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Abstract In this chapter, we start with the review on three classes of methodologies
for oncology dose-escalation trial design: the 343, the statistical model-based
approach including Continuous Reassessment Method (CRM) and Bayesian Logis-
tic Regression Model (BLRM), and the toxicity interval-based algorithms such
as Bayesian Optimal Interval Design (BOIN) and Toxicity Probability Interval
method (TPI) and their respective variations. The focus of this chapter is to give
a comprehensive outline of the various statistical extensions of these methods
to address the statistical challenges caused by the prolonged safety evaluation
window, or equivalently, the fast enrollment rate. They include, in CRM and BLRM
class, the weighted likelihood function method (TITE-CRM), TITE-CRM aided by
suspension rule or Bayesian predictive risk for toxicity to avoid aggressive dose
escalation, the TITE-CRM that leverages drug cycle information, adaptive time-to-
event toxicity distribution, and three-parameter logistic regression extension on the
basis of BLRM. In the toxicity interval-based class, we review R-TPI method for the
Toxicity Probability Interval method, TITE-BOIN which imputes the unobserved
DLT, and BOIN12 which models the long-term toxicity and efficacy concurrently.
The methods under discussion can play a valuable role in improving the accuracy
of optimal dose identification without sacrificing patient safety or significantly
prolonging the trial duration.

1 Introduction

In the pharmaceutical industry, identifying the proper dose of experimental drugs is
a critical mission in early phase development. In the field of oncology, the 1960s—
1970s witnessed the advent of chemo/radiotherapy for cancer treatment. In these
settings, the correlation between the dose of chemotherapy drugs and efficacy is
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established within a certain dose range. However, dose is a double-edged sword,
that is, when the dose is too low, there is little chance for patients to derive treatment
benefit while enduring possible toxicity. On the other hand, the unnecessarily high
dose increases the risks of adverse events that might offset the improvement of the
quality of life as a result of tumor response. Dose-limiting toxicity, DLT, is defined
as the type of adverse events that prohibit further dose escalation in the hope for
better efficacy.

In a traditional oncology setting, it is generally accepted that the chances for both
DLT and tumor response increase concurrently as the dose escalates. A desirable
dose that can be used in the latter development stage, therefore, should be at the
level that strikes a proper balance between the possibility of achieving efficacy and
the level of toxicity that can be managed. Such a dose level, which is defined as
maximumly tolerated dose (MTD) or recommended dose for phase 2 trial (RD2P),
typically has a DLT rate ranging from 20 to 30%, depending on the specific disease
condition and drugs’ mechanism of action [18].

The first-in-human (FIH) oncology trial is typically a dose-escalation study with
the primary objective of identifying MTD or RD2P. The oldest yet still the most
widely used approach is a rule-based algorithm such as the 343 method [17].
Briefly, the patients will be enrolled to a specific dose level in a cohort with a fixed
size (typically N = 3). If none of them experiences any DLT, the next cohort of three
subjects will be enrolled to the next higher level. If one subject has at least one DLT,
the current dose will be expanded to another three subjects to further characterize
the safety profile with the emphasis on DLT. If two or more subjects have DLT
among six subjects, the dose will be declared as a non-tolerated dose (NTD). The
dose that is one level below NTD, if already has six subjects tested for DLT, will be
declared as MTD.

Apparently, the 34-3 method suffers several shortcomings. In theory, it can only
target MTD with a DLT rate between 17 and 33% without adequate precision due to
its simple rule-based nature. Secondarily, empirical experience shows that the 3+3
approach tends to prematurely stop a trial by identifying as MTD the dose level that
is lower than a potentially efficacious and tolerable level. As a result, this design
leads to a majority of the trial participants being treated at the suboptimal level and
not getting the clinical benefit they otherwise could.

