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ABSTRACT

The primary goal of phase I clinical trials in oncology is to determine a safe and
possibly effective dose of a treatment, and to recommend this dose for further testing
in larger trials. With chemotherapeutic treatments, the risk of severe dose-limiting
toxicity (DLT) is the primary concern, assuming that the probability of efficacy will
necessarily increase with dose. A phase I trial then seeks the highest dose with
acceptable risk of DLT, called the maximum tolerated dose (MTD). Increasing the
dose beyond the MTD would lead to unacceptable risk, while decreasing the dose
would decrease the probability of benefit. In contrast, many newer therapies are
molecularly targeted, where the probabilities of DLT and efficacy may plateau or
even rise and then fall after some threshold. In this setting, a phase I trial must
account for both toxicity and efficacy in identifying an optimal dose.

In this dissertation, we present three new approaches to modeling data in phase
I trials of a single agent. Our methods improve on current practice by making more
use of commonly available data. First, for chemotherapies, we investigate the utility
of counting multiple DLTs per patient, in addition to counting lower-level toxicities
(LLT). Typically, methods for phase I trials model only binary DLT responses, and
ignore LLT's. We find that using event counts and including LLTs increases the prob-
ability of correctly identifying the MTD, particularly when the MTD is not among
the highest dose levels being considered.

Second, we consider chemotherapies that are administered over multiple cycles,
where dosage may vary across cycles. Multi-cycle treatments are often analyzed

using only DLTs observed in the first cycle, ignoring DLTs from later cycles and
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thus potentially underestimating the DLT rates. We develop a latent process model,
representing a continuous level of toxicity over time, which rises and falls after each
administration, but which is only observed discretely in each cycle as either no toxicity,
LLT, or DLT. The process is inspired by the pharmacokinetics of drug absorption and
clearance. We use our model to re-estimate the MTD at the end of adaptive trials that
originally used only first-cycle data, and we find that our model typically increases
the probability of correctly identifying the MTD. Our method can also recommend
how to adjust a patient’s dose mid-treatment, to attain a target DLT rate.

Third, we develop a method for molecularly targeted therapies, incorporating both
DLTs and efficacy responses and allowing the rates of both responses to vary flexibly
with dose. In particular, we adopt the conditional autoregressive model, which allows
us to share information between dose levels without imposing any functional form on
the dose-response curves. We find that our method can adapt to a variety of dose-
toxicity and dose-efficacy patterns, and often performs at least as well as competing

methods.



CHAPTER 1

Introduction

In this dissertation, we present new statistical methods for phase I clinical trials of
a single agent. These small trials, which provide the first opportunity to test a new
treatment in humans, traditionally seek to identify a maximum tolerated dose (MTD)
from a pre-specified set of dose levels. The MTD is the highest dose with acceptable
risk of dose-limiting toxicity (DLT), which is an adverse event severe enough to pre-
vent a patient from continuing treatment. A key feature of phase I trials is that,
historically, they measure only toxicity and ignore efficacy. This omission can be jus-
tified for certain classes of drugs, in particular cytotoxic agents [1], by assuming that
as dose increases, so do the probabilities of both DLT and therapeutic effect. There-
fore, the MTD, based solely on toxicity data, is optimal in the sense that increasing
the dose beyond it would lead to unacceptable risk of toxicity, while decreasing the
dose would decrease the efficacy. When a phase I trial finishes, the estimated MTD
can then be further tested in a larger-scale phase II trial, in which both safety and
efficacy data are collected.

Phase I trials are conducted in an iterative manner, with the following steps: (1)
a small cohort (typically one to three patients) is enrolled together and assigned the
same dose; (2) the cohort is followed for some time to collect toxicity data; and (3)
a new cohort is enrolled at a dose level that is believed to be closer to the MTD,

based on data from previous patients. The steps are repeated until either we believe



the procedure has converged to the MTD, or until a desired number of patients have
been observed. When the trial is complete, we obtain a final estimate of the MTD. In
essence, a phase I method consists of a decision rule, telling us which dose to assign
to the next cohort and when to stop the trial, and optionally, a statistical model, that
estimates DLT probabilities for each dose and provides these estimates as inputs for
the decision rule. The set of dose levels to be tested is typically fixed before the trial
starts.

A classic, widely employed method which uses only a rule and no statistical model,
is the 343 method. It was first described in the context of phase I trials by Storer [2]
in 1989, although its use in other contexts goes back to at least the 1940s [3]. In
the 3+3 method, we enroll three patients at the lowest dose level, which is presumed
safe based on extrapolation from animal models [1], and we follow each patient for
the occurrence of a DLT. If no patients had a DLT, we enroll another three patients
at the next higher dose level. If exactly one patient had a DLT, we enroll the next
cohort of three at the current dose level. Once two or more DLTs are observed at a
dose level given to three or six patients, the trial stops, and the dose just below this
overly toxic one is declared the MTD.

An advantage of this method, and one reason for its longevity, is that it is simple to
implement. A clinician conducting a trial can carry out the method without assistance
from a statistician and without need of statistical software. Additionally, by slowly
escalating the dose, the 3+3 method should result in fewer overdoses than a method
that preallocates a small, fixed number of patients at each dose level. A limitation
of the 3+3 method is that it does not target a particular, desired DLT probability.
Instead, it chooses the dose level one below the dose which has an observed DLT
proportion > 1/3, based on data from three or six patients. This point demonstrates
that, without a probability model, the 3+3 method does not acknowledge that a

low dose level with, say, a DLT probability of 0.1 could produce two or three DLT's



by chance, thereby invoking the stopping criterion and leading to the selection of a
dose that may be subtherapeutic. Similarly, a high, unsafe dose level may by chance
produce no DLTs in a small cohort, leading us to escalate to an even more unsafe
dose.

To address these limitations, O’Quigley, Pepe, and Fisher [4] developed an al-
ternative framework, using statistical modeling of DLT probabilities. This method,
known as the continual reassessment method (CRM), has been extensively refined and
expanded since initial publication [5-8], although the core idea remains unchanged.
To begin, the CRM requires an initial guess of the DLT probability for each dose be-
ing considered. These guesses are often referred to as a “probability skeleton,” which
we denote by m;, for 7 = 1,...,J, where J is the number of dose levels. A model
is then specified where the DLT probabilities 7; at all doses are linked via a single
parameter «. That is, m; = f(a, mg;) for some function f, with a common choice for f
being the power model, f(o,m;) = ngp(a) . These probabilities feed into a Bernoulli
likelihood, and estimation of « is typically carried out with Bayesian methods, pro-
viding posterior estimates of the 7;, denoted 7;. The 7, are recalculated whenever a
new patient outcome is collected. A Bayesian analysis is useful for the CRM in part
because it allows estimation of DLT probabilities early in the trial, before any DLT's
are observed. A maximum likelihood approach would not be able to estimate « in
this context, although it is possible to switch to maximum likelihood once DLT's are
observed [§].

Once we have the 7;, we can use them in a decision rule to guide dose selection.
For example, if we want to target a 0.3 probability of DLT, then the next patient
could be assigned to the dose j where 7; is closest to 0.3. Other decision rules are
possible with the CRM, but the key feature is to use model-based estimates of 7,
to make decisions regarding the location of the MTD. This stands in contrast with

the 3+3 method, where the target is, in a sense, the range from 0.17 to 0.26 [9], as



opposed to a single specifiable number. We also note that, although the CRM uses
only a single parameter to characterize the dose-toxicity curve, such a parsimonious
approach is sufficient for the goal of estimating the MTD [4,10]. That is, we only need
to estimate the value of the dose-toxicity curve at the MTD, and a single parameter
will allow this.

In this dissertation, each of the new methods we introduce builds on the CRM
in an attempt to address a particular shortcoming in current phase I methodology,
and to improve on current practice by making more use of commonly available data.
In Chapter 2, we present methods that model the number of toxicities a patient
experiences across different body systems, as opposed to the simple binary response
used in the 343 design and CRM. Other researchers have developed methods to
incorporate more complex toxicity data [11-14], but our new methods do so in a way
that is both unique and appealingly simple, with one method in particular providing
a closed form estimator of DLT probabilities. In Chapter 3, building on the work of
Legedza and Ibrahim [15], Doussau et al. [16], Zhang and Braun [17], and Fernandes
et al. [18], we construct a model for treatments that are administered over multiple
cycles, where dosage may vary across cycles. Currently, multi-cycle treatments are
often analyzed by ignoring the longitudinal nature of the toxicity data and using
only DLTs observed in the first cycle, even though DLT's occurring later are clinically
important. Finally, in Chapter 4 we develop a method to jointly optimize DLT and
efficacy rates, when the assumption of strictly increasing rates of either DLT or efficacy
may not hold. Other methods have been introduced to address this setting [19-25],
but we believe our method is unique in that it shares information across adjacent
dose levels, but does not impose any restrictions on the shape or direction of the
dose-toxicity and dose-efficacy curves.

To elaborate further, in Chapter 2 we introduce three closely related models, each

one building off the previous one. The setting is traditional, evaluating a patient’s



response to a single administration, and assuming an increasing dose-toxicity curve.
For the first model, we count the number of DLTs a patient has and model the count
with a Poisson distribution whose mean increases with dose. Our goal is to estimate
the probability of having any DLT (whether a patient has one DLT or five, they will by
definition still have to stop their treatment), but by using counts rather than binary
data we hope to provide more efficient estimation of the MTD. For models two and
three, we incorporate the number of low-level toxicities (LLTs) a patient has, where
we define an LLT as an event that is medically significant but not dose-limiting. Our
goal is not to predict LLT counts, although technically this is possible, but rather
to improve the efficiency in estimating the MTD and its corresponding DLT rate.
(Note that throughout this dissertation, we use the terms “DLT rate” and “DLT
probability” interchangeably). We compare the performance of our models with that
of the CRM in a simulation study.

In Chapter 3, we consider a treatment that requires multiple administrations,
where dosage may change in response to the previous administration. In contrast to
the single endpoint used in most phase I statistical methods, here we have longitudinal
toxicity data, measured in each cycle of administration. Additionally, even though we
are still interested ultimately in whether a DLT will occur or not, using toxicity data
with more levels (i.e., LLT or DLT) can provide helpful information. For example, if a
patient has an LLT in cycle 1, they may be more likely to have a DLT in cycle 2 than
if they had no toxicity at all in cycle 1. In current practice, typically only DLTs in the
first cycle are modeled, allowing faster accrual of patients, but potentially causing the
DLT rates to be underestimated. A retrospective analysis of multiple phase I trials
found that many patients do not have a DLT until after the first cycle [26].

We propose using a latent stochastic process model for these longitudinal toxicity
data where, after each administration, the process tends to increase over time (mean-

ing higher toxicity), reach a peak, and then fall back to a baseline (perhaps as the



drug is cleared from the body). As the process rises and falls, it may cross thresholds
corresponding to the observed levels of toxicity. If we use a trinary outcome (0 = no
toxicity, 1 = LLT, 2 = DLT) for a treatment given in m cycles, then the observed data
for each patient is (1) their sequence of outcomes (e.g., 0102 or 00010) which either
has length m or terminates early with a 2, and (2) their sequence of dose assignments,
which might vary due to toxicity or efficacy.

The observed outcome in each cycle is assumed to correspond to the maximum of
the continuous latent toxicity process (LTP) within that cycle. That is, if the LTP
spends any time above the highest threshold in a given cycle, then we will observe
that cycle as a 2 (DLT). If the process always stays below the lowest threshold, we
will observe a 0 (no toxicity). Otherwise, we observe a 1 (LLT).

Beyond estimating the MTD, our LTP model can answer the question of what
dose to assign to a patient in their next cycle, given their data observed in earlier
cycles. However, given the number of parameters in our model, the DLT rates cannot
be estimated with enough precision early in the trial, when few patients have enrolled,
to satisfactorily guide dose selection for the next cohort. Thus, we consider using our
method after the trial has completed and sufficient data are available. The trial may
have been originally run with the 343 method or the CRM, ignoring all but the first
cycle. Our method can then re-estimate the MTD using data from all cycles.

In Chapter 4, we present a method inspired by recent developments of molecularly-
targeted anti-cancer agents. The mechanism of these drugs may be such that in-
creasing the dose beyond a threshold no longer increases the probabilities of DLT or
efficacy, and perhaps after a threshold these probabilities even begin to fall [27,28].
Thus, collecting toxicity data alone will be insufficient for selecting the optimal dose.
For example, if efficacy has plateaued, we may be able to reduce the dose — and po-
tentially the DLT rate — without sacrificing efficacy. We develop a method for this

setting that incorporates DLT and efficacy response data, and that does not force a



particular shape or direction on the dose-response curves. However, crucially for our
small-data context, our method still borrows data across dose levels.

In particular, we use the conditional autoregressive (CAR) model, typically used
in the geospatial analysis of lattice data [29-31], and adapt it for binomial data.
We apply this model twice, once for DLT rates and once for efficacy rates, where
the estimation is completely separate for the two responses. As the models for DLT
and efficacy rates are identical, we describe the model for DLT rates, noting that
the same description holds for efficacy. In our model, the patients’ binary DLT data,
aggregated over patients, are binomial. The set of binomial probabilities, representing
DLT rates, are transformed to be unbounded, and are given a multivariate-normal
prior with a covariance structure taken from the CAR model. This model treats
our set of candidate dose levels as forming a path graph, with connections between
nearest dose levels in each direction, so a dose has one or two first-order “neighbors,”
depending on if it is at the edge or in the interior of the set of dose levels. Thus, we
smooth the DLT rates across doses by borrowing information foremost from first-order
neighbors, and to a lesser extent from higher-order neighbors. To select the optimal
dose according to both estimated DLT and efficacy rates, we adopt the “desirability”
metric of Thall and Cook [22], but modify it to promote exploration among the
doses. We evaluate our method with a simulation study, in settings where the true
dose-response curves either plateau, peak, or simply increase as usual.

Finally, we conclude in Chapter 5 by summarizing the contributions of our meth-

ods, and noting how they compare with existing methods.



CHAPTER 2

Modeling Adverse Event Counts in Phase

I Clinical Trials of a Cytotoxic Agent

2.1 Introduction

Phase I clinical trials are small studies whose aim is to identify the maximum tol-
erated dose (MTD) of a treatment, i.e., the highest dose with an acceptable proba-
bility of severe dose-limiting toxicity (DLT'). The selected dose is then recommended
for additional, larger scale testing in a phase II trial. For cytotoxic agents such as
chemotherapy, a key feature of phase I trials is that they measure only toxicity and
ignore efficacy [1]. The omission of efficacy data can be justified by assuming that as
dose increases, so do the probabilities of both DLT and therapeutic effect. Therefore,
the MTD, based solely on toxicity data, is optimal in the sense that increasing the
dose beyond it would lead to unacceptable risk of toxicity, while decreasing the dose
would decrease the efficacy.

Phase 1 trials typically enroll patients sequentially in small cohorts, adaptively
changing what dose to assign to the next cohort. At the end of the trial, one of the pre-
specified doses will be selected as the MTD. Two competing methods for implementing
this framework are the 3+3 design [2], which uses a rule-based algorithm for escalating
the dose towards the MTD, and the continual reassessment method (CRM) [4,6-8],

which adaptively updates a statistical model of DLT rates for each dose and uses
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model-based estimates of those rates to select the next dose. Both the 343 design
and the CRM use a binary indicator of whether a patient had a DLT.

While most phase I trials have used variants of the 343 design or CRM with
binary data [32,33], richer data are routinely collected. We refer to the “full data”
as a vector of event grades for each patient, capturing all events a patient has across
multiple event types, e.g., infections, gastrointestinal disorders, or hematologic events.
Each grade is an integer from 0 to 5, with higher grades indicating greater severity,
according to the Common Terminology Criteria for Adverse Events [34]. A DLT is
commonly taken to be an event of grade 3 or higher, although this may vary by
protocol.

A number of authors have explored using this richer toxicity data in different ways.
Bekele and Thall [11] developed a method to incorporate the full data, adapting a
multivariate ordinal probit model. The model estimates, for each dose level, the
probabilities of observing each grade for every event type. Rather than base their
adaptive dose-finding algorithm on DLT rates, Bekele and Thall defined a new metric,
the “total toxicity burden (TTB),” as a sum of weighted event grade probabilities,
with weights elicited from physicians and probabilities estimated by the model. The
algorithm then seeks a pre-specified target TTB to define the MTD. The appeal of
this approach is that it never dichotomizes the toxicity information, either before
modeling or after in selecting the MTD, and it provides a different target than the
DLT rate. A drawback, however, is that it is not straightforward to think in the TTB
scale, and thus choosing and explaining the target TTB is challenging.

Yuan et al. [12] developed a quasi-continuous toxicity score to reflect the highest-
grade event a patient experiences. A quasi-Bernoulli likelihood is used to carry out
estimation and inform dose escalation decisions. This method worked well in sim-
ulation studies, but similar to the CRM it only uses one event per patient. Thus,

Chen et al. [13] extended Yuan et al. to the case where patients may have multiple



toxicities with varying grades. They used isotonic regression to estimate the average
toxicity score at each dose level. Alternative quasi-continuous toxicity scores have
been proposed by Ezzalfani et al. [35] and Wang and Ivanova [36]. Lee et al. [37]
proposed using multiple constraints on the percentiles of a toxicity score, as opposed
to the typical single constraint of the score being less than a threshold. Their multi-
constraint framework can work with any of the aforementioned scores. As with Bekele
et al., using these methods with novel scores requires redefining the MTD.

Van Meter et al. [14] proposed using the original ordinal adverse event grades
(0 to 5) in a proportional odds model, finding similar performance to the CRM in
how often the correct MTD was selected. As with Yuan et al., the response for each
patient was a single grade, which could be taken as the maximum grade across all
the patient’s events.

