordered groups, thus, reducing the complexity with no performance cost.
Finally, the proposed method has almost sure convergence properties, making this

the first design for partially ordered groups with such results.

The rest of the chapter will be organized as follows. Section @ covers the GAB for
two ordered groups. Section covers the GAB for any partial order. Section @
covers the asymptotic properties of GAB. Section @ covers dose-elimination rules.
Section @ covers the simulation studies, comparing GAB to OR-CRM and parallel

BOIN trials. Section @ discusses future areas of research and concludes.

3.2 GAB for Two Groups

3.2.1 BOIN in Parallel

A naive approach for dose-finding in groups is conducting parallel trials for each group
using BOIN. This approach has the issue of possible reversals, when a more sensitive
group is assigned a higher dose than a less sensitive group. Horton, O’Quigley, and

M. R. Conaway 2019 investigates topic of reversals by computing the reversal per-
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centage for parallel CRM and BOIN trials. By adapting BOIN, GAB avoids reversals
and increases dose selection accuracy. Simulations studies show that by borrowing
information across groups, GAB allocates patients to the MTD more often within the

trial and selects the MTD more often at the end of the trial.

3.2.2 Notation

We will now consider GAB for two ordered groups and extend the notation in Section
by using g = 1, 2 to index the groups. For group g and dose level £, let y,4. denote
the number of patients with a DLT, ng, the total number of patients, 7, = ygr/ngk
the DLT rate, and 7, the DLT probability. Group 1 is less sensitive than Group 2,
which means that m;, < g, for all k. From this, at any dose, the probability of a
DLT is higher for Group 2 than for Group 1. The MTD for group g is the dose dy/,

;L :
where k' = argmin, |7, — 6]

3.2.3 Allocation Run-in

Allocation begins with a “run-in” stage until both groups have been observed. We
make no assumptions about the flow of the patients based on group membership. If
the first few patients are in Group 2, we proceed with standard BOIN allocation in
Group 2 until we need to allocate to a Group 1 patient. When the first patient in
Group 1 arrives, their assigned dose will be the current dose of Group 2. Conversely, if
the first few patients are in Group 1, we proceed with the standard BOIN allocation
in Group 1. When the first patient in Group 2 arrives, they will be assigned the
lowest dose. The run-in procedure uses the known group ordering to increase the

dose recommendation for Group 1 to the current dose for Group 2.
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3.2.4 Allocation

After observing patients from both groups, GAB first applies BOIN and then, if nec-
essary, adjusts the current dose recommendations using pooled averages, making dose
recommendations agree with the group order. BOIN can cause the recommendation
to disagree with the known order in two ways: first, if Group 2 escalates above Group

1, and second, if Group 1 de-escalates below Group 2.

If Group 2 escalates above Group 1, GAB takes a pooled average at the dose Group
2 escalated from. Note that the dose Group 2 escalated from is the current Group
1 recommendation. If the pooled average is at or below A., Group 1 escalates to
the current Group 2 recommendation; otherwise, Group 2 de-escalates to the current

Group 1 recommendation.

If Group 1 de-escalates below Group 2, GAB takes a pooled average at the dose Group
1 de-escalated from. Note that the dose Group 1 de-escalated from is the current
Group 2 recommendation. If the pooled average is below A\;, Group 1 escalates to
the current Group 2 recommendation; otherwise, Group 2 de-escalates to the current
Group 1 recommendation. The algorithm is illustrated in Figure El!, where “Pooled”
is pooled the average, g is the group index from the last patient, and j, is the current

recommendation for group g.

3.2.5 Dose Selection

After all patients have been observed, the group-specific MTDs are estimated us-

ing bivariate isotonic regression. Before conducting the bivariate isotonic regression
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Compute DLT rate (7y,;,) for
groug g at the current dose level j,

S )\e Z )‘d
n ()\e, )\d)
Escalate to dose Stay at dose De-escalate to
level j, + 1 level j, dose level j, — 1
[ Determine if an adjustment is needed }
J2 > 1&g =1 Otherwise
J2 > 1&g =2
Compute Compute Adjustment
Pooled = PooIed = not needed
yl g2+y2 ]2) yl ]1+y2 ]1
(71,55 +12,55) (1,5, +m2,5,)
( 71 escalates to j, j2 de-escalates to ]1 31 escalates to jo ]2 de-escalates to ]1

Figure 3.1: GAB Allocation Procedure
algorithm, the observed proportions are smoothed as

s Yg .k T Qg
k= ;
7 Ngk + gk + By

3

where oy i, B are positive smoothing parameters. In simulations, we used the pa-
rameters o = By = 0.05. Additionally, we used the weights ng; + 1 for the pooled

averages used in bivariate isotonic regression. The R package “BOIN” (Yan, Zhang,
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et al. 2020) uses similar weights and smoothing parameters for the bivariate isotonic
regression step in BOIN for drug combinations. For a detailed discussion on bivari-
ate isotonic regression, see Dykstra and Robertson 1982, and to implement bivariate

isotonic regression, use the R package “Iso” (Turner 2020).

Let 7y, denote the estimates after conducting bivariate isotonic regression. Let A,
denote the admissible dose levels for group ¢, the doses that can be the MTD for
group g. As Group 2 is the sensitive group, the admissible dose levels are those with
Group 2 observations, that is, Ay = {k: ng # 0}. As Group 1 is the less sensitive
group, the admissible dose levels are those with an observation from either group,
that is, Ay = {k :ng, # 0 or nyy # 0}. Let k; denote the MTD estimate for group
g, where kj = argmin,, |Tg — 0|. If there are ties for 7y, as can be the case in
isotonic regression, if Tk, < 0, the largest such k; is selected, and if Tk > 0, the

smallest such k; is selected.

3.3 General GAB

3.3.1 Notation and Group Bundles

In this section, we discuss GAB for any partial or complete order. Before introducing
generalized GAB, new notation will be introduced to generalize partial orders between
groups, allowing us to generalize GAB and prove convergence properties. We will
introduce “bundles” of groups to generalize all partial orders described in M. R.
Conaway 2017h; M. R. Conaway 2017a; Horton, Wages, and M. R. Conaway 2019;
and Horton, O’Quigley, and M. R. Conaway 2019.

We consider bundles of groups b = 1,2,... B, and within bundle b, we have groups
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g=1,2,...,Gy. The tuple (b, g) denotes group g in bundle b. Groups within the same
bundle, say (b, g1) and (b, g2), do not have a prior ordering. That is, prior to the trial,
it is not known if 7y g,) 8 > Tbgo)k OF T(hgi)k < M(bgs),k» Where mp gy, denotes the
DLT probability at dose level k for group ¢ in bundle b. Across bundles, the ordering
is known where groups from higher bundles are more sensitive. If b; < bs, then for

any g1 € {1,2,...,Gy, } and any g, € {1,2,..., Gy, }, we have 7y, g1) 5 < T(hy,g0) k-

The grid below displays the layout of the bundles and groups where the different
bundles are given by the rows. Note that rows do not need to be the same length as

the amount of groups in each bundle can, and often do, differ.

(1,1) (1,2) -~ .- (1,Gy)

(2,1) (2,2) - (2,Gy)

(3,1) (3,2) -+ .- . (3,Gs)
(B,1) (B,2) --- .-~ (B,Gp)

We consider the partial orders in Horton, O’Quigley, and M. R. Conaway 2019
to demonstrate how these partial orders fit into the bundle framework. Horton,
O’Quigley, and M. R. Conaway 2019 considered four orders: a complete order, loop
order, twig order, and simple tree. Table El! displays these orders, with the sensitivity
level increasing from left to right, and converts these partial orders into the bundle
framework in the “Bundles/Groups” column. To illustrate how the partial orders fit
into the bundle framework, consider the loop ordering. As Group 1 is known to be
the least sensitive group, Group 1 is the only group in Bundle 1. Groups 2 and 3 are
known to be more sensitive than Group 1 and less sensitive than Group 4. Addition-

ally, there is no known ordering between these groups; consequently, both groups are
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in Bundle 2. Group 4 is known to be the most sensitive group; thus, Group 4 is in

Bundle 3.
Ordering | Least Sensitive — Most Sensitive Bundles/Groups
1 = (1,1)
Complete 1 > 2 > 3 > 4 ’

=(2,1)
= (3’ 1)
(4.1)

Y

—~

3=(2,2)

IS NS
I
~

OJQ[\J»—!

— = =

S— N N

—~

- |
~\,

3
1=(1,1)
Twig e 2=(21)
3=(3,1) 4=(41)
4
2
Simple Tree \ 2=(2,1) 3=(2,2) 4=1(2,3)
4

Table 3.1: Orders from Horton, O’Quigley, and M. R. Conaway 2019 converted to
the bundle/group format in the “Bundles/Groups” column.

3.3.2 Allocation Run-in

As in the two-group scenario, GAB begins allocation with a run-in stage. The first

patient in group ¢ and bundle b will be assigned to the lowest dose if there have not
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been any observed patients in more sensitive groups; that is, groups in higher bundles.
If there are observations from groups in higher bundles, the first patient in (b, g) will
be assigned to the highest recommended dose for a group in a higher bundle. Suppose
the next patient is the first patient from group g in bundle b and let ny 4 denote the
number of observed patients from group ¢’ in bundle 0'. Let j o) denote the current

recommendation for group ¢’ in bundle ¥'. Figure @ provides the run-in procedure.

if nNw.,g) = 0,V > b, g’ S {1, 2,... ,Gb/} then

Jbg) <1
else

j(b,g) — max{j(b/,g/) b >b,4 € {1, 2,..., Gb/}, (v g #+ 0}
end if

Figure 3.2: GAB Run-In

To illustrate this procedure, consider the loop ordering in Table El] Suppose we have

observed patients in (1,1), (2,1), and (3,1), giving

Jan =3
Jey =3 Jez2 = —

J@ =2

, where “—” denotes that a group has not been observed. If the next patient is from

(2,2), this patient would be assigned the dose level jz 1) = 2.

3.3.3 Allocation

After all groups have observations, we proceed using BOIN and pooled averages to
adjust BOIN when necessary. Similar to the two-group case, there are two ways
that dose recommendations can contradict the known ordering. The first is when a

more sensitive group escalates above a less sensitive group, and the second is when a
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less sensitive group de-escalates below a more sensitive group. Letting (b, g) be the
bundle and group of the last observed patient, the first contradiction occurs when

Jbg) > Jv.g), Where b > V', and the second when j 4y < j g, Where b < b'.

When the first contradiction occurs, GAB takes a pooled average at the previous dose
level for (b, g), this being j4) — 1, pooling over (b, g) and all the less sensitive groups
currently at ji g — 1. For bundle and group (V', gr), and dose level k, let yu g,,).x
denote the number of DLTs and ny 4, denote the number of observed patients.

Thus,

Gy . .
POOled _ y(bvg)vj(b,g)_l + Zb/<b Zgbl/)::[ I (j(b/,gb/) - j(b7g) - ].) y(b/hgb’)vj(b,g)_l
N Gy ) ) :
n(bvg)vj(b,g)—l + Zb’<b 29;:1 1 (‘](blvgb’) = J(bg) — ]') n(blagb/)vj(b,g)_l

(3.1)

Dose recommendations are adjusted as follows:

1. If Pooled < A.:

(a) Jibg) Stays at ju,g)
(b) For all (¥, gy), with &' < b and J.g,) = Jng) — 1, escalate ju g,,) tO j.g)-

2. If Pooled > A.:

(a) J(bg) de-escalates to jpg) — 1

(b) Other dose recommendations remain the same.

When the second contradiction occurs, GAB takes a pooled average at the previous

dose level for (b, g), this being j 4) + 1, pooling over (b, g) and all the more sensitive
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groups currently at je g + 1. Thus,

Gy . .
Y0y +1 T s 2oget T (G00) = J0.0) + 1) Yt 0y 0y +1

Pooled =
Gy . .
b.9) gy +1 F Do 2oget T (00) = Jv.g) + 1) M0 gy) gy +1

(3.2)

Dose recommendations are adjusted as follows:

1. If Pooled < A4:

(a) jw.g) escalates back to jpg) + 1

(b) Other dose recommendations remain the same.
2. If Pooled > A\;:

(a) J(bg) remains the same.

(b) For all (¢, gy), with b > b and jug,) = jig + 1, de-escalate jup g,y to

](bvg) :

Pooled corrects dose recommendations by using the known group ordering to deter-
mine if we should de-escalate or escalate. The algorithm is illustrated in Figure @,
where (b, g) is the bundle and group index of the last patient and j,g) is the current

recommendation for group g in bundle b.

3.3.4 Dose Selection

After observing all patients, DLT estimates are obtained by applying bivariate isotonic
regression to the complete orders that are possible given the known partial order.

Estimates with the maximum likelihood are used for dose selection.

As in the two-group scenario, observed proportions are smoothed, so
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Compute DLT rate (7 .9).5,.,,)
for group ¢ in bundle b at
the current dose level j

S )\e 2 )\d
in ()\e, )\d)
Escalate to dose Stay at dose De-escalate to
level jpq) + 1 level 5. dose level jq) — 1

{ Determine if an adjustment is needed }

Exists (0, ') where V/ > b & ju g > Jibg) Otherwise

xists (0, g') where | < b & ju ) < I

Compute Pooled: Compute Pooled: Adjustment
See Equation See Equation not needed
< )\d Z )\d S >\e > )\e
Jibg) €scalates For all (', ¢g') with For all (¥, ¢’) with J(v,g) de-escalates
to j(b,g) + 1 b > b and j(b’,g') > b <band j(bl,g/) < to j(b,g) -1
gt Je.g) de- Jeg) Jo.g)
escalates to j,g) escalates to j,g)

Figure 3.3: General GAB Allocation Procedure

s Y90k T Abg) k
N(b,g)k T QUbg)k T+ Bio.g) k

We use the same smoothing parameters and weights used in the two-group scenario.

Now, we consider all possible complete orders from the known bundle structure.
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All complete orders can be obtained by considering all combinations of permutations
within each bundle. In general, as there are G1! x Gy! x - - - X G! different combinations
of permutations, there are M = G1! x Ga! x - -+ x Gy! different models. Let p, be a
permutation on {1,2, ..., Gy}, permuting the groups within bundle b, and p; ' (gs) be
the inverse image of p,(gp). The M models can be obtained from all combinations,

(p1,p2,---,pB), returning a complete order

Tapr W)k S Tprt@nk = S Ttk S Ttk S S TGk S S Tpeptans S S Mgl Gk

From the loop ordering, there are two combinations of permutations, {(1), (1,2), (1)}
and {(1),(2,1), (1)}, giving the complete orders 71, 1x < Tenre < T2k < TE 1)k
and Tk < Tk < Tk < T3k I practice, it is simple to find all possible
models given the small number of groups.When considering the orders in Table @,

we notice the simple tree has the most models, totaling 1! x 3! = 6 models.

Now, given a complete order obtained from (py, po, . . ., pp), we apply bivariate isotonic

regression to the matrix order below.

. A5

oS S8

Taertmna  Taprtane T ().
T @t et @)e T(Lpr (G K

oS ~S S

Teptant  Teptane 0 Teeta)k

o . 3.3
Topr' @1 T@er G2 7 (25 (G2)) K (33)
S S S

TBeg )t T (Beg'1))2 T

S i)
B GeNt T (Bop'Gen2e 7 T (Bppl(Gr)K
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For the loop order, we apply bivariate isotonic regression to the matrices below.

~ S ~S ~S ~S S8 ~8
Tang T2 T(1,1),K Tang T2 T(1,1),K
s T T s s s
2,1),1 T(2,1),2 (2.1),K 22,0 T22,2  T(22).K
~5 ~5 ~5 S5 S5 S5
T22),1 T(22),2 T(2,2),K Tenl Teyz - M1k
~ S S8 S8 -8 28 -~ S
T, T@),2 T30,k Tyl T@uy2 o TGk

Let m = 1,2,..., M denote the models obtained through the combinations of per-
mutations and T gu) denote the estimates obtained from bivariate isotonic regres-
sion on model m. We select the model that maximizes the likelihood, letting m' =

argmax,, L (ﬁgj gb),k)’ where L <7~Tz7b‘ gb),k> is the likelihood evaluated over estimates

=m
Tr(bvgb) ke

Similar to the two-group scenario, the set of admissible dose levels for (b, g) is given

by
Apg) = {k LNy g,k 7 0, for some (', g) where b’ > b, or ng, g, # O} . (34)

The MTD for (b, g) is estimated as the dose level k{, ,, where k{, , = argming, |7”%EZ:gb)7k—

. ~m/ e ~m! ’ .
6|. If there are ties for W(b,gb),k{@g)’ if W(b’gb)”f{bm < 6, the largest such k(b’g) is selected,
e ~m! ’ .
and if T age) ) > f, the smallest such k(bg) is selected.

3.4 Asymptotic Properties

This section covers the asymptotic allocation properties of the GAB design. As

allocation under BOIN has almost sure convergence properties, we would expect such
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properties from GAB. Theorem @ restates the convergence properties of BOIN (Liu
and Y. Yuan 2015; Oron, Azriel, and Hoff 2011).

Theorem 3.1. Dose allocation using BOIN converges almost surely to a dose level
k, if mx € (X, Na), and k is the only dose level with 7, € [Ae,Ng). If we have
A < mq, dose allocation will converge almost surely to dose level 1 and if we have
Ae > T, dose allocation will converge almost surely to dose level K. If we have no
dose with DLT probability in (A, \g) but 8 € |71, 7], then we will have almost sure
oscillation between the two doses straddling the interval. If there are multiple doses

with T, € (Ae, Aa), we have almost sure convergence to one of these doses.

Lemma @ is critical in proving almost sure convergence properties for GAB. This
lemma states that doses visited infinitely often have observed DLT proportions con-
verging to the true DLT probabilities. The proof of the lemma follows the same steps

as Lemma 1 in Oron, Azriel, and Hoff 2011.

Lemma 3.2. For all bundles and groups, (b, g), and doses di, w.g) .k S T(b,g).k» given

N(b,g),k = OO

Theorem @ states that GAB has the same asymptotic properties as original BOIN,
making GAB the first dose-finding method for groups that can be shown to converge
almost surely. This theorem claims if a group has a unique dose with DLT probability
in [Ae, A\g], eventually these patients will only be allocated to this dose. Additionally,
if a group has several doses with DLT probability in [A., A4], eventually, these patients
will only be allocated to one of these doses. As a result, GAB will eventually allocate
patients to an acceptable dose. Appendix @ provides proofs for Lemma @ and
Theorem @
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Theorem 3.3. For any bundle and group, (b,g9), GAB dose allocation converges
almost surely to a dose level k, if mp gk € (Ae,Aa) and k is the only dose level
with Tpg) e € [Aes Aal. If we have Ay < 7wy g1 dose allocation will converge almost
surely to dose level 1 and if we have Ao > T, ).k dose allocation will converge almost
surely to dose level K. If we have no dose with DLT probability in (Ae, Ag) but
0 € [T(vg),1> Tbg),k], then we will have almost sure oscillation between the two doses
straddling the interval. If there are multiple doses with Tp.g 1, € (A, Ag), we have

almost sure convergence to one of these doses.