It has been reported that one of the main reasons for the failures in late-phase
clinical development is improper dose selection during early phase trials. The
methodology such as the 34-3 design, which lacks statistical rigor, is arguably to
blame. In 1990, O’Quigley et al. [14] proposed a statistical model-based dose-
finding algorithm called Continual Reassessment Method (CRM), which later
adopted the full Bayesian solution. It updates the parametric model for dose-toxicity
curves based on prior knowledge and the accumulative data in real time. For a
first-in-human trial with sparse data and rapid decision-making, this approach is
conceptually appealing and in practice demonstrates ability superior to 3+3 in
identifying dose levels that have a better chance to succeed in the later development
stage. Within the Bayesian framework inspired by CRM, a more modified version
of model-based methods, such as Escalation with Overdose Control (EWOC) and
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Bayesian Logistic Regression Model (BLRM), have also been put forward and
widely applied in the pharmaceutical industry [13].

On the other hand, it has been debated whether it is either necessary or feasible
to characterize the full dose-toxicity model using sparse phase I trial data. Both
CRM and BLRM require Bayesian modeling of the toxicity data at all dose levels,
increasing the operational complexity. More importantly, they are not as simple and
transparent as the 343 design which the clinical team can readily understand and
deploy.

Therefore, simplified versions of model-based methods, sometimes dubbed as
statistical model-assisted methods, have also been proposed, as exemplified by the
Bayesian Optimal Interval (BOIN) design and the Modified Toxicity probability
Interval (mTPI) design [8, 11]. These models do not attempt to characterize the
whole dose-toxicity relationship within the dose range being tested; instead, they
base the dose recommendation on the frequentist or Bayesian posterior probability
of observed toxicity at individual dose level in relation to a prespecified target DLT
interval. By doing away with modeling all the observed toxicity data all at once,
these interval-based designs provide transparent decision rules that are uniformly
applicable to all the dose levels, which is based on the exhaustive enumeration of
foreseeable cohort size and DLT number. Essentially, BOIN and mTPI methods
provide nearly as transparent and simple implementation as the 3+3 design, with a
performance at least comparable to the more complicated CRM or BLRM model.

Among many challenges Phase I dose-finding trials face, delayed or long-term
dose-limiting toxicity (DLT) is the one that greatly increases the trial duration. In
the first-in-human trial, subjects are tested at a new drug/dose in a very small cohort
size, for the sake of caution, typically not exceeding three, before the next group of
subjects can be dosed. In order for experimental drugs to be studied in an affordable
sample size (N = 30 ~ 40) with a reasonable time span, the current dose level needs
to be cleared of DLT quickly before the next dose level can be tested. Fortunately,
the traditional concept of DLT, conceived during the early days of chemotherapy,
presumes cytotoxicity-related DLT develops shortly after the first dosing within the
first cycle (28 days). These features make the phase I dose-escalation trial what they
look like today.

As more and more molecularly targeted therapies enter the pipeline and mar-
ket, however, they demonstrate diverse mechanisms of action (MOA) that could
impact the onset of DLT. For example, immuno-oncology therapies such as PD-1
checkpoint pathway inhibitors are known for their delayed immuno-response related
toxicities and efficacy [12]. Since all the current patients need to clear the DLT
window before any new patients can enter the trial, a long DLT observation window
will lead to a prolonged trial duration. As an example, a simulation study showed
that it will take 48 years to complete a dose-escalation trial with 2448 patients if
the DLT window is as long as 6 months [3]. Similarly, even if the DLT observation
period itself is not exceedingly long, a relatively rapid enrollment, in case of the
high willingness of patient participation, may cause a backlog and long waiting list
of enrollment and eventually turn away patients who urgently need the opportunity
coming with the potential new therapies.
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In these two scenarios, it is beneficial to allow new patients to start treatment
while the ones before them are still in the DLT observation period. For an early
phase trial with small sample size, however, it is not efficient nor ethical to disregard
even the partial information without the ultimate DLT outcome yet. Currently,
there are numerous approaches to allow new patients to be enrolled in trial while
taking account into the incomplete information carried by patients who have not
yet complete DLT window. In this chapter, we will use three sections to discuss the
current algorithms to handle the late-onset DLT problems in dose-escalation trials.
This section is the summary of the background for the dose-escalation trial. The
second section will summarize the basic types of dose-escalation algorithms, and
the third section will review the extensions of these basic methods to the case of
late-onset toxicity or fast patient enrollment.