We propose three new models that make use of phase I data in a way that we
have not previously seen in the literature. Specifically, one model requires all of a
patient’s events to be categorized as DLTs or not, and models the total count of
DLTSs per patient. Our two other models require that events be categorized as DLT's
or low-level toxicities (LLTs), which we define as events of medical significance but
which should not prevent a patient from continuing treatment, and we model the total
number of DLTs and LLTs per patient. As a motivation for our model, we note that in
a review of 54 single-agent phase I trials, Postel-Viney et al. [38] found a total of 2,084
patients experienced 24,918 adverse events, including 189 patients who experienced
300 DLTs. These numbers imply that, on average, patients experienced 12 events,
and that 9% of patients had an average of 1.6 DLTs. Thus, data with multiple events
and in particular multiple DLTs per patient are available. Our method uses the same
adaptive dose-finding framework as the CRM, but incorporates these richer data in

an attempt to better estimate the DLT rates.
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2.2 Data and Notation

Let N; be the DLT count, and M; the total event count (DLTs and LLTs) for patient
1, so the patient experiences a DLT if N; > 0. These counts are obtained from the full
data, with a clinician categorizing each adverse event as a DLT or LLT. A patient may
experience multiple adverse events, both across and within event types, so in principle
N; and M; are unbounded above. With data from n patients, let N, = Z?:l N; and
M, =5%" M. Let X; € {1,...,J} be the dose level assigned to patient i among
J pre-specified levels. We define v, = Y7  rx, as the total scaled dose given to
patients. The scaled dose values rq,...,r;, will be defined in the next section.

A common feature in phase I designs is the need for investigators to specify, a
priori, a so-called probability skeleton. This represents the best prior guess for the
DLT rate for each candidate dose, which we denote m;, j = 1,...,J. To ensure that

the probability of DLT increases monotonically with dose, we require mg; < - -+ < 7.

2.3 Models and Methods

In this section we specify our three models, in increasing order of complexity, and we

show how each model is used to estimate DLT rates.

2.3.1 Model 1: Using DLT Counts

Our first model uses only DLT counts, not LLT counts. We model the DLT count as
an increasing function of dose, N;|5, X; =7 ~ Poisson(/r;), where r; is an increasing
function of j that rescales the doses to agree with the skeleton. We will show later
how to calculate r;. As with the CRM, our model has only one parameter, 3, which
we give a Bayesian prior, [ ~ Gamma(af;Z,aﬁ_Q), such that, a priori, E(5) = 1 and

sd(8) = 0.
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According to Model 1, the probability of a patient having any DLTs at dose j is

m;(8) = Pr(N; > 0], 7) = 1 = Pr(N; = 0|5,7) =1 - e P,

Thus, we equate the prior mean of m;(3) with the skeleton, my; = E[n;(8)] = 1 —
-2
(1 + rjoz,)f% . Solving this equation for r; gives r; = 0'5_2 [(1 — Woj)*"% —1|. The

hyperparameter oz controls the amount of prior uncertainty around the skeleton.

2.3.2 Model 1: Likelihood and Estimation

The likelihood for data from n patients is Ly = [[I_, e 7% (Brx, )™ /N;! oc e=Fr+ N+
Using a gamma prior p(f3) o €_U§2Bﬁ052_1, the posterior distribution of § is f|Data ~
Gamma(ag, 55), where ag = 05_2 + N, and 55 = 05_2 +7r,. We estimate the DLT rate,
specifically the probability of having any DLT's at dose j, denoted 7;, as the posterior
mean of 7;(8): #; = B[r;(8)|Data] = 1 — (14r;/bg)~%. Thus, we have a closed-form
Bayesian estimator for DLT rates, and no numerical integration or Markov chain

Monte Carlo is necessary.

2.3.3 Model 2: Using DLT and LLT Counts

Our second model incorporates more information than Model 1. First, we use a
Poisson distribution to model a patient’s total event count M;, such that M;|0, X; =
J ~ Poisson(fr;), 6 > 0, where again r; rescales the dose to agree with the skeleton.
Note that we reuse the symbol 7; to emphasize the similarity with Model 1, but the
calculation of r; is separate for the two models.

Next, conditional on M;, the number of DLTs N; is given a binomial distribution,
Nilq, M;, X; ~ Binomial(M;, q). The parameter ¢ is the probability that a given event
is a DLT rather than a LLT. Note that, although we condition on dose X;, we do not
include them on the right-hand side. Thus we are assuming that the proportion of

DLT's is constant across doses; we will relax this assumption in Model 3. We assume
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that 6 and ¢ are a priori independent with marginal priors § ~ Gamma(o, “, o, %)

and g ~ Beta(ay, b,).
The modeled probability of a patient having any DLTs at dose j is

7Tj((9,(]) = Pr(Nz > O|eaQ7j)

=1-Y_ Pr(N; = 0|g,m, j) Pr(M; = m|0), 5)
m=0

=1- Z(l —q)™e " (Or;)™ /m!
m=0
=1—¢ b5,

Thus, we calculate r; by solving the equation

mo; = E[m;(0,¢)] = 1 — E[e” "]
S [ e anota) dy
01 0
=1- (1+qr;03) ™" plg) da
_1_ 2F1(bq7 0y % ag + bg; 1 /[r; + 09_2])

(1+7j03)%"
where o[ is the Gaussian hypergeometric function [39], and p(-) denotes a density.
This equation can be solved numerically for 7;, for any choice of skeleton my; and

hyperparameters oy, a4, and b,.

2.3.4 Model 2: Likelihood and Estimation

With data for n patients, the full likelihood is

Loq = H Pr(M;, Nil0, g, X;) = HPY(Miw,Xi) HPY(Ni|C], M;, X;) = LoL,

i=1 i=1 i=1
where Ly = [[1, e % (Orx, )™M /M;! oc e +0M+ and L, o T[], ¢Vi(1 — )M~V =
¢V (1—q)M+=N+. Due to the separability of the likelihood and the prior independence

of the parameters, we can estimate 6 separately from ¢. Using a gamma prior for
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0, we have 0|Data ~ Gamma(dg,gg), where ag = 09_2 + M, and by = 09_2 +ry.
For ¢, using a beta prior gives us g|Data ~ Beta(d,, b,), where d, = a, + N, and
by = b, + M, — N,.

Finally, we estimate the posterior DLT rate at dose j as @; = E[r;(0, ¢)|Data] =
1-— 2F1(l~)q, ag; ag + Bq; ri/lr; + 59])/(1 + rj/gg)d9. In the R programming language, [40]

the function o F} is available in the gsl package [41] under the name hyperg_2F1.

2.3.5 Model 3: Using DLT and LLT Counts, Version Two

Our third model is very similar to Model 2. The key difference is that ¢, the prob-
ability of an event being a DLT rather than an LLT, is assumed to vary with dose.
Specifically, we model ¢ = g;(a) = expit(—3+e“r;). The requirement that the coeffi-
cient of r; is positive ensures that the log-odds of an event being a DLT increases with
increasing dose level j. We now place a prior on « instead of ¢: a ~ Normal(ay, 0?).

According to Model 3, the probability of a patient having any DLTs at dose j
is m;(0,) = 1 — e7%u(®)7i The rescaled doses r; are found by numerically solving
m; = B[m;(0,a)] = 1 — Ele?4(@n] = 1 — B[(1 4 ¢;(a)r;02)™ ], where the last

expectation is with respect to the distribution of « only.

2.3.6 Model 3: Likelihood and Estimation
The likelihood factors into separate functions of the two parameters, Ly, = LoL,.
The function Ly is the same as in Model 2; the function L, is

Lo = H Pr(Nilq, M;, X;)

i=1

n _ a N; M;—N;
e 3+e TX, 1
< H 1+ e~ 3terrx; 1+ e~ 3terrx;

=1

X exp <ea Z rXiNi>
i=1

(1 + 673+e°‘rxz_ ) —M; )

=

i=1
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Due to the separability of the likelihood and the prior independence of the pa-
rameters, we can estimate 6 separately from «. The posterior for # is the same as in
Model 2: 0|Data ~ Gamma(ay, 59), where ay = 09_2 + M, and by = 09_2 + r,. For
a, however, a closed-form posterior is not available. To obtain the posterior, we use
a simple discrete grid-based approximation, which is computationally efficient for a
single parameter [42].

Finally, we estimate the posterior DLT rate at dose j as ; = E[n;(6, a)|Data] =
1 — E[e%%(®"3| Data] = 1 — E[(1 + ¢;(a)r;/bg)~%|Data], where the final expectation

is with respect to the posterior distribution of «.

2.3.7 Dose-Finding Algorithm

As a trial is run, patients are enrolled sequentially, and with data from each new
patient we update our estimates of the DLT rates. Although different dose-finding
algorithms are possible using our models, we describe a simple one, which we will
evaluate in the simulation study. First, we choose a set of J dose levels, and we
set a target DLT rate 7, denoting the maximum acceptable probability of a patient
having any DLTs. We enroll the first patient at the lowest dose, level 1, and follow
the patient for a desired time. Using the patient’s data and one of our three models,
we estimate the DLT rates 7q,...,7;. Our updated estimate of the MTD, denoted
@, is the dose j that minimizes |7; — 7|. The next patient is then assigned either
to MTD or to the lowest dose not yet assigned, whichever is smaller. This rule simply
prevents the sequence of dose assignments from skipping over untested dose levels. We
continue to enroll new patients and update MTD using all the patients’ data. Once
we have observed a desired number of patients, the trial concludes and we obtain a

final estimate of the MTD.

15



2.4 Simulation Study and Comparison with CRM

We simulate adaptive trials using each of our proposed models, and we record how
often the true MTD is selected. To set a reference point for the performance of our

models, we include a comparison with a CRM model, described in the next section.

2.4.1 CRM model for comparison

For comparison, we will use a CRM model that is related to all of our proposed
models. Specifically, let Y; = I(N; > 0) be a binary indicator of whether patient i
had a DLT. Recall that, according to our three models, the probability of DLT is,
respectively, 7;(8) = 1 — e, m;(0,q) = 1 — e and 7;(0,a) = 1 — 0%,
For the CRM, with a single parameter ¢, we have to specify a model for Pr(Y; =
)¢, j) = Pr(N; > 0|9, j) directly. We use Pr(Y; = 1]¢,j) = 1 —e %4, ¢ > 0, due
to its functional similarity to our models, which will facilitate jointly calibrating the
hyperparameters of each model. Our prior on ¢ is ¢ ~ Gamma(o;z, 0;2), and the
rescaled dose is r; = 0;2 [(1 — 7'(_()]')70-; — 1|. The posterior of ¢ is obtained with a
discrete grid-based approximation, which is then used to calculate the posterior DLT

rates 1, = 1 — E[e=?"7| Datal.

2.4.2 Simulating a Patient’s Toxicity Data

In our simulation study, for the data-generating mechanism we assume that there are
K = 15 distinct event types, each of which can experience either no event, an LLT,
or a DLT, and there is a patient-specific frailty influencing the probabilities of those
outcomes. The observed data for a patient are the total number of DLTs and LLTs
across the K event types. We chose to use K = 15 as a middle ground among the
number of event types we have seen in published trials [11,38,43], however we will

also conduct a small sensitivity analysis with K = 7.
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Letting Yix € {0 = no toxicity, 1 = LLT,2 = DLT} be the response for patient i
in event type k = 1,..., K, we use a cumulative logit model, logit Pr(Y;, > y|X;) =
Niy =y +7i +7x, for y = 1,2, where 4; ~ Normal(0,~2,) is a random patient-specific
frailty; X; is the dose; and ry, rescales the dose to obtain a desired probability of
DLT. The multinomial probabilities p;, = Pr(Y;; = y|X;) implied by this model are
pio = 1 — expit(n;1), pin = expit(n;1) — expit(n;2), and p;o = expit(n;2). Note that the
linear predictor 7, does not depend on the event type k, that is, for simplicity we
make all event types have the same multinomial probabilities.

The number of DLTs for patient i is N; = Y., [(Yix = 2) ~ Binomial(K, ps)
and the total event count is M; = Zle I(Yy € {1,2}) ~ Binomial(K, pj +pso). If we
want dose j to have a population average DLT rate of 7;, then we select r; such that
7; = E[Pr(N; > 0)] = E[1 — (1 — expit(n;2))*], where the expectation is with respect
to ;. Since we rescale the doses, shifting the intercepts a; and as by some constant
0 has no effect on the probabilities. Thus, without loss of generality, we fix ay = 0,
and we require a1 > 0 to ensure the probabilities are positive. Once calibrated, we
draw Y} ~ Multinomial(1; p;o, pi1, pi2) for K =1,..., K. Then N; = Zszl I(Yy, = 2)
and M; = S I(Ya € {1,2}).

2.4.3 Simulation Scenarios

Using our data-generating simulation model and dose-finding algorithm, we can simu-
late full trials. In each simulated trial, there are J = 5 candidate dose levels, we enroll
n patients one at a time, and the target DLT rate is 7 = 0.3. To setup our models,
we use a skeleton of (0.1,0.2,0.3,0.4,0.5). We must also specify some model-specific
tuning parameters: For Model 1, we use og = 1. For Model 2, 0y = 0.8, a, = 2, and
b, = 8. For Model 3, 0y = 0.8, oy = 0.8, and 0, = 0.7. For the CRM model, o, = 1.
These hyperparameter values were chosen so that the prior DLT rate distributions at

each dose are close across the four models, as shown in Figure 2.1.
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Figure 2.1. Prior distributions of DLT rates at each dose, for all four models. The
boxplots show the 10th, 25th, 50th, 75th, and 90th percentiles, and the x marks the
mean. By design, the prior means equal the skeleton.

We consider a variety of scenarios by varying three factors: (1) the sample size
n, with either 30 or 60 patients; (2) the true DLT rates for all J doses, thereby
determining which dose is the true MTD; and (3) the parameters for our simulation
model, a; and 74q. All scenarios use K = 15 event types. For the scenarios we call
s-A, s =1,...,J, we set a; = 2 and ,q = 0.5. For scenarios s-B, we set a; = 2.5
and 7sq = 0.75. The relevance of these parameters is that, in the A scenarios, the
simulated event counts M; are typically small, while in the B scenarios M; is more
likely to reach its upper bound of 15 (i.e., there is an event in all 15 event types).
Thus the B scenarios present more of a challenge for our Models 1, 2, and 3, which
have no concept of an upper bound for the event count. For example, in scenario 3-A,
with true DLT rates (0.1,0.2,0.3,0.4,0.5), the probability of a patient having at least
10 events at the different doses are (0,0.00004,0.0006, 0.0033,0.012). In contrast, for
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scenario 3-B, with the same DLT rates, the probabilities of having at least 10 events
are (0.0002,0.0038,0.018,0.049,0.11). Table 2.1 shows the true DLT rates for each

scenario. Note that in scenarios s-A and s-B, the true MTD is dose s.

2.4.4 Simulation Results

For each simulation scenario and statistical model, we simulated 10,000 adaptive tri-
als. The results are reported in Tables 2.2 and 2.3, for 30 and 60 patients, respectively,
with the following summary statistics: the percentage of trials in which each dose is
selected as the MTD; the average number of patients (out of 30 or 60) assigned to
each dose during a trial; and a score that measures how far the true DLT rate of
the selected MTD is from the target 7. We actually consider two scores, defined as
scorey, = Z}]:1 §;lossy(m;, 7), where §; is the percentage of trials in which dose j is
selected as the MTD, 7, is the true DLT rate at dose j, loss;(m,7) = |7 — 7/, and
losse(m,7) = |7 — 7|I(m < 7) + 2|7 — 7|I(m > 7). Note that loss; is symmetric in 7
around 7, while losss penalizes m > 7 more than 7 < 7, i.e., there is a higher penalty
for picking dose levels above the target rather than below. For both scores, smaller
values are better, and a score of 0 is ideal.

In Table 2.2, we see that, in the A scenarios, our models consistently do at least
as well and often better than the CRM, picking the correct MTD more often and

treating more patients at the correct MTD. In the B scenarios, the results are more

Table 2.1. True DLT rates for each simulation scenario.

Dose level
Scenarios 1 2 3 4 5
1-Aand 1-B 0.30 0.40 050 0.60 0.70
2-Aand 2-B 0.20 0.30 0.40 0.50 0.60
3-Aand 3-B 0.10 0.20 0.30 0.40 0.50
4-Aand 4B 007 0.14 021 0.30 0.40
5-Aand 5-B  0.06 0.12 0.18 0.24 0.30
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Table 2.2. Simulation results with 30 patients. Each line summarizes 10,000 sim-
ulated adaptive trials of 30 patients with 5 dose levels. The target DLT rate is 0.3.
The italicized rows show the true DLT rates. The bold entries highlight the results
at the true M'TD.