3.5 Practical Considerations

Similar to the original BOIN paper, we adapt our method for practical considerations.
In the package “BOIN” (Yan, Zhang, et al. 2020), dose elimination boundaries can
be enumerated before the trial. To limit the number of patients assigned to overly
toxic doses, GAB dose elimination rules pool toxicity rates and use dose elimination
boundaries, as in “BOIN”. Instead of using a uniform Beta(1,1) prior as in Liu and
Y. Yuan 2015, we use Jeffery’s prior, Beta(0.5,0.5), as in Lin and Yin 2017. This prior
corresponds to the information from one subject. Additionally, instead of using the
cutoff A = 0.95, we use A = 0.975. A higher cutoff is selected due to the between-group
dependency with dose elimination. For instance, if dose dj is eliminated for (b, g),
then dj, would also be eliminated for all groups more sensitive than (b, g). That is, all
(0',g'), where i/ > b. A sensitivity analysis is provided in Appendix @, analyzing
the results from using a uniform prior compared to Jeffery’s prior, and using A = 0.95
compared to A = 0.975. This sensitivity analysis shows that the proposed method is

robust.
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Let (b,g) denote the most recently observed group, with ju ) denoting the dose
level this group was observed at. Before eliminating js 4), we require that at least
three patients have been observed at ju,g, that is ng,g j, . = 3. Then, assuming
(

5,99 Beta(0.5,0.5), check if P(ﬂ-(&g),j(b,g) > 0|n(b7g)7j(b,g)7y(b7g)7j(b,g)) > ). From

the Beta-Binomial model, 7(,g) ji, . 17(6.0).00.0 Y(br0) ~ Beta(0.5 + y@.g) 0.5+

J(b,9) I (b,9)

N(b,9)ithg) — y(bvg)vj(b,g))' If the posterior probability exceeds this threshold, we then
consider the groups below (b, g). Let npyoreq and Ypooea denote the pooled number
of observations and number of DLT5s at jg 4 from (b, g) and more sensitive groups.
From this, nposted = Nv.g)je, + 2>t nglj’:l (W g0)i gy D YPooled = Y(bg)jipgy T
> ysb Zngl,’/:l YW )i 1 P(Beta(0.5 + Ypooted: Mpooted — Ypootea + 0.5) > 0) > A, we
eliminate dose level jg 4 from consideration in group (b, g) and all groups (V,g’),
where ' > b. If the lowest dose is eliminated from a group, this group is removed
from the study. In this adaption, we also require all doses in A4 to be doses that

have not been eliminated. Before the trial, elimination boundaries can be tabulated.

For these boundaries, see Table @ below.

Number of Patients Treated 1 2 3
3

4 5 6 7 8 9 10 11 12 13 14 15
Elimination Boundary NA NA 334455 5 6 6 6 6 7

Table 3.2: Dose elimination boundaries based on number of patients treated and

number of DLTs. We require at least 3 patients to have been observed, use the prior
Beta(0.5,0.5), and cutoff A\ = 0.975.

In the supplementary materials of the online version of Celum and M. Conaway
2024, the R script “Boundaries.R” provides a function for calculating dose elimina-
tion boundaries, assisting in implementation. Additionally, Appendix @ provides
illustrative examples of trials conducted using the dose elimination rules. For the
remainder of this chapter, GAB-E and GAB will refer to the proposed method with

and without dose elimination, respectively.
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3.6 Simulations

This section evaluates the performance of GAB and GAB-E relative to parallel BOIN
trials and OR-CRM. We let P-BOIN-E and P-BOIN denote parallel BOIN trials with
and without dose elimination rules, respectively. OR-CRM from M. R. Conaway
2017b is a well performing model-based method for partially ordered groups. Thus,
our competitor methods are model-assisted designs not accounting for groups (P-

BOIN and P-BOIN-E), and a model-based design accounting for groups (OR-CRM).

Comparisons were drawn using simulations with two groups and three groups. In the
simulations with two groups, the groups were completely ordered. In the simulations
with three groups, three different orders were considered, as provided in Table @ In
this table, we drop bundle/group notation for simplicity. The “Known” column states
the known DLT probability ordering across groups, while the “Unknown” column
states what DLT probability orderings are unknown across groups. For instance, in
the second ordering, we know that Group 1 is the least sensitive group while we do

not know the relative sensitivity of groups 2 and 3.

Ordering Known Unknown
1 T < Mg < T3 p Nothing
2 g <o and mp < Mg | M3 < Mok OF Mo g < T3
3 Tk < M3y and mop <y | Tk < Mo OF Moy < T

Table 3.3: Three Group Orders

3.6.1 Generating Family of Curves

Dose-toxicity curves were randomly generated to avoid selecting curves that favored

GAB. These curves were randomly generated using a method similar to that in M. R.
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Conaway 2017b; M. R. Conaway 2017a and two curves were generated for each possi-
ble MTD configuration. Four and six-dose trials were considered. Table @ provides
the number of MTD configurations by number of groups, group ordering, and number
of doses. Additionally, Appendix @ provides complete tables of all four-dose MTD

configurations. Next, we will demonstrate how to generate curves for the three-group

scenarios.
Groups | Ordering | # Doses | # Configurations | # Curves
2 C 4 10 20
2 C 6 21 42
3 1 4 20 40
3 1 6 56 112
3 2,3 4 30 60
3 2,3 6 91 182

Table 3.4: Number of MTD configurations and curves by number of groups and group
ordering. A MTD configuration is a set of possible group-specific MTDs under the
group ordering.

Let (71,72,73) denote the configuration for which we are generating a curve. As in
Liu and Y. Yuan 2015, we generate three centers “close” to the DLT target, 6, which
we denote as (c1, ¢, c3) = (P(e1), P(e2), P(e3)), where € ~ N(z(6), (0.05)?), ®() is
standard normal CDF, and z() is the inverse of the standard normal CDF. Next,
centers are as sorted as (cpy, ¢z, ¢fz). As detailed below, sorted centers are assigned

to the group curves using the group ordering.

1. Order 1: (7T’7177T’Y277T73) = (C[l]’ P2 6[3})
2. Order 2:

(a) If 7o < 73, then (77—1,'717727“/27 7T3,'73) = (C[1]7 EEIR C[Z])'

(b) If o > 3, then (m14,, T2,45, T345) = (], €2, C3))-
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(c) If o = 73, only generate two centers, and then (71 5,, T2,4,, T3,4,) = (cp1y, €12}, Cl2))-
3. Order 3:

(a) If 1 < 79, then (m1 4, Ton,, Ta4,) = (Cp2, c)s C3))-
(b) If Y1 > Y2, then (7T177177TQ,727 7T3773) = (6[1]7 2], 0[3])'

(c) If v1 = 72, only generate two centers, and then (71 5,, T2,4,, T3.,) = (cpy, €y, Cl2))-

Appendix @ illustrates how to generate centers. The algorithm for computing the
rest of the probabilities follows the algorithm found in M. R. Conaway 2017a and
M. R. Conaway 2017b. Three requirements are added to eliminate unreasonable
curves. First, the lowest DLT probability is not below 0.01. Second, DLT probabilities
within a group differ by at least 0.02 and 0.03 in the four-dose and six-dose scenarios,
respectively. Third, DLT probabilities within a group do not differ by more than
0.15. Readers interested in generating curves, see the R script “Generate Curves.R”

in the online version of Celum and M. Conaway 2024.

Figures @ and @ plot a subset of representative curves, plotting six curves for each
scenario (partial order). For each scenario, K-means clustering was applied to the
collection of curves, using the cluster means as the representative curves in the plots.

K-means clustering provides curves with varied shapes and differing group separation.

3.6.2 Results

For each scenario, we ran 1000 simulations for each curve and considered three sample
sizes, with the sample size depending on the number of doses and patients. Group
membership was randomly generated with equal group probabilities while adding the

requirement that a trial has at least one patient from each group. The statistics
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Figure 3.4: K-Means Centers for the Four-Dose Curves, providing “Representative”
Curves. “Representatives” are provided for the two-group case and the three different
three-group orders.
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Figure 3.5: K-Means Centers for the Six-Dose Curves, providing “Representative”
Curves. “Representatives” are provided for the two-group case and the three different
three-group orders.
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PCS and Al, and PCA and Int were calculated for end-of-trial selection and within-
trial allocation, respectively. These statistics were averaged across the groups. The
statistic Int is the percentage of patients allocated to doses with DLT probabilities
in the interval (A, A\g), PCA/PCS is the percentage of times allocation/selection
occurred at the MTD, and Al is the accuracy index, as given in Y. K. Cheung 2011,

measuring accuracy using the entire selection distribution. The accuracy index is

—1-K Zle Pg.k XProbabili}i’;y of selecting dose level k
Zk:l Pg,k

of doses under consideration and p,; = |7, — 6| denotes the distance of the DLT

given by Al , where K denotes the number

probability at dose level k for group g from the DLT target. Tables @ and @ provide
selection and allocation results, respectively. Both GAB and GAB-E significantly
outperformed P-BOIN and P-BOIN-E in both allocation and selection, demonstrating
the benefit of using pooled averages. GAB and OR-CRM performed similarly in
end-of-trial selection as GAB chose the correct dose more often and OR-CRM had a
higher AT more often. OR-CRM slightly outperformed GAB and GAB-E in allocation.
There is less of a discrepancy between these methods for the Int metric since GAB
and GAB-E allocate to doses within an interval, some of which may not be the MTD.
We see that GAB outperformed GAB-E in dose selection, possibly due to GAB-
E’s ability to terminate trials early. Conversely, GAB-E outperformed GAB in dose
allocation, possibly due to GAB-E eliminating overly toxic doses and narrowing down
the available doses. It is important to note that trials resulting in an early termination
did not contribute to the Al for GAB-E and P-BOIN-E. These trials could not be
used to compute the Al since the Al uses the distance of the selected dose from the
DLT target. Standard Errors are not included in the results below since, for each
row of results, there are several curves with 1,000 simulations per curve, making the

standard errors minuscule.
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Selection
PCS Al

Groups | Scenario | Doses | Patients | GAB  GAB-E P-BOIN P-BOIN-E OR-CRM | GAB GAB-E P-BOIN P-BOIN-E OR-CRM
2 C 4 30 50 47.8 45.9 44.2 49 45.8 44.3 39.3 38.4 43.8
2 C 4 50 55.3 52 52 49.6 55 53.1 50.8 48.3 46.8 52.5
2 [¢] 4 70 59.7  55.7 56.7 52.8 59.8 58.1  55.8 54.3 51.3 58.5
2 C 6 40 41.3  40.1 38.6 37.1 41 52.1 519 46.6 46 52.9
2 C 6 60 45.9 443 43.6 42.1 45.6 58.1 574 53.8 53.3 58.9
2 C 6 80 50.4 473 48.1 45.7 49.6 62.6  60.9 59.2 57.9 62.9
3 1 4 40 52.2 50.4 46.6 44.8 52.6 48.3 475 37.8 36.7 48.1
3 1 4 60 56.8  54.2 51.4 49 57.1 53.9 525 45 43.6 53.9
3 1 4 80 60.4 57.2 55.3 52.6 60 57.9 56.3 50.2 48.8 57.2
3 1 6 60 44.1 42.6 39.6 37.9 42.6 55.7 549 474 46.5 55.7
3 1 6 80 47.6 455 43.2 41.3 45.8 59.6 58.8 52.5 51.5 59

3 1 6 100 50.3 47.6 46.4 43.8 48.3 62.5 61.2 56.4 55.2 61.9
3 2 4 40 50.5 488 46.4 44.7 50.3 45.2 444 38.5 37.4 44.9
3 2 4 60 54.8 524 51 48.9 55.1 51.3 50 45.6 44.5 51.5
3 2 4 80 58.6  55.1 55 51.9 58.7 55.9  53.7 50.8 49 56

3 2 6 60 43 41.5 39.8 38.1 41.3 53.1 523 47.2 46.3 53.1
3 2 6 80 46.7 445 43.5 41.6 45 57.4 56.4 52.4 51.4 57.4
3 2 6 100 49.7 47 46.8 44.3 47.7 60.8 59.3 56.4 55.2 60.4
3 3 4 40 49.5 476 45.5 43.6 50 45.5 44.8 38.6 37.4 45.5
3 3 4 60 53.9  51.2 50.2 47.8 54.5 51.4  50.2 45.8 44.4 51.8
3 3 4 80 57.1 54 53.7 50.6 57.9 55.4 54 50.6 48.8 56.4
3 3 6 60 43.1 41.4 39.9 38.2 42.6 53 52.4 47.6 47 54.2
3 3 6 80 46.6  44.5 43.7 41.6 46.1 57.3  56.5 52.9 52 58.4
3 3 6 100 49.5 47 46.8 44.2 48.9 60.6  59.6 56.8 55.7 61.4

Averages 50.71 48.32 47.07 44.9 50.19 54.8  53.6 48.9 47.71 54.85

Table 3.5: Percentage correct selection (PCS) and Accuracy Index (AI) by the number
of groups, scenario, number of doses, number of patients, and method.

Allocation
PCA Int

Groups | Scenario | Doses | Patients | GAB GAB-E P-BOIN P-BOIN-E OR-CRM | GAB GAB-E P-BOIN P-BOIN-E OR-CRM
2 C 4 30 40.8  40.6 36.7 37.2 41.2 494 49.1 44.6 45.1 49.6
2 C 4 50 44.1  44.2 40.3 40.6 46.1 53 53.1 48.6 48.9 54.9
2 C 4 70 46.7  46.8 43.1 43.5 49.5 55.8 56 51.5 51.9 58.6
2 C 6 40 31.9 322 28.9 29.2 32.4 38.3 387 34.8 35.2 39.2
2 C 6 60 34.7  35.5 31.8 32.5 36 41.6 425 38.3 39.1 43.5
2 C 6 80 374 379 34.7 35.3 38.9 44.7 452 41.5 42.2 47

3 1 4 40 41.6  41.7 37.3 37.3 44.1 44 44.1 394 39.4 46.6
3 1 4 60 44.1 445 40.1 40.5 47.7 46.6 47 42.2 42.7 50.3
3 1 4 80 46.4 471 42.5 43.1 50 48.9  49.7 44.7 45.3 52.7
3 1 6 60 33 33.4 29.5 29.7 33.9 41.1 415 36.5 36.8 42.5
3 1 6 80 351  35.6 31.7 32.1 36.3 43.6  44.2 39.2 39.6 45.4
3 1 6 100 36.9 375 33.7 34.1 38.4 45.7  46.3 414 42 47.9
3 2 4 40 41.6  41.7 37 37.2 41.6 44.7 44.7 39.8 39.9 44.3
3 2 4 60 44.3 447 39.9 40.2 45.3 476 479 42.8 43.1 48.2
3 2 4 80 46.5 46.8 42.2 42.6 48.2 49.8  50.1 45.2 45.6 51.2
3 2 6 60 33 33.4 29.5 29.7 32.2 39.9 40.3 35.7 35.9 39

3 2 6 80 353 35.6 31.7 32.2 35 425 42.9 38.3 38.8 42.3
3 2 6 100 372 37.6 33.8 34.2 37.2 44.7  45.2 40.6 41.1 44.8
3 3 4 40 41.1  41.3 37 37.1 42.2 46.8  46.8 41.8 41.9 47.5
3 3 4 60 437 4 39.7 40.1 45.6 494  49.8 44.8 45.1 51.2
3 3 4 80 45.8  46.2 41.8 42.3 48.2 51.6  52.1 47 47.5 54

3 3 6 60 33.1 335 29.8 30.1 33.6 39.8  40.2 35.6 36 40.4
3 3 6 80 354  35.8 32 32.5 36.3 424 429 38.3 38.8 43.5
3 3 6 100 372 377 34 34.5 38.5 44.5 451 40.5 41.1 46

Averages 395  39.8 35.8 36.2 40.77 45.68 46.06 41.4 41.8 47.11

Table 3.6: Percentage correct allocation (PCA) and percentage of allocations to doses
with DLT probability in the interval (A., Aq) (Int) by the number of groups, scenario,
number of doses, number of patients, and method.
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3.6.3 Sensitivity Analysis

The eligible patient population may consist of groups of unequal proportions. In this
case, the probability the next patient belongs to a group differs across the groups,
resulting in unequal group probabilities. Additionally, cohorts of size three may be
used instead of enrolling one patient at a time. A sensitivity analysis analyzed how
the proposed method performed when group probabilities varied and when patients
enrolled in cohorts of three. Two-group simulations considered group probabilities
0.40 and 0.60, for groups 1 and 2, respectively. Three-group simulations considered
group probabilities 0.20, 0.40, and 0.40, for groups 1, 2, and 3, respectively. For

every single-cohort simulation, a three-cohort simulation was ran, with the number of

cohorts equal to the ceiling of #Xatients in Sing]g Cohort Simulation 3 AB proved robust to
differing group probabilities but performed worse in three-cohort trials compared to
single-cohort trials. This reduction is not surprising since three-cohort trials escalate

slower and try fewer doses. BOIN had a similar reduction in performance from single-

patient cohorts to three-patient cohorts. Appendix @ provides these results.

3.6.4 Convergence Rates

This subsection considers how quickly the probability of correct dose section and
allocation increases as a function of trial size. From Section @, it is guaranteed
that dose allocation tends to the correct dose as sample size increases, however, it
is worthwhile to analyze how quickly performance improves relative to sample size.
We suspect that if the true DLT probabilities are spread out and no doses have DLT
probabilities near the boundary of the interval (A, = 0.157, A; = 0.238), then dose

allocation and selection would tend to the correct dose quicker relative to the case
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with a dose that has a DLT probability right outside of the interval. To analyze this,
we considered three different scenarios: (1) when no doses are just the interval, (2)
when one dose is right outside the interval, and (3) when two doses are right outside

the interval.

Scenario 1
Dose
Group | 1 2 3 4
1 0.1 | 0.2 03| 04
2 0.2 | 0.3 (04| 0.5
Scenario 2
Dose
Group | 1 2 3 4
1 0.15 0.2 |03 ] 0.4
2 0.2 1025104 0.5
Scenario 3
Dose
Group | 1 2 3 4
1 0.1 |0.15]0.2]0.25
2 0.1 |0.15]0.2]0.25

Table 3.7: DLT Probabilities by group and dose for three different scenarios.

Two statistics were considered in simulations: PCS and the probability (as a percent-
age) that the last patient in a group is allocated to their respective MTD, providing
metrics on selection and allocation. Trial sizes went up to 1,000 patients per group.
Figure @ provides these results. Additionally, Figure @ and Figure @ provide
plots zooming for sample sizes no more than 200 per group and demonstrating the
differences in performance, respectively. As expected, the probability of correct allo-
cation and selection converges to one quickest in scenario 1, followed by scenario 2,
and scenario 3 converges the slowest. Additionally, we see the superior performance
of GAB when compared to parallel-BOIN, with the GAB method converging quicker

than parallel-BOIN trials.
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Figure 3.6: Percent Correct Selection (PCS) and probability (as a percentage) that
the last patient is allocated to the MTD by Group and Method.
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3.7 Discussion

In this chapter, we proposed a model-assisted dose-finding design for partially or
completely ordered groups. The proposed method adapts BOIN by taking group
averages, giving the name “group averaged BOIN” (GAB). By taking group aver-
ages when necessary, GAB avoids reversals and outperforms parallel BOIN trials.
Additionally, GAB performs similarly to OR-CRM, a model-based design in M. R.

Conaway 2017b.

A future area of research is creating a model-assisted phase I/II design for partially
ordered groups that considers toxicity and efficacy endpoints. Previous phase I/II
designs for ordered groups include Wages, Read, and Petroni 2015 and Lin, Thall,
and Y. Yuan 2020, both being model-based designs. Developing a model-assisted
phase I/II design for partially ordered groups would provide clinicians with a simple

design that incorporates efficacy endpoints.

The proposed method can be extended to phase I trials considering graded toxicity.
Mu et al. 2019 provides an extension of BOIN for ordinal toxicity. Mu et al. 2019
modified BOIN by escalating, de-escalating, or staying at the same dose if the average
ET score at the current dose is below, above, or within some interval around the

toxicity target. Such rules could easily be extended to GAB.
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Chapter 4

Multi-Dose Phase Two Trial

Designs for Two Ordered Groups

4.1 Introduction

Phase II oncology paradigm is currently undergoing a monumental shift. Tradition-
ally, a phase I trial would be conducted to identify the MTD. Subsequently, a phase II
design would use the MTD from phase I. However, this paradigm is based on cytotoxic
therapies and may not be well suited for new targeted therapies and immunotherapies
as a higher dose may result in higher toxicity without any efficacious benefits (Shah
et al. 2021; Papachristos et al. 2023). Recognizing the need for a paradigm shift,
the FDA released “Project Optimus” (Murphy, Halford, and Symeonides 2023), an

initiative for improving dose selection and optimization.