2 Dose-Escalation Algorithm

2.1 The 343 method

Firstly, escalate the dose from the lowest level to the highest level in cohort size of
three subjects.

(1) If no DLT is encountered among the three subjects, escalate to the next higher
dose level.

(2) In the case of one DLT, three more subjects will be enrolled to the same dose
level.

(3) In the case of two or more DLT, the next cohort of three subjects will be dosed
at one level lower.

(4) Eventually, if two or more DLT are observed among six subjects treated at one
dose, this dose will be declared as a non-tolerable dose (NTD). The dose that is
one level below NTD, if already being tested in six subjects, will be declared as
MTD.

2.2 Model-Based Method
2.2.1 Continual Reassessment Method

First of all, a guessed DLT probability (m(0)?) for all the dose levels will be solicited
from the consultation with the clinical team based on the best available knowledge,
such as clinical data from the similar compound, preclinical PK, and toxicity data,
etc. The parametric dose-toxicity relationship is expressed by the following one-
parameter power model:

mo(d) =c4,6 >0
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where a suggested prior for log(6) is a normal distribution with mean 0 and variance
1.342. If the prior median of 6 is 1, Cy is the prior median at dose d.

With the one-parameter exponential function as likelihood function and log
normal as the prior distribution for 6, one can derive the posterior distribution of
6 via Bayesian theorem:

_fOome®

T ==

The next dose level, recommended for the incoming new cohort of patients, will
be the one whose posterior point estimate of DLT rate is the closest to the MTD
level with prespecified DLT rate [14].

2.2.2 Bayesian Logistic Regression Model

Unlike the one-parameter exponential model for CRM, Neuenschwander et al
recommend a two-parameter logistic curve to model the dose-toxicity relationship.
This curve has quite a few resemblances in the field of biology and medicine, thus
has good acceptance among clinicians and translational scientists.

d
logit{mg(d)} = log () + B log (d_*> s, f>0
The logistic model, coupled with the Bernoulli distribution of DLT status, forms
the likelihood function for DLT rate. The prior distribution of alpha and beta is
specified by lognormal distribution as follows:

log @) ~ N (1, 0%) :log () ~ N (. 0?).

where the mean of the logistic parameter can be derived from historical data of the
same or similar compound while the variance can be calibrated based on the level
of certainty on this prior knowledge [13].

Another feature of BLRM framework, besides making the parametric inference
on the dose-toxicity relationship, is to take into consideration the uncertainty of
the point estimate of the posterior distribution, which is updated by the upcoming
toxicity data based on the prior distribution. The rationale is that various DLT rates
can be considered equivalent if they fall into a probability interval that is close
or distant enough from MTD with the prespecified DLT probability. Briefly, the
MCMC draws from posterior distribution are tabulated based on their chance of
falling into the probability regions such as “too low/under dose”, “about right/on
target” and “too high/overly toxic”. The dose level that maximizes the on-target
probability, while maintaining the risk of overdose below a prespecified value such
as 25%, will be recommended to the next cohort of patients. This approach has been
shown to avoid aggressive escalation encountered in CRM method.
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2.3 Toxicity Interval-Based Method
2.3.1 Modified Toxicity Probability Interval (mTPI)

“All models are wrong, some are useful.”

If the main purpose of a dose-escalation algorithm is to identify the one singular
dose level that achieves the proper balance between efficacy and safety, some might
argue, the attempt to characterize the whole dose-toxicity curve, which could be
complex and parameter-rich, might seem to be an overkill. In this spirit, Ji et al
proposed a probability interval-based method which only focuses on the toxicity
estimation for the current dose level, without borrowing information from other
dose levels such as CRM and BLRM [8].

This simple approach is fundamentally Bayesian. With a flat prior beta (1,1), the
posterior distribution of DLT rate for the current dose can be expressed as follows:

Beta(l +r;, 1 +n; —r;)

where n; is the number of patients enrolled at dose level I, and r; is the number of
patients who experience DLT.