Dose Selection Percentage (Number of Patients Treated)

Scenario Model 1 2 3 4 5 Score;  Scores
0.3 0.4 0.5 0.6 0.7
1 57.3 (13.4) 400 (13.0) 27 (29)  00(0.6) 00 (0.2) 45 91
1-A 2 73.1 (18.9) 25.8 (9.3) 1.1 (1.6) 0.0 (0.2) 0.0 (0.0) 2.8 5.6
3 63.2 (15.6) 35.6 (12.6) 1.2 (1.7) 0.0 (0.1) 0.0 (0.0) 38 76
CRM 515 (11.9) 434 (138) 49(35)  02(0.7)  0.0(0.2) 54  10.8
1 67.2 (15.6) 31.2(11.3) 1.6 (2.4) 0.1 (0.5) 0.0 (0.2) 35 6.9
1B 2 83.8 (22.2) 155(6.7) 06(1.0)  00(0.1) 0.0 (0.0) 17 33
3 83.7 (21.2) 16.2 (8.3) 0.1 (0.6) 0.0 (0.0) 0.0 (0.0) 1.6 33
CRM 509 (11.7) 44.2(13.9) 48(35)  02(0.7) 0.0 (0.2) 54 10.9
0.2 0.3 0.4 0.5 0.6
1 14.4 (5.1) 61.0 (15.2) 22.7 (7.3) 1.9 (1.8) 0.1 (0.6) 4.1 6.8
2A 2 27 (7.7)  58.6 (15.1) 17.6 (59) 1.1(1L1)  0.0(0.2) 43 62
3 14.5 (5.5) 63.9 (16.3) 20.6 (7.3) 1.0 (0.8) 0.0 (0.0) 3.7 6.0
CRM 143 (49) 57.1(14.6) 250(77) 36(21)  0.1(0.7) 47 79
1 207 (65)  61.6 (15.3) 166 (62) 1.0 (15) 00 (0.5) 40 58
2B 2 37.6 (11.9) 515 (13.4) 103 (39) 06(0.7) 0.0 (0.1) 49 61
3 20.1(9.1)  63.2 (17.2) 7.5 (3.6) 0.2 (0.2) 0.0 (0.0) 37 45
CRM  13.8 (4.8) 57.6 (14.8) 25.3 (7.7) 3.2(21) 0.2 (0.7) 4.6 7.8
0.1 0.2 0.3 0.4 0.5
1 05(15) 264 (91) 535 (12.2) 175(53) 2.1 (1.9) 49 71
A 2 08(17)  203(9.8) 53.2(12.4) 153(49) 15(1.2) 49 68
3 04 (15)  224(82)  59.6 (14.5) 17.0 (54) 0.6 (0.5) 41 60
CRM 0.8 (1.6) 26.3 (9.1) 49.7 (11.6) 20.1 (5.5) 3.2(2.2) 5.4 8.1
1 11(1.8)  336(10.3) 50.5 (11.5) 136 (46) 13 (L7) 52 6.8
3B 2 23(29)  40.2(12.3) 46.2 (10.7) 104 (3.4) 0.9 (0.8) 57 6.9
3 0.9 (1.9) 39.0 (12.4) 53.6 (13.3) 6.4 (2.3) 0.0 (0.1) 4.7 5.4
CRM 08(1.6)  27.2(9.2) 48.6 (11.3) 20.0(56) 3.3(2.2) 56 82
0.07 0.14 0.21 0.3 04
1 00(11)  37(38)  332(94) 44.8(9.5) 182(6.2) 54 72
an 2 00(11)  33(34)  334(97) 47.0 (10.4) 162 (5.4) 52 6.8
3 0.0 (1.1) 2.7 (3.1) 29.3(9.5) 53.1 (12.1) 149 (4.2) 4.6 6.0
CRM 00(12)  49(42)  301(90) 441 (9.1) 2038 (6.5) 56 7.7
1 01(12)  59(45)  37.7(99) 41.8(9.0) 145 (54) 58 7.2
4-B 2 0.1 (1.4) 8.3 (5.5) 41.2 (10.9) 39.4 (8.5) 11.0(3.7) 6.2 7.3
3 00(12)  53(45)  447(129) 45.3(10.0) 438 (1.4) 53 58
CRM 00(12)  51(44)  316(90) 42.1(8.9) 213 (65) 58 7.9
0.06 0.12 0.18 0.24 0.3
1 0.0 (1.1) 1.5 (2.8) 141(6.1) 331(81) 51.2(11.9) 40 40
5-A 2 0.0 (1.1) 0.9 (2.3) 12.0 (5.7) 35.4 (8.9) 51.7 (12.1) 3.7 3.7
3 00(11)  09(22) 116 (6.0) 38.8(104) 48.7(10.3) 39 39
CRM  00(11)  21(32) 156 (65) 318 (7.6) 50.4 (11.5) 42 42
1 0.0 (1.1) 2.4 (3.0) 16.9 (6.6) 35.4 (8.2) 45.3 (11.1) 4.6 4.6
5B 2 00(12)  27(35)  205(77) 37.8(88)  38.8 (8.8) 52 52
3 0.0 (1.1) 16(3.0)  21.9(9.0) 485 (11.4) 27.9 (5.5) 58 58
CRM  00(11)  20(32) 154 (6.4) 321(7.7) 505 (11.6) 41 41
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Table 2.3. Simulation results with 60 patients. Each line summarizes 10,000 sim-
ulated adaptive trials of 60 patients with 5 dose levels. The target DLT rate is 0.3.
The italicized rows show the true DLT rates. The bold entries highlight the results
at the true M'TD.

Dose Selection Percentage (Number of Patients Treated)

Scenario Model 1 2 3 4 5 Score;  Scores
0.3 0.4 0.5 0.6 0.7
1 68.3 (32.3) 315(238) 02(32)  00(0.6) 00 (0.2) 32 64
1-A 2 80.3 (41.9) 19.5(16.0) 0.2 (1.9) 0.0 (0.2) 0.0 (0.0) 2.0 4.0
3 72.7 (36.0) 27.1(22.0) 0.1(19)  00(0.1) 0.0 (0.0) 27 55
CRM  61.4 (28.9) 37.7(260) 09(42)  00(0.7)  0.0(0.2) 40 79
1 79.4 (37.6) 20.5(19.2) 0.1(2.5) 0.0 (0.5) 0.0 (0.2) 2.1 4.2
1B 2 90.1 (48.2) 9.8(10.6) 00(11)  00(0.1) 0.0 (0.0) 10 20
3 91.1 (47.5) 8.9 (11.9) 0.0 (0.6) 0.0 (0.0) 0.0 (0.0) 0.9 1.8
CRM  61.0 (28.7) 379 (26.2) 1.1 (4.3) 0.0 (0.7) 0.0 (0.2) 4.0 8.0
0.2 0.3 0.4 0.5 0.6
1 12.6 (9.3) 72.4 (35.6) 14.9(12.7) 0.1 (1.9) 0.0 (0.5) 2.8 4.3
2A 2 101 (13.8) 68.8 (34.6) 12.0(102) 02(13) 0.0 (02) 31 44
3 124 (9.2)  73.4(37.2) 141(12.6) 0.1(0.9) 0.0 (0.0) 27 41
CRM 118 (8.7) 67.1 (33.6) 205 (14.5) 0.6 (2.5) 0.0 (0.7) 34 55
1 105 (12.7) 72.0 (35.4) 85(99)  00(1.6) 0.0 (05) 28 37
2B 2 327 (223) 61.6 (30.4) 56(64)  01(0.8)  0.0(0.1) 39 44
3 27.1 (17.9) 68.7 (36.5) 4.2 (5.5) 0.0 (0.2) 0.0 (0.0) 3.1 3.6
CRM  11.8 (8.8) 67.4 (33.6) 20.2 (14.4) 0.6 (2.5) 0.0 (0.7) 33 55
0.1 0.2 0.3 0.4 0.5
1 00(16) 208 (161) 66.6 (30.1) 12.3(10.0) 02 (2.2) 34 46
A 2 00(17)  222(17.3) 66.8 (30.6) 10.8(9.0) 0.1 (1.4) 33 44
3 0.1 (1.5) 18.1 (14.3) 703 (33.9) 11.4(9.7)  0.1(0.6) 30 42
CRM 0.2 (1.7) 20.1 (15.9) 62.4 (28.4) 16.8 (11.3) 0.6 (2.7) 3.8 5.6
1 02(20) 296 (19.6) 629 (28.8) 7.3 (7.7) 00 (1.9) 37 45
3B 2 0.4 (3.2) 36.2 (23.9) 57.0 (26.1) 6.3 (5.9) 0.1 (0.9) 43 50
3 0.1 (2.0) 31.7(22.8) 64.1 (31.4) 4.1 (3.8) 0.0 (0.1) 3.6 4.0
CRM 0.1 (1.7) 108 (15.8) 63.2 (28.9) 16.3 (11.0) 0.6 (2.7) 38 55
0.07 0.14 0.21 0.3 04
1 00(11)  08(45)  28.1(186) 59.0(25.4) 112 (10.4) 38 49
an 2 00(11)  08(40)  269(18.3) 61.6(27.0) 10.7 (9.6) 36 47
3 0.0 (1.1) 0.7 (3.5) 247 (179) 64.6 (29.8) 10.0(7.8) 33 4.3
CRM 0.0 (1.2) 13(51) 256 (175) 57.4 (24.2) 1538 (12.0) 41 57
1 0.0 (1.2) 2.0 (5.7) 375(21.3) 53.8 (23.3) 6.8 (8.4) 4.4 5.1
4-B 2 0.0 (1.4) 2.2 (6.8) 39.2 (23.0) 52.3 (22.6) 6.3 (6.2) 4.5 51
3 0.0 (1.2) 14 (54) 409 (260) 54.3 (24.7) 3.4 (2.7) 42 46
CRM 0.0 (1.2) 12(51) 264 (17.8) 56.3 (23.9) 16.1 (12.0) 42 58
0.06 0.12 0.18 0.24 0.3
1 0.0 (1.1) 0.2 (3.0) 1(9.6) 36.6 (18.6) 56.2 (27.8) 3.1 3.1
5-A 2 0.0 (1.1) 0.1 (2.3) ( 5) 37.2(19.7) 56.8 (28.5) 3.0 3.0
3 00(11)  01(23) 7(85)  39.1(219) 551(26.2) 30 3.0
CRM 0.0 (1.1) 0.3 (3.5) 7(9.7) 345 (17.9) 57.5 (27.8) 3.0 3.0
1 0.0 (1.1) 0.2 (3.4) 10 6 (11.1) 42.1(19.9) 47.0 (24.5) 3.8 3.8
5B 2 00(12) 04 (41) 125 (12.6) 444 (21.0) 42.8 (21.1) 42 42
3 00(11)  03(33) 117 (13.9) 526 (26.9) 354 (14.8) 46 46
CRM 00(11)  02(34)  73(97)  341(17.7) 58.4(28.1) 30 30
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mixed. For scenarios 2-B through 4-B, our models typically do around as well as the
CRM in selecting the correct MTD. However, when not picking the correct MTD our
models have a clear tendency to select doses lower than the MTD, while the CRM
appears more likely to pick higher doses. This is reflected in the score; column, where
our models consistently have lower scores. This trend is more pronounced in scenarios
1-B and 5-B, where the true MTD is the lowest or highest dose, respectively. In 1-B,
our models do much better than the CRM, but this is likely because our models prefer
lower doses. Similarly, in 5-B the CRM does considerably better, but this is likely
because the CRM prefers higher doses.

It is difficult to identify a clear winner among the models across all scenarios. If we
ignore scenario 5-B, then Model 3, which incorporates LLTs and allows the probability
of DLT versus LLT to vary with dose, is the preferred model. This validates the idea
that counting events and using LLTs can improve estimation of the MTD. However,
Model 3 is clearly not preferred in scenario 5-B, in which the highest dose is the MTD
and patients commonly experience many events, sometimes reaching the maximum of
15 events. We consider this scenario somewhat unlikely, however, as a well-designed

trial will typically have the true MTD among the middle dose levels.

2.4.5 Example Trial

We illustrate the behavior of Model 3 by presenting a full simulated trial. We sim-
ulated the trial data using scenario 4-A described previously, where the true DLT
rates are (0.07,0.14,0.21,0.3,0.4). The target DLT rate is 0.3, so that dose 4 is the
true MTD. Our skeleton is (0.1, 0.2, 0.3, 0.4, 0.5), implying that a priori the MTD is
believed to be dose 3. The results from simulating 30 patients are shown in Table 2.4.
First we note that, looking at the last row of the table, the trial correctly concludes
that dose 4 is the MTD. Indeed, although there is still some movement, the trial has

mostly fixed on dose 4 by patient 12. Based on the results in Table 2.2, Model 3 will
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pick the correct dose in scenario 4-A 53.1% of the time, so this example trial is in
line with expectations. We also note that only one patient has multiple DLT's in this
trial, although 18 patients have more than one total event, so our model does have
data to work with. At the end of the trial, beyond selecting the correct MTD, we

have also estimated the DLT rates well: (0.07,0.12,0.18,0.27,0.38).

2.4.6 Sensitivity Analysis

We conduct a small sensitivity analysis, shown in Table 2.5, investigating how model
performance varies with changing model parameters and with the number of event
types K. In particular, starting from the 2-A scenario, we consider the following
three variations: “Larger variance,” in which we increase the prior variances of model
parameters (03 = 1.4 for Model 1, 0y = 1.15, a, = 1, and b, = 4 for Model 2, oy = 1.3,
ap = 2, and 0, = 1.1 for Model 3, and o4 = 1.4 for the CRM); “Smaller variance,”
in which we decrease the prior variances of model parameters (o3 = 0.7 for Model
1, 09 = 0.56, a; = 4, and b, = 16 for Model 2, 0y = 0.65, oy = 3, and o, = 0.8 for
Model 3, and o, = 0.7 for the CRM); and “K = 7 event types,” in which we simply
reduce the number of events types from 15 to 7. We simulated 10,000 adaptive trials
of 30 patients with each model, and for each described variation. We observe that
all models are sensitive to the prior variances of model parameters, with the “smaller
variance” models outperforming the “larger variance” models by about 10% in terms
of selecting the correct MTD. In contrast, reducing the number of event types made
minimal difference compared to the 2-A results in Table 2.2. These results suggest
that the models, including the CRM, should be carefully calibrated given a variety

of plausible DLT rates, while the precise number of event types is less important.
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Table 2.4. Example of a single simulated trial of 30 patients and 5 dose levels, using
Model 3 and scenario 4-A. The true DLT rates are (0.07,0.14,0.21,0.3,0.4) and the
target is 0.3, so dose 4 is the true MTD. Our initial guesses for the DLT rates are
(0.1,0.2,0.3,0.4,0.5), implying that initially we suspect dose 3 is the MTD. However,
our trials always start the first patient on dose 1.

Dose Total Estimated DLT Rates

Patient Given Events DLTs Dose 1 2 3 4 5 MTD
1 1 1 0 0.10 0.21 0.32 0.44 0.55 2
2 2 0 0 0.07 0.16 0.25 0.36 0.47 3
3 3 4 0 0.08 0.16 0.25 0.37 0.51 3
4 3 3 0 0.08 0.16 0.25 0.37 0.50 3
5 3 5 1 0.11 0.20 0.31 0.45 0.59 3
6 3 1 0 0.09 0.18 0.28 0.41 0.55 3
7 3 0 0 0.08 0.16 0.25 0.37 0.51 3
8 3 0 0 0.07 0.14 0.23 0.34 0.47 4
9 4 6 1 0.09 0.16 0.26 0.37 0.52 3
10 3 2 0 0.08 0.16 0.25 0.36 0.50 3
11 3 1 0 0.08 0.15 0.23 0.34 0.8 4
12 4 3 0 0.08 0.14 022 0.32 0.45 4
13 4 1 0 0.07 0.13 0.21 0.30 0.42 4
14 4 0 0 0.07 0.12 0.19 0.28 0.40 4
15 4 2 1 0.07 0.13 0.21 0.30 0.3 4
16 4 2 0 0.07 0.13 0.20 0.29 0.41 4
17 4 1 0 0.07 0.12 0.19 0.28 0.39 4
18 4 5 1 0.07 0.13 0.20 0.30 0.43 4
19 4 1 0 0.07 0.12 0.19 0.29 0.41 4
20 4 0 0 0.06 0.12 0.19 0.27 0.39 4
21 4 4 0 0.07 0.12 0.18 0.27 0.38 4
22 4 2 0 0.06 0.11 0.18 0.26 0.37 4
23 4 6 0 0.07 0.12 0.18 0.26 0.36 4
24 4 2 0 0.07 0.11 0.17 0.25 0.35 4
25 4 2 1 0.07 0.12 0.18 0.26 0.37 4
26 4 0 0 0.06 0.11 0.17 0.25 0.36 4
27 4 2 0 0.06 0.11 0.17 0.25 0.35 5
28 5 6 2 0.07 0.13 0.19 0.28 0.40 4
29 4 2 0 0.07 0.12 0.19 0.28 0.39 4
30 4 2 0 0.07 0.12 0.18 0.27 0.38 4
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Table 2.5. Sensitivity of models to tuning parameters and number of event types.
Each line summarizes 10,000 simulated adaptive trials of 30 patients with 5 dose
levels. The target DLT rate is 0.3 and the true DLT rates are (0.2,0.3,0.4,0.5,0.6),
so dose 2 is the true MTD. Results should be compared with the scenario 2-A results
in Table 2.2.