One recommendation in Project Optimus is randomization to a range of doses (U.S.
Food And Drug Administration 2024h). The case of the drug Sotorasib, from the
pharmaceutical company Amgen, provides an example of the FDA emphasizing the
importance of dose-ranging. In phase I, patients received doses of 180, 360, 720, or
960 mg. The MTD was defined as the dose with 20% to 33% of patients experiencing
DLTs. The 960 mg dose was identified as the MTD. After the phase I trial, accelerated

approval was granted after significant signs of efficacy and due to the novelty of the
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drug. However, as a postmarking requirement, the FDA required Amgen to compare
the approved 960mg dose with a 240mg dose (Ratain, Tannock, and Lichter 2021;
Moon 2022). This requirement aligns with the FDA’s Oncology Center of Excellence
recommendation to consider randomized multi-dose trials (U.S. Food And Drug

Administration 20244).

Yang et al. 2024 designed a multi-dose phase II clinical trial (MERIT) to determine
which doses are safe and effective. In this chapter, we present a traditional (single-
stage) and two-stage multi-dose phase II clinical trial design with patients stratified
by group. By considering multi-dose trial designs with groups, we build upon the

contributions of the MERIT design.

This chapter proposes a pair of multi-dose phase II designs for two ordered groups,
the first such designs for this type of trial. First, we design a traditional trial that
maximizes power while satisfying a type I error constraint. Second, we design a two-
stage trial that minimizes “global Simon’s statistic” while satisfying power and type
I error requirements. The name “global Simon’s statistic” comes from the ubiquitous
Simon’s Two-Stage Design, found in Simon [1989. This design minimizes the number
of patients tired under the null hypothesis while satisfying power and type I error
constraints. Our second design expands Simon’s framework to a multi-dose, two-

group design.

4.2 Notation

This section introduces the notation used to describe our designs. Let Yy and Yr
denote the binary efficacy and DLT outcomes, respectively. For group ¢, we consider

doses dyy < dyy < -+ < dg, 4. Additionally, we require dg, 1 > dg,2 since the
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highest dose for the less sensitive group should be higher than the highest dose for
the more sensitive group. This chapter considers when the doses for groups 1 and 2
are the same, with doses d; and d,. Although only two dose levels are considered,
the methods presented in this chapter can be generalized when the number of doses
exceeds two, and the doses are not the same in both groups. Appendix @ illustrates

how the proposed methods can be modified if the two groups have different doses.

We denote the DLT and efficacy probabilities as 7r g, = P(Yr = 1|dk, g) and mg 4 =

P(Yg = 1|dy, g), respectively.

Now, we consider the inequalities in DLT and ET probabilities that arise from the
group and dose ordering. As a result of the monotonicity of toxicity and efficacy
across doses, Trg1 < Trgo and Tr 1 < Tgg2. As a result of the group ordering,
Trik < Trak. Note that there is no a priori ordering for efficacy across groups.
Now, consider the null and alternative parameters for toxicity and efficacy. Let 07
denote the unacceptable toxicity rate and 67; denote the acceptable toxicity rate, so
Oro > 0r1. Let 0po denote the unacceptable efficacy rate and let 0 denote the
acceptable efficacy rate, so 0gy < 0g ;1. Dose dj is deemed acceptable for group g if
Trgk < Oro and mg g, > Opo. A dose can be deemed unacceptable in three ways:
having unacceptable toxicity and unacceptable efficacy, having unacceptable toxicity
and acceptable efficacy, and having acceptable toxicity and unacceptable efficacy.
The null hypothesis is that none of the doses are acceptable for any of the groups,
while the alternative hypothesis is that at least one of the doses is acceptable for at
least one of the groups. The null and alternative regions are high dimensional and

are detailed in the next section.



71

4.3 Null and Alternative Regions

In this trial, there are two groups with multiple doses, making the null and alternative
regions high-dimensional. Also contributing to the high dimensionality of the regions
are the three different ways a dose can be unacceptable for a given group, as previously

discussed in Section @ First, we state the null hypothesis as
Hy = All doses are unacceptable for all groups
and the alternative hypothesis as
H, = At least one dose is acceptable for at least one group.

Note that several configurations compose the null region. Appendix @ provides an
algorithm for finding all possible configurations. Additionally, Appendix @ lists all
configurations in the null and alternative space. The next section defines global type
I error as the maximum type I error over all configurations in the null space and
defines global power as the minimum power over all configurations in the alternative

space.

4.4 Traditional Trial

This section proposes a traditional clinical trial design where each of the four arms
(2 groups x 2 doses) are observed with N patients per arm, giving a total of 4 x N
patients. We create a design that maximizes power while constraining type 1 error.

At the end of the trial, the design will accept or reject the null hypothesis that there
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are no acceptable doses for either group. If rejected, the design determines which

dose/group pairs are acceptable.

For dose dj, and group g, let v 1, 4 and 27, ;, denote the number of efficacious outcomes
and DLTs at the end of the trial. First, as mry 4 increases across groups and dose

levels, bivariate isotonic regression is applied to the matrix below.

Tri1 Tr21

IT12 X122

Let Z7y,, denote the “smoothed” value of x7 , obtained from bivariate isotonic re-
gression. Additionally, values 7g , increase across dose levels. From this, we per-
form isotonic regression on {zp11,2g21} and {xp12,Tp22}. Let Tpy, denote the
“smoothed” value of xgj , obtained from isotonic regression. Recall the functions
“biviso” and “pava” are available in the R package “Iso” (Turner 2020) for perform-
ing bivariate isotonic regression and isotonic regression. After obtaining smoothed
toxicity and efficacy values, dose dj, is deemed acceptable for group g if 7, < mr
and Zp 4 > mp. Here myp is the maximum allowable number of DLTs and mp is the
minimum number of efficacious outcomes required. Our goal is to find the cutoffs,
mg,mr € {0,1,2,..., N}, which maximizes power while not exceeding a type I error

constraint.

First, we define global type I error and power similarly to Yang et al. 2024. Let Cj
denote all configurations in the null space and C) denote all configurations in the
alternative space. For a given ¢y € Cy, let a(cy) = P(Reject Hy|Ho(co)) denote the

type I error at the given configuration. Global type I error, denoted as a*, is the
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maximum type I error over all configurations in C,

*
o' = max a(cp).

Additionally, for a given ¢; € C1, power is defined as the probability Hj is rejected and
at least one of the doses deemed acceptable is actually acceptable. This definition,
which originates from Yang et al. 2024, not only considers how often Hj is correctly
rejected but also how accurately doses are selected. For a given configuration in the

alternative space, c¢; € C, power is defined as
B(c1) = P(Reject Hy and at least one dose deemed acceptable is in fact acceptable|Hy(cq)).

Global power, denoted as *, is the minimum power over all configurations in Cf,

B = min B(cr).

c1€Cy

After defining global power and type I error, a procedure to find the optimal cutoffs,

mpg and myp, will be provided.

4.4.1 Finding the Optimal Cutoffs for the Traditional Design

This section details the procedure for finding the optimal cutoffs for the traditional
design. To obtain optimal cutoffs, for each configuration, samples will be drawn from
multinomial distributions. To transform two binomial random variables (Xg 4 ~
Bin(N,mgky) and Xpp, ~ Bin(N, 7)) into a single multinomial distribution,
an association between Xpg, and X7, needs to be assumed. In this chapter, we

assume an odds ratio of two. Section @ determines the impact of misspecifying the
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odds ratio. Now let Xy, ~ Multinomial(N,my,), denote the multinomial random

variable obtained from Xgj, and X7, The vector of probabilities is given by

Thg = (Th,g11: Thg12: Thg,21, Tk g,22), Where

Trg11 = P(Toxicity and Efficacy|dy, g)
Tkg,12 = P(No Toxicity and Efficacy|dy, g)
Tkg21 = P(Toxicity and No Efficacy|dy, g)

Tk,g.220 = P(No Toxicity and No Efficacy|dy, g)

To relate the vector 7 4 to the toxicity and efficacy probabilities, note that 7, =
Thgll T Thgi2 and T g = T g11 + Trg21. Using this relationship and setting the
odds ratio to 2, the complete probability vector, 7y g = (7611, Thg12, Tk g,215 Tk g,22);

can be obtained. The odds ratio formula is provided below for reference.

Odds Ratio = (Tk,g.11/ Thg,21)

(Wk,g,12/7Tk,g,22)

After transforming binomial distributions into multinomial distributions, several trials

are simulated to obtain the optimal cutoffs. Details are provided below.

1. Step 1: Approximate the distribution through samples:

(a) Start by taking several samples from all possible configurations in the null
space. That is, generate 1,000 samples for each configuration, cy, in the
null set of configurations, Cy. In each sample, for all groups, there are N

patients on each dose, giving a total of 4 x N patients.
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(b) Next, take several samples from all possible configurations in the alterna-
tive space. Similarly, generate 1,000 samples for each configuration, ¢, in

the alternative set of configurations, C'.
2. Step 2: For all mg, my € {0,1,..., N}, the following procedure is conducted:

(a) Determine the global type one error from cutoffs (mg, mz). The type
one error at configuration ¢y € Cy using cutoffs (mpg, mr) is denoted as
a(mpg, mr, co). Additionally, the global type one error using these cutoffs

is denoted as a*(mg, mr), where o*(mpg, mr) = maxe,ec, @(mg, mr, o).

(b) Determine the global power using cutoffs (mg, mr). The power at con-
figuration ¢; € C) using cutoffs (mg, my) is denoted as f(mg, mr,cy).
Similarly, the global power using these cutoffs is denoted as 5*(mg, mr),

where ﬁ*(mEa mT) = minmecl /B(mE7 mr, Cl)-

3. Step 3: Select (mg,mr) which maximizes 8*(mg, mr), out of all (mg,myr)

satisfying a*(mg, my) < o*.

4.5 'Two-Stage Design

After providing a procedure to create a traditional design, a procedure for creating
a two-stage multi-dose design for two groups is provided. This design is motivated
by Simon’s Two-Stage design (Simon [1989) and minimizes the number of patients
observed at unacceptable doses in the second stage, subject to type I error and power
constraints. The maximum allowable type I error is denoted as a* and the minimum
required global power is denoted as §*. Let n denote the number of patients observed

in each arm in the first stage. For a particular group, if a dose continues to the
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second stage, we observe an additional N — n patients on this dose. From this, for a
given dose, if a group has observations from both stages, there will be a total of NV
patients. Let mpg; denote the minimum number of efficacious outcomes required for
a group to continue enrolling patients on a dose in the second stage. Additionally, let
mp; denote the maximum number of DLTs allowed for a group to continue enrolling

patients on a dose in the second stage.

We define “Simon’s Statistic” at a configuration (can be in the null or alternative
region), ¢ € C, as the expected number of unacceptable dose and group pairs, (dy, g),
that continue onto the second stage. Simon’s Statistic at a given configuration, ¢ € C|
is denoted as s(c). Global Simon’s statistics, denoted as s*, is the maximum Simon’s
statistic over all configurations,

x
st = rglezg(s(c).

To find cutoffs (mg1, mr1, me, mr) that minimize s*, subject to global power con-
straint £*, and global type I error constraint a*, we follow a similar procedure to that

in Section . The details are provided below:

1. Step 1: Approximate the distribution through samples:

(a) Start by taking several samples from all possible configurations in the null
space. That is, generate 1,000 samples for each configuration, ¢y, in the
null set of configurations, Cy. In each sample, both stages are simulated.
For each group and in each dose, there are n patients in the first stage and

N — n patients in the second stage.

(b) Next, we take several samples from all possible configurations in the al-

ternative space. Similarly, generate 1,000 samples for each configuration,



77

c1, in the alternative set of configurations, C}.

2. Step 2: For all mp;,mpr € {0,1,...,n} and all (mg,mr) € {mgy,..., N} X

{mr1,..., N}, the following procedure is conducted:

(a) Determine the global type one error from cutoffs (mgy, my1, mg, mr). The
type one error at configuration ¢y € Cy, using cutoffs (mgy, mr1,, mg, mr),
is denoted as a(mpgi, mr1,, mp, mr,co). Additionally, the global type
one error using these cutoffs is denoted as a*(mgi, mp1, mg, mr), where

* J—
« (mEh mmy, Mg, mT) = MaX¢yeCy Oé(mEl, mry, Mg, M, CO)'

(b) Determine the global power from cutoffs (mg1, mr1, mg, mr). The power
at configuration ¢; € Cy, using cutoffs (mgy, mr1, mg, mr), is denoted
as B(mg1, mr1, mg, mr,cp). Similarly, the global power using these cut-
offs is denoted as 5*(mg1, mr1, mp, mr), where 5*(mpg1, mp1, me, mr) =

ming ec, S(Mmg1, M1, mpe, mr, c1).

(c¢) Determine the global Simon’s Statistic from cutoffs (mgy, mr, mg, mr).
The Simon’s Statistic at configuration ¢ € C' (C' = Cy U C1), using cutoffs
(mg1, mr1,, mp,mr), is denoted as s(mgy, mr1,, mg, my,c). Similarly,
the global Simon’s Statistic using these cutoffs is denoted as s*(mg1, mr1, , mg, mr),

*
where s*(mgy, mr1,, mg, mr) = maxecc s(Mg1, Mr1, , Mg, Mz, ¢).

3. Step 3: Select (mg1, mr1,, mg, myp) that minimizes s*(mgi, mr1,, mp, mr),
out of all (mgy, mp1,, me, mr) satisfying o*(mg1, mr1,,mg, mr) < o and

B*(mg1, mp,, mg, my) > B .
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4.6 Simulations

In this section, simulations are run to obtain the cutoffs from both the traditional
and two-stage designs. Comparisons are made between MERIT and the traditional
design, showing ad hoc modifications of MERIT do not translate to the group design,
highlighting the necessity of the proposed traditional design. The null and alternative
toxicity rates are 67, = 0.4 and 0, = 0.2. Additionally, the null and alternative

efficacy rates are g, = 0.2 and 0, = 0.4.

Initially, we compared the traditional design to MERIT for two doses, then drew
comparisons using an ad hoc modification of MERIT. First, Yang et al. 2024 provides
sample size calculations with o* = 0.1,0.2,0.3 and g* = 0.6,0.7,0.8 for trials with 2
doses. As there are multiple comparisons in the trial (coming from the groups), these
cutoffs will have an inflated global type I error if used in parallel for two groups. Our
simulations will show the degree of type I error inflation. Before illustrating the type

I error inflation, we provide the MERIT cutoffs in Table El]

5* a*=0.1 a*=0.2 a*=0.3
n mr | Mg n mr | Mg n
06 26| 7 9 18] 5 6 |18
071341 9 11 125 7 8 |20
08145 | 12 | 14 | 35| 10 | 10 | 24

\]03033

Table 4.1: Cutoffs From MERIT (Yang et al. 2024))

Using the nine combinations of n and a* from Table @, we obtain the cutoffs for
the traditional two-group design presented in this chapter. Note that the proposed
traditional design is not presented as a sample size calculator but could be modified
accordingly. As our design correctly calculates the type I error, it will be more
conservative than two-dose MERIT, giving a lower power. Global type I error and

global power results from two-dose MERIT are provided in Table @ These statistics,
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along with the decision boundaries, (m¢, mg), for the two-group traditional design are
provided in Table @ These tables show that the traditional design presented in this
chapter properly considers the high dimensional configuration of the null space and
prevents the global type one error from exceeding the specified cutoff. Additionally,
Table @ shows it is improper to use the MERIT design for two groups as the type

I error will be inflated.

o =0.1 o =0.2 o =0.3
n | mr | mg o* 5* n | mr | mg o* 5* n | mr | mg o* B*
26 | 7 9 10.213]0.603 |18 | 5 6 | 0375|0617 18| 5 6 | 0375 0.617
341 9 11 | 0.18 | 0709 | 25| 7 8 10.343 ] 0.706 | 20| 6 6 | 0.539 | 0.765
451 12 | 14 | 014 | 0.79 | 35| 10 | 10 | 0.374 | 0.843 |24 | 7 7 | 0.481 | 0.793

Table 4.2: Type 1 Error, Power, cutoffs From MERIT for two doses

a*=0.1 a*=0.2 o =0.3
n | mr | mg o* 6* n | mr | mg o* 6* n | mr | mg o* B*
26| 6 10 | 0.06 | 0.309 | 18 | 4 7 10.096 | 0.267 | 18 | 4 6 | 0.201 | 0.399
34| 8 12 1 0.059 | 0463 | 25| © 8 10.197| 053 [20| 5 7 0.19 | 0.471
451 12 | 15 | 0.095 | 0.718 | 35| 9 11 | 0.158 | 0.701 | 24| © 8 |0.187 | 0.541

Table 4.3: Cutoffs, Type 1 Error, and Power from the proposed traditional design

An ad hoc attempt to reign in the type I error for MERIT in parallel is considering the
four-dose MERIT cutoffs. The intuition behind this adjustment is there are essentially
four arms in the trial with two groups and two doses, so one might consider the cutoffs
from four-dose MERIT with the hope this adjustment would correct the inflated type
I error. To obtain the cutoffs from the MERIT four-dose sample size calculator using
o = 0.1,0.2,0.3 and g* = 0.6,0.7,0.8, the MERIT application was used from the

website trialdesign. These cutoffs are provided in Table @

Similarly, we obtained the cutoffs for the proposed traditional design using these nine
combinations of n and a*. Global type I error and global power were obtained for

both methods. Results from four-dose MERIT and the proposed traditional design
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b* a*=0.1 a*=0.2 a*=0.3

n mr | Mg n mr | Mg n mr | Mg
0629 8 | 10 |21 6 7 119
0713710 | 12 | 28 | 8 9 |26
0.8 48| 13 | 15 |38 | 11 | 11 | 27

Cco 00 Ot
co 0o O

Table 4.4: Cutoffs From MERIT with 4 doses (trialdesign)

are provided in Table @ and Table @, respectively. These results show the ad
hoc adjustment does not “fix” MERIT and, as a result, the design can not be used
in parallel for groups. This adjustment of MERIT is not sufficient as the single-
group four-dose structure is fundamentally different than the two-group and two-dose
structure, with a lower dimensionality. Due to the differing structure, type I error is

inflated using four-dose MERIT cutoffs.

a*=0.1 a*=0.2 a*=10.3
n ar b* n ar 5* n « £*
29 | 0.207 | 0.633 | 21 | 0.362 | 0.645 | 19 | 0.38 | 0.643
371 0.174 | 0.735 | 28 | 0.306 | 0.725 | 26 | 0.461 | 0.789
48 | 0.13 | 0.809 | 38 | 0.34 | 0.857 | 27 | 0.445 | 0.81

*

Table 4.5: Type 1 Error and Power From MERIT four doses

a*=0.1 a*=0.2 o =0.3
n | mr | mg o* 5* n | mr | mg o* 5* n | mr | mg o* 5*
29 | 8 10 [ 0.207 | 0.633 |21 | 6 7 103620645 19| 5 6 0.38 | 0.643
371 10 | 12 | 0.174 | 0.735 | 28 | 8 9 0306|0725 26| 8 8 10.461 | 0.789
48 | 13 | 15 | 0.13 | 0.809 | 38 | 11 | 11 | 0.34 | 0.857 | 27| 8 8 10445 | 0.81

Table 4.6: Type 1 Error, Power, cutoffs From MERIT four doses

Finally, we consider simulations using the two-stage design presented in this chap-
ter. The two-stage design finds the optimal cutoffs, (mgy, mpr1, mg, mz), that min-
imizes the global Simon’s Statistic, s*, while ensuring the global type I error is be-
low o* and the global power is above $*. We consider when o* = 0.2,0.3 and

g* = 0.4,0.5,0.6,0.7. Additionally, for each pair (a*, %), we consider six pairs of
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(n, N), these pairs being (7,15), (10, 20), (15,30), (20,40) and (30,60). For several
combinations of sample sizes (n, N), and global type I error and power requirements
(ar, B*), there does not exist cutoffs (mgy, mr1, mg, mr) satisfying type I error and

power requirements. If this is the case, the row will be filled with “NA’s”. For these

results, see Table @ through Table .