Like BLRM approach, the rate of DLT can be split into three regions: low/under-
dose, medium/on-target and high/overdose, which correspond to three different
decisions: escalate, retainment and de-escalate, respectively. The chance of true DLT
falling into these regions can be modeled by the posterior distribution of the DLT
rate, which is often a bell-shaped beta distribution. The region with the highest Unit
Probability Mass (UPM), which is specified in the following formula:

Pr (Mi| {xa, na})

UPM (i, d) = SO

will be the recommended decision for the next cohort of patients.

The implementation of this rule causes some unease in practice. For example,
when three out of six patients experience DLT, the escalation region will have the
highest UPM, thus becoming the recommended decision of the next dose, when
most clinicians would probably agree that this kind of safety profile might warrant
de-escalation.

To fine-tune mTPI, mTPI-2, the modified version of the original method has
been proposed by the same group [5]. Instead of relying on the overall UPM for
the whole decision region (low, medium and overdose), a series of sub-regions are
constructed within each decision region using the length for the narrowest interval
of the three, which typically is the on-target region. Then the maximum UPM for the
resulting sub-intervals from the three regions will be compared, and the region with
the highest maximum sub-region UPM will be selected as the recommended action.
This change enables dose de-escalation in the case of 3 DLT out of 6 subjects.
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2.3.2 Bayesian Optimal Interval Design (BOIN)

BOIN is another popular interval-based method that, similar to mTPI-2, makes dose
recommendation based on the local point estimator of the toxicity at an individual
dose level [10]. It first specifies three toxicity boundaries: &, ®; and ®,, where ®
is the target DLT rate for MTD, @ is the highest DLT considered to be suboptimal,
and P is the lowest DLT rate deemed too toxic. Conceptually, the implementation
of BOIN is even simpler than mTPI-2. It directly compares the observed toxicity
rate to ®; and ®, , then makes dose recommendation as follows:

(1) Escalate the dose when DLT rate is lower than &
(2) De-escalate when DLT rate is higher than &,
(3) Otherwise have the next cohort of patients remain on the sample dose level

®, as the target MTD level, is solicited from the clinical team through consultation.
The selection of ®; and @, can be optimized by minimizing the selection error rate
through the following formulation:

- Ly,
2 e ),
AMi=
j o(—1)
IOg( 31 0—9) )
—, _ T
tog( 555 )+n; ' tog 2
A= -
j 50—
1°g(¢(1—¢2))

where hi; and \y; are the joint error rates when it comes to making decision in
relation to lower and higher bounds of the target DLT interval. It can be shown that
®; = 0.69 and P,= 1.4P provides satisfactory operating characteristics in most
clinical scenarios.

3 Time-to-Event Consideration

As discussed in the previous section, both scenarios including long DLT follow-
up window/normal enrollment time and normal DLT window/fast enrollment rate
may lead to a significant patient backlog. This could result in excessively long
trial duration and ethical issues such as delaying patients with terminal illness the
access to potential life-saving experimental drugs. To solve this problem, numerous
extensions have been built on the previously described frameworks, allowing for the
continuous enrollment of new patients before all the current patients have completed
DLT evaluation period. We will summarize these developments in this section.
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3.1 The 3+3 Method

The rolling-six method has been proposed by Skolnik et al as an extension to the
3+3 rule to accommodate the need to keep enrollment going while the patients
of the current cohort are still under DLT evaluation [16]. Instead of suspending
enrollment after every three subjects in the 343 method, this rolling-six design
allows six patients to be under concurrent evaluation before halting enrollment.

Briefly, if the number of the patients who are at the current dose level reaches
three, the fourth patient will

(1) Be escalated to the next higher level of the current dose if all three subjects’
DLT window are cleared

(2) Stay at the current dose level if at least one subject among the three has not
completed their DLT window or one DLT has been reported from these three
subjects

(3) Be de-escalated to the next lower level of the current dose if two or more DLT
had been reported.

The dosing decision of the fifth and the sixth subject will be the same as above.
Extensive simulations results demonstrate that the expansion of three-patients
cohort to the “rolling-six” cohort lowers the duration of the dose-escalation trial
without exposing patients to excessive toxicity.