Dose Selection Percentage (Number of Patients Treated)

Scenario Model 1 2 3 4 5 Score;  Scores
0.2 0.3 0.4 0.5 0.6
1 18.8 (7.0) 56.2 (13.8) 22.7(6.8) 2.2(1.8) 0.0(0.6) 46 7.3
Larger 2 246 (8.9) 53.7 (13.1) 19.7 (6.0) 19 (1.5) 0.0(0.4) 438 7.2
Variance 3 229 (8.1) 59.9 (16.0) 16.7 (55) 0.6 (0.4) 0.0(0.0) 4.1 5.9
CRM 203 (75) 51.9 (12.9) 242(68) 3.5 (21) 02(0.7) 5.2 8.4
1 73(26) 67.3 (16.8) 238(85) 1.6(1.8) 0.0(0.3) 3.4 6.1
Smaller 2 17.9 (5.5) 66.1 (17.9) 153(59) 0.6 (0.6) 0.0(0.0) 3.5 5.1
Variance 3 26 (1.7) 67.7 (16.7) 29.2(11.1) 0.4 (0.5) 0.0(0.0) 3.3 6.3
CRM 59(22) 62.7 (15.9) 286 (9.5) 2.7 (21) 0.1(0.3) 4.0 7.4
1 12.8 (47) 61.0 (15.3) 237 (7.6) 24 (1.8) 0.1(0.5) 42 7.0
K=17 2 17.8 (6.4) 59.2 (15.0) 21.2(6.9) 1.7(15) 0.1(0.3) 43 6.7
Event Types 3 12.4 (4.9) 60.1 (15.2) 25.7(85) 1.8(1.4) 0.0(0.1) 42 7.1
CRM 144 (49) 57.5(14.8) 249 (76) 3.0(2.0) 0.1(06) 4.6 7.7

2.4.7 Model Properties

To better understand the performance of our models, we investigate the bias in esti-
mating DLT rates with each model. For simplicity, we simulate non-adaptive trials of
10 or 20 patients all receiving the same dose level, and we consider all combinations of
true DLT rate and prior guess from 0 to 0.7 in increments of 0.025. Patient responses
are simulated using the A and B scenarios described previously.

Figure 2.2 shows the bias for both the CRM model and our Models 1, 2, and 3.
In each plot, along the diagonal from bottom left to top right, the true DLT rate
and prior guess agree, so we would expect minimal bias near this region. Above the
diagonal, the prior guess exceeds the truth, so we would expect positive bias, and
vice versa below the diagonal. In Table 2.2, we note that our models tend to choose

doses below the true MTD more often than the CRM. As a plausible explanation, we
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see in Figure 2.2 that our models tend to be more positively biased than the CRM
(particularly Models 2 and 3). That is, our models overestimate the DLT rates more
than the CRM, and thus the dose selection algorithm picks lower doses. However,
large differences between the truth and the skeleton tend to lead to greater bias for
the CRM than for our models.

We also note that our Models 2 and 3 tend to select the true MTD less often in
the B scenarios than in the A scenarios. This is likely due to a difference between the
data-generating model and Models 2 and 3. Specifically, the data-generating model
creates LT and DLT event counts for a patient, and the sum of these two counts
cannot exceed 15, thereby making the two counts negatively correlated. However,
Models 2 and 3 implicitly force this correlation to be zero. In the A scenarios, both
counts are usually low, so they do not influence each other much, and there is minimal
conflict with our models. The B scenarios, in contrast, generate higher event counts
for a patient, leading to stronger correlations and greater conflict with our models.
If we increase the number of event types to K = 60 in our generative model, so that
the upper bound is almost never realized in scenarios A and B, then the differences
in dose selection percentages between scenarios A and B decreases, although using 60
event types would not be realistic.

Additionally, we note that the DLT count N; either explicitly, as in Model 1,
or implicitly, as in Models 2 and 3 after marginalizing over M;, follows a Poisson
distribution in our proposed models, while in the data-generating model N; is bino-
mial. This discrepancy impacts the performance of our models, yet it has no effect
on the CRM, which does not attempt to model event counts. For this reason, the
CRM should perform exactly the same in scenarios A and B, within Monte Carlo

simulation error.
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Figure 2.2. Bias in estimating DLT rates for CRM model and Models 1, 2, and 3.
Each pixel in each plot is based on 10,000 simulated trials under scenarios A and B
of either 10 or 20 patients. In a trial, all patients receive the same dose level, i.e., the
trial is not adaptive, and the true DLT rate is the same. The purpose of this figure is
to show, for every combination of true DLT rate and prior guess (i.e. skeleton), how
well the models do in estimating the DLT rate.
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2.5 Discussion

Models 1, 2, and 3 all make use of phase I trial data that are routinely collected
but rarely analyzed or incorporated into the dose selection algorithm. Model 1 makes
fewer assumptions than Models 2 and 3, placing a Poisson distribution on the number
of DLTs, but disregarding the number of LLTs. Models 2 and 3 jointly model a
patient’s DLT and LLT counts.

All three models perform comparably to, and sometimes better than, the CRM
across a variety of scenarios in our simulation study. Nonetheless, the simulations did
suggest that including total number of toxicities and DLTs might lead to conservative
dose decisions when the true MTD is at the highest dose. However, we do observe
better operating characteristics for some of our models when the MTD is one of the
lower doses.

The data-generating model in our simulations was designed both to be biologically
plausible and to disagree with our three proposed models, thereby creating fair test
scenarios. Although we believe our models generally compare favorably with the
CRM, in scenario 5-B, Models 2 and 3 perform poorly relative to both the CRM and
to Model 1. The import of this differential depends on how plausible one believes
scenario 5-B to be. If the true MTD is rarely the highest dose under consideration,
then Model 3 clearly bests both the CRM and our Models 1 and 2. This suggests that
we are indeed gaining useful information and efficiency by modeling events counts and
incorporating LLTs.

In a real trial, patients may drop out early, or it may be desirable to enroll a
new patient before the previous patients have finished follow-up. Our models can be
extended to handle partial follow-up by scaling the expected number of toxicities in
accordance with follow-up, in a manner similar to the time-to-event CRM [5]. Further

research is needed to recommend appropriate scaling weights.
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CHAPTER 3

Phase I Clinical Trial Method for a

Multi-Cycle Cytotoxic Agent

3.1 Introduction

In most phase I clinical trial methods, each patient provides a toxicity outcome at
a single timepoint. The outcome could be binary, as in the continual reassessment
method (CRM), or more complex, reflecting various degrees of severity. There is only
a small literature, however, on methods for longitudinal outcomes, obtained from
treatments administered multiple times. In each cycle of administration, a patient
may experience toxicity, and furthermore the dose may change between cycles. If a
patient has a dose-limiting toxicity (DLT'), the treatment schedule will likely stop and
no further cycles will be administered. However, if the patient has a low-level toxicity
(LLT), the treatment schedule might continue, although perhaps at a lower dose.

In current practice, toxicities recorded after the first cycle are often ignored, with
estimates of DLT rates based only on the first cycle. The primary reason for this
practice is expediency: patients can be evaluated more quickly, and thus additional
patients can be enrolled sooner, leading to a shorter trial. However, a patient may not
experience a DLT until after the first cycle, and if ignored, DLT rates will likely be
underestimated. In a retrospective study of phase I trials of multi-cycles treatments,

Postel-Vinay et al. [26] found that among 445 patients, 57% of severe toxicities oc-
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curred after the first cycle, and 50% of patients had their worst toxicity after the first
cycle.

One simple way to use toxicity outcomes from all cycles is to record whether a
patient had a DLT in any cycle, and then use the CRM. However, if the patient’s
dose changed over the cycles, it is unclear if the DLT should be associated with the
original dose assignment or with the dose level given just before the DLT occurred.
To use the CRM, we must choose between these two possibilities. However, if we
believe the DLT is attributable to the cumulative effect of all preceding treatment
cycles, as Simon et al. argued [44], then the CRM can no longer be used, and newer
methods are needed.

To address this setting, Legedza and Ibrahim [15] proposed using logistic regression
to model the probability of DLT, accounting for cumulative dose in later cycles. The
mechanism of accounting for cumulative dose was inspired by the pharmacokinetics
of drug absorption and clearance. Their model has the form logit{Pr(DLT;.)} =
€ + Blog(di. + e *D;.), where DLT;. is the observed binary indicator of DLT for
patient ¢ in cycle ¢, d;. is the dose for that patient and cycle, D;. is the patient’s
cumulative dose prior to cycle ¢, € is an intercept, [ is a dose-response parameter,
and A is the drug clearance rate. Only € and ( need to be estimated; A is assumed
known. The authors also considered removing € from the model, in which case only
£ must be estimated. We note, however, that although the authors refer to € as a
random effect, it is not subject-specific, and thus even when included the model does
not account for within-subject correlation between repeated outcomes. However, the
model does allow a patient’s dose to vary across cycles.

Doussau et al. [16] in 2013 proposed using a proportional odds mixed-effects model,
with three outcome levels in each cycle: no toxicity, LLT, or DLT. Their model has
the form logit{Pr(V;, < k)} = ap — Bid; — BoTe — u; for k = 0,1, where Yj. is an

ordinal, three-level response variable, with 0 meaning no toxicity, 1 meaning LLT,
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and 2 meaning DLT for patient ¢ in cycle ¢; d; is the dose for patient ¢, assumed
constant throughout the trial; 7. is the start time of cycle ¢; oy and «a; are response
level-specific intercepts; ; is a dose-response parameter; (35 is a time-effect parameter;
and u; ~ N(0,02) is a random subject-specific intercept, to account for the correlation
of a patient’s repeated measurements. For parsimony, the authors proposed forcing
B2 = 0 during the adaptive dose-finding phase of the trial, and then estimating it
at trial’s end, once all patients have been evaluated. While this model captures
within-subject correlation, it does not allow dose to change between cycles, and it
only indirectly accounts for a cumulative dose effect via the time effect.

Zhang and Braun [17] in 2013 developed a cure rate model, which estimates
the time to DLT from multiple administrations, assuming a fraction of patients are
“cured,” i.e., will never experience DLT. The hazard of DLT at time ¢ is given by
g(t) =" 0if(t—7.), where m is the number of cycles, 6;. is the cure parameter for
a patient given dose d;., and f is the Weibull density. The hazard ¢(¢) from multiple
administrations is thus formulated as the sum of hazards from individual dosings.
Note that the toxic effect of a dose given at time 7, eventually wears off according to

the shape of f(t — 7.). The probability of DLT by the time of the final patient visit

Tmt1 is thus 1 — exp{— [

o g(t)dt}. The authors proposed using their model to

simultaneously optimize the dose and the schedule of doses. This model allows dose
to vary across cycles, and it accounts for cumulative dose by summing individual
hazards. However, it does not account for within-subject correlation across cycles,
and furthermore it does not leverage the potentially informative LLTs: the hazard of
DLT may be higher for a patient with previous LLTs than for one without.

In 2016, Fernandes et al. [18] developed a two-state Markov model, with states
DLT or no DLT in each cycle, the latter denoted DLT. The model specifies the con-
ditional probability of DLT in cycle ¢, given that a patient had no previous DLTSs,
with the form Pr(DLT;.|DLT,, 1,...,DLT;;) = 1 — exp{—a(d;. — ,odi-;c)+ — BD;ed;c}
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where d;. and D;. are the current and prior cumulative dose for patient ¢ in cycle c;
dfc = max{d,1,...,d; .1} is the highest dose patient i received prior to cycle ¢; the
function (x)* equals x if x > 0, and is 0 otherwise; and the dose-response parame-
ters to be estimated are «, p, and 3. Since DLT is considered an absorbing state,
there is no need to model the probability of transitioning from DLT to DLT. This
model accounts for within-subject correlation by explicitly modeling state transition
probabilities across cycles; it allows dose to vary across cycles; and it accounts for
cumulative dose. However, the model does not make use of LLTSs, although a sequel
explores including LLTs in a three-state model [45].

Most recently, Yin et al. [46] proposed using the quasi-continuous total toxicity
profile (TTP) of Ezzalfani et al. [35] as a longitudinal outcome. TTP is a weighted
sum of the grades for all of a patient’s toxicities, with weights elicited from experts,
and higher values indicating increased toxicity. TTP is normalized to lie between 0
and 1, producing nTTP, which is used in the linear mixed effect model nTTP,. = [+
B1d; + BoTe+ u; +€4e. As in Doussau et al. [16], this model accounts for within-subject
correlation via the random effect u;, and it incorporates LLTs into the calculation of
TTP, yet it does not allow dose to change between cycles. Additionally, the model
cannot estimate DLT rates, and instead requires the MTD to be redefined in terms
of a target nTTP value.

To address the limitations of the preceding models, we develop a model that ac-
counts for within-patient correlation, allows dose to change, incorporates cumulative
dose, and includes LLTs to improve the estimation of DLT rates. We have two goals
in mind for our model: (1) the model should accurately estimate the maximum toler-
ated dose (MTD) at the end of a trial, and (2) it should help us decide, for a patient
in the middle of their treatment plan, what dose to recommend for their next cycle,

given their previously observed outcomes.
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3.2 Latent Toxicity Process

We propose using a latent stochastic process to model toxicity over time. Our thinking
is that the observed toxicity outcome in each cycle, recorded as either “no toxicity,”
LLT, or DLT, reflects an underlying unobserved continuous process. Conceptually,
the continuous process may represent the amount of drug in a patient’s body, or the
amount of damage done to the body, with the amount rising after a new administra-
tion, and falling as the dose is cleared from the body. As the process rises and falls,
it may pass thresholds corresponding to the observed, discrete measures of toxicity.

We define the model as follows. Let Z(t) = u(t) + X(¢) be the stochastic latent
toxicity process (LTP) at time ¢, which is the sum of a deterministic function, pu(t),
and another stochastic process, X (¢). The deterministic part changes over time in
response to dose.

With m planned administrations, let 7, for c = 1,2, ..., m be the patient treatment
times after enrollment, with 74 = 0. The dose given at time 7, is d.; we explain how
to choose the numeric value of d,. in Section 3.5. The final patient visit occurs at time

Tm+1, at which no dose is given, so there is no corresponding d,, 1. Then we define

u(t)= 3 doh(t—r) where h(t) = (é)/\exp{—)\(ﬁ - 1) }I(t > 0). (3.1)

cTe<t

The sum above is over all dose cycles given up to time ¢. The function h(t) controls
the shape of the dose-toxicity response from a single administration. It starts at 0
when t = 0, reaches its peak when ¢t = «, and then falls back to 0 as t — oo, assuming
A > 0. The parameter A controls how concentrated the dose effect is around the peak
time «; higher values of A imply a shorter timeframe in which toxicities are likely
to occur. The motivation for our definition of u(¢) comes from pharmacokinetics, in
which a drug is absorbed into the body, reaches a maximum concentration in the

blood, and is eventually cleared out by the kidneys. Summing over all previously
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Figure 3.1. Deterministic dose-toxicity curves: h(t) shows the response to a single

administration, and p(t) the response to multiple administrations.

administered doses allows us to account for their cumulative effect, similar to the

summing of hazards in Zhang and Braun [17]. A depiction of A(t) and u(t), with
= 2 and A = 0.1, is in Figure 3.1. Note that with smaller A\, the process has a

slower return to zero, leading to a greater cumulative dose effect.

For the stochastic process X (¢), which does not depend on dose, we use a mean-
zero Ornstein-Uhlenbeck (OU) process, defined by the stochastic differential equation
dX(t) = —BX(t)dt+odW (t), with boundary condition X (0) = 0 and where W (¢) is a
Weiner process [47]. This process behaves similarly to Brownian motion, except that it
has a tendency to return to zero. Thus, adding x(t) and X (¢) produces a process Z ()
that broadly follows the trajectory implied by pu(t), but has the flexibility to deviate

from and return to p(t). For any two times s < ¢, the OU differential equation implies

X(t)|X(s) ~ /\/’(X(s)e_ﬁ(t_s), g_ﬁ(l — e‘25(t—5))),

and combining this with Equation (3.1) gives

Z(1)|2(s) ~ N(m) () = p()e 0, (1 ew“))) . (32)
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Using Equation (3.2), and noting that Z(0) = u(0) + X(0) = 0, we can simulate the
full process Z(t) for a given set of dose levels and parameter values A, «, 3, 0.

In a real trial, we do not observe this latent toxicity process. Instead, at the end
of each dose cycle (i.e., To, ..., Ty1), we observe a discretized measure which reflects
how high the latent process reached in the preceding cycle. That is, within each cycle
c €{1,2,...,m} the latent process has a maximum, Z) = max{Z(t) : t € (7¢, Tes1]},

and we relate this to the observed discrete variable Y, by

0 if Z(\:/ <M
Yo=4q1 if ZY € [y1,72) (3.3)

where 0, 1, and 2 refer to no toxicity, LLT, and DLT, respectively, and 7, and 5 are
threshold parameters.

The original toxicity data are typically graded by clinicians on a discrete scale
from 0 to 5 in order of increasing toxicity [34]. For our model, we require these six
values to be mapped into the three used in Equation (3.3); we leave the particular
mapping up to clinicians. Typically, Y, = 2 if toxicities are graded 3, 4, or 5. If a
patient has multiple toxicities within a cycle, Y, is coded based on the highest grade.
Ultimately, we are interested in whether a DLT ever occurs across the cycles, but
using intermediate toxicity levels (e.g., LLTs) provides more information to pinpoint
a patient’s latent process over time. In principle our model could keep the six original
levels separate, providing more precise information on the location of the process, but
each additional level requires an additional threshold parameter in the definition of
Y.. As a compromise, we use three levels, with two threshold parameters.

The parameters in this model are \, «, 8, 0,71, 72, all of which must be positive,
and with the requirement that v, > ~;. In Figure 3.2, we depict two simulated
processes Z(t) with the same deterministic component p(t). Note that one patient

has DLTs in cycles 2 and 3, while the other patient has LLTs but not DLTs. In
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Figure 3.2. Two simulated stochastic latent toxicity processes for a patient receiving
four dose administrations at times 7y, 7, 73, and 74. The processes share a common
deterministic component p(t), shown as the smooth gray curve.

reality, a patient experiencing DLT would likely receive no further treatment, and we
would not observe Y, for cycles after the DLT. To clarify the model, in Figure 3.3

we present a causal diagram of all model parameters, latent processes, and observed

data, showing how they relate to each other.