Lastly, we considered the effects of intern sample size on the global Simon’s Statistics.
Simulations were considered with N = 30, while the interim sample size, n, varied
from 12 to 18. In these simulations, the maximum allowable global type I error a* was
0.3, and the minimum required global power g* was 0.6. Table provides these
simulations and shows s* generally decreases as the interim sample size increases. It
follows more stringent boundaries can be drawn if the intern sample size is larger
since we have more confidence in our results with larger n. However, it is important
to note that as n increases, more patients will be observed in the first stage, meaning
more patients will be observed on unacceptable doses in the first stage. This illus-
trates the trade-off between having the interim stage later and having more patients
observed on unacceptable doses in the first stage but having more confident decisions
when removing doses, compared to having the interim stage earlier and having fewer
patients observed on unacceptable doses in the first stage but having less confidence

when removing doses.

Using the previous paragraph as motivation, note that at a configuration ¢, the
number of patients expected to be observed at an unacceptable dose is equal to
N(c)xn+s(c)x(N—n), where N(c) is the number of unacceptable doses under config-
uration ¢. From this, when looking at the maximum value of N(c) xn+s(c)x (N —n)
over all configurations, we consider EN* =4 X n + s* X (N —n), as s* is maximized

under configurations when all four doses are unacceptable. Table shows when
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n = 14, the number of patients at unacceptable doses is minimized. In addition, we
explore the optimal interim size n for minimizing £ N*, based on total trial size, type
I error constraint, and power constraint. Table provides these results for various
choices of N, a*, and 8*. There does not seem to be a general relationship between
the optimal interim size (n) and total trial size (IV), so we recommend trying various

values of n if attempting to minimize EN*.

4.7 Sensitivity Analysis

This section considers the impact of misspecifying the odds ratio, as defined as the
ratio of 1) the odds of experiencing an efficacious outcome if a DLT occurred and
2) the odds of experiencing an efficacious outcome if a DLT did not occur. An odds
ratio below 1 means the odds of experiencing an efficacy decrease given a DLT. An
odds ratio of 1 means the odds of experiencing an efficacious outcome are the same,
regardless of if a DLT occurred. Finally, an odds ratio greater than 1 signifies the

odds of experiencing an efficacious outcome increase given a DLT.

Previously, optimal cutoffs were obtained under the assumption of an odds ratio of
2. This choice of odds ratio matches that of the sequential design in M. R. Conaway
and Petroni 1995, which was selected based on results from previous trials. Similar to
M. R. Conaway and Petroni 1995, we assess the impact of odds ratio misspecification
on power and type I error. The optimal cutoffs for a traditional (single-stage) design
that controls global type I error, o, at 0.2 with 25 patients per group and drug
combination is my = 7 and mg = 9. Table shows the impact on power and
type 1 error from using these cutoffs when the odds ratio differs from 2. From these

results, underestimating the odds ratio leads to a more conservative design, while



a*=0.2,6=04
n | N |mp | mg | mp | mg s o b*
7 115 NA | NA | NA|NA| NA NA NA
10120 4 3 5 7 12.021 | 0.168 | 0.406
15130 4 5 7 9 | 0.455 | 0.105 | 0.417
20140 | © 7 10 | 13 ] 0.398 | 0.056 | 0.426
25 160 | 7 9 13 | 16 | 0.211 | 0.051 | 0.417
30|60 | 7 10 14 | 18 | 0.101 | 0.017 | 0.422

Table 4.7: Cutoffs and stats for two-stage design when maximum global type I error

is a* = 0.2 and minimum global power is §* = 0.4

a*=0.2,06=0.5
n | N |mp | mg | mp | mg s ar B>
7 115 NA | NA | NA|NA| NA NA NA
1020 | NA | NA [ NA | NA | NA NA NA
15130 | 5 5 8 9 | 0.886 | 0.158 | 0.542
20140 5 6 10 | 11 | 0.448 | 0.147 | 0.525
25 50| 7 8 12 | 15 ] 0.349 | 0.053 | 0.548
30| 60| 8 10 14 | 18 ] 0.175 | 0.023 | 0.513

Table 4.8: Cutoffs and stats for two-stage design when maximum global type I error

is a* = 0.2 and minimum global power is f* = 0.5

a*=0.2,6=0.6

n | N |mgp | mg | mp | mg s a* 5*

7115 NA | NA | NA|NA| NA NA NA
1020 NA | NA [ NA | NA | NA NA NA
15130 | 5 4 8 9 | 1.287 | 0.195 | 0.623
20140 | © 6 10 | 11 | 0.652 | 0.169 | 0.656
25 | 50| 7 8 14 | 15 | 0.349 | 0.099 | 0.601
3060 9 10 15 | 18 [ 0.309 | 0.04 | 0.608

Table 4.9: Cutoffs and stats for two-stage design when maximum global type I error

is a* = 0.2 and minimum global power is 5* = 0.6
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a*=02,0=0.7
n | N |mp | mg | mp | mg s a* 5*
7115 NA | NA | NA|NA| NA NA NA
1020 | NA | NA [ NA | NA | NA NA NA
15130 | NA | NA [ NA | NA | NA NA NA

20140 | 6 6 11 | 11 | 0.652 | 0.182 | 0.702
25150 7 7 14 | 14 | 0.596 | 0.138 | 0.716
30160 | 9 9 15 | 17 | 0.477 | 0.072 | 0.724

Table 4.10: Cutoffs and stats for two-stage design when maximum global type I error
is a* = 0.2 and minimum global power is g* = 0.7

a* =03, =04

n | N |mp | mg | mp| mg s a* 5*

7115 3 2 4 5 12313 0.298 | 0.453
1020 3 3 5 6 | 1.018 | 0.245 | 0.497
15130 4 5 7 9 |0.455 | 0.105 | 0.417
20 40| © 7 10 | 13 | 0.398 | 0.056 | 0.426
25 50| 7 9 13 | 16 | 0.211 | 0.051 | 0.417
30 | 60 7 10 14 18 | 0.101 | 0.017 | 0.422

Table 4.11: Cutoffs and stats for two-stage design when maximum global type I error
is a* = 0.3 and minimum global power is f* = 0.4

a* =03, =0.5
n | N |mp | mg | mp | mg s o b*
7115 NA | NA | NA|NA| NA NA NA
1020 4 3 5 6 | 2.021 | 0.266 | 0.543

15130 5 5 8 9 |0.886 | 0.158 | 0.542
20140 5 6 10 | 11 | 0.448 | 0.147 | 0.525
25150 7 8 12 | 15 | 0.349 | 0.053 | 0.548
30|60 | 8 10 | 14 | 18 | 0.175 | 0.023 | 0.513

Table 4.12: Cutoffs and stats for two-stage design when maximum global type I error
is a* = 0.3 and minimum global power is * = 0.5
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a*=0.3,6=0.6
n | N |mp | mg | mp | mg s ar b*
7 115 NA | NA | NA|NA| NA NA NA
1020 | NA | NA | NA | NA | NA NA NA
15130 5 4 8 9 | 1.287 | 0.195 | 0.623
20140 | © 6 10 | 11 | 0.652 | 0.169 | 0.656
25 150 | 7 8 14 | 15 | 0.349 | 0.099 | 0.601
30160 9 10 15 | 18 1 0.309 | 0.04 | 0.608

Table 4.13: Cutoffs and stats for two-stage design when maximum global type I error
is a* = 0.3 and minimum global power is 5* = 0.6

a*=0.3,5=0.7

n N |mp mp, mp mg S oF 5*

7 15| NA NA NA NA| NA NA NA
10 20| NA NA NA NA | NA NA NA
15 30| 7 3 8 9 |3.271 0.246 0.703
20 40 6 6 11 11 ] 0.652 0.182 0.702
25 50| 7 7 13 13 | 0.596 0.208 0.724
30 60| 9 9 15 17 | 0477 0.072 0.724

Table 4.14: Cutoffs and stats for two-stage design when maximum global type I error
is a* = 0.3 and minimum global power is §* = 0.7

a*=0.3,6=0.6

n N |mp mgp, mp mg s* o 5*

10 30| 5 1 8 10 | 3.64 0.153 0.604
11 30| 6 2 8 10 | 3.681 0.168 0.627
12 30| 6 2 8 10 | 3.518 0.155 0.611
13 30| 7 3 8 10 | 3.618 0.156 0.625
14 30| 5 4 8 9 | 1.454 0.188 0.611
15 30| 5 4 8 9 | 1.287 0.195 0.623
16 30| 7 5 8 9 | 2482 0.193 0.611
17 30| 6 5 8 9 |1.268 0.195 0.608
18 30| 6 5 8 9 |1.109 0.2 0.644
19 30| 6 6 8 9 |10.704 0.17 0.602
20 30| 6 6 8 9 |0.671 0.181 0.639

Table 4.15: Comparison with Different Interim Sample Sizes



a*=0.3,6=0.6
n N s* EN~
10 30| 3.64 112.8
11 30 | 3.681 113.939
12 30 | 3.518 111.324
13 30| 3.618 113.506
14 30 | 1.454 79.264
15 30| 1.287 79.305
16 30 | 2.482 98.748
17 30 | 1.268 84.484
18 30 | 1.109 85.308
19 30| 0.704 83.744
20 30| 0.671 86.71

Table 4.16: Minimizing the number of patients at unacceptable doses

Two Stage Parameters | Optimal n and EN*
N o B n EN~
15 0.3 0.4 9 42.354
20 0.3 0.5 11 53.774
30 0.3 0.6 14 79.264
40 0.2 0.6 13 75.706

Table 4.17: Optimal intern size n, by N, a*, and *
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overestimating the odds ratio leads to a more aggressive odds ratio. Overall, the
impact on type 1 error is minimal, and the cutoff of a* = 0.2 is not greatly exceeded
when underestimating the odds ratio. These results mirror that of M. R. Conaway
and Petroni 1995, and we recommend clinicians specify a range of possible odds ratios

when designing a phase II trial.

n=2mr=7mg=29
Odds ratio, 6 0.25 0.5 1.0 2.0 4.0 8.0 16.0
Global Type 1 Error, o* | 0.2552 | 0.2349 | 0.2161 | 0.1893 | 0.1658 | 0.1407 | 0.1125
Global Power, g* 0.5745 | 0.5687 | 0.5591 | 0.5491 | 0.5421 | 0.5351 | 0.527

Table 4.18: Sensitivity Analysis from varying true odds ratio while using cutoffs when
odds ratio is 2.0 and o* = 0.2

4.8 Discussion

This chapter proposed a pair of phase II designs for trials with multiple doses and
two ordered groups. The first design maximizes power subject to a type I error
requirement. The second design minimizes the number of patients on unacceptable

doses, subject to power and type I error requirements.

The designs presented in this chapter are the first multiple doses designs for ordered
groups, allowing a clinician to explore the dose-efficacy relationship in phase II, after
conducting a phase I group trial. Exploring the dose-efficacy relationship in phase II
aligns with the recommendation of Project Optimus to randomize patients to a range
of doses in phase II. By introducing a multi-dose phase II trial for groups, clinicians
can determine if a drug warrants a more expensive phase III trial and, if so, dial in

the correct group-specific dose.

A future area of research includes creating a multi-dose group design that is more
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flexible than the two-stage design presented in this chapter. The two-stage design
presented in this chapter determines if a dose moves onto the second stage, a binary
choice. However, one could consider allowing a dose to continue onto the second
stage while allowing more or fewer patients to be administered the dose, based on
the observations in the previous stage. One could conceive of creating such a design
by assigning a prior distribution and using the posterior probability that a dose is

acceptable for a given group to guide allocation in the second stage.
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Chapter 5

Discussion and Future Areas of

Research

5.1 Summary of Methods Proposed

In this dissertation, we discussed the different stages of clinical trials, provided ex-
amples of clinical trials with heterogeneous groups, and proposed phase I and phase
IT clinical trial designs. Phase 1 designs have the goal of locating the highest tol-
erable dose, known as the MTD. Phase II designs seek to determine if a drug is
sufficiently effective and safe to warrant a more expensive phase III trial. Previous
trials separated patients into heterogeneous groups completely or partially ordered
by the probability of a DLT. In this chapter, we provide a brief recapitulation of each

chapter and discuss future research topics.

Chapter E, as adapted from Celum, Horton, and M. Conaway 2024, presented the
Quasi-CRM Shift design, the first phase I group design using toxicity grades, which
score the severity of an adverse event. Through the development of this design,
clinicians can control for DLT severity and frequency, as well as control for adverse
events that are not dose-limiting, when conducting a phase I group trial. Simulation
studies showed this design significantly outperformed the ad-hoc method for using

toxicity grades in a group trial, namely doing a parallel Quasi-CRM trial for each
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group, this being the only competitor method before the creation of the Quasi-CRM
Shift design. Additionally, performing parallel trials for heterogeneous groups is a
fundamentally flawed method due to the problem of reversals (Horton, O’Quigley,
and M. R. Conaway 2019), when the estimated MTD for a more sensitive group is

higher than the estimated MTD of a less sensitive group.

Chapter E, as adapted from Celum and M. Conaway 2024, presented the first model-
assisted design for partially ordered groups (called GAB), developed the “bundles”
framework to classify all partial orders in previous papers on partially ordered groups
in phase I (Horton, Wages, and M. R. Conaway 2019; Horton, O’Quigley, and M. R.
Conaway 2019; M. R. Conaway 2017a; M. R. Conaway 2017b), and proved conver-
gence results. Before Celum and M. Conaway 2024, previous designs phase I designs
for partially ordered groups utilized the CRM (O’Quigley, Pepe, and Fisher 1990),
falling into the category of model-based designs, a class of designs requiring compu-
tational tools to update parameters after observing each patient. In contrast, GAB
is a model-assisted design, meaning that decision boundaries can be laid out at the
beginning of the trial, providing clinicians with a simple-to-use alternative in the
group framework. GAB is based on BOIN (Liu and Y. Yuan 2015), and pools group
information, when necessary, to keep allocation consistent with the group ordering.
Simulation studies showed that GAB performs similarly to the more complex model-
based design found in M. R. Conaway 2017h, thus providing simplicity without a loss

in performance.

Chapter @ presented the first multi-dose phase II group designs. In the dose-optimization
initiative called Project Optimus (U.S. Food And Drug Administration 2024b), the
FDA recommended dose randomization in a phase II trial to explore the dose-efficacy

relationship which may plateau, as in the case of target therapies and immunother-
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apies. To this end, Yang et al. 2024 designed the first multi-dose phase II design,
determining which doses are sufficiently safe and effective. In Chapter @, we ex-
tend the framework built by Yang et al. 2024 and design two multi-dose designs for
groups, the first such designs, allowing clinicians to conduct a phase II group trial
after a phase I group trial. The first design maximizes power while satisfying a type
I error constraint. The second design minimizes the number of patients on unac-
ceptable doses, while stratifying type I error and power requirements, similar to the

objectives of Simon [1989.

5.2 Future Research

Each chapter discussed future areas of research, which will be briefly recapped, before
discussing an additional future area of research. Chapter E discussed extending the
Quasi-CRM Shift method to account for toxicity frequency as the model accounts
only for the most severe toxicity observed from a patient, not how many toxic events
a patient experienced. Such a modification would allow clinicians to account for
persistent low-grade toxicities. Chapter E discussed creating the first model-assisted
design for a phase I/II group trial, accounting for toxicity and efficacy. This design
would be useful for clinicians preferring model-assisted designs and wanting to con-
duct a group trial that combines phases I and II, using both efficacy and toxicity.
Chapter @ discussed creating a more flexible two-stage design, allowing allocation in
the second stage to be adaptive through using Bayesian methods, basing allocation

on the probability a dose is acceptable.

Another future research topic is modifying model-based phase I group designs and

GAB (a model-assisted design), to consider time to DLT. After such modifications
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are made, simulations could compare the modified methods to see if the model-based
or model-assisted designs perform better. In the phase I designs presented in this
dissertation, patients are assigned doses one at a time, and the current patient is
followed through before assigning a dose to the next patient. Depending on the
protocol, patients may be followed for 3 months or longer. As a result, these phase I
trials have a long duration. However, through modeling time to DLT, the CRM and
BOIN, these designs being the basis for the partially ordered group designs, can be
modified so a patient does not need to be followed through for the entire follow-up
duration before assigning a dose to the next patient, substantially shortening the trial

duration.

In the time-to-event continual reassessment method (TITE-CRM), as presented in
Y. K. Cheung and Rick Chappell 2000, the likelihood function is adjusted by weighting
each observation by the amount of time a patient is observed over the length of the
follow-up window. For instance, if a patient has been observed for 2 months, while
the follow-up window is 3 months, that patient’s observation is weighted by 2/3 in the
likelihood function. Y. K. Cheung and Rick Chappell 2000 noted through using the
TITE-CRM, a trial taking up to 12 years using the CRM can be reduced to a trial
duration of 2-4 years using the TITE-CRM. The CRM-based designs for partially

ordered groups can be modified using the TITE-CRM, allowing for shortened trials.

The time-to-event Bayesian optimal interval design (TITE-BOIN), as presented in
Y. Yuan, Lin, et al. 2018, modifies BOIN to allow the next patient to be allocated to
a dose before the last patient is observed for the full follow-up time. Conceptually,
BOIN is modified by imputing DLT rates based on the number of DLTs observed, trial
duration, and length of time the patients have been followed up. It is assumed time

to DLT follows a uniform distribution, while simulation studies show this assumption
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does not need to be correct. The resulting method is still model-based and decision
boundaries can be outlined before the trial. The TITE-BOIN and TITE-CRM identify
the MTD a similar percentage of the time. One could conceive of a way to adapt
GAB using the TITE-BOIN, allowing trials to be sped up. It would be interesting to
compare the time-to-event modified GAB and a time-to-event modified model-based

design to evaluate relative performance.
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Figure A.1: Four-dose ET and DLT curves, with the ET scores/DLT probabilities by

dose level.
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Figure A.2: Six-dose ET and DLT curves, with the ET scores/DLT probabilities by

dose level.
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Appendix B

Appendix for Chapter 3

B.1 | Proofs

The following proofs will use a similar notation to that in Oron, Azriel, and Hoff 2011.
Let Q consist of triples (Y, (b, g),dx), where Y is the binary DLT outcome, (b, g) is
the bundle and group index, and dj, is the dose. For the i*" patient, let T; denote the
administered dose, (B;, G;) the group and bundle, and Y; the DLT outcome. Note
that T; is a random variable since the responses from the previous patients determine
the dose given to the i*" patient. We have that Y (((b,g),dy)) ~ Bern(mpg) ). Let
Q45 denote all possible infinite sequences of triples under the design of GAB along

with the requirement n, 5 — oo, for all (b, g).

We define the random set
S®9 = (ki ngpgyx — 00 as n — 00} (B.1)

Here, S®9 is the random set that gives the dose levels that appear infinitely often

for (b, g). It follows that S®9) 2 () since ng,4) — oo, for all (b, g).
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B.1.1 | Lemma 1

First, decompose 7y 4) 1 as

n

1

N(b,9),k

][Tl = dk‘&(BZv GZ) = (b7 g)](ﬂ—(by),k - YZ)

=1

Tbg)h = T(bg)k +
Then, define the random variable
M, = ST, = d8(B,.G) = (5. (7 — Vi)
i=1
We can show M, is a square integrable (E(M?) < oco) martingale with filtration
Fo=0M1,T1,(B1,G1),..., Y., Ty, (B, Gy)).
To show M,, is a martingale, we note
My = I[T 11 = dp&e(Bry1, Gry1) = (0, 9) (T k — Yai1) + My,

giving

E(My1|Fn) = E(I[T41 = dp& (B, Grit) = (0, ) (Twg)k — Yor1)|Fn) + M.

Given F,,, the indicator found in the expectation is no longer random and, thus, can

be pulled out of the expectation, giving

E(Myal ) = (Tt = dele(Buir, Guin) = (b, 9)]) B(Wgp — Ys1) | F) + Mo
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If I[T41 = dp&(Bpi1, Gny1) = (b,g)] = 1, then Y, 11 ~ Bern(mp,g) k), giving

(I[Thi1 = di&e(Bnir, Gnia) = (0, 9)]) E((mg)6 — Yns1)[Fn) = 0.

We have now shown E(M,,|F,) = M,, giving us that M, is a martingale.

We will now find the quadratic variation of M,, denote as < M >,, and show
< M >,— oo, allowing us to apply the strong law of martingales (see Shiryaev

1996). By definition,

<M >0 = SE(AM)IF ),

=1

where AM; = M; — M;_,. Expanding (AM,)? gives

(AM;))? = (IITj = dr&(B;, G;) = (b, 9)) (g1 — V7))

= I[T; = dp&(Bj,G;) = (b, 9)(m(p.g) — V;)*.

As before, given F;_1, we know the value of I[T; = d&(B;,G;) = (b, g)], giving
E ((AM))*|Fj—1) = I[Tj = dip&(Bj, G;) = (b, 9)|E ((w(v) 6 — Y3)*[Fj-1) -

If I[T; =dp&(Bj,G;) = (b,g)] = 0, then E((AM;)?|F;_1) = 0. Conversely, if I[T; =
dk&(Bj7 G]) = <b7g)] = 17 then Y} ~ Bern(ﬂ(b,g),k) and E((ﬂ(b,g),k_}/})%f‘j—l) = 7r(b,g),k(l_

T(b,g),k)- Lhis gives

E((AM;)?|Fj—1) = I[T; = di&(B;, G;) = (b, 9)17(5,9) 5 (1 — T(p.g) )5
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implying

<M >n = m(p,9) k(1= T(b,6) k)T(b,9) & O TU(b ).k

By our assumption, ng, gy x — 00 as n — 00, so < M >,— oo as n — 0o. From the strong

law of Martingales

M, _ My
T k(1 =T )nmg s  <Mp> =7
thus
1 < M, as
ITZ'de&Gizgﬂ —Yiz n -0
T ; [ (7 (,9) % ) T

This shows that 7, o)« et T(b,g),k» BIVEN N g) } —> OO

B.1.2 | Theorem 2

Remark B.1. The result will be proven when we have a unique k, for each (b, g), with
T(bg)k € (Aes Ad), and no other my o) 1 € [Ae, Ag]. The logic for the proof in this unique
case will extend to the other cases. For clarity, for (b, g), the unique dose level with DLT

probability in (Ae, \g) will be denoted as &, g)-

Strong induction will be applied to the bundle index, first proving the result for bundle one,

and then using induction to prove the result for the remaining bundles. First, note that

S(19) is connected, that is, S(19) can only consist of consecutive dose levels. The reason

we could not have, say, S(19) = {1,3} is that after visiting level 3, (1,g) must visit level

2 before visiting level 1, requiring 2 € S9). From connectedness, S(9) can be listed as
(Lg)

. 1, 1, 1, .. .
consecutive values, S}, ... ,Sé g ), where S§ 9 and Sé 9) are the minimum and maximum

values, respectively, in S(9). Now consider any g; € {1,2,..., G} and partition 0%, p into
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events:

LA SO = Ky g

2. B: 519 < S50 and kyy ;) € SO0

1,91

3. Ct ki) & S1HoV)

Showing allocation for (1,g;) converges almost surely to k(1,4) is equivalent to showing

P(A) = 1. Thus, we will show P(B) = P(C) = 0. We partition C' as
C= {85 <k} U{S1"" > kagn},

and first prove P({Sél’gl) < k(1,9,)} = 0. Assume, without loss of generality, that k(; 5,y # 1,

since otherwise P({Sél’gl) < k(1,4,)} = 0. The event {S’él’gl) < k(1,9,)} is further partitioned

1791

as

1, 1,
{589 <kugnt= |J {88 =k
k*:k*<k(1,g1)

From the partition above, it is sufficient to show P({Sél’gl) = k*}) = 0, for any k* < k¢ g,).-

To this end, consider any infinite sequence, w € {Sél’g - k*}. As k* € S99 from Lemma
@, T(1Lg1)kr — T(1,g1),k*> almost surely (a.s). Then, as m( ) < Ae, eventually it will

always be the case (1 g,) 1+ < Ae. As it is eventually always the case that 7 ko < Ae and

1,91)

(1, g1) visits k* infinitely often, (1, g1) must escalate from k* infinitely often. After escalating
from k*, the next patient in (1, g1) would be treated at k* + 1 or a higher dose, since other
groups cannot bring down the recommended dose for (1, g;). This implies that an infinite

(1791)

number of (1, g1) patients are observed at doses higher than k*, contradicting k* = S5 7.

Thus, the only way for this to occur is if T(y g,)k 7 T(1,91),k> 8IVING P({Sél’gl) =k*})=0

Now we will show P({S%l’gl) > k,g)}) = 0. We can assume that k() # K, otherwise

lvgl
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791)

the result follows automatically. The event {S’El > k(1,4,)} can be partitioned as

{S§1,91) > k(l,gﬂ} _ U {S§1,91) — k*}.

k*:k*>k(1,gl)

It is sufficient to show P({S{l’gl) = k*}) = 0, for any k* > k and we consider any

1791)’

infinite sequence w € {Sfl’gl) = k*}. Since k* € S(h91) | (a.s) we eventually always have
T(1,g1)k* > Ad- At this point, whenever the last patient in (1,¢971) is at k*, we will de-escalate

if we do not have any (b, gy) with j = k*, where b > 1. To simplify notation, for the

b,gp)

remainder of the bundle 1 proof, whenever b appears, take b > 1. If there are a finite

number to times when j = k*, for all b, (1,¢91) will be observed at k* — 1 an infinite

number of times, giving k* — 1 € §(191) | and contradicting k* = nggl).

b,gp)

Now assume there exists some, or several, (b, gy) where J( = k* an infinite number of

b.gb)
times. Begin by noting there could some (', g'), b" > 1, when jq 5y = k* an infinite number
of times but only a finite number of patients in (b, ¢’) are actually observed at k*. For this to
occur, we would need a three-step cycle occurring infinitely often. First, a group from a lower
bundle would de-escalate from k*, causing j 4y = k* — 1. Second, a subsequent patient in
(v, ¢g') would be observed at, or below k* — 1. Third, the recommendation J(v,g') increases
to k* after an observation at k* — 1 from (b, ¢') or from some group (b”, ¢"”), where b > ¥'.
If the first case occurs infinitely often, k* —1 € S®9") thus T gk —1 = T g") ke —1 (2.8).
Then, as Ty gy k*—1 > T(1,g)k*—1 > e, (a.5) eventually we always have Ty gr) jx—1 > Ae,
contradicting that for an infinite number of times j( o) increases to k* after an observation
from (b, ¢') at k* — 1. From this, the first case occurs with probability zero. Following the
same steps, it can be shown that with probability zero jy 4 increases to k* infinitely many

times after an observation from (b”,¢”). Thus, the three-step cycle discussed occurs with

probability zero.

Now assume that the groups, (b,gp), with jp g,y = k* infinitely often are observed at k*

infinitely often. From lemma 1, (a.s) eventually, we will always have Pooled > A4, implying
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J(,g1) = k* — 1 infinitely often. It is left to show that, with probability one, subsequent
patients in (1,g1) will be observed at k* — 1. Suppose there are only a finite number of
times when (1,g1) patients are observed at k* — 1 after j,,) = k* — 1. For this to be
the case, we would need some (b, g,) escalating J(1,91) Up from k* —1 an infinite number
of times, implying k* — 1 € S®9%). As k* —1 € S9) (a.s) eventually we always have
T(bgy),k*—1 > Ae, making it impossible for (b, gp) to increase j; 4,) from k* —1 to k* an
infinite number of times. Now, if there are an infinite number of patients observed at k* — 1
after jg,) = k* — 1, we have k* — 1 € S(L91) - contradicting Sgl’gl) = k*. This shows that

P(S§1’gl) =k*) =0, for all k* > k(1 4,). This concludes showing P(C) =0

1791

Next, we will show that P(B) = 0. If k@4, € S(191) | (a.s) eventually we will always
have 7(1,g,) k¢, ) € (Ae, Ag) and the only way (1, g1) could move from ki 4y is if a group
from a higher bundle pushes the recommendation up. As S (L91) is connected, we would

+1 € SM91) | If this were the case, there would be some (b, gp) escalating

then need k(1 4
J(,g1) from kg gy to kg gy + 1 an infinite number of times. As b > 1, T g k1)
T (b,g) k1.g1) Additionally, as k¢, 4,) € Sb:9)  (a.s) we eventually always have ﬁ'(b,gb),k(b,gb) >

Ae, contradicting that (b, gy) moves (1,g1) from k(; 4y an infinite number of times. This

shows that P(B) = 0.

We will now proceed using induction. Suppose for all 1 <[ < b, P(S(l’gl) = k(l,gz)) =1, for

all g. We will show that P(S®9) = kg, 1) = 1.

Note sequences where S(t9) = K for all I < b and all g;, S®9) is connected for all gp.

Lar)s

oo as:

As a result, we can partition Qg7 as:

1 A: S®9) =k, o and SU9) =k gy, for all | < b and all g,

2. B: k) € SO0, 5P < 5P ang o) = k. for all 1 < b and all g,

L)

3. Ct kg, & S®9), and SE9) =k o, for all 1 < b and all g;

4. D: It is not the case that St9) = k(g for all I < b and all g

l7gl



112

From our hypothesis, P(D) = 0, so we can assume S(-9) = k(1,g,), for all I < b and all g;.

l?gl

We will now show P(C) = 0. Suppose that we have Séb’gb) = k*, where k* < kg g,)-

Eventually, we will always have 7 g,) 1+ < Ae (a.8) and all groups in bundles less than b

will be a dose levels no lower than & This will cause (b, gy) to be observed at doses

b7gb) :

above k* infinitely often, contradicting k* = Séb’gb).

Suppose that we have k* > k with k* = S%b’gb). Then, (a.8) T(p,g,) k* = T(bgy),k* > Ad-

b.gp)>
The same logic from the bundle 1 proof will show that with probability 0 we will de-escalate

only finitely many times. Thus, we have that P(C) = 0.

We now consider B and show P(B) = 0. As k() € Sb.90) | (a.s) we will eventually always
have ﬁ(b,gb,k(bw € (Ae, Ag). Eventually groups in lower bundles will not push (b, g;) down

from k, 4,) as such groups eventually stay at dose levels at or above kg, ). Then, only

bvgb

way for (b, gy) to change from & is if a group from a higher bundle push it up. The

b.gb)
same logic in the bundle one proof shows this happens with probability 0. Thus P(B) = 0,

completing the proof.

B.2 | MTD Configuration

The tables in this section provide all possible configurations of MTDs amongst the groups in
four dose trials. The MTD configurations are the possible group-specific MTDs under the
known ordering. Table @ provides the MTD configurations when there are two completely
ordered groups. Tables @, @, and @ provide the MTD configurations when there are

three groups under orderings 1, 2, and 3, respectively.
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MTD Configurations
Group 1 MTD (1) | Group 2 MTD (v2)
1

R R AW W| W NN
S WIN W NN

Table B.1: MTD configurations with two ordered groups and four doses

MTD Configurations
Group 1 MTD (1) | Group 2 MTD (vs) | Group 3 MTD (v3)

R R B R R AR A WO W W W W W N NN -
s QDWW N W W WNN DN ==
O N | W N RN ] =W N DN = DN ] =] =

Table B.2: MTD configurations with three ordered groups and four doses under Order
1 (complete ordering)
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MTD Configurations
Group 1 MTD (1) | Group 2 MTD (v2) | Group 3 MTD (~3)

s R R R R R R R R R R ] ] W W W W W W W W NN DN DN
DN DN = = i B B W W W NN DN =W W NN DN DN |
P s R QO QO DN | N | I DN ] = W W N W N N ] DN DN | =

Table B.3: MTD configurations with three ordered groups and four doses under Order
2 (Group 1 least sensitive)

B.3 | Generating Centers

In this section, we illustrate how centers are generated during the curve generation pro-

cedure. We will demonstrate how these curves are generated under the second three
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MTD Configurations
Group 1 MTD (1) | Group 2 MTD (v2) | Group 3 MTD (~3)

R B R R R R W W W W W W W W W NN NN | = =] =
S R A O W W DN DO i B | W W[ W[ N[ DO = s W W NN | W DN =
B WIN R WIN RN R R W RN WN N R RN N RN PR ] -

Table B.4: MTD configurations with three ordered groups and four doses under Order
3 (Group 3 most sensitive)

group ordering with four dose levels. Suppose the we have the MTD configuration (v, =
4,79 = 1,743 = 3). Let us generate three values (1,¢2,e3), where ¢ ~ N(2(f), (0.05)?) =
N(2(0.2), (0.05)?) = N(—0.8416212,0.0025). We obtain (1 = —0.8273356, 9 = —0.8769697, c3 =
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—0.8000005) and consequently (c; = ®(e1),ca = P(e2),c3 = P(e3)), where @ is the stan-
dard normal CDF. From this, (¢; = 0.2040234, co = 0.1902515, c3 = 0.2118553). We now
sort the centers as (cp) = 0.1902515, cjgp = 0.2040234, ¢35y = 0.2118553). As we are in
order 2 with y2 < 73, then (m1.4,,724,,7345) = (cp)s s cp). Thus, (w14, 721, 733) =

(0.1902515,0.2118553, 0.2040234)

B.4 | GAB Illustration

These supplementary materials provide illustrative examples of trials conducted using GAB-
E. By providing these examples, we aim to help clinicians understand the initial run-in
period, allocation decisions, and MTD estimation. The first example considers two ordered
groups with four dose levels while the second considers three partially ordered groups with
six dose levels. As in the main paper, we consider the DLT target rate of 8 = 0.2, and the

escalation and de-escalation boundaries of A, = 0.157 and Ay = 0.238, respectively.

The patient responses and current dose recommendations are enumerated sequentially. The
"Results” line states the group of the patient, the dose level received, and the patient
outcome. Additionally, this line provides the updated current dose levels for each group.
Comments are provided at several stages of the trials, stating how allocation decisions
are determined using the rules from GAB-E. Table provides the dose elimination
boundaries using the prior Beta(0.5,0.5), eliminating a dose if the probability a dose is
excessively toxic is above 0.975. Note, this is the same as Table @ in Chapter E, and
is provided below for convenience. We require at least three patients to be observed at a
dose before eliminating it for a given group. After detailing the allocation procedure, we
illustrate how group MTDs are estimated at the conclusion of the trial. For additional
illustrative trials, see the R file Trial Sims.R, which provides a function to generate worked

trials.
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B.4.1 Two Group Illustrative Example

First, we consider two ordered groups, where Group 1 is less sensitive than Group 2. The
illustrative trial will have a total of 20 patients. After detailing dose allocation, we walk

through MTD estimation.

Allocation

1. Results: Dose = 1, Group = 2, No DLT, j; = NA, jo, =2

Comment: The first patient in Group 2 is assigned to dose level 1 and a DLT is
not observed. Group 1 has not yet been observed, so we continue with standard
BOIN for Group 2. At the current dose level, dose level 1, the DLT rate for Group 2

is 2,1 = 0/1 < 0.157, thus Group 2 escalates to dose level 2, so ja = 2.

2. Results: Dose = 2, Group = 1, No DLT, j; = 3, jo =2

Comment: If Group 2 precedes Group 1, the first patient in Group 1 is assigned
to the current Group 2 dose level, this being dose level 2. Thus, the first Group 1
patient is assigned to dose level 2. There is no DLT, so the current rate for Group 1
at dose level 2 is 712 = 0 < 0.157. As a result, the current recommended dose level

for Group 1 is 3, so j; = 3.

3. Results: Dose = 2, Group = 2, No DLT, j; =3, j2 =3

Comment: Group 2 is treated at dose level 2 and a DLT is not observed. At the
current dose level, dose level 2, the DLT rate is 722 = 0/1 < 0.157, thus Group 2

escalates to dose level 3, so jo = 3.

4. Results: Dose = 3, Group = 2, No DLT, j; =4, jo =4
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Comment: Group 2 is treated at dose level 3 and a DLT is not observed. At the cur-
rent dose level, dose level 3, the DLT rate is 772 3 = 0/1 < 0.157, thus Group 2 escalates
to dose level 4, so jo» = 4. However, we now have j; < jo, as j1 = 3 and js = 4. Thus,
we consider a pooled average at the dose level Group 2 escalated from, this being dose
level 3. We obtain Pooled = (y1,3+ y2,3)/(n13+n23) = (0+0)/(0+1) =0 < 0.157,

so Group 1 escalates to dose level 4, thus j; = 4.

. Results: Dose = 4, Group = 2, DLT, j1 =4, jo =3

Comment: Group 2 is treated at dose level 4. There is a DLT, so the current DLT
rate for Group 2 at dose level 4 is T4 = 1/1 > 0.238. The recommendation for

Group 2 decreases, so jo = 3

. Results: Dose = 4, Group = 1, No DLT, j; =4, jo =3

Comment: Group 1 is treated at dose level 4. There is no DLT, so the current
DLT rate for Group 1 at dose level 4 is 7114 = 0/1 < 0.157. As dose level 4 is the

highest dose level, Group 1 stays at dose level 4.

. Results: Dose = 4, Group = 1, DLT, j; =3, jo =3

Comment: Group 1 is treated at dose level 4. There is a DLT, so the current DLT rate
for Group 1 at dose level 4 is 71 4 = 1/2 > 0.238. As a result, Group 1 de-escalates a

dose level, so j; = 3

. Results: Dose = 3, Group = 1, No DLT, j; =4, jo =3

Comment: Group 1 is treated at dose level 3. There is no DLT, so the current

DLT rate for Group 1 at dose level 3 is 713 = 0/1 =0 < 0.157, so j; =4
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Results: Dose = 4, Group = 1, DLT, j; =3, jo =3

Comment: Group 1 is treated at dose level 4. There is a DLT, so the current DLT

rate for Group 1 at dose level 4 is 7114 = 2/3 > 0.238, so0 j; =3

Results: Dose = 3, Group = 1, No DLT, j; =4, jo =3

Comment: Group 1 is treated at dose level 3. There is no DLT, so the current

DLT rate for Group 1 at dose level 3 is 714 = 0/2 =0 < 0.157, so j; =4

Results: Dose = 4, Group = 1, DLT, j1 =3, jo =3

Comment: Group 1 is treated at dose level 4. There is a DLT, so the current DLT
rate for Group 1 at dose level 4 is 71 4 = 3/4 > 0.238, so j; = 3. Additionally, using
Table and noting that n; 4 = 4 and y; 4 = 3, we consider eliminating dose level
4 from Group 1 since these values of n1 4 and y; 4 fall into the elimination boundary.
However, we note that Group 2 is more sensitive, thus, if we eliminate dose level 4
from Group 1, we would also eliminate dose level 4 from Group 2. As a result, we
consider npooreqd = N1,4+n24 =4+1=>5 and ypooted = Y1,4+y24 = 3+1=4. Then,
using the Table , we see that this combination of npygeq and ypeoreq fall into the

elimination boundary, so dose level 4 is eliminated from both groups.