3.3 Specifying the Likelihood

In the preceding formulation, for the sake of simplicity we omitted a subscript ¢
needed to indicate a specific patient. However, to specify the likelihood of all model
parameters, we formulate the model in greater generality. Each patient may not

receive the full number of cycles m, typically due to experiencing a DLT, and the
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Figure 3.3. Causal diagram of latent toxicity process model. Arrows indicate the
direction of causality. Parameters are surrounded by curved, dashed lines. The latent
processes are surrounded by curved, solid lines. And the observed data are surrounded
by rectangular, solid lines. The parameters are shared among patients, while the data
and latent processes are unique to each patient.

sequence of dose assignments will likely vary between patients. Thus, let m; < m be
the number of cycles and d;;, d;o, ..., d;, the doses for patient 7, with z =1,...,n.
For simplicity, we assume that the timing of dose administrations is the same across
patients, with dose cycle ¢ starting at time 7, after enrollment.

Ideally, we would derive the distribution of Z, the maximum of our latent process

ics
for patient ¢ in cycle ¢, to determine the likelihood, which bypasses the underlying
continuous process Z;(t). However, because the distribution of Z, is analytically
intractable, we take the following approach. Noting that 7,,,1 is the maximum time
any patient is observed, we divide the interval [0, 7,,,+1] into a fine grid of K times, 0 =
t1,ta, ..., tx = Tmy1, all equally spaced with constant difference Ay = 7,41 /(K —1).
Let K; < K be the number of time points ¢, k = 1,..., K, that are no greater than
Tm,+1, 1.€., the time points that are in the observation period of patient i. We define

Zix = Zi(ty), and letting C. = (7., Te41] denote the window for treatment cycle ¢, we

have Z) ~ max{Zy, : t; € C.}. As K — oo, this discrete approximation becomes
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exact. In the cases we consider in Section 3.8, we find that K = 70 is sufficient for
m = 3 cycles, and K = 140 is sufficient for m = 6 cycles.

The observed outcome Y, is defined as in Equation (3.3), but with the i subscript
where appropriate. The mean function u(t) in Equation (3.1) is similarly extended
to pix = pi(ty). For convenience, let Y and Z be the vectors of all Y. and Z,
respectively, and let @ = (a, A, 5,0) and v = (71,74), where 74 = 72 — 71. Then,

given @ and =, the joint density of (Y, Z) is

Y. Z]0,~] = [Y|Z,6,7][Z|6,7]
=[Y[Z,~][Z|6]

n m; K;
:H<H Y;c’ H Zk"ZZk 15 )
=1

c=1

(3.4)

Note that the last product starts at & = 2 rather than & = 1 because Z;; is fixed
at Z;(0) = 0. The notation [-|-] used above and in the rest of this chapter denotes a
probability density or mass function p(:|-).

We can think of Equation (3.4) as the full data likelihood. The densities [Y;.| Z,%., v]

and [Z|Z; k-1, 0] can be readily specified given our model formulation:

1(Z) <m) if ;=0
Yiel Zits VI = {1 (m < ZY < +74) ifYie=1
1Z > v+ va) if V;e =2
and
U Zig = par — (Zig—1 — pag—r)e 2%
[Zik|Zi7k_1,9]:g¢< k= Mk — ( ,ksl Mik-1)€ ) (3.5)

2

where s* = Z5(1 —e 1) and ¢(-) is the standard normal density. Note that
[Yic| Z, 7] is a degenerate density, always equal to either 1 or 0 because Y. is com-

pletely determined by ZY, and =, according to Equation (3.3).
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3.4 Parameter Estimation

We take a Bayesian approach to parameter estimation, and use the Metropolis-

Hastings (MH) algorithm [42,48] to obtain samples from the posterior density

(Z2,6,4Y] x[Y,Z,0,7] = [Y,Z]0,7][0,7] = [Y|Z,~][Z|6]6,~].

Here [, 4] is the joint prior distribution for our parameters, and we assume that all
parameters are a prior: independent. Our desire for prior independence provides our
rationale for using (71, 74) instead of (v1,72), as the latter could not reasonably be

assumed independent, since v > ~;. We use the following priors:

Q~ LOg_N(/“LOM 0-2()7 6 ~ LOg_N(Mﬁ? Ug)a Y1~ N(:U”YU 0-3’1)](07 OO),

(3.6)
A~ Log—/\/’(u,\, 0/2\), o? ~ InverseGammal(a,, by), Y4 ~ N(va Jid)l((), 00),

where Log-AN(+,-) is the lognormal distribution, and N(-,-)I(a,b) is the truncated
normal distribution, restricted to the interval (a,b). The prior means are thus E[a] =
exp(tia + 0/2), E[A] = exp(ux + 03/2), E[B] = exp(us + 05/2), E[0*] = by /(a; — 1)
for a, > 1, E[v1] = oy, + 04, 0(pty, /04, )/ (e, /04, ) where ®(-) is the standard normal
cumulative density, and Elvy4] = p, + 04,0(tty,/0+,) /P (tty,/0+,)-

For o, 71, and 75, the chosen priors are semi-conjugate, i.e., the full conditional
distributions belong to the same family as the priors, so we can use Gibbs sampling
steps for these parameters within the MH algorithm. For «, A, and 3, closed-form full
conditionals are not available, so we use regular MH sampling with truncated normal

proposals. First we derive the full conditionals for vy, 74, and o

MY, Z,0,7) < |Y,Z,0,v]=[Y,Z|0,y (HHm m) 1]

i=1 c=1

=[] [J1Z <) [[10n <28 <n+va) []1ZE > n+7a)

1,c:Y;.=0 1,c:Yie=1 1,c:Yj.=2
= bnl 1(71 - ZV(O)>1<ZV(1) — << ZA(l)) 1(% < 70 _ w)

=[] 1(maX{ZV 2V — 4y <y < min{ 2" 203 ’yd}>
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where Z¥(¥) = max; ..y, —{Z\} and Z"®) = min, .y, —{Z}. Similarly,

h/d|Y Z 0771 (Hﬂ YZC|ZZC7’Y> ]

i=1 c=1
H 1(n < Zi <+ 7a) H 1(Zye >+ 7a)
i,c:Yie=1 i,c:Yie=2

= [4] 1<Zv(1) —n << 2™ - 71)-

Thus

Y. 20,90 ~ N(psy,03,) I(max{Z"®, 270 — qg}, min{ 2"V, 22 —5.}),
VY. Z,0,7% ~ N (i 03 ) 1270 =70, 27 — ).
Once we have sampled ~; and 74, then we have v, = v, + 4. For 02 we have

%Y, Z,a,\, B,9]  [Zlo% a, A, B][0?]

= (H ﬂ[ZMZi,k—h o’ a, A, 5]) [07].

i=1 k=2

2

Combining this expression with Equation (3.5) and the prior for o°, some algebra

shows that o?|Y, Z, a, A, 8,7 ~ InverseGamma(a,, l;g), where

1 — n
agzag—l—i;Ki—E and

S
q

Il
S

n K;
* 1—6% Z Z [Zik = Mik — (Zi,k—l - /L@;kfl)e*'BAK]Q_

i=1 k=2

Although we might not think of the Zy, : = 1,....,nand k = 2,..., K;, as pa-
rameters, they are unobserved and thus we need to sample them just like parameters.

For all Z;;, such that ¢, € C,,

Zin|Y ', Z\ Zix, 0,7] < [Y|Z,~][Z]6)]
Zit| Zi -1, 0)| Zi g1 Zir, 0] if k < K

o [Yiel Z;2, ] % ,
(Zik|Zi ji—1, 0] if k = K;.
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Thus Zix|Y, Z \ Zi,,0,~ ~ N (M, Vir)I(Lig, Usi,), where

_8A .
pik + [(Zig—1 = pik—1) + (Zigt1 — ,ui,k+1)]1jef—2£}( if k < K;
ik + [Zig—1 — pig—1)e PAK if k = K;,

s2/(1+ e 298K if k < K;
82 if k= Kia

(

o1 if V. =1and max{Zy : t € C. \ tr} <m
L= Q7  ifYi=2and max{Zy : tp € C.\ tr} < 72
|~ otherwise,

p

T if Yie=0
Uk =47 ifY,.=1and max{Zy : tiw € C.\ t1} < V2

oo otherwise.
\

That is, the full conditional distribution for Z;; is a truncated normal, so Gibbs
sampling will work for Z;;. as well.
Next we describe how to use MH to obtain posterior samples of a, A\, and 3. For

a, with a proposed value o* from proposal distribution J,, the acceptance ratio is

(Z, 0%\, B,0,7]Y] Jo(a]a¥)
(Z, 0, )\, B,0,7]Y] Ju(a*|)
[Z]a", A, B, 0] [@"] Jo(a]a”)
(Z|a, A\, B, 0] [a] Ja(af|a)
n K;
B 1 [ Zik Zi -1, 0, X\, B, 0] \ [o*] Jo(a|a®)
N (HH (Zik| Zi -1, @, A,B,U]) [a] Ja(a*|a)

i=1 k=2

To =

In the last expression, the first term can be calculated with Equation (3.5), the second
term comes from the prior distribution of «, and the third term is the proposal
distribution, which we have chosen. With r, computed, we use it as follows. Draw
u ~ Uniform(0,1). If u < r,, we accept the proposed value o*, using it as the next
value in our Markov chain. Otherwise, we reject a* and reuse the previous value of

« in the chain.
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The acceptance ratios for A and 3, which are derived and used analogously to that

for «, are

K;

(Zik| Zi je1, o, A*, B, 0]\ [N*] Ia(A[A)
[Zik|Zi,k—17a7 >\7/670-] [A] ‘]A()\*’)\),

' [Ziklzi,k—baa)\wﬁ*vo—] [5*] Jﬁ(ﬂlﬁ*)
[Zik|Zi,k—17a7)\75ao-] [5] J5(6*|5)
We use truncated normal proposal distributions for «, A, and f.
After the Markov chain has converged and we have obtained a large sample from
the joint posterior of all parameters, we estimate the parameters by their posterior

means, denoted &, A\, 3, &, 71, and 7s.

3.5 Model Calibration

Typically in phase I trials, the dose values used in statistical models are not literally
the dosage, e.g., milligrams, of a drug, but rather come from a probability skeleton.
The skeleton is the a priori best guess of the probability of DLT at each dose, and it
is used to calibrate the model. We take the same approach here, with “probability of
DLT” meaning the probability of a DLT ever occurring across the multiple cycles of
administration, assuming the same dose level is given in every cycle.

Let J be the number of dose levels under investigation, and mg;, 7 = 1,...,J be
the skeleton, where my; < - -+ < my. We take the following approach to calibrate our
model to agree with the skeleton for dose level j. Recall that the latent Z(t) is the
sum of (t) and X (t), where only j(t) depends on dose. With the same dose dj > 0
across cycles, Equation (3.1) simplifies to u(t) = dj > ... o, h(t — 7). Our task is then
to find the value d; such that mo; = Pr(Z(t) > v, for any t € [0, 7,41]|6,7y), where
m is the number of planned cycles. We can solve this equation numerically for each

7 as follows:
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1. For a given value of dj, simulate Z(t) over a fine time grid in [0, 7,,41] using
Equation (3.2), setting «, A, 8, and o to their prior means.

2. Check if Z(t) exceeds v, for any ¢, i.e., if there was a DLT, where v, is set to
its prior mean E[y] = E[y1] + E[4].

3. Repeat steps 1 and 2 many (e.g. 10,000) times, and count the proportion in
which a DLT is observed.

4. If the observed proportion of DLTs is close enough to 7y;, we are done; otherwise,

adjust d; and return to step 1.

With these values calculated, if patient ¢ received dose level j in cycle ¢, then we

set d;. = d;f.

3.6 Estimating DLT Probabilities

Once we have estimated the parameters of our model, we can estimate the DLT
probability at each dose. As in the preceding section, by “DLT probability” at dose
J, which we denote 7;, we mean the probability that a patient receiving dose j in every
cycle will ever have a DLT. That is, m; = Pr(Z(t) > v, for any ¢t € [0, 7,,,41](6, 7).

We can estimate this probability numerically, for dose level j as follows:

1. Simulate Z(t) over a fine time grid in [0, 7,,11], assuming constant dose level j,
and using &, 5\, B, 0 as the model parameters.

2. Check if Z(t) exceeds 7, for any t, i.e., if there was a DLT.

3. Repeat steps 1 and 2 many (e.g. 10,000) times, and count the proportion in
which a DLT is observed. This is 7;.
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3.7 Adjusting a Patient’s Dose

With a multi-cycle treatment, it is natural to consider adjusting a patient’s dose level
across cycles. For example, if a patient has gone through the first few cycles with no
toxicity, but has not obviously benefitted from the treatment (e.g., as measured by
tumor shrinkage), we might consider increasing the dose for later cycles. Our model
can show how the probability of DLT will be altered.

Assume a patient received dose j for the first m; cycles, with outcomes Yy, ..., Y,,,.
Then the following algorithm will estimate the probability of DLT in later cycles

my1 +1,...,m, under any dose scheme for those cycles.

1. Simulate Z(t) over a fine time grid in [0, 7,,41], using &, A, B, 6 as the model
parameters. For cycles 1,...,mq, the dose level is j. For cycles my +1,...,m,
the dose is whatever we want to consider changing to.

2. If the simulated Z(t) does not agree with the observed Yi, ..., Y,,,, then discard
it and repeat step 1.

3. Check if Z(t) > v, for any ¢ > 7, 41, i.e., if there was a DLT in a later cycle.

4. Repeat steps 1-3 many (e.g. 10,000) times, and count the proportion in which
a DLT is observed, ignoring the processes discarded in step 2. This proportion

is our estimate of the DLT probability.

The above algorithm can be carried out for multiple proposed dose schemes, to

compare the probability of DLT in each scheme.

3.8 Simulation Study

We conduct a simulation study, to investigate the LTP model’s ability to select the
correct MTD using data from a trial run with the CRM. The CRM will only use

patient data from cycle 1, using the power model Pr(Y;; = 2|dose j) = yg;‘p(w) with
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W ~ N(0, Ui = 1.34). The prior variance 03) = 1.34 is the default in the R package
dfcrm [40,49]. The skeleton vy;, j = 1,...,J, is our prior guess for the probability
of DLT in cycle 1 with dose j. To set 1y;, we first choose 7;, the skeleton over all m
planned cycles, and we assume that DLT's are independent and identically distributed
(iid) across cycles. Thus m; = 1 — (1 — 119;)™, so we use vp; = 1 — (1 —m;)¥/™. After
calculating 7,@ as the posterior mean of 1, the estimated probability of DLT in cycle
p(4)

1 is 1/8‘;.( , and the estimated probability of DLT extrapolated to all m cycles is

exp(t))

M =1 — [1 — ;™)™ Although we do not truly believe the zid assumption, it

allows us to use the CRM to estimate full-cycle DLT rates using only cycle 1 DLTs.
A simple alternative would be to set 1; = mp; and take #F%M = uS}‘p(@, but this leads
to much worse performance for the CRM than our approach.

We simulate trials with n = 30 and n = 60 patients, for treatments with m = 3
and m = 6 cycles, with evenly spaced dose administrations at times 0,1,...,m — 1
and with final follow-up at time m. Data are simulated with the LTP model, using
“true” parameter values a = 0.3, A =2, § =2, 0 = 0.7, vy = 0.75, and v, = 1 for
m=3;and a =02, A =15, =150 =06, 1, =0.75 and 75 = 1 for m = 6.
These values were chosen to generate outcome data consistent with the findings in
Postel-Vinay et al. [26]. In particular, for patients who have a DLT, the model-based
probability of DLT occurring after cycle 1 falls between 0.55 and 0.75, as depicted
in Figure 3.4 for m = 3, while the published number is 0.57. To calibrate the model
to achieve a desired DLT rate m; for dose j, we calculate a value d} as described in
Section 3.5, except we use the true parameter values instead of prior means, and we
want the probability of DLT to equal 7; rather than the skeleton ;.

The simulated trials will consider J = 5 dose levels, and we examine 5 scenarios
for the true DLT rates, one for each dose level to be the MTD. We define the “DLT

rate” for a given dose level as the probability of ever having a DLT across the m

cycles, if the same dose level is administered in every cycle. The true DLT rates for
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Figure 3.4. Probabilities of toxicity by cycle and overall, for a three-cycle treatment.
The probabilities are calculated with the latent toxicity process model, assuming a
constant dose across cycles. The patient visit times are 0, 1, 2, and 3, with dose
administrations at the first three visits. The model parameters were set to a = 0.3,
A=2 06=2 0=0.7 v =0.75 7 = 1. Note that if a patient has a DLT, their
treatment is stopped and we do not observe any subsequent toxicities. Thus, we can
only observe an LLT if it is not preceded by a DLT, and a DLT can only be observed
after cycle 1 if there was no DLT in cycle 1.

46



the dose levels in each scenario are given in Table 3.1. The target DLT rate is always
7 =0.3.

To simulate one trial, we start the first patient at dose level 1 and simulate their
multi-cycle outcomes with the LTP model. After calculating 7™, j =1,...,J, as
described above, we estimate the MTD, denoted MT\D, as the dose 7 that minimizes
|7?fRM — 7|. The next patient will then be assigned to either the @, or to one
dose higher than the current patient, whichever is smaller. This process is repeated
for n patients, after which we obtain a final MTD from the CRM. With the complete
trial data, including LLTs and data from all cycles, we then fit the LTP model, which
produces its own estimates 7;, j = 1,...,J, and a corresponding estimate of the
MTD. Note that, if a patient had a DLT in cycle ¢, then their later outcomes are
considered unobserved. Additionally, if a patient had LLTs in two consecutive cycles,
then we lowered this patient’s dose by one level for the next cycle. However, this
dose de-escalation does not factor into the adaptive dose-finding algorithm with the
CRM. For each scenario, we simulate 5,000 adaptive trials with the CRM. We then
subsample 500 completed trials in each scenario and re-estimate the MTD with the
LTP model.