Results: Dose = 3, Group = 1, No DLT, j; =3, jo =3

Comment: Group 1 is treated at dose level 3. There is no DLT, so the current
DLT rate for Group 1 at dose level 3 is ;4 = 0/3 = 0 < 0.157. However, we do not
escalate to dose 4 as this dose has been eliminated. As a result, Group 1 remains at

dose level 3.

Results: Dose = 3, Group = 1, DLT, j;1 =3, jo =3
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Comment: Group 1 is treated at dose level 3. There is a DLT, so the current
DLT rate for Group 1 at dose level 3 is 714 = 1/4 = 0.25 > 0.238. From this
j1 = 2. However, we now have j; < jo. As a result, we consider a pooled aver-
age at the dose level group 1 deescalated from, that is, dose level 3. From this,
Pooled = (y13 + y2,3)/(n13 +n23) = (14+0)/(1 +4) =1/5 = 0.2 < 0.238. Thus,

Group 1 returns to dose level 3 and j; = 3

Results: Dose = 3, Group = 2, DLT, j; =3, jo =2

Comment: Group 2 is treated at dose level 3. There is a DLT, so the current DLT

rate for Group 2 at dose level 3 is 33 = 1/2 > 0.238, so jo = 2

Results: Dose = 3, Group = 1, No DLT, j; =3, jo =2

Comment: Group 1 is treated at dose level 3. There is a no DLT, so the current
DLT rate for Group 1 at dose level 3 is 7114 = 1/5 = 0.2 € (0.157,0.0.238). As a
result, Group 1 stays at dose level 3. Note that we would not consider increasing j;

to dose level 4 since this dose level has been eliminated
Results: Dose = 2, Group = 2, No DLT, j; =3, jo =3
Results: Dose = 3, Group = 2, DLT, j; =3, jo =2

Results: Dose = 3, Group = 1, No DLT, j; = 3,752 =2
Results: Dose = 2, Group = 2, No DLT, j; =3, jo =3

Results: Dose = 3, Group = 1, No DLT, j; = 3,52 =3
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MTD Estimation
Now that the trial has concluded, we use bivariate isotonic regression to obtain the final

MTD estimates. First, we review the DLT observations, by group and dose level. The

number of observations, ng, by group and dose level, are provided in Table @

Mgk Dose Level
Group |1 2|3 |4
1 0]1]|7]4

2 11331

Table B.5: Number of Observations by Group and Dose Level

Next, the number of DLTs, y, , by group and dose level, are provided in Table @

Yg i Dose Level
Group | 1|2|3 |4
1 0j]0]1]3

2 0j]0]2]1

Table B.6: Number of DLTs by Group and Dose Level

Next, we obtained the smoothed DLT proportions, ﬁ;?k, which will later be input into

the bivariate isotonic regression algorithm. The smoothed proportions are obtained as

~s Yg,kt0g,k ; ; —_ —
Tok = wonbagr By In our analysis, we use smoothing parameters oy = B4 = 0.05,

giving

ss Yok + 0.05.
9.k ngr +0.1

Table @ provides the smoothed DLT proportions.

T,k Dose Level
Group 1 2 3 4
1 0.5 0.04545455 | 0.1478873 | 0.7439024
2 0.04545455 | 0.01612903 | 0.6612903 | 0.9545455

Table B.7: Smoothed DLT Proportions by Group and Dose Level
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The last input needed for bivariate isotonic regression is a matrix of weights. We use the
weights ng j, + 1, making the weights proportional to the number of observations at a given

dose level and group. Table @ provides these weights by group and dose level.

ngr +1 | Dose Level
Group |12 3|4
1 112|815
2 214142

Table B.8: Weights for Bivariate Isotonic Regression by Group and Dose Level

Finally, using the smoothed proportions in Table @ and weights in Table @, we conduct
bivariate isotonic regression. See Dykstra and Robertson 1982 for details on the bivariate
isotonic regression algorithm. The function "biviso” function from the R package ”Iso” is

used to implement this algorithm (Turner 2020).

gk Dose Level
Group 1 2 3 4
1 0.08292604 | 0.08292604 | 0.1478873 | 0.7439024
2 0.08292604 | 0.08292604 | 0.6612903 | 0.9545455

Table B.9: DLT Probability Estimates from Bivariate Isotonic Regression

Finally, we consider the admissible dose levels for each group. The admissible dose levels
for Group 1, A1, are the dose levels with observations from either group that have not been
eliminated from Group 1. From this, A; = {1,2,3}. The admissible dose levels for Group
2, Ao, are the dose levels with observations from Group 2 that have not been eliminated

from Group 2. Thus, A2 ={1,2,3}.

The MTD estimate for Group 1 is admissible dose level with DLT estimate closest to
the target 0.2. Mathematically, the MTD estimate for Group 1 is given by, k7, where
ki = argming 4 |71 — 0.2] = 3. Similarly, we obtain that the MTD estimate for Group
2 is ky, where ky = argmingg 4, |72, — 0.2| = 2. At the end of the trial, dose level 2 is the

MTD estimate for Group 2 and dose level 3 is the MTD estimate for Group 1.
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B.4.2 Three Group Illustrative Example

Now we consider a worked example with three partially ordered groups. In this example,
Group 1 is the least sensitive group while the relative ordering of Groups 2 and 3 is unknown.

In the bundle framework, we have:

1=(1,1)

2=(2,1),3=(2,2)

The illustrative trial will have a total of 35 patients. For the rest of this example, we will

use the bundle notation.

Allocation

1. Results: Dose = 1, Group = (1,1), No DLT, j1 1) = 2,j2,1) = N4, ji22) = NA

Comment: As we do not have any observations from either Groups (2,1) or (2,2),
the first patient from Group (1,1) is assigned to dose level 1. No DLT is observed,
thus the DLT rate for Group (1,1) at dose level 1 is 7(;,1); = 0/1 < 0.157. As a

result, Group (1, 1) escalates to dose level 2, so j(; 1) = 2.

2. Results: Dose = 1, Group = (2,2), No DLT, j(1 1) = 2,j2,1) = N4, j2,2) = 2

Comment: As Group (2,2) is in the sensitive bundle, it cannot start at the cur-
rent dose level for Group (1, 1), thus the first patient in Group (2,2) is assigned to
dose level 1. No DLT is observed, thus the DLT rate for Group (2,2) at dose level 1

is (2,2)1 = 0/1 < 0.157. As a result, (2,2) escalates to dose level 2, so jig9) = 2.

3. Results: Dose = 2, Group = (1,1), No DLT, j(1 1) = 3,j2,1) = N4, j2,2) = 2
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Results: Dose = 3, Group = (1,1), No DLT, j( 1) = 4,j21) = N4, j2,2) = 2

Results: Dose = 1, Group = (2,1), No DLT, j(,1) = 4,52,1) = 2,J(2,2) = 2

Comment: As Group (2,1) is in the sensitive bundle, it starts at the lowest dose
level, thus the first patient in Group (2,1) is assigned to dose level 1. No DLT is
observed, thus the DLT rate for Group (2, 1) at dose level 1 is 75 1y; = 0/1 < 0.157.

As a result, Group (2, 1) escalates to dose level 2, so ja 1) = 2.

. Results: Dose = 2, Group = (2,2), No DLT, j(1,1) = 4,j2,1) = 2,J(2,2) = 3

Comment: We observe Group (2,2) at dose level 2. No DLT is observed, thus the
DLT rate for Group (2,2) at dose level 2 is 79 9y 2 = 0/1 < 0.157. As a result, Group
(2,2) escalates to dose level 3, so ji2) = 3. Note that jis9) is not constrained by
J(2,1) @8 J(2,2) is only constrained by j( 1), the current recommended dose for the less

sensitive group.

. Results: Dose = 2, Group = (2,1), No DLT, j1 1) = 4,j2,1) = 3, J2,2) = 3
. Results: Dose = 4, Group = (1,1), No DLT, j(1,1) = 5,j2,1) = 3,J(2,2) = 3

. Results: Dose = 3, Group = (2,1), No DLT, j(,1) = 5,j2,1) = 4,J(2,2) = 3

Results: Dose = 4, Group = (2,1), DLT, j1,1) = 5,j2,1) = 3, J(2,2) = 3
Results: Dose = 3, Group = (2,2), No DLT, j 1) = 5,j2,1) = 3, J22) = 4
Results: Dose = 5, Group = (1,1), DLT, j1.1) = 4, j2,1) = 3, j(2,2) = 4

Results: Dose = 4, Group = (2,2), No DLT, j( 1) = 5,2,1) = 3,J(2,2) =

Comment: We observed Group (2,2) at dose level 4. No DLT is observed and

the current DLT rate for Group (2,2) at dose level 4 is r(99)4 = 0/1 < 0.157,
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thus Group (2,2) escalates to dose level 5. However, we now have j9) = 5 and
Ja,ny = 4, giving j11) < J22)- As a result, we consider a pooled average at the
dose level Group (2,2) escalated from, this being dose level 4. We have Pooled =
(a4 TY22.4)/ (a1t 124 = (0+0)/(1+1) =0 < 0.157, thus Group (1,1)

also escalates to dose level 5, giving j1,1) =5

Results: Dose = 5, Group = (1,1), DLT, j11) = 4, j2,1) = 3, J(2,2) = 4

Comment: Group (1,1) is treated at dose level 5. A DLT is observed and the current
DLT rate for Group (1,1) at dose level 5 is 7y 1y5 = 2/2 = 1 > 0.238, thus Group
(1,1) de-escalates to dose level 4. However, we now have j1 1y < j2,2), so we consider
a pooled average at the dose level Group (1, 1) de-escalated from, this being dose level
5. We have Pooled = (y(1,1)5+¥(2,2),5)/ (n(1,1),5 7 2,2),5) = (24+0)/(24+0) = 1 > 0.238,

so Group (2,2) de-escalates to dose level 4.

Results: Dose = 4, Group = (1,1), No DLT, j( 1) = 5,j2,1) = 3, J22) = 4
Results: Dose = 5, Group = (1,1), No DLT, j 1) =4, j2,1) = 3, J22) = 4
Results: Dose = 3, Group = (2,1), No DLT, j(1 1) = 4,j21) = 4,J(2,2) = 4
Results: Dose = 4, Group = (1,1), No DLT, j(1 1) = 5,721) = 4,j(2,2) = 4
Results: Dose = 4, Group = (2,2), No DLT, j1 1y = 5,j(2,1) = 4, J22) = 5

Results: Dose = 5, Group = (2,2), No DLT, j1 1y = 5,j(2,1) = 4, J22) = 5

Comment: Group (2,2) is treated at dose level 5. A DLT is not observed. Thus,
the current DLT rate for Group (2,2) at dose level 5 is 7(39y5 = 0/1 = 0 < 0.157,
from this Group (2,2) escalates dose levels so Ji2,2) = 6. However, as ji 1) = 9,
we now have ji 1) < ji2)- As a result, we consider a pooled average at the

dose level Group (2,2) escalated from, this being dose level 5. Then, Pooled =
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(y(171)75 +y(2,2)75)/(n(171)75 +n(2,2)75) = (2 +O)/(3+ ].) =0.5. AS it is not the case that

Pooled < 0.157, we return Group (2,2) to dose level 5.

Results: Dose = 4, Group = (2,1), DLT, j1,1) = 5,j2,1) = 3,j(2,2) = 5
Results: Dose = 3, Group = (2,1), DLT, ji 1) = 5,j21) = 2, J(22) =
Results: Dose = 2, Group = (2,1), DLT, ji 1) = 5,j2,1) = L, ji22) = 5
Results: Dose = 5, Group = (2,2), DLT, j1,1) = 5,j2,1) = L, J(2,2) = 4
Results: Dose = 4, Group = (2,2), No DLT, j1 1y = 5,j2,1) = 1, j22) = 5
Results: Dose = 5, Group = (2,2), DLT, j1,1) = 5,j2,1) = L, j(2,2) = 4
Results: Dose = 1, Group = (2,1), No DLT, j(1 1) = 5,72,1) = 2,J(2,2) = 4
Results: Dose = 4, Group = (2,2), No DLT, j( 1) = 5,j(2,1) = 2,J(2,2) =

Results: Dose = 5, Group = (1,1), DLT, j1 1) = 4,j2,1) = 2,J(2,2) = 4

Comment: Group (1,1) is treated at dose level 5 and a DLT is observed. The current
DLT rate for Group (1,1) at dose level 5 is (1 1y5 = 3/4 > 0.257, so Group (1,1)
de-escalates. However, as j1,1) = 4, we now have j1 1) < j(2,2), so we consider a
pooled average at the dose level Group (1, 1) de-escalated from, this being dose level
5. Then, Pooled = (yu,1)5 + Y2,2),5)/ (1,15 + n22)5) = (3+2)/(4+3) =5/7.
As it is not the case that Pooled < 0.257, Group (2,2) also de-escalates to dose
level 4. Additionally, using Table , noting n(; 15 = 4 and yu,1)5 = 3, we
consider eliminating dose level 5, and all higher dose levels, from Group (1,1). How-
ever, as Group (1,1) is the least sensitive group, if we eliminate dose level 5 from
Group (1,1), dose level 5 would be eliminated for both Groups (2,1) and (2,2).
As a result, we consider npoolea = N(1,1)5 + N(1,2)5 + 25 = 4+0+3 =7 and

YPooled = Y(1,1),5 T Y(1,2),5 T Y2,1),5 = 3+0+2 = 5. Using Table , we see that this
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combination of npypieqd and Ypooreq falls into the elimination boundary. Thus, dose

levels 5 and 6 are eliminated for all groups.
Results: Dose = 2, Group = (2,1), No DLT, j 1) = 4,ji21) = L, j22) = 4

Results: Dose = 4, Group = (1,1), No DLT, j(1 1) = 4,j21) = 1,j(2,2) = 4

Comment: Note, the although the current DLT rate for Group (1,1) at dose level 4
is 7(1,1)4 = 0 < 0.157, Group (1,1) does not escalate to dose level 5 as this dose level

has been eliminated.

Results: Dose = 1, Group = (2,1), No DLT, j 1) =4, j2,1) = 2, J22) = 4
Results: Dose = 2, Group = (2,1), DLT, j1 1) = 4,j2,1) = L, j2,2) = 4
Results: Dose = 1, Group = (2,1), No DLT, Jagy =4 Jen = 2,Je2) =4

Results: Dose = 2, Group = (2,1), DLT, ji11) =4, ji2,1) = 1, j22) = 4

We observed Group (2,1) at dose level 2 and a DLT was observed. The DLT rate for
Group (2,1) at dose level 2 resulted in J(2,1) decreasing to dose level 1. Referencing
Table , we note that np )2 = 5 and y(2,1)2 = 3, resulting in dose level 2, and
all higher dose levels, being eliminated for Group (2,1). Dose elimination for Group
(2,1) does not affect dose elimination for other groups as Group (2, 1) is in the sensi-
tive bundle, as a result, we do not need to ”pool” values before eliminating this dose

level.

MTD Estimation

As the trial has concluded, DLT estimates will be obtained by applying bivariate isotonic

regression to all possible complete orders given the known partial order. The DLT estimates

with the highest likelihood will be utilized for dose selection.
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First, we review the DLT observation, by group and dose level. The number of observation,

N(b,g),k» Py Group and dose level are provided in Table .

N(b,g).k Dose Level

Group [12[|3]|4[5|6
(L) |1|1]1|4]4]0
(2,1) |4|513|2]0]0
(2,2) |1|1]1]4]3]0

Table B.10: Number of Observations by Group and Dose Level

Next, the number of DLTS, y 4y 1, by Group and dose level are provided in Table .

Y(b,g) .k Dose Level

Group [12[|3]|4|5]|6
(1L,L1) {0|0]0|0[3]|0
(2,1) {03]1]2]0|0
(2,2) |0]0]0|0]|2]0

Table B.11: Number of DLTs by Group and Dose Level

Next, smoothed proportions, ﬁfb g) k0 ATe obtained as

_ Yb,g).k T 0.05

ﬁsb k .
GOE " ng gk +0.1

Table provides the smoothed DLT proportions by group and dose level.

ﬁf,% Dk Dose Level

Group 1 2 3 4 5 6
(1,1) | 0.04545455 | 0.04545455 | 0.04545455 | 0.01219512 | 0.7439024 | 0.5
(2,1) | 0.01219512 | 0.5980392 | 0.3387097 | 0.9761905 0.5 0.5
(2,2) | 0.04545455 | 0.04545455 | 0.04545455 | 0.01219512 | 0.6612903 | 0.5

Table B.12: Smoothed DLT Proportions by Group and Dose Level

Similar to the two group example, we will use the weights ng ) + 1 for the bivariate

isotonic regression algorithm. These weights are provided in Table .



Npg)k + 1 Dose Level
Group 112134516
(1,1) 21212551
(2,1) 5161413111
(2,2) 212125141

Table B.13: Number of Observations by Group and Dose Level

129

In our example there are two bundles, the first with one group and the second with two

groups. Thus, from permuting the two groups in bundle two, we obtain two complete orders:

Tk STk S T(2,2) .k

Tk ST(2,2)k < T(2,1)k

Let m = 1 denote the model obtained from the first complete order and m = 2 denote

the model obtained from the second complete order. We will then apply bivariate isotonic

regression to regression to the two matrices below

that is,
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0.0454
0.0121

0.0454

0.0454
0.0454

0.0121

0.0454
0.598
0.0454

0.0454
0.0454

0.598

0.0454 0.0121

0.339 0.976

0.0454 0.0121

0.0454 0.0121

0.0454 0.0121

0.339 0.976

0.744 0.5

0.5 0.5

0.611 0.5

0.744 0.5

0.661 0.5

0.5 0.5,

From applying bivariate isotonic regression to the first set of matrices, we obtain the DLT

estimates for model 1, as provided in Table .

~m=1
T(b,g).k

Dose Level

Group

1

2

3

4

>

6

(1,1)
(2,1)
(2,2)

0.02169781
0.02169781
0.04545455

0.02697709
0.36606373
0.36606373

0.02697709
0.36606373
0.36606373

0.02697709
0.37369339
0.37369339

0.6434364
0.6434364
0.6434364

0.6434364
0.6434364
0.6434364

Table B.14: DLT Estimates by Group and Dose Level for Model 1

From applying bivariate isotonic regression to the second set of matrices, we obtain the

DLT estimates for model 2, as provided in Table .

~m=2
T (b,g).k

Dose Level

Group

1

2

3

4

5

6

(1,1)
(2,2)
(2,1)

0.02697709
0.02697709
0.02697708

0.02697709
0.02697709
0.49430740

0.02697709
0.02697709
0.49430740

0.02697709
0.02697709
0.78571430

0.6695157
0.6695157
0.7857143

0.6695157
0.6695157
0.7857143

Table B.15: DLT Estimates by Group and Dose Level for Model 2

We then select the model m/, that maximizes the likelihood, so m’ = argmax,, L (ﬁ(’g 9) k)
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Here,

~m _ ~m Y1),k (1 — ~M T(1,1),k~Y(1,1),k
L (”(b,gxk) = [ {0 (= 7 ) g) cns vy

k=1
~m Y ~m n —Y(a.
% H A3y g @V (1= 7] ) )@@ b
k=1

6
~m Y ~m n —y
x H 3 2)k @2k (1 — 7 o ) @DETY22

We obtain that L (7oL, ) = 2.54x 10707 and L (7752, ) = 216 10~%%, thus we use DLT

estimates from model 2 for dose selection.

Now, let A, 4 denote the admissible dose levels for Group (b,g). We obtain A ;) =
{1,2,3,4}, A1) = {1}, and A9y = {1,2,3,4}. We then select the admissible dose levels
with DLT estimates closest to 0.2. Thus, the MTD estimate for Group (1,1) is 4, the MTD

estimate for Group (2,1) is 1, and the MTD estimate for Group (2, 2) is 4.