To set up the CRM and LTP models, we use the same skeleton of (w1, ..., ms) =

(0.1,0.2,0.3,0.4,0.5) for all scenarios. Note that the skeleton matches the truth for

Table 3.1. True probability of DLT over all cycles, for each simulation scenario and
dose level. Since the target DLT rate is 0.30, the true M'TD in scenario j is dose level
g, for y=1,...,5.

Dose level
Scenario 1 2 3 4 5
1 0.30 0.40 0.50 0.60 0.70
0.20 0.30 040 0.50 0.60
0.10 0.20 0.30 0.40 0.50
0.07 0.14 0.21 0.30 0.40
0.06 0.12 0.18 0.24 0.30

gl wWwN
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scenario 3. As mentioned above, we use cri = 1.34 for the prior variance of the
CRM parameter. For the LTP model, we assume that some of the parameters are
known. In particular, we propose eliciting o and A from experts, as these parameters
have natural interpretations related to the timing to toxicity described in Section 3.2.
Legedza and Ibrahim [15] used a similar simplifying assumption for their longitudinal
model. We initially tried to estimate o and A, but found that the Markov chain
would not converge in a reasonable time. Additionally, it is likely that the data are
only weakly informative for these parameters, as we do not observe when within a
cycle a toxicity occurred. Thus, for estimation we set a and A to their true values,
respectively 0.3 and 2 for m = 3, and 0.2 and 1.5 for m = 6.

To continue setting up the LTP model, for 5, 71, and 4 we specify the hyper-
parameters in Equation (3.6), using (ug,05) = (—=0.2,0.63), (i, 0,,) = (0.92,0.6),
and (ft~,, 0~,) = (0.057,0.6). The prior means of these parameters are thus E[3] = 1,
E[m] =1, and E[v,4] = 0.5. For o, rather than estimate it as proposed, we fix it at the
value in = {0.2,0.4,0.6,0.8} that minimizes the “score” across all scenarios with

J
n = 60, where score = > 75_

§j|lmj — 7| and §; is the percentage of trials in which the
model selects dose j as the MTD in a given scenario. The score thus measures the
average distance between the target and the true DLT rate of the estimated MTD;
smaller scores are better and zero is perfect. We average the score across all scenarios
and choose ¢ € 2 to minimize it. Note that, for m = 3, 2 does not exactly contain
the true value of 0.7. This process yields ¢ = 0.6 for both m = 3 and m = 6, which
we use for both n = 30 and n = 60. As with a and A, we found that estimating o
with Metropolis-Hastings led to unacceptably slow convergence. Thus, the only pa-
rameters to be estimated with MH in the LTP model are 3, 71, and ~,. For each trial,
we generated 100,000 samples of these parameters, and calculated posterior means

using the last 50,000. Each sample was based on simulating the latent process at

K = 70 time points for m = 3, and at K = 140 time points for m = 6. In small
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test runs, we found that MH samples of this size and using these K were sufficient
to achieve convergence and to precisely estimate the posterior means. Generating
100,000 samples took approximately 30 seconds on our computer with n = 30, and

60 seconds with n = 60 for m = 3; computational time roughly doubled for m = 6.

3.8.1 Simulation Results

Simulation results are presented in Table 3.2 for m = 3 and in Table 3.3 for m = 6.
For the CRM and LTP model, we report how often each dose level is selected as the
MTD, and the corresponding score. For the CRM, we additionally report how many
patients, out of n, are on average treated at each dose. This tells us, on average,
how many patients at each dose the LTP model has access to when re-estimating the
MTD at the end of a trial.

The CRM does poorly in scenarios 2-4 because it has few events to work with in
cycle 1. In scenario 4 with 60 patients and 3 cycles, the CRM selects the correct MTD
in only 16.3% of trials (although it selects an MTD within one level of the truth 96.5%
of the time). The true DLT rates in this scenario are (0.07,0.14,0.21,0.30,0.40),
however, the true probabilities of DLT in cycle 1, as depicted in Figure 3.4, are
(0.017, 0.036, 0.06, 0.09, 0.13). The proximity of these first-cycle probabilities with
each other makes it difficult to distinguish between them, particularly with a small
sample size. In scenario 5 with 3 cycles, the cycle 1 probabilities are compressed
even more, and the CRM tends to substantially underestimate the overall DLT rates.
Indeed, for dose level 5, the CRM on average estimates the DLT rate to be 0.16 for
n = 60, lower than the true rate of 0.3. However, because dose level 5 is the highest
level under consideration, the CRM cannot escalate further and ends up selecting dose
level 5, the correct MTD, 92.5% of the time with 60 patients. The LTP model tends
to more accurately estimate DLT rates than the CRM, but paradoxically this leads

the LTP model to select the correct MTD less often in scenario 5. The explanation
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Table 3.2. Simulation results for m = 3 cycles with n = 30 and n = 60 patients.
For each scenario and patient count n, we simulated 5,000 adaptive trials with the
CRM. We then subsampled 500 of these completed trials and re-estimated the MTD
with the latent toxicity process (LTP) model. In all scenarios, the target DLT rate
is 0.3. The stalicized rows show the true DLT rates, i.e., the probability of DLT over
all cycles. The bold entries highlight the results at the true MTD.

Number of Dose Selection Percentage (Number of Patients Treated)
Scenario  Patients  Model 1 2 3 4 5 Score
0.3 0.4 0.5 0.6 0.7
L _3 CRM 63.4(165) 164 (45 11.0(33) 57(24) 35(33) 6.9
1 LTP 77.6 21.0 1.4 0.0 0.0 2.4
L _co CRM 718 (37.1) 17.8(95) 73(61) 24 (36) 0.7 (3.7) 43
LTP 85.4 14.6 0.0 0.0 0.0 15
0.2 0.3 0.4 0.5 0.6
L _s3 CRM "325(103) 10.5(48) 175(al) 127(36) 17.8(71) 12.9
2 LTP 34.4 48.6 15.0 2.0 0.0 53
L _co CRM 302(198) 26.0 (11.7) 220(10.1) 13.9(7.8) 7.8(10.) 10.4
LTP 33.4 57.2 9.4 0.0 0.0 43
0.1 0.2 0.3 0.4 0.5
L _3 CRM TI16(60) 158(43) 174 (42) 165(41) 387(1L3) 133
3 LTP 4.4 43.4 42.2 8.6 1.4 6.4
W_co CRM 57(86) 145 (8.8)  22.6 (10.4) 247 (10.6) 324 (216) 116
LTP 1.4 43.6 52.4 2.6 0.0 4.9
0.07 0.14 0.21 0.3 0.4
L_30 CRM 36 (36) 6.6 (2.9) 93 (32) 13.0 (3.6) 675 (16.7) 95
4 LTP 0.2 12.0 42.2 35.2 10.4 6.8
Lo CRM09(42) 26 (42) 7.1 (5.9) 16.3 (8.2) 73.1 (37.5) 8.6
LTP 0.2 6.0 442 46.2 3.4 5.3
0.06 0.12 0.18 0.24 0.3
L _30 CRM "I6(26) 26 (2.1) 41 (22) 57(26) 859 (20.4) 1.7
5 LTP 0.4 4.2 14.6 36.8 44.0 4.8
Lo CRM 0429 1.0 (2.6) 21(32) 40 (42) 92.5 (47.1) 038
LTP 0.0 1.2 6.6 24.2 68.0 2.5
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Table 3.3. Simulation results for m = 6 cycles with n = 30 and n = 60 patients.
For each scenario and patient count n, we simulated 5,000 adaptive trials with the
CRM. We then subsampled 500 of these completed trials and re-estimated the MTD
with the latent toxicity process (LTP) model. In all scenarios, the target DLT rate
is 0.3. The stalicized rows show the true DLT rates, i.e., the probability of DLT over
all cycles. The bold entries highlight the results at the true MTD.

Number of Dose Selection Percentage (Number of Patients Treated)
Scenario  Patients  Model 1 2 3 4 5 Score
0.3 0.4 0.5 0.6 0.7
" =30 CRM  66.1 (17.8) 15.4 (4.2) 9.8 (2.8) 5.3 (2.1) 3.4 (3.1) 6.4
1 LTP 83.2 16.1 0.7 0.0 0.0 1.7
"= 60 CRM  75.3 (39.7) 14.8(8.8) 7.1(5.2) 21(3) 0.6 (3.4) 3.8
LTP 88.6 11.4 0.0 0.0 0.0 11
0.2 0.3 0.4 0.5 0.6
L3 CRM 315(106) 189 (44) 176(39) 134(34) 186(7.6) 132
2 LTP 31.8 51.7 14.5 2.0 0.0 5.0
"= 60 CRM  27.8(18.7) 26.9 (12.1) 229 (10.8) 14.3(8.4) 7.9 (10.0) 10.3
LTP 28.4 63.1 8.5 0.0 0.0 3.7
0.1 0.2 0.3 0.4 0.5
L3 CRM 04(58) 171(44) 17.1(3.9) 169 (42) 395 (116) 132
3 LTP 4.4 39.1 47.3 8.1 1.1 5.8
"= 60 CRM 5.7 (9.1) 15.6 (9.9) 24.5 (10.9) 24.5(10.8) 29.6 (19.3) 111
LTP 11 39.6 56.7 2.6 0.0 4.4
0.07 0.14 0.21 0.3 0.4
L3 CRM 34(3I) 6.1 (2.8) 101(29) 16.3 (5.2) 64.1(16.0) 9.1
4 LTP 0.1 11.9 38.3 40.1 9.7 6.3
" — 60 CRM 0.7 (3.2) 2.1 (41) 7.5 (6.6) 20.4 (10.3) 69.3(35.8) 8.1
LTP 0.4 5.9 38.5 52.3 2.9 4.8
0.06 0.12 0.18 0.24 0.3
L3 CRM "23(29) 28 (1.7) 43(2.0) 8.6 (3.2) 81.9 (20.1) 2.1
5 LTP 0.2 3.9 11.3 32.9 51.7 4.1
"= 60 CRM 0.9 (3.9) 1.4 (3.1) 3.1(3.8) 5.1 (5.1) 89.4 (44.1) 1.2
LTP 0.0 0.8 6.2 15.9 77.1 138
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is that for dose levels 4 and 5, with true DLT rates of 0.24 and 0.3, respectively, the
LTP-based DLT rate estimates hover around the target rate of 0.3, and sometimes
dose 4 is closer, sometimes dose 5 is closer. In contrast, since the CRM substantially
underestimates the DLT rate of dose 5, it is nearly always closest to the target. A
similar explanation applies for scenario 1, in which the CRM tends to overestimate
the DLT rates and thus often selects the lowest dose, which is the correct MTD. This
dynamic holds for both the 3 and 6 cycle treatments.

In scenarios 2-4, the CRM selects the true MTD between 13% and 26.9% of the
time. Correspondingly, it treats only around 4 patients for n = 30 and 10 patients for
n = 60 at the true MTD. The LTP model thus has few patients treated at the MTD
to use when estimating DLT rates, however it still manages to more than double
the selection percentages of the true MTD, compared to the CRM. Additionally, we
note that increasing the sample size from 30 to 60 patients increases the true MTD
selection percentages by about 10% for the LTP model in scenarios 1-4, and by about
25% in scenario 5. Lastly, with 6 cycles instead of 3, the LTP model selects the true
MTD an additional 3-9% of the time. That is, with more cycles, patients provide

more data for the LTP model, leading to better DLT rate estimates.

3.9 Discussion

We have developed a model for longitudinal toxicity responses in phase I trials, that
accounts for within-subject correlation and cumulative dose effect by positing a con-
tinuous latent toxicity process. The process is designed to mimic the pharmacokinetics
of drug absorption and clearance, tending to increase after a new dose is administered
and the drug is absorbed, before falling off as the drug is cleared. Our model was
inspired by earlier work from Legedza and Ibrahim [15] and Zhang and Braun [17],

particularly in our definition of the mean dose function u(t). However, while these
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earlier works assumed that a patient’s responses across cycles were mutually inde-
pendent, we naturally account for the correlation through the Ornstein-Uhlenbeck
stochastic process. Additionally, borrowing from Doussau et al. [16], we incorporate
LLTSs in our model, allowing us to more precisely determine the location of a patient’s
latent process over time, and thus improving the estimation of DLT rates. However,
our use of a trinary ordinal response (i.e., no toxicity, LLT, and DLT), while conve-
nient, is somewhat arbitrary. The original ordinal responses in phase I trials typically
have six levels, and our model can be extended to handle more levels by adding more
threshold parameters. The utility of adding more levels should be explored.

In our simulations, we found considerable bias in the CRM when using responses
only from cycle 1, even though we tried to improve the method by modeling cycle 1
DLT rates and then extrapolating to m cycles. In practice, phase I trials run with
the CRM may simply equate the cycle 1 DLT rate with the full m-cycle rate, leading
potentially to even greater bias because many DLTs do not occur until later cycles [26].
Even so, our model, using data collected through the CRM, can significantly improve
on the CRM in estimating the MTD.

We suspect that our model would achieve further gains if the CRM had been
run with a randomization step in the dose-finding algorithm. That is, instead of
always moving towards the current estimate of the MTD, the algorithm would allow
a possibility of staying at the current dose or moving in the “wrong” direction, thereby
promoting more exploration among the doses. Given that the CRM is biased in our
context but still often selects an MTD near the truth, randomization may increase
the number of patients treated near the true MTD and thus provide our model with
better data when re-estimating the M'TD.

Initially, we intended to use our model during the adaptive enrollment phase of
a trial, guiding dose selection for new patients just as the CRM does. However,

we found that the LTP model has too many parameters, even assuming « and A
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are known, to precisely estimate DLT rates during the trial, when limited data are
available. Thus, we have proposed using our model to retrospectively analyze data
from completed trials, and in this context we found our model to work well.

In our analysis, we sought to identify the M'TD, a single dose level administered
over multiple cycles. However, our model can also estimate the DLT rate for any dose
algorithm, which specifies how a patient’s dose level should change over the cycles in
response to the patient’s outcomes. For example, the algorithm might specify starting
at a high dose, and then tapering down if a patient has an LLT. Our LTP model could
help identify which dose level to start at and by how many levels to jump down after
an LLT. Because of this flexibility, our model could theoretically be used adaptively
during a trial to determine if dose changes for enrolled patients could be made to
focus their risk of toxicity as close to the target DLT rate as possible. However, the
reality of such an approach would likely be limited by the actual amount of data
available as patients are accrued.

Finally, we note that carrying out the estimation for our model required overcom-
ing significant programming challenges. We first sought to use the JAGS software [50]
to implement Metropolis-Hastings, but it did not allow us to model the observed
trinary outcomes Y. as the trichotomized maximum of a Gaussian process. Although
workarounds may have been possible, we ultimately programmed the MH sampler
ourselves in R and C++ with the Rcpp package [51], taking pains to efficiently cal-
culate the quantities derived in Section 3.4. Using R alone, which we tried, proved
unworkably slow, but with a C++ back-end we find that the code is efficient enough

for practical use.
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CHAPTER 4

Phase I Clinical Trial Method for Flexible

Toxicity and Efficacy Curves

4.1 Introduction

Classic phase I methodology, such as the 3+3 design [2] and continual reassessment
method (CRM) [4], assume that the probabilities of toxicity (") and efficacy (E)
increase strictly with dose. These assumptions are generally accepted for cytotoxic
agents and imply that, among doses with acceptable T', the highest dose has the
highest probability of E. Thus the trials may select the optimal dose based solely
on T. However, for the newer class of molecularly-targeted agents (MTA), the T
and E curves may plateau (increase and then level off) or peak (increase and then
decrease) [27, 28|, as depicted in Figure 4.1. As a result, a phase I method for an
MTA should (1) incorporate both T" and F, since the maximum tolerated dose is not
necessarily the most likely to be efficacious; and (2) allow the curves to vary flexibly
with dose.

Previous authors have developed methods to model both T and E for a single
agent, including Thall and Russell [19], Gooley et al. [20], Braun [21], Thall and
Cook [22], Wages and Tait [23], Thall and Nguyen [24], and Li et al. [25]. All these
methods are novel and have appealing properties, but we restrict our attention to two

methods that are representative of the literature: Thall and Cook, and Li et al.
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Figure 4.1. Three possible dose-response curves, for either toxicity or efficacy.

The “EffTox” method of Thall and Cook uses a parametric model in which the
log-odds of T varies linearly with dose, while the log-odds of E varies quadratically.
The quadratic form can capture both plateaus and peaks. An additional parameter
captures the association between T' and F. To rank the doses, Eff Tox uses a utility
metric which reduces the 7" and E rates to a single-dimensional number, essentially
measuring the distance from a point (7%, 77), where 7% and 77 are probabilities of
E and T, to the optimal point (1,0) where there is always F and never T

The “TEPI” (toxicity and efficacy probability interval) method of Li et al. is an
interval-based method, in which the [0, 1] x [0, 1] grid, with 7¥ on the abscissa and 77
on the ordinate, is partitioned into rectangular subregions. Before the trial starts, a
clinician assigns a rule to each region: either de-escalate, stay, or escalate the dose for
the next cohort. A simple statistical model, in which the probabilities of E and T are
all independent across doses, is used to estimate the rates for the current dose. These
estimates will place the current dose in a subregion of the grid, thus determining the
next dose to select. At the end of the trial, a utility metric is used to select the
optimal dose.

Both the EffTox and TEPI methods are appealing and effective, but they have
some drawbacks. In particular, the parametric forms of EffTox may be too restrictive,
correlating response rates too strongly across doses, while the completely independent

rates in TEPI may not be restrictive enough. To address these issues, we propose
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a method in which we borrow information across doses without imposing a strict
parametric form. Separately for the two outcomes T and E, each dose level has
its own parameter for the probability of the outcome, and these probabilities for
all doses are linked via a covariance matrix that borrows information across doses.
In particular, we transform the probabilities to be unbounded, and then link them
with a conditional autoregressive (CAR) model, which has been used in geospatial
analysis of lattice data [29-31]. In essence, our model treats a set of candidate dose
levels as forming a path graph, with connections between neighboring dose levels.
This CAR model is applied separately for both 7" and E data. To select an optimal
dose, we adapt the utility-based algorithm of EffTox, but we introduce an element of
randomness to encourage exploration among the doses.

Below, we introduce our method, consisting of statistical model and dose-finding
algorithm, then we evaluate its characteristics in a simulation study, and we conclude

with a discussion.

4.2 Model and Methods

4.2.1 Defining the Model

Consider J candidate dose levels, ordered by increasing dose from 1 to J. With n;
patients given dose j, we collect £ and T' counts yf, y]T € {0,1,...,n;}, where, e.g.,
yJT is the number of patients with a dose-limiting toxicity at dose j. We write the
model below, where the * superscript can be replaced by either F for efficacy or T

for toxicity. The model has the same form for each outcome:

yilms ~ Bin(nj,ﬂ;‘),j =1,...,J
g(m™) ~ N(g(ﬂ'g‘), ¥ =01 — /\*W)’lT) (4.1)

*

wt=m ...y, w=[ny ... ™) = skeleton.
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Specifically, y; is binomial with probability parameter 7;. The transformed prob-
abilities g(7*) = [g(7]) ... g(7})] are given a CAR covariance structure, where
g : (0,1) — R is a known link function, e.g., the logit function. The function g
should be monotonic increasing, in which case the prior median of the event proba-
bilities equal the skeleton, i.e. median(7}) = 75;. The J x J matrix W is a weighted
adjacency matrix for our dose levels. To define W, we first define the regular J x J

adjacency matrix W' with ijth element wZTj:

1 ifli—jl=1
wh =20 ifi=j
0 otherwise.

Thus W' has ones just off the main diagonal, and zeros everywhere clse, repre-
senting the adjacency structure of a path graph, as illustrated in Figure 4.2. The
matrix W is defined as the row-normalized (that is, each row sums to one) version
of W', In notation, the ijth element of W is w;; = wzj/wL. The diagonal matrix
T = diag(1/wl ..., 1/w}, +) scales the variance of each g(}) according to how many
neighbors dose j has (either 1 or 2), and furthermore T is needed to ensure that the
covariance matrix ¥* = cov(g(m*)) is positive definite. The matrix X* is a function
of two tuning parameters: o* controls the prior standard deviation of each g(77}) and
thus of each 77; and A* controls the amount of information borrowed across neigh-
boring doses. The ijth element of ¥* which may be useful for model calibration,

is

k[ _*\2/\*\|i—]
Eij =(0")*(\ )‘ d
[(1 + a:)min(z',j)—l + (1 _ x)min(i,j)—l} |:(1 + x)]—max(i,j) + (1 _ x)]—max(i,j)}

8 221+ )~ — (1—2)7]

(4.2)

where z = /1 — (A*)2. See the Appendix for a derivation of this formula.
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Dose levels

Figure 4.2. Path graph structure for J dose levels. The dose levels are ordered by
increasing dosage. Dots represent doses. Lines connect adjacent/neighboring doses.

There is an additional requirement to ensure that 3* is positive definite: we need
A* to satisfy both M wpi, < 1 and N wpa < 1, where wp,in and wy,., are the minimum
and maximum eigenvalues of W [31]. Given our construction of W' (alternatives are
possible for a CAR model; for example we did not have to normalize the row sums),
we have wpy, = —1 and wya = 1 for any J > 2 (see the Appendix for a proof of
this claim). Thus we require A* € (—1,1). However, noting from Equation (4.2)
that negative values of A\* correspond to negative correlations among all first-order
neighbors g(75) and g(77,,), and positive values correspond to positive correlations,
we further restrict the parameter space to A* € (0, 1).

Our model treats F and T as independent outcomes, and no data are shared
between them. While we could introduce a new association parameter between the
outcomes, we refrain based on the recommendation of Cunanan and Koopmeiners [52].
They investigated various copula models to link £ and T and compared with an
independent model, finding that the correlation parameters are difficult to estimate
in copula models given the small sample sizes in phase I trials, and further that the
independent model performs just as well.

As a final comment about the construction of our model, we note that it is called a
CAR model because the multivariate expression g(7w*) ~ N (g(w¢), o™ (1; — \*W)~1'T)

can be equivalently written [31] as the conditional univariate expression

J
9(m)|g(myy) ~ N (g(w;;j) + A wilg(mr) — glmgy)], o /wj.+> (4.3)

for j = 1,...,J, where 7723) = [r} ... 7}

5 Ty --. my). In this form, we see that
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each g(m}), given its first-order neighbors, is conditionally independent of the other
g(my). This is because wj; = 0 in (4.3) whenever dose k is not a first-order neighbor
of dose 7, so the sum on the right-hand side has only one or two non-zero terms.
This conditional form of the model also more clearly shows the roles A* and ¢* play,
and in particular we see precisely how A\* controls borrowing from neighboring doses.
Lastly, we see the consequence of choosing to use a row-normalized W: it turns the
sum in (4.3) into an average, since if dose j has m first-order neighbors, then w;;, will

be 1/m for those neighbors and zero for all other doses.

4.2.2 Estimation of Model Parameters

In this section, for convenience we drop the superscript * denoting either toxicity or
efficacy. The estimation procedure we describe will be carried out twice, once for each
outcome. To estimate the parameters w = [ ... 7], we use the Metropolis-Hastings
(MH) algorithm to generate a sample from the posterior distribution p(g(7)|y), and

then transform it via ¢! into a sample from p(w|y). First, let n; = g(m;) and
n=1[m ...ns]. Then
7155 M)

Y15, mG)p(ni|ne)) (4.4)
oc p(y;|m;)p(ns1mg))-

p(nly, me)) o< pl
o< p(

Thus to generate a sample from p(n]y) with the MH algorithm, we must calculate
p(y;lm;)p(ni|mey), 5 =1,...,J. This is straightforward, since p(y;|n;) is binomial from
(4.1) and p(n;|n(;) is univariate normal from (4.3). We implement the MH algorithm
using the JAGS software [50]. With JAGS, the user must specify three sample sizes:
one for adaptation (during which JAGS adjusts proposal distributions to achieve op-
timal mixing), one for burn-in, and finally one from the posterior distribution. In our

experience, it is more than sufficient to specify these sample sizes as 1,000, 5,000, and

20,000, respectively, and generating this chain takes less than two seconds.
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4.2.3 Estimation of DLT Rates

The MH algorithm provides us with a sample of size S from p(n*|y), where n* =

*(5), Our posterior estimates of the event

g(m*). We denote this sample as n*), ... n
rates are then #* = E[m*|y] = E[g~'(n*)]y] = Zle g ' (m*@)/S. This estimator
can be interpreted as the posterior probability of the event (toxicity or efficacy) for a
new patient assigned to dose j. That is, Pr(y;" = 1|y) = E[Pr(y;*" = 1|7}, y)|y] =
E[Pr(y;" = 1|7})|y] = E[r}|y], where " is the binary outcome for the new patient.

With our sample, we can also easily calculate posterior credible intervals for the 77

and other posterior quantities of interest.

4.2.4 Dose-Finding Algorithm

Running a phase I trial requires an algorithm for selecting which dose to assign to
the next patient. The algorithm will proceed by iteratively moving toward the “best”
dose and updating our estimates of w¥ and 7’ Since we have two outcomes, we need
a metric that combines efficacy and toxicity rates into a one-dimensional number for
each dose, allowing us to rank the pairs r; = (77", 7). We adopt the metric developed
by Thall and Cook [22], called desirability and denoted 6(w) for 7 € [0, 1]2.

To calculate desirability, first pick three points, 7r1r, ﬂ';, 71';) € [0,1]? that are equally
desirable. Fit a parametric curve of the form 77 = f(7¥) = a + b/7F + ¢/(7F)?
through these three points and call this contour C. For any point @ € [0,1]?, we
can draw a line that connects it to the point (1,0) and that intersects C; denote this
point of intersection q. Note that the point (1,0) has optimal desirability, since the
probabilities of efficacy and toxicity are 1 and 0, respectively. The desirability of the

point 7r is then

lla — (1, 0)]]
mw) = r—F7""—— —1 (4.5)
[l — (1, 0)]]
where || - || denotes Euclidean distance, so that higher values of ¢ are better. The
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process of calculating §(7) is depicted in Figure 4.3.

With this desirability metric, we propose the following algorithm, adapted from
Thall and Cook with a slight modification. First, we define a set of acceptable doses.
Given data D, a dose j is acceptable if both

Pr(rf > x”|D) > p* and
Pr(n! < 7z7|D) > p*

where 7% and 77 are lower and upper bounds, respectively, for efficacy and toxicity,

P
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0.0 - ; / i
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Probability of Efficacy

Figure 4.3. Efficacy-toxicity trade-off contours. All points on a contour have the
same desirability. The reference contour C is formed by connecting the clinician-
chosen points WI, 7r$, 7r§. The desirability of a point 7r is inversely proportional to its
distance from the point (1,0), according to Equation (4.5). This figure is based on a

similar one in Thall and Cook [22].
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and p” and p” are probability cutoffs. These four quantities are fixed at the beginning
of the trial. If no dose meets these acceptability criteria, then the trial is stopped
early. Otherwise, calculate §(7r;) for the current dose j and its first-order neighbors.
We then randomly select the next dose as one of these two or three dose levels, where
the probability of picking dose k is proportional to exp(d(7;)). The selected dose is
assigned to a new cohort of m patients, where m is typically 1 or 3. When the trial
has finished following the desired number of patients IV, the optimal dose is the one

with the highest estimated desirability.

4.2.5 Calibrating the Method

In addition to choosing the J doses, the number of patients N, and the cohort size

m, our method requires setting the following parameters: the probability skeletons

E

mg; and mi;, j = 1,...,J; the prior standard deviations ¢

T

and o' and the prior

correlations A¥ and A”; the minimum acceptable F rate 7% and the maximum ac-

ceptable T rate #'; the probability cutoffs p” and p’; and the equal-desirability

points 71'1 ,ﬂg,ﬂ';. The skeletons, minimum/maximum acceptable rates, and equal-

desirability points may be chosen by a clinician. The parameters o?, o7, AP, AT, p¥,
and p? should then be set by computer simulation. To reduce the dimension of the

search space, we recommend fixing 0% = o7, A¥ = AT, and p¥ = p”.

4.3 Simulation Study

We conduct a simulation study, simulating adaptive trials and evaluating the per-
formance of our CAR method. We also compare our method with three others: the
CRM using only toxicity data, the Eff Tox method of Thall and Cook, and the TEPI
method of Li et al. The true model that we use for simulating data is very simple.

Et
and 7"

For each dose level there is a true T and E rate 7" i , and we simulate

J
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) and Bern(72""). Note that,

o . Tyt
an individual patient’s outcomes from Bern(m; ™" J

J

according to our simulation scheme, a patient’s E' and T" outcomes are not correlated.

4.3.1 Simulation Scenarios

We adopt the simulation scenarios from Thall and Cook (referred to as TC) and Li
et al. (referred to as Li).

In TC, there are J = 5 doses, N = 72 patients enrolled in cohorts of size m, and
the true E and T rates always increase with dose across six scenarios. Our method is
not optimized for strictly increasing £ and T rates, but we are nonetheless interested
in how our method performs in this context. As we are borrowing the scenarios from
TC, we do not need to implement their EffTox method, and we simply re-report
their results with m = 3. Additionally, since our dose-finding algorithm is adopted
from EffTox, we can also use their tuning parameter values: 7 = 0.5, 77 = 0.1,
pP =pT = 0.1, w = (0.45,0), w} = (0.55,0.1), i = (0.84,0.16). We use cohorts of
both m = 3 and m = 1 for the CAR method. For the skeletons, we set m;; to the
average of ﬂ;’true across the six TC scenarios, giving 7% = [0.26, 0.40,0.52, 0.62,0.71]
and w7 = [0.05,0.08,0.11,0.15,0.21]. We calibrated the prior standard deviation and
correlation parameters via simulation to be 0% = o7 = 0.7 and \* = \T = 0.5.

In Li, J =4, N =27, m = 3, and the T rate always increases while the £ rate
may increase, plateau, or peak in six scenarios. In scenario 3, we note that the E rate
has a dramatic peak, increasing from 0.1 to 0.7, then falling to 0.2 across the first
three dose levels. The Li paper compares its TEPI method with both EffTox and the
CRM, so we re-report these results and add in those from our CAR method. Since Li
also implemented EffTox, we use their tuning parameter values: 7% = 0.4, 77 = 0.4,
p? = 0.3, p7 = 0.05, 7l = (0.2,0), 7} = (1,0.6), 7k = (0.5,0.5). We set the skeletons
to wf =[0.4,0.4,0.4,0.4] and w7 = [0.1,0.2,0.3,0.4]. We calibrated the remaining

parameters to be 0¥ = o7 = 0.7 and \¥ = \T = 0.5.
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In each scenario, we simulate 1,000 adaptive trials with our CAR method. When
looking at the TC scenarios, in addition to evaluating our method with both m =
3 and m = 1, we also vary the dose-finding algorithm. That is, in one version
we randomize the next dose selection based on estimated desirability as described
previously, while in another version we remove the randomization, always picking
the dose with highest estimated desirability, subject to a constraint preventing the
algorithm from moving by more than one dose. However, we only calibrate the model

parameters once, with m = 3 and using randomization.

4.3.2 Simulation Results

The comparison of CAR with EffTox in the TC scenarios is in Table 4.1. The com-
parison with TEPI, CRM, and EffTox from Li is in Table 4.2. Focusing first on the
TC scenarios, we note a general trend that the CAR method tends to prefer lower
doses than EffTox. In scenarios 1 and 4, where the highest dose is optimal, EffTox
selects the right dose more often than CAR. In scenarios 2 and 3, where the optimal
dose is not the highest, CAR with randomization selects the optimal dose more of-
ten than EffTox, and further EffTox too often selects doses above the optimal which
leads to excessive risk of toxicity. We also observe, comparing the different versions
of CAR, that adding randomness to the dose-finding algorithm can lead to big gains
in selecting the true optimal dose, while reducing the cohort size from 3 to 1 leads
to modest gains. We call attention in particular to scenario 1, where the gains from
randomization are quite large. Finally, in scenarios 5 and 6, all the doses are unde-
sirable, either too toxic or not sufficiently efficacious, and both EffTox and CAR do
similarly well at stopping the trial early and not recommending any dose for further
testing.

In the Li scenarios in Table 4.2, CAR typically performs around as well, and

sometimes better than TEPI; and mostly better than both EffTox and CRM. The

65



Table 4.1. Simulation results comparing CAR method with EffTox, and using Thall
and Cook’s scenarios. In these scenarios, the true rates of ¥ and T always increase
with dose. The CAR method uses either 24 cohorts of 3, or 72 cohorts of 1. The
dose-finding algorithm is either deterministic or random with selection probabilities

proportional to exp(estimated desirability).

In the 4 CAR columns, the label in

parentheses indicates the cohort size (1 or 3) and the type of dose-finding algorithm
(D for deterministic or R for random). For EffTox, there are 24 cohorts of 3 patients,
and the dose-finding algorithm is not randomized. In each scenario, the highlighted
row shows the desired outcome, which is either the optimal dose or stopping early.