B.4.3 Dose Elimination Boundaries

Number of Patients Treated | 1 2 3

§ 9 10 11 12 13 14 15
5 5 5 6 6 6 6 7

4 5 6 7
Elimination Boundary NA NA 3 3 3 4 4

Table B.16: Dose elimination boundaries based on number of patients treated and
number of DLTS. For these boundaries we require that more than 3 patients have
been observed. Additionally, we use the prior Beta(0.5,0.5) and the cutoff A = 0.975.

B.5 | Sensitivity Analysis

The following supplemental materials provide sensitivity analysis results. Tables , ,
and look at model sensitivity to cohort size and unequal groups. The Cohorts column

states if the simulation considers single patient cohorts or cohorts of three. The Group
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Probs column provides the probability that the next patient belongs to Group 1, Group 2,
or Group 3. Table provides dose selection results, providing the statistics PCS and
Al Table provides dose allocation results, providing the statistics PCA and Int. Table
provides early termination results, providing the percentage of trials in which a group

is terminated from the trial. Overall, these results show the proposed method is robust.

In Section @, we consider adding dose-elimination rules. To add dose-elimination rules,
we assume m ~ Beta(0.5,0.5) and eliminate doses if the probability of excessive probability
exceeds A = 0.975. In this sensitivity analysis, we test sensitivity to the prior Beta(0.5,0.5)
(called Jeffery’s Prior) and the choice of the cutoff A\ = 0.975. To test model sensitivity, we
also consider the results from using a Beta(1, 1) (equivalent to a Uniform) prior and using a
cutoff of A = 0.95. In these simulations, for simplicity, we consider trials with single-patient
cohorts. Tables and , provide selection and allocation results, respectively. These

results show the proposed method is robust to the choice of prior.

Selection
Cohorts PCS Al

G | Scenario | D | Size Number | Group Probs | GAB PB GAB-E PB-E | GAB PB GAB-E PB-E
2 C 4 1 30 (.5,.5) 50 45.9 478 44.2 45.8 39.3 443 38.4
2 C 4 1 30 (.4,.6) 49.9 45.8 475 43.6 45.7 39 44.1 37.6
2 C 4 3 10 (.5,.5) 47.2 44.3  46.2 43 41.1 35 41 34.4
2 C 4 1 50 (.5,.5) 55.3 52 52 49.6 53.1 48.3  50.8 46.8
2 C 4 1 50 (.4,.6) 55.5 52 52.2 48.9 53.3 48.2 514 46.4
2 C 4 |3 17 (.5,.5) 54.4 50.9 525 49.5 51.6 46.4  50.3 45.7
2 C 4 1 70 (.5,.5) 59.7 56.7  55.7 52.8 58.1 54.3 55.8 51.3
2 C 4 1 70 (.4,.6) 59.6 56.6  55.7 53.5 57.9 54 55.9 52.3
2 C 4 |3 24 (.5,.5) 59.2 56.6  56.5 54.3 57.6 53.9 56.2 52.6
2 C 6 1 40 (-5,.5) 41.3 38.6 40.1 37.1 52.1 46.6  51.9 46
2 C 6 1 40 (.4,.6) 41.6 38.8 399 37.2 52.1 46.3 514 45.8
2 C 6 3 14 (.5,.5) 38.1 35.5 37.1 34.7 47.7 41.7 472 41.1
2 C 6 1 60 (.5,.5) 45.9 43.6 44.3 42.1 58.1 53.8 574 53.3
2 C 6 1 60 (.4,.6) 46.5 43.9 445 42.5 58.2 53.7 57.2 53.2
2 C 6 3 20 (.5,.5) 43.5 41.1 42 39.6 55.1 50.2 54.4 49.3
2 C 6 1 80 (.5,.5) 50.4 48.1 47.3 45.7 62.6 59.2  60.9 57.9
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2 6 80 (.4,.6) 50.6 48.4 477 45.8 62.6 58.9 61 57.6
2 6 27 (.5,.5) 48.5 46.1  46.7 44.5 60.8 56.7  59.8 55.9
3 1 4 40 (-33,.33,.33) 52.2 46.6 50.4 44.8 48.3 37.8 47.5 36.7
3 1 4 40 (.2,.4,.4) 52.2 46.8  50.3 44.7 47.8 37.8 47.3 36.5
3 1 4 14 (.33,.33,.33) 50.1 44.3 489 43.3 46 354 45.3 34.7
3 1 4 60 (.33,.33,.33) 56.8 51.4 54.2 49 53.9 45 52.5 43.6
3 1 4 60 (.2,.4,.4) 56.5 51.4 54.2 48.6 53.4 44.7  52.5 43.5
3 1 4 20 (.33,.33,.33) 55.2 49.7  53.5 48.1 52.3 43 51.5 42.3
3 1 4 80 (.33,.33,.33) 60.4 55.3 57.2 52.6 57.9 50.2  56.3 48.8
3 1 4 80 (.2,.4,.4) 60.5 55.4 57.1 52.2 57.8 50.1  56.1 48.5
3 1 4 27 (.33,.33,.33) 59.4 54.1 57.2 52.2 57.2 49.1 56.1 48.3
3 1 6 60 (-33,.33,.33) 44.1 39.6 426 37.9 55.7 474 549 46.5
3 1 6 60 (.2,.4,.4) 44.3 39.5 426 37.5 55.3 46.2 54.6 45.5
3 1 6 20 (-33,.33,.33) 39.4 35 38.2 34.1 50.2 40.9 49.7 40.6
3 1 6 80 (-33,.33,.33) 47.6 43.2  45.5 41.3 59.6 52.5 58.8 51.5
3 1 6 80 (.2,.4,.4) 47.8 43 45.5 40.9 59.2 51.6 58.2 50.7
3 1 6 27 (.33,.33,.33) 44.1 39.6 425 38.2 56.2 48 55.5 47.5
3 1 6 100 (.33,.33,.33) 50.3 46.4 47.6 43.8 62.5 56.4 61.2 55.2
3 1 6 100 (.2,.4,.4) 50.5 46.2 477 43.7 62.2 55.6 61 54.8
3 1 6 34 (.33,.33,.33) 47.8 43.4 46 41.7 60.5 53.4  59.6 52.7
3 2 4 40 (.33,.33,.33) 50.5 46.4  48.8 44.7 45.2 38.5 44.4 37.4
3 2 4 40 (.2,.4,.4) 50.7 46.4  48.6 44.3 45.6 38.3  44.6 37.2
3 2 4 14 (.33,.33,.33) 47.8 43.5 46.6 42.4 41.1 33.8 404 33.3
3 2 4 60 (.33,.33,.33) 54.8 51 52.4 48.9 51.3 45.6 50 44.5
3 2 4 60 (.2,.4,.4) 55.2 51.1 524 48.4 51.6 454  50.3 44

3 2 4 20 (-33,.33,.33) 53 48.8 514 47.4 48.4 42.1 477 41.4
3 2 4 80 (-33,.33,.33) 58.6 55 55.1 51.9 55.9 50.8  53.7 49

3 2 4 80 (.2,.4,.4) 59 55 55.3 51.7 56.2 50.6 54.1 48.9
3 2 4 27 (-33,.33,.33) 57.3 53.5 55.4 51.7 54.2 48.8 53.3 47.8
3 2 6 60 (-33,.33,.33) 43 39.8 41.5 38.1 53.1 472 523 46.3
3 2 6 60 (.2,.4,.4) 43.6 39.6 41.7 37.9 53.3 46.2 524 45.5
3 2 6 20 (.33,.33,.33) 37.9 349 36.9 34 46.6 40.3 46.1 39.9
3 2 6 80 (.33,.33,.33) 46.7 43.5 44.5 41.6 57.4 52.4 564 51.4
3 2 6 80 (.2,.4,.4) 47.2 43.5 44.8 41.3 57.6 51.8 56.5 50.8
3 2 6 27 (.33,.33,.33) 42.9 39.7 414 38.2 53.3 47.7  52.6 47

3 2 6 100 (.33,.33,.33) 49.7 46.8 47 44.3 60.8 56.4  59.3 55.2
3 2 6 100 (.2,.4,.4) 50.2 46.7  47.4 44.1 60.9 55.8  59.5 54.6
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3|2 6 |3 34 (:33,.33,33) | 46.7 437 45 419 | 579 531 571 52.3
3|3 4 (1 40 (:33,.33,33) | 495 455 47.6 436 | 455 386 448 37.4
3|3 4 |1 40 (.2,4,.4) 49 454 473 436 | 445 378 44 37
3|3 4|3 14 (.33,33,33) | 482 446 46.7 433 | 414 348 406 34.1
3|3 4 |1 60 (.33,33,33) | 539 502 512 478 | 514 458 50.2 44.4
3|3 4 |1 60 (:2,4,.4) 535  50.1 50.7 474 | 50.6 449 493 43.8
3|3 4|3 20 (.33,33,33) | 528  49.3 51 477 | 485 427 477 41.9
3|3 4 |1 80 (.33,33,33) | 57.1  53.7 54 50.6 | 554 50.6 54 488
3|3 4|1 80 (2,4,.4) 56.8  53.7 53.4 505 | 547 499 53 48.6
3|3 4|3 27 (.33,33,33) | 568  53.7 545 515 | 541 49 53.1 482
3|3 6 |1 60 (.33,33,33) | 43.1  39.9 414 382 | 53 476 52.4 47
3|3 6 | 1 60 (:2,4,.4) 427 396 41 38 519 464 513 45.7
3|3 6 |3 20 (:33,.33,33) | 385 358 374 348 | 476 421 471 417
3|3 6 |1 80 (:33,33,33) | 46.6  43.7 445 416 | 573 529 565 52
3|3 6 |1 80 (:2,4,.4) 463 434 43.9 412 | 563 51.8 554 50.9
3|3 6 |3 27 (.33,33,33) | 432 40.3 416 389 | 538  49.1 532 485
3|3 6 |1 100 (.33,33,33) | 495  46.8 47 442 | 60.6 568 59.6 55.7
3|3 6 |1 100 (:2,4,.4) 49 465 463 439 | 594 557 583 54.8
3|3 6 |3 34 (.33,33,33) | 46.7 442 45 425 | 582 542 575 53.5

Table B.17: Selection Results from Sensitivity Analysis: Percentage correct selection

(PCS) and Accuracy Index (AI) by the number of groups (G), scenario, number of

doses (D), cohort size, number of cohorts, Group Membership Probabilities (Group

Probs), and method.

Allocation
Cohorts PCA Int

G | Scenario | D | Size Number | Group Probs | GAB PB GAB-E PB-E | GAB PB GAB-E PB-E
2 | C 4 |1 30 (.5,.5) 408 367 40.6 372 | 494 446 49.1 45.1
2 | C 4|1 30 (4,.6) 406 364 405 365 | 49.2 441  49.1 44.3
2 | C 4|3 10 (.5,.5) 376 345 376 345 | 448 407 449 408
2 | C 4 1 50 (.5,.5) 441 403 44.2 406 | 53 486 53.1 48.9
2 | C 4 1 50 (4,.6) 439 401 44.2 404 | 529 483 531 48.6
2 | C 4|3 17 (.5,.5) 424 393 426 39.6 | 505  46.6 50.7 46.8
2 | C 4 1 70 (.5,.5) 46.7 431  46.8 435 | 558 515 56 51.9
2 | C 4 1 70 (4,.6) 46.6 43 471 437 | 558 514 56.3 52.1
2 | C 4|3 24 (.5,.5) 455 425 457 428 | 54 502 544 50.5
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2 C 6 40 (.5,.5) 31.9 28.9 322 29.2 38.3 34.8 38.7 35.2
2 C 6 40 (.4,.6) 32 28.6 32.2 28.9 38.4 34.4  38.7 34.7
2 C 6 14 (.5,.5) 28 25.7 28.2 25.9 33 299 33.1 30

2 C 6 60 (.5,.5) 34.7 31.8 35.5 32.5 41.6 38.3  42.5 39.1
2 C 6 60 (.4,.6) 34.9 31.8 35.6 32.6 41.8 38.1  42.5 39

2 C 6 20 (.5,.5) 31.6 29.2 316 29.2 37.4 342 374 34.2
2 C 6 80 (.5,.5) 37.4 34.7  37.9 35.3 44.7 415 45.2 42.2
2 C 6 80 (.4,.6) 37.5 34.5 38.1 35.3 44.8 412 45.3 42

2 C 6 27 (.5,.5) 34.8 322 34.9 32.4 41.2 379 412 38.1
3 1 4 40 (.33,.33,.33) 41.6 37.3 417 37.3 44 394  44.1 39.4
3 1 4 40 (.2,.4,.4) 41.4 36.2 419 36.4 43.7 38.2 442 38.4
3 1 4 14 (-33,.33,.33) 39.4 344  39.6 34.4 41.5 36.1 41.6 36.1
3 1 4 60 (-33,.33,.33) 44.1 40.1 445 40.5 46.6 42.2 47 42.7
3 1 4 60 (.2,.4,.4) 44.1 394 447 40 46.4 41.5 47.1 42.1
3 1 4 20 (-33,.33,.33) 42.9 379 428 37.9 45.1 39.9 45.1 39.8
3 1 4 80 (-33,.33,.33) 46.4 425 47.1 43.1 48.9 44.7 497 45.3
3 1 4 80 (.2,.4,.4) 46.4 42 47.2 42.6 48.8 44.2 497 44.8
3 1 4 27 (.33,.33,.33) 45.7 41 45.6 41 48.1 43.1  48.1 43.1
3 1 6 60 (.33,.33,.33) 33 29.5 334 29.7 41.1 36.5 41.5 36.8
3 1 6 60 (.2,.4,.4) 33.1 28.6  33.7 28.9 41.1 35.4 418 35.8
3 1 6 20 (.33,.33,.33) 29.2 25.7  29.2 25.7 35.4 304 354 30.4
3 1 6 80 (.33,.33,.33) 35.1 31.7 35.6 32.1 43.6 39.2  44.2 39.6
3 1 6 80 (.2,.4,.4) 35.3 31 36 315 43.7 38.2 444 38.8
3 1 6 27 (.33,.33,.33) 32.1 284 321 28.5 39.1 34.1  39.1 34.2
3 1 6 100 (.33,.33,.33) 36.9 33.7 37.5 34.1 45.7 414 46.3 42

3 1 6 100 (.2,.4,.4) 37.1 33.1 379 33.7 45.8 40.7  46.7 41.4
3 1 6 34 (-33,.33,.33) 34.3 30.7 34.5 30.8 42 371 422 37.2
3 2 4 40 (-33,.33,.33) 41.6 37 41.7 37.2 44.7 39.8 447 39.9
3 2 4 40 (:2,.4,.4) 41.6 35.7 418 36 44.8 38.4 45 38.7
3 2 4 14 (-33,.33,.33) 37.5 33.3 37.5 33.3 39.4 35.1 394 35.1
3 2 4 60 (.33,.33,.33) 44.3 39.9 447 40.2 47.6 42.8 479 43.1
3 2 4 60 (.2,.4,.4) 44.5 39.2 449 39.5 47.9 42.1  48.2 42.4
3 2 4 20 (.33,.33,.33) 41.2 36.9 41.2 37 43.5 39.1  43.5 39.1
3 2 4 80 (.33,.33,.33) 46.5 422 46.8 42.6 49.8 45.2  50.1 45.6
3 2 4 80 (.2,.4,.4) 46.8 41.7 471 42.2 50.2 44.7  50.5 45.2
3 2 4 27 (.33,.33,.33) 44.3 40.2 444 40.3 46.9 42.6 47 42.6
3 2 6 60 (.33,.33,.33) 33 29.5 334 29.7 39.9 35.7  40.3 35.9
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3 2 6 1 60 (.2,.4,.4) 33.3 28.5 33.6 28.9 40.2 34.5 40.5 34.9
3 2 6 3 20 (-33,.33,.33) 27.8 253 279 25.4 32.6 29.3  32.6 29.4
3 2 6 1 80 (-33,.33,.33) 35.3 31.7 35.6 32.2 42.5 38.3 429 38.8
3 2 6 1 80 (.2,.4,.4) 35.6 31.1  36.1 31.6 42.8 374  43.3 38

3 2 6 3 27 (.33,.33,.33) 30.9 28.2 31 28.2 36.5 33 36.5 33

3 2 6 1 100 (.33,.33,.33) 37.2 33.8 37.6 34.2 44.7 40.6  45.2 41.1
3 2 6 1 100 (.2,.4,.4) 37.6 33.2  38.1 33.8 45 39.9 45.6 40.5
3 2 6 3 34 (.33,.33,.33) 33.4 30.5  33.5 30.6 39.6 35.9  39.7 36

3 3 4 1 40 (.33,.33,.33) 41.1 37 41.3 37.1 46.8 41.8 46.8 41.9
3 3 4 1 40 (.2,.4,.4) 40.5 36.3  40.9 36.7 46 41 46.3 41.3
3 3 4 3 14 (.33,.33,.33) 38.7 35.2 38.6 35.2 42.9 38.7 428 38.6
3 3 4 1 60 (-33,.33,.33) 43.7 39.7 44 40.1 49.4 44.8 498 45.1
3 3 4 1 60 (.2,.4,.4) 43.2 394 436 39.8 48.9 44.3 493 44.7
3 3 4 3 20 (-33,.33,.33) 41.9 38.5 418 38.4 46.6 424  46.5 42.4
3 3 4 1 80 (-33,.33,.33) 45.8 41.8 46.2 42.3 51.6 47 52.1 47.5
3 3 4 1 80 (.2,.4,.4) 45.3 416 458 42.2 51.1 46.7  51.7 47.3
3 3 4 3 27 (.33,.33,.33) 44.7 414 448 41.5 49.7 45.8  49.8 45.9
3 3 6 1 60 (.33,.33,.33) 33.1 29.8 33.5 30.1 39.8 35.6  40.2 36

3 3 6 1 60 (.2,.4,.4) 32.8 29.3  33.2 29.7 39.4 35 39.9 35.5
3 3 6 3 20 (.33,.33,.33) 29 26.5 29 26.6 33.5 30.2  33.5 30.3
3 3 6 1 80 (.33,.33,.33) 35.4 32 35.8 32.5 42.4 38.3 429 38.8
3 3 6 1 80 (.2,.4,.4) 35 31.7  35.5 32.1 42 37.7 425 38.2
3 3 6 3 27 (.33,.33,.33) 31.8 29.2 318 29.3 37.1 33.6 37.2 33.7
3 3 6 1 100 (.33,.33,.33) 37.2 34 37.7 34.5 44.5 40.5 45.1 41.1
3 3 6 1 100 (.2,.4,.4) 36.9 33.7 373 34.3 44.1 40 44.7 40.7
3 3 6 3 34 (-33,.33,.33) 34.1 314 342 31.7 40 36.5 40.1 36.7

Table B.18

: Allocation Results from Sensitivity Analysis:
Percentage correct allocation (PCA) and percentage of allocations to doses with DLT
probability in the interval (A, Az) (Int) by the number of groups (G), scenario, number
of doses (D), cohort size, number of cohorts, Group Membership Probabilities (Group
Probs), and method.

Terminated Early

Cohorts Group 1 Group 2 Group 3 Average
G | Scenario | D | Size Number | Group Probs | GAB-E PB-E | GAB-E PB-E | GAB-E PB-E | GAB-E PB-E
2 C 4 1 30 (.5,.5) 0.285 0.685 | 4.09 3.7 NA NA 2.188 2.193
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2 C 4 30 (.4,.6) 0.19 0.605 | 4.3 3.915 | NA NA 2.245 2.26

2 C 4 10 (.5,.5) 0.305 0.375 | 2.295 2.065 | NA NA 1.3 1.22

2 C 4 50 (.5,.5) 0.28 0.86 5.125 4.445 | NA NA 2.703 2.653
2 C 4 50 (.4,.6) 0.265 0.76 5.51 5.11 NA NA 2.888 2.935
2 C 4 17 (.5,.5) 0.285 0.54 3.375 3.31 NA NA 1.83 1.925
2 C 4 70 (.5,.5) 0.34 0.865 | 6.17 5.55 NA NA 3.255 3.208
2 C 4 70 (.4,.6) 0.38 0.765 | 6.77 5.89 NA NA 3.575 3.328
2 C 4 24 (.5,.5) 0.385 0.59 4.315 3.92 NA NA 2.35 2.255
2 C 6 40 (.5,.5) 0.14 0.386 | 3.226 2.831 | NA NA 1.683 1.608
2 C 6 40 (.4,.6) 0.121 0.369 | 3.45 3.086 | NA NA 1.786 1.727
2 C 6 14 (.5,.5) 0.11 0.181 | 1.962 1.733 | NA NA 1.036 0.957
2 C 6 60 (.5,.5) 0.152 0.462 | 3.881 3.314 | NA NA 2.017 1.888
2 C 6 60 (.4,.6) 0.148 0.34 3.85 3.681 | NA NA 1.999 2.011
2 C 6 20 (.5,.5) 0.138 0.31 2.621 2.376 | NA NA 1.38 1.343
2 C 6 80 (.5,.5) 0.214 0.536 | 4.074 3.995 | NA NA 2.144 2.265
2 C 6 80 (.4,.6) 0.14 0.421 | 4.443 4.238 | NA NA 2.292 2.33

2 C 6 27 (.5,.5) 0.155 0.29 2.95 2.743 | NA NA 1.552 1.517
3 1 4 40 (.33,.33,.33) 0.075 0.403 | 0.75 1.498 | 5.128 4.26 1.984 2.053
3 1 4 40 (.2,.4,.4) 0.058 0.298 | 0.733 1.653 | 5.703 4.905 | 2.164 2.285
3 1 4 14 (.33,.33,.33) 0.095 0.213 | 0.685 0.888 | 3.343 2.553 | 1.374 1.218
3 1 4 60 (.33,.33,.33) 0.128 0.515 | 0.883 1.793 | 6.405 5.393 | 2.472 2.567
3 1 4 60 (.2,.4,.4) 0.06 0.37 0.943 1.978 | 7.053 6 2.685 2.783
3 1 4 20 (.33,.33,.33) 0.118 0.29 0.645 1.118 | 4.08 3.56 1.614 1.656
3 1 4 80 (.33,.33,.33) 0.123 0.475 | 1.098 2.108 | 7.61 6.253 | 2.943 2.945
3 1 4 80 (.2,.4,.4) 0.07 0.435 | 1.168 2.213 | &8.11 6.7 3.116 3.116
3 1 4 27 (-33,.33,.33) 0.128 0.385 | 0.88 1.278 | 5.103 4.183 | 2.037 1.948
3 1 6 60 (-33,.33,.33) 0.035 0.15 0.476 1.089 | 4.819 4.116 | 1.776 1.785
3 1 6 60 (.2,.4,.4) 0.021 0.122 | 0.52 1.197 | 5.127 4.541 | 1.889 1.954
3 1 6 20 (-33,.33,.33) 0.035 0.102 | 0.388 0.684 | 3.063 2.639 | 1.162 1.142
3 1 6 80 (-33,.33,.33) 0.037 0.183 | 0.579 1.149 | 5.639 4.75 2.085 2.027
3 1 6 80 (.2,.4,.4) 0.015 0.153 | 0.584 1.361 | 5.854 5.316 | 2.151 2.276
3 1 6 27 (.33,.33,.33) 0.029 0.128 | 0.478 0.748 | 3.821 3.472 | 1.443 1.449
3 1 6 100 (.33,.33,.33) 0.038 0.186 | 0.675 1.413 | 6.229 5.529 | 2.314 2.376
3 1 6 100 (.2,.4,.4) 0.019 0.158 | 0.739 1.429 | 6.787 6.021 | 2.515 2.536
3 1 6 34 (.33,.33,.33) 0.046 0.109 | 0.556 0.901 | 4.354 3.912 | 1.652 1.64

3 2 4 40 (.33,.33,.33) 0.053 0.262 | 2.917 2.752 | 2.87 2.665 | 1.947 1.893
3 2 4 40 (.2,.4,.4) 0.025 0.223 | 3.218 3.182 | 3.152 3.123 | 2.132 2.176
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3 2 4 14 (-33,.33,.33) 0.055 0.135 | 1.822 1.693 | 1.723 1.732 | 1.2 1.187
3 2 4 60 (-33,.33,.33) 0.06 0.345 | 3.795 3.403 | 3.758 3.718 | 2.538 2.489
3 2 4 60 (:2,.4,4) 0.033 0.243 | 3.793 3.763 | 4.055 3.813 | 2.627 2.607
3 2 4 20 (.33,.33,.33) 0.053 0.15 2.255 2.26 2.202 2.17 1.503 1.527
3 2 4 80 (.33,.33,.33) 0.063 0.333 | 4.303 4.243 | 4.215 4.012 | 2.861 2.863
3 2 4 80 (.2,.4,.4) 0.022 0.283 | 4.73 4.533 | 4.498 4.477 | 3.083 3.098
3 2 4 27 (.33,.33,.33) 0.087 0.213 | 2.863 2.855 | 2.942 2.765 | 1.964 1.944
3 2 6 60 (.33,.33,.33) 0.025 0.157 | 2.577 2.435 | 2.611 2.564 | 1.738 1.719
3 2 6 60 (.2,.4,.4) 0.009 0.121 | 2.688 2.684 | 2.958 2.865 | 1.885 1.89
3 2 6 20 (.33,.33,.33) 0.035 0.091 | 1.559 1.547 | 1.742 1.655 | 1.112 1.098
3 2 6 80 (.33,.33,.33) 0.036 0.152 | 2.938 2.758 | 3.055 2.982 | 2.01 1.964
3 2 6 80 (.2,.4,.4) 0.013 0.139 | 3.192 3.138 | 3.338 3.29 2.181 2.189
3 2 6 27 (-33,.33,.33) 0.04 0.096 | 1.926 1.948 | 2.146 2.074 | 1.371 1.373
3 2 6 100 (-33,.33,.33) 0.03 0.193 | 3.229 3.181 | 3.509 3.42 2.256 2.265
3 2 6 100 (.2,.4,.4) 0.015 0.152 | 3.408 3.395 | 3.79 3.692 | 2.405 2.413
3 2 6 34 (-33,.33,.33) 0.036 0.119 | 2.284 2.224 | 2.434 2.405 | 1.585 1.583
3 3 4 40 (.33,.33,.33) 0.325 1.105 | 0.397 1.048 | 5.69 4.747 | 2.137 2.3

3 3 4 40 (.2,.4,.4) 0.182 0.845 | 0.403 1.103 | 6.058 5.097 | 2.214 2.348
3 3 4 14 (.33,.33,.33) 0.27 0.668 | 0.332 0.542 | 3.47 2.81 1.357 1.34
3 3 4 60 (.33,.33,.33) 0.467 1.378 | 0.488 1.203 | 7.007 5.743 | 2.654 2.775
3 3 4 60 (.2,.4,.4) 0.237 1.018 | 0.495 1.315 | 7.405 6.48 2.712 2.938
3 3 4 20 (.33,.33,.33) 0.272 0.802 | 0.377 0.735 | 4.395 3.578 | 1.681 1.705
3 3 4 80 (.33,.33,.33) 0.495 1.408 | 0.545 1.418 | 8.203 6.725 | 3.081 3.184
3 3 4 80 (.2,.4,.4) 0.32 1.237 | 0.607 1.53 8.48 7.442 | 3.136 3.403
3 3 4 27 (.33,.33,.33) 0.365 0.97 0.503 0.915 | 5.547 4.71 2.138 2.198
3 3 6 60 (-33,.33,.33) 0.198 0.596 | 0.297 0.687 | 5.097 4.226 | 1.864 1.836
3 3 6 60 (.2,.4,.4) 0.112 0.507 | 0.302 0.736 | 5.33 4.663 | 1.914 1.968
3 3 6 20 (-33,.33,.33) 0.139 0.407 | 0.235 0.411 | 3.153 2.747 | 1.176 1.188
3 3 6 80 (-33,.33,.33) 0.201 0.735 | 0.328 0.824 | 5.782 4.842 | 2.104 2.134
3 3 6 80 (.2,.4,.4) 0.113 0.576 | 0.354 0.885 | 6.025 5.471 | 2.164 2.31
3 3 6 27 (.33,.33,.33) 0.159 0.431 | 0.286 0.513 | 3.887 3.425 | 1.444 1.457
3 3 6 100 (.33,.33,.33) 0.237 0.809 | 0.388 0.866 | 6.422 5.519 | 2.349 2.398
3 3 6 100 (.2,.4,.4) 0.146 0.625 | 0.405 0.921 | 6.829 6.051 | 2.46 2.532
3 3 6 34 (.33,.33,.33) 0.175 0.512 | 0.325 0.575 | 4.601 4.002 | 1.7 1.696
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Table B.19: Early Termination Results from Sensitivity Analysis:
Percentage of times each Group is removed from the trial early due to trial termination
rules by the number of groups (G), scenario, number of doses (D), cohort size, number
of cohorts, Group Membership Probabilities (Group Probs), and method.

Selection

PCS Al

Scenario | D | Patients | Jeff,0.975 Jeff,0.95 Unif,0.975 | Jeff,0.975 Jeff,0.95 Unif,0.975

C 6 | 60 44.3 414 43.8 57.4 54.8 07.2
1 6 | 80 45.5 42.4 45.0 58.8 56.3 58.4
2 6 | 80 44.5 41.5 44.2 56.4 53.8 56.2
3 6 | 80 44.5 41.6 44.1 56.5 54.6 56.4

Table B.20: Selection Results from Prior Sensitivity Analysis:

Percentage correct selection (PCS) and Accuracy Index (AI) by the number of groups
(G), scenario, number of doses (D), number of patients, and choice of Prior/choice of
cutoff.

Allocation

PCA Int

Scenario | D | Patients | Jeff,0.975 Jeff,0.95 Unif,0.975 | Jeff,0.975 Jeff,0.95 Unif,0.975

C 6 | 60 35.5 35.2 35.4 42.5 42.0 42.4
1 6 | 80 35.6 35.6 35.7 44.2 44.1 44.2
2 6 | 80 35.6 35.4 35.7 42.9 42.6 43.0
3 6 | 80 35.8 35.7 35.8 42.9 42.7 42.9

Table B.21: Allocation Results from Prior Sensitivity Analysis:

Percentage correct allocation (PCA) and percentage of allocations to doses with DLT
probability in the interval (A, A¢) (Int) by the number of groups (G), scenario, number
of doses (D), number of patients, and choice of Prior/choice of cutoff.
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Appendix C

Appendix for Chapter 4

C.1 | Finding all Configurations

To find all possible configurations, we consider the toxicity ordering amongst groups
and doses, as well as the efficacy ordering amongst doses. We start with the toxicity
and efficacy profile for Group 1 at dose level 1 and consider what that implies for
the possible toxicity and efficacy profiles for Group 1 at dose level 2. Next, given
the toxicity and efficacy profile for Group 1 at dose level 2, we consider the possible
toxicity and efficacy profiles for Group 2 at dose level 2. Finally, given toxicity and
efficacy profiles for Group 1 at dose level 1 and Group 2 at dose level 2, we consider

the possible toxicity and efficacy profiles for Group 2 at dose level 1.

1. Given the toxicity and efficacy profile for Group 1 at dose level 1, then determine

possible profiles for Group 1 at dose level 2.
(a) (711, 7men) = (771, TRo) == (Tr12, TE12) € {(7TT177TE0>7 (771, TE1), (70, TRO),
<7TT077TE1>}
(b) (7TT11a7TE11) = (7TT1a7TE1) - <7TT12a7TE12) S {(7TT177TE1>7 (7TT077TE1)}
(¢) (7111, 7E11) = (70, TRO) == (Tr12, TE12) € {(T10, TRO), (TT0, TE1) }

(d) <7TT1177TE11) = (7TT077TE1) - (7TT1277TE12) = (7TT077TE1)
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2. Given the toxicity and efficacy profile for Group 1 at dose level 2, then determine

the possible profiles for Group 2 at dose level 2.
(a) (mri2, TE12) = (771, TRO) ==
(122, TE22) € {(771, TRO), (11, TE1),s (T70, TEO), (70, TEL) }

(b) <7TT1277TE12) = (7TT177TE1) -

(92, TE22) € {(77r1, TR0), (T11, TE1), (710, TEO), (770, TE1) }
(¢) (7112, mE12) = (710, TEO) = (Tra92, TE22) € {(Tr0, TEO), (710, TE1) }
(d) (7TT12a7TE12) = (7TTOa7TE1) - (7TT22a7TE22) S {(WTO,WEO), (7TT077TE1)}

3. Given the toxicity and efficacy profiles for Group 1 at dose level 1 and Group 2

at dose level 2, then determine the possible profiles for Group 2 at dose level 1.

(&) (7122, TE22) = (771, TR0) = (7721, TE21) = (771, TRRO)

(b) (7122, TE22) = (w11, mE1) == (7721, E21) € {(7r1, Teo), (771, e}

(¢) (mro2, TEo2) = (mro,Tro) & (mr11,7E11) € {(711, TRO), (T71, TE1)} —
(7121, TE21) € {(mr1, 7o), (770, TEO) }

(d) (7ro2, TE22) = (770, 7TE0) & (7711, 7E11) € {(770, TRO), (770, TE1)} ==
(7721, TE21) = (770, TEO)

(e) (mro, TEo2) = (mro,7m1) & (mr11,7E11) € {(711,TRO), (771, TE1)} —
(7721, TE21) € {(771, TRO), (771, TEL), (770, TEO), (770, TE1) }

(f) (mroz, TE22) = (770, 7E1) & (711, 7E11) € {(710, TRO), (770, TE1)} —>

(7791, TE21) € {(710, TRO), (70, TE1) }
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C.2 | Configurations

To see all null and alternative configurations for the dose/group scenario presented

in Chapter @, see tables @ and .

C.3 | Considering two groups with non-overlapping

doses

This section discusses how to adapt the designs presented in Chapter @ when there
are two groups with different doses under consideration. In particular, a trial with
three doses, di,ds,ds, and two groups g = 1,2 is considered. In this trial, Group 1
is tried under doses dy and ds, while Group 2 is tried under doses d; and d,. This
corresponds to a phase II trial resulting from a phase I groups trial where the MTD
for Group 1 was d3 and for Group 2 was dy with the phase II trial considering the

group-specific MTDs and one dose lower. Table @ outlines the trial setup.

To design a traditional or two-stage design for this scenario, we need to find all
possible configurations under this partial ordering. Once all possible configurations

are enumerated, one repeats the steps outlined in sections @ and @, respectively.

Similar to Appendix @, we find all possible configurations using the known or-
derings. Steps to find all possible configurations will be outlined, after which, all
configurations could be enumerated similar to Appendix , a step we leave to a

curious reader.

1. Given the toxicity and efficacy profile for Group 1 at dose level 2, then determine

possible profiles for Group 1 at dose level 3.
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(a) (7112, TE12) = (771, TRO) = (7713, TE13) € {(7TT177TE0>7 (771, TE1), (M0, TRO),

(770, 1)}
(b) (7712, TE12) = (771, TEL) == (77113, TE13) € {(771, TEL), (770, TEL) }
(¢) (712, Tm2) = (770, "e0) == (7113, Tms) € {(7ro, Tmo), (710, T )}
(d) (7712, TE12) = (770, TE1) = (7713, TE13) = (770, TE1)

2. Given the toxicity and efficacy profile for Group 1 at dose level 2, then determine

the possible profiles for Group 2 at dose level 2.
(a) (7112, TE12) = (771, TRO) == (7122, TE22) € {(771, TERO), (771, TE1), (70, TERO),
(7TT0,7TE1)}
(b) (7712, TE12) = (771, TE1) = (T702, TE22) € { (771, TRO), (771, TEL), (TT0, TEO),
(7TT0,7TE1)}
(C) (7TT12,7TE12) = (7TT0,7TE0) = <7TT22;7TE‘22) € {(7TT0,7TE0), (7TT0,7TE1)}

(d) (7TT12a7TE12) = (7TTOa7TE1) — <7TT22a7TE22) S {(7TT077TE0>7 (7TT077TE1>}

3. Given the toxicity and efficacy profile for Group 2 at dose level 2, then determine

the possible profiles for Group 2 at dose level 1.

(a) <7TT2277TE22) = (7TT1,7TE0) <7TT2177TE21) = (7TT1a7TEO)

(121, TE21) € {(Tr0, TEO), (T71, TEO) }

—
(b) (7122, TE22) = (711, TE1) = (7721, TE21) € { (771, TR0), (771, 7TE1) }
(¢) (mra2, Tp22) = (710, TEO) =

—

(d) (7TT22a7TE22) = (7TT077TE1) <7TT21a7TE21) S {(7TT077TE0>7 (7TT077TE1>7 (7TT1>7TEO)7

(7TTO>7TEO>}
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Null Hypothesis Configurations

Configuration g di dy g di dy
EEE AT
IR Y AL
5 e b ops ops | e 3 ote ges
LR Y
5 |mree 3 e g | meer 3 g G0
6 ok 3 §§j§ §§j§ TEak ggf i
T e b om G| TEer 3 ge g
8 g,k % g;(l) zg’g TE,gk % gf;g 95:8
TN Y
0 [T 3 ory bps | Tmer 3 ore ges
Y AN
Y AN
LT AR
TR AT
5 [mrae 3 b5y oo | Tear 3 oo o
16 mrax 3 got oi0 | TEex 3 Hﬁf gﬁﬁ
YR AR N
EETEY ALY
19 ok ziﬁ 228 Thok gﬁjﬁ’ i
2 mrak 3 0 0 [ mnge 3 gE0 O
M [mrae g gne o | meer 2 gry Gen
RN AN
23 Trek 3 2};3 2;3 TEak ggé ggé
24 mrak 3 g0 o0 | mea g 9ot 6o
25 g,k % g;’g g?g TE,gk % ggi zgi

Table C.1: Null Configurations




Alternative Hypothesis Configurations

Configuration g di dy g d  d
B N ALY
2 |mree 5 grn oot meer 3 gEt G0
IETE YRR N
1 trax 3 gt oo | mmar 5 50 G
Y ALY
RN AR N
Y A
S [mrae o gr gm Tear 5 s gt
Y ALY
10 mrax 3 gt oo | mear 5 950 G
Y AR
2 mae 5 g g [ ear 5 gl oo
13 trax 3 gt gr0 | mmak 5 050 GO
RETEY AR Y
15 Trek 3 Z,f;i z,f;i gk 3 35; 32;
16 T gk % zﬁ zﬁ TE,gk % ggé O
17 TTgk % 251 zﬁ TE,g.k % gii 951
RN ALY
19 Tk % Z;; Z;; TEgk % 32; Ors
20 Trek 3 zii zié Took ggé Z?i
EEY AR
22 ek 5 ot o8 | meer 3 ggé zgi
23 Trok 3 Grh 60| TEar 5 ol g
24 TTgk % z;i H;g TE,gk % gg; zg;
25 Trek 3 zf:é 253 TEak g gié zgé
26 |mrar 5 g G0 [mmae b gos oo
27 T g,k % g;i g;g TE.g,k % zii zf;i
28 Trek 3 z;; Z;:g ok 3 32; 351
29 TTgk % zi(l) 258 TE.qk % ggi O

>

]

Table C.2: Alternative Configurations
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Group | Doses Under Consideration.
Group 1 ds ds
Group 2 | dy | ds

Table C.3: Trial with non-overlapping doses
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