Dose | True Probability Selection Percentage (Number of Patients Treated)

Scenario | Level | Tox  Eff | Desir. EffTox CAR (3D) CAR (3R) CAR (1D) CAR (1IR)

1 1 0.01 0.05-043 ( 0) 0.0 (3.0) 0.0 (5.5) 0.0 (1.0) O 0(2.2)
2 0.02 0.20 | -0.32 0 (4.0) 0.4 (3.3) 0.0 (7.2) 0.0 (1.6) .0 (5.0)
3 0.03 0.35]-0.18 7 (5.1) 2.0 (12.3) 2 (16.1) 3.6 (9.8) 4 (15.6)
4 0.04 0.60 | 0.27 8 (7.1) 94.8 (52.4) 30.0 (25.1) 92.8 (57.9) 22 0 (27.5)
5 0.05 0.80 | 1.17 92 8 (52.2) 1.6 (0.7) 68.0 (17.8) 2.4 (1.0) 77.6 (21.7)
Early Stop 0.7 1.2 0.8 1.2 0

2 1 0.01 057|026 |0.1(54) 22.0 (17.4) 31.2 (19.0) 2.8 (2.9) 22.0 (12.4)
2 0.03 058 | 0.24 |20.5(21.6) 324 (23.7) 32.8(234) 21.6 (15.4) 28.0 (21.8)
3 0.06 0.60 | 0.22 | 61.9 (29.5) 44.0 (28.3) 33.6 (18.2) 71.6 (48.4) 45.6 (22.7)
4 0.20 062 |-0.24 |16.1 (11.6) 1.2 (2.4) 4 (8.9) 2.8 (4.4) 2.8 (11.5)
5 0.32  0.64 | -0.50 | 0.9 (3.6) 0.0 (0.0) 0.0 (2.4) 0.0 (0.0) 0.4 (3.2)
Early Stop 0.5 0.4 0 1.2 1.2

3 1 0.02 020 | -0.32 | 0.0 (3.4) 0.0 (3.1) 0.0 (7.2) 0.0 (1.0 0.0 (3.5)
2 0.03 040 | -0.12 | 1.6 (8.8) 2.0 (6.4) 20(142) 04 (3.2) 0.8 (12.6)
3 0.04 060|027 |32.2(20.8) 644 (43.4) 39.2(224) 60.0 (42.3) 38.0 (25.0)
4 0.06 0.68 | 046 |49.4 (22.3) 33.6 (18.8) 54.8 (20.5) 38.8 (25.1) 53.2 (22.9)
5 0.20 0.74 | -0.20 | 15.7 (16.0) 0.0 (0.2) 4.0 (7.7) 0.0 (0.0) 7.6 (7.9)
Early Stop 1 0 0 0.8 0.4

4 1 0.01 052|012 ]0.0(3.5) 12.4 (12.4) 3.2 (14.1) 0.4 (1.3) 2.0 (7.9)
2 0.015 0.62 | 0.41 | 0.1 (4.3) 31.6 (23.8) 12.0 (19.6) 11.2 (8.9) 7.6 (15.4)
3 0.02 071|080 |1.1(5.3) 51.6 (33.2) 36.8 (18.7) 76.4 (53.9) 23.6 (19.8)
4 0.025 0.79 | 1.39 | 4.6 (6.6) 4.4 (2.6) 30.8 (13.2) 12.0 (8.0) 41.6 (18.9)
5 0.03 086|224 |94.0 (52.2) 0.0 (0.0) 17.2 (6.4) 0.0 (0.0) 25.2 (10.0)
Early Stop 0.1 0 0 0 0

5 1 0.18 0.05|-0.51 |0.1(3.4) 0.0 (3.1) 0.0 (5.1) 0.0 (1.1) 0.0 (2.1)
2 0.22 020 | -0.47 | 0.9 (8.3) 0.0 (5.3) 0.0 (7.2) 0.4 (4.4) 0.0 (4.7)
3 0.26 0.35|-0.46 | 1.6 (3.6) 0.4 (12.6) 1.6 (12.9) 0.4 (10.6) 0.8 (11.0)
4 0.30 047 |-0.49 | 1.4 (0.8) 0.8 (7.6) 0.8 (9.1) 0.0 (6.2) 0.8 (8.1)
5 0.33 058 | -0.52 | 0.2 (0.3) 0.4 (2.9) 0.8 (3.2) 0.0 (2.0) 0.8 (3.2)
Early Stop 97.3 98.4 96.8 99.2 97.6

6 1 0.08 0.15|-0.40 | 0.4 (5.3) 0.0 (3.6) 0.8 (6.6) 0.0 (1.6) 0.0 (3.2)
2 0.18 0.38|-0.33 | 11.4 (20.1) 4.0 (14.5) 12.0 (15.6) 5.2 (11.9) 5.6 (13.1)
3 0.25 052 |-0.39 | 1.3 (4.5) 4.0 (16.7) 7.2 (18.2) 20 (16.1) 6.0 (15.9)
4 0.30 059 | -0.47 | 0.0 (1.1) 2.8 (8.4) 3.6 (9.5) 2.0 (6.6) 2.0 (8.0)
5 0.33  0.62 | -0.54 | 0.0 (0.4) 2.0 (2.0 1.6 (3.1) 0.4 (1.6) 0.8 (2.6)
Early Stop 86.9 87.2 74.8 90.4 85.6
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Table 4.2.
EffTox, and using Li et al.’s scenarios.

Simulation results comparing CAR method with TEPI, CRM, and
In these scenarios, the T' rate always in-

creases with dose while the E rate may increase, plateau, or peak. There are 4 dose
levels, and we enroll up to 27 patients. In each scenario, the highlighted row shows
the desired outcome, which is either the optimal dose or stopping early.

Dose | True Probability Selection Percentage (Number of Patients Treated)

Scenario | Level | Tox Eff | Desir. | TEPI CRM EffTox CAR

1 1 0.16 0.05|-0.19 |22.1(6.0) 7.9 (7.9) 0(3.1) 0.8 (6.2)
2 02 0.1 [-0.16 [17.9(5.7) 23.6 (7.5) 0 (3.1) 0.0 (6.6)
3 0.25 0.15[-0.13 | 172 (5.1) 31.9 (6.3) 0 (3.8) 7.2 (4.3)
4 0.3 0.18 |-0.12 | 7.5 (4.3) 36.6 (5.2) 8 (5.3) 12.4 (4.2)
Early Stop 35.3 0 92 79.6

2 1 0.15 0.8 [1.96 |839(9.1) 6.3(7.5) 66 (17.8) 82.4 (13.6)
2 0.2 08 |1.50 13.6 (8.5) 23.6 (7.6) 30 (8.4) 13.6 (8.3)
3 025 0.8 |[1.12 |21 (5.6) 32.7 (6.5) 3 (0.7) 3.1 (3.7)
4 0.3 0.8 [0.82 |0.3(3.8) 374 (5.3)  1(0.1) 0.9 (1.5)
Early Stop 0.1 0 0 0

3 1 0.1 0.1 [-0.13 |7.2(4.4) 2.1 (5.5) 3(3.7) 0.4 (7.0)
2 0.2 0.7 |1.08 |83(12.3) 32.1(8.9) 42 (11.8) 88.0(10.7)
3 0.3 0.2 [-0.10 |0.3(7.1) 60.6 (10) 3 (4.3) 0.8 (6.5)
4 0.7 0.1 [-0.35 |0.1(2.3) 5.2 (2.6) 2 (2.0) 0.4 (1.8)
Early Stop 4.4 0 50 10.4

4 1 0.15 0.43 (032 |[53.9(6.1) 7.7(7.7) 19 (7.3)  41.6 (10.4)
2 0.2 0.52 048 |41.3(9.6) 43.8(9.7) 49 (12.4) 444 (9.1)
3 04 05 [0.15 |3.6(9.0) 41.7 (7.6) 22 (5.3) 10.9 (5.4)
4 0.5 0.6 |0.06 1.2 (2.1) 6.8 (2.0) 5(1.1) 2.7 (2.1)
Early Stop 1.2 0 6 0.4

5 1 0.1 0.2 [-0.03 [16.4 (4.7) 3.1(54) 1 (3.6) 2.4 (8.1)
2 02 0.6 |0.71 |654(86) 25.0(82) 48 (12.4) 68.8(10.0)
3 0.3 06 |0.48 13.8 (7.2) 454 (8.6) 38 (8.5) 22.3(6.2)
4 04 06 |0.25 1.0 (4.9) 26.5 (4.8) 10 (2.0) 6.5 (2.7)
Early Stop 34 0 3 0

6 1 0.5 04 [-0.07 |33.9(14.9) 99.3 (25.8) 16 (7.9) 19.2 (9.8)
2 0.6 05 [-0.12 |0.3(1.8) 0.7 (1.1) 13 (6.6) 9.1 (6.0)
3 0.7 0.6 |-0.20 |0.0(0.1) 0.0 (0.1) 2(1.2) 1.6 (0.8)
4 0.8 0.8 |[-0.27 |0.0(0.0) 0.0 (0.0) 0 (0.2) 0.0 (0.6)
Early Stop 65.8 0 69 70.1
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CRM in particular does quite poorly across scenarios, as it does not make use of
efficacy data. In scenarios 2-4, the true optimal dose is one of the two lowest, and
we suspect that this contributes to CAR beating EffTox, as again, EffTox appears to
want to select higher doses. In scenario 1, CAR beats TEPI in stopping early more
often. In scenario 5, TEPI and CAR select the true optimal dose around as often,
but TEPI more often selects the lowest, non-efficacious dose, while CAR more often

escalates to more toxic doses even though efficacy has plateaued.

4.4 Discussion

We have proposed a method for phase I clinical trials in which we share informa-
tion across doses without restricting the shapes of the dose-toxicity and dose-efficacy
curves. Our method is applicable to settings in which the true curves cannot be as-
sumed strictly increasing. Thus, while we do not recommend our CAR method for
evaluation of cytotoxic chemotherapies, it may be appropriate for MTAs. The mech-
anism of action of MTAs is such that, beyond a threshold, further dose escalation
may not increase toxicity or efficacy rates, and in some cases may lead to decreasing
rates [27,28].

In evaluating our method, we tried varying both cohort size and whether the
dose-finding algorithm uses randomization in selecting a dose for the next cohort,
as opposed to always picking the dose with highest estimated desirability. In our
experience, clinicians often prefer cohorts of three, perhaps due to familiarity with
the 3+3 method. Simulation results suggest, however, that the CAR method benefits
from cohorts of one, leading to modest increases in selecting the true optimal dose.
Randomization produces even larger increases, and additionally encourages greater
exploration of the doses, leading to more information on toxicity and efficacy across

the range of doses. However, our use of exp(estimated desirability) for the randomiza-
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tion probabilities (after sum-to-one standardization) was based on convenience, and
alternatives should be investigated.

As with many phase I methods, our method has a number of tuning parameters
to specify before starting the trial. In addition to the skeletons and equal-desirability
points, there are parameters which may be considered less intuitively meaningful and
thus harder to tune. For this latter set of parameters, we find it convenient to equate
corresponding parameters between the efficacy and toxicity models, thereby reducing
the number of free parameters. While this likely prevents us from optimally tuning
the method, it makes the tuning far more feasible, and our simulation study suggests
the results are still satisfactory.

Finally, we note that the CAR method may be readily extended to study combi-
nation therapies. A first-order neighbor of a combination dose may be defined as any
other combination dose reachable by changing exactly one component dose by one
level, either up or down. After defining this neighborhood structure, many details

will carry through from our single-therapy CAR method.

4.5 Appendix

4.5.1 Eigenvalues of the Row-Normalized Adjacency Matrix

Claim. The minimum and maximum eigenvalues of the row-normalized J x J adja-
cency matrix W are —1 and 1, respectively.

Proof. First we show that all eigenvalues of W must belong to the closed interval
[—1,1]. By the Gershgorin circle theorem [53,54], all eigenvalues of W must lie in
at least one closed interval of the form [w;; — w;;, wj; +w;4], for j =1,...,J where
wj; is the jth diagonal element of W and wj is the jth row sum of W. In our case,
w;; = 0 and w; = 1 for all j, so the J intervals are all the same: [—1,1]. Thus all

eigenvalues lie in [—1, 1].
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Next we show that both —1 and 1 are indeed eigenvalues of W, and are therefore,
by Gershgorin, the minimum and maximum eigenvalues. Since the row-sums of W
are 1, we have W1; = 1;, where 1; is a vector of ones. Thus 1 is an eigenvalue of
W. Our argument for —1 being an eigenvalue is more involved. Recall that we are
treating the J dose levels as forming a path in the graph theoretic sense. A path is
a bipartite graph [54], meaning the nodes (doses) can be partitioned into two sets
such that the connections are always between sets, and never within sets. Figure 4.4
illustrates this for the case J = 6.

Given this graph structure, the nodes can be re-ordered (as numbered in Figure
4.4) so that W is a block matrix with O-matrices on the diagonal,

oot ]
Wy O

where n = [J/2] and m = | J/2], and the two non-zero submatrices Wy (n x m) and
W, (m x n) both have have row-sums equal to 1. Note that the labeling of nodes,

and thus their order in W is arbitrary, and in particular changing the order does not

7 0O 0 0:1 0 0O
0 0 0:!% ¥ 0
' 0O 0 0:0 Y2 ¥
> Y2 ¥ 0.0 0 O
0 Y% %:0 0 O

</ :
0 0 1:0 0 O

Figure 4.4. Bipartite graph structure and associated row-normalized adjacency
matrix, with six dose levels. The doses have been relabeled corresponding to the
bipartite structure.
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change the eigenvalues. Now consider the column vector v = [1,,, —1,,]7. We have

Onxn Wl ]-n _Wllm _]-n
WV — = =
W2 0m><m _]-m W21n ]-m

Thus —1 is an eigenvalue of W, and this completes the proof. []

= —V.

4.5.2 Derivation of the CAR Covariance Matrix

We derive a closed-form expression for the ¢jth element of the covariance matrix
3* = (0%)?(I; — A*W)~!T. For convenience, we drop the superscript * notation.
First we note that A = o?2~' = T YI; — A\W) = T' — AW, where T™! =

diag(wh, . ,wh). Thus the matrix A is tridiagonal, with the form

SN -
A2 = 0
-\ 2
A=
2 -\
0 )
L _)\ 1_

Using the formula of Usmani [55], the ijth element of the inverse of A is

(=1)(=N)""0;1¢j41/0, fi<j
(_I)Hj(_)‘)iijej—lgbi-u/a] ifi1>7

= N Buini g1 Pmaxiy 1/ 01

(A7) =

where 6; and ¢; satisfy the recurrence relations
0; = (T Ybiy — N0,y fori=2,3,...,J;
¢i = (T iy — Noipp  fori=J—1,...,1;
with initial conditions 6y = 1, 6; = (T"Y);1 =1, ¢y41 = 1, and ¢p; = (T 1) ;5 = 1.

(4.6)

For our matrix A, which is symmetric and persymmetric, we see that the sequence

0; is just the sequence ¢; in reverse, that is, ¢; = 6;_;,1. Thus our expression for
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(A1), simplifies to

(A = A0, 000510 —max(ig) /0- (4.7)

Our task now is to find an explicit formula for #; given the recurrence relation in
Equation (4.6). This relation can be broken up into two parts, noting that (T™'); = 2
fori=2,...,J —land (T ), =1:

0, =20,_1 — \°0,_y fori=2,3...,J—1, and (4.8a)
0;=0,_1— \0,_,. (4.8b)

Equation (4.8a) can be solved with a generating function [56], giving 6; = $[(1 +
) 4+ (1 —2)] fori = 2,...,J — 1, where = /1 — X2. Plugging this expression
for §; into Equation (4.8b) gives 6; = $z[(1+ z)’~! — (1 — z)’7']. We now have a
closed-form expression for 0; for ¢ = 0,...,.J, which we plug into Equation (4.7) for

our final result:

— o2 )\l

[(1 + x)min(i,j)fl 4 (1 . CC)rnin(i,j)fl} [(1 + x)meax(i,j) 4 (1 . x)meax(i,j)}
2¢[(1 4+ x)/-1 — (1 — z)/-1] ’
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CHAPTER 5

Conclusion

In this dissertation, we identified three settings in which commonly available phase
I data could be better leveraged to estimate an optimal dose for a single agent. In
Chapter 2, for a cytotoxic agent for which one dose administration is sufficient for
determining the DLT rate, we proposed counting multiple DLTs and LLTs per patient,
and we found that our method often improved the estimation of the probability of
having at least one DLT, relative to the CRM. Other methods accounting for multiple
events have been developed [11-14], but ours does so in a way which does not require
the redefinition of the maximum tolerated dose to work with a new endpoint. Our
method could be extended to handle partial patient follow-up in a manner similar to
the time-to-event CRM [5], allowing a new patient to be enrolled before the previous
patient has reached the end of the observation period. This could speed up a trial and
reduce operational costs, but care must be taken to not lose the benefits of sequential
adaptation. Future research may explore acceptable wait-times between patients, and
how to down-weight patients with partial follow-up.

In Chapter 3, for a cytotoxic agent administered multiple times, and for which
toxicities may be delayed and cumulative dose is important, we developed a model
inspired by pharmacokinetics to estimate the probability of DLT over all cycles of
administration. Our model builds on previous work [15-18] by incorporating four

elements we consider important: allowing for a cumulative dose effect, allowing the
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dose to change between cycles, accounting for within-patient correlation of responses
across cycles, and allowing the occurrence of LLT in one cycle to alter the probability
of DLT in a subsequent cycle. We encountered challenges developing a model that
includes all of these desired features and remains estimable from datasets of limited
size. We determined that some parameters needed to be fixed, rather than estimated,
by eliciting values from experts. As a final concession, we presented our model for use
in retrospectively analyzing data from a completed trial, rather than prospectively
guiding a trial through its adaptive dose-finding phase. As a retrospective method,
however, we found promising results: if a trial is run with the CRM using only cycle
1 responses, but data from all cycles are collected, then our model can reanalyze the
data at the end of the trial and better estimate the MTD.

In Chapter 4, for a molecularly targeted agent, for which both toxicity and efficacy
responses must be accounted for in selecting an optimal dose, we adopted the condi-
tional autoregressive model to estimate response rates. Previously developed methods
have incorporated toxicity and efficacy [19-25], but the contribution of our method
is to borrow response information across dose levels without imposing any functional
form on the dose-response curves. Simulations showed that our method could adapt
to a variety of dose-toxicity and dose-efficacy patterns, and often performed at least
as well as competing methods. As we described above for the methods of Chapter 2,
our CAR method could similarly be extended to handle partial follow-up. Such an
extension may be particularly compelling when modeling both toxicity and efficacy,
as the timescale for observing the two responses may greatly differ, with efficacy often
taking longer to determine. If efficacy, for example, takes half a year to assess, then
requiring full follow-up for 30 patients would take 15 years, which is likely unaccept-
able, particularly if toxicity can be assessed within only one month. Allowing partial
follow-up could make such a trial feasible.

We also note that our CAR method can be naturally extended to study com-
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bination therapies. With k agents, the neighborhood graph for the CAR method
would be a k-dimensional lattice, and two combination dose levels would be first-order
neighbors if exactly one of the k agents differ by one level. With this neighborhood
structure, the associated adjacency matrix can be easily defined and many details of
our single-agent method carry through. Further research may explore the utility of
this method in both phase I and phase II trials.

In all of the work presented in this dissertation, we found untapped information
in data that are already routinely collected, and we developed methods to exploit this
information to improve the conduct of phase I trials. Although many phase I trials
still use the 3+3 design or a variant for both cytotoxic agents and MTAs [1,32], it
is incumbent upon statisticians to continue developing and arguing for feasible, more

efficient alternatives. The safety and well-being of patients depends on it.
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