The detailed decision rule is summarized as follows (Table 1):

Table 1 The decision table for rolling-six design

Observed data at dose d Decision
#Enrolled # DLTs # Non-DLTs # Pending MTD not exceeded MTD exceeded
2 01 any any ) -
2 2 0 0 D -
3 0 0,12 32 ] S -
3 0 3 0 E -
3 1 01,2 2,110 S -
3 > 2 any any D =
4 0 01,23 4, 3,21 S S
4 0 4 0 E S
4 1 0,i,:2:3 32,10 S 5
4 > 2 any any D D
5 0 01234 54,3, 2 S S
5 0 5 0 E S
5 1 0,123, 4 43210 S S
5 =2 any any D D
6 0 0,1,23,4 6,54, 3,2 Suspend Suspend
6 0 5 6 1,0 E MTD
6 1 0,123 4 54,3 2,1 Suspend Suspend
6 1 5 0 E MTD
6 =2 any any D D

From Skolnik [16]
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3.2 CRM/BLRM
3.2.1 Weighted Likelihood Function Method (TITE-CRM)

The essence of model-based Bayesian framework is to construct posterior distri-
bution of toxicity profile by combing the prior distribution and observed data. In
the case of the CRM, the likelihood function of binary DLT data is shown by the
following:

L,(B)= H F(dy), B)" {1 = F (dp, ,3)}1_”
i=1

A natural challenge, therefore, is how to deal with the partial toxicity data when
concurrently enrolling new patients, while the current patients have not yet finished
the whole DLT evaluation window. Entirely discarding the data points due to the
lack of the final toxicity call would be inefficient. Before reaching the end of DLT
window, a DLT-free subject with a long follow-up already carries more information
than the one who just starts the treatment. This difference should be reflected in
the data likelihood function when it comes to model update, which is particularly
important to the situation of data scarcity in phase I dose-escalation trial.

One solution, as Cheung et al proposed in 2000, is to have the information of
unfinished patients contribute less to the posterior distribution than the patients who
have the known DLT outcome [3]. This is achieved by penalizing the contribution
of an unfinished patient with a weighted likelihood function as follows:

Zn B) = l_[ G(d[i]f Wi pn, ﬂ)yi'n{l -G (d[,’], Wi, ’8)}17”'”

i=1

Cheung et al. showed that a simple linear form of weight function from 0 to 1,
in which the information carried by uncompleted DLT-free subject is proportional
to the ratio of his/her follow-up time to the length of DLT window, is adequate to
provide the satisfactory estimate of MTD while reducing the whole trial duration.
The weight function can be expressed as follows:

u
w(u;T)z?

This weight function assumes a uniform distribution for time-to-DLT. They had
also shown that the more complicated forms of the time-to-DLT distribution, such
as logistic and Weibull distribution, have similar performance in improving MTD
identification and shortening trial duration.

Cheung et al. ’s method is called time-to-event continuous reassessment method
(TITE-CRM) because the time-to-DLT event is taken into account in the update of
the posterior distribution.
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3.2.2 TITE-CRM with Suspension Rule

TITE-CRM, in theory, allows for continuous patient accrual without any suspension,
for the model already takes full advantage of data that, even when they are
incomplete, are available in real time. The real-world clinical practice, however,
shows that TITE-CRM could lead to overly aggressive escalation behavior. In order
to mitigate this risk, Polley introduced a principled approach to halting accrual for
new subjects when the current ones are not adequately followed up [15].

Two user-defined threshold values, m and c, are solicited from clinicians for this
purpose. First of all, m is the maximum waiting time a physician is willing to place
a prospective subject on the waiting list. ¢ is a threshold to measure the extent of
patient safety being evaluated. If the total follow-up time for the patients on the
current dose level, defined as V, exceeds threshold ¢, then it means that the current
safety assessment is adequate and the new subjects can start treatment right away
without any delay. Otherwise, the clinical team will assign the prospective patient
a waiting time that is proportional to the inadequacy of current safety follow-up,
setting a cap at m, the maximum waiting time that the clinician team can tolerate.
This rule can be expressed by the following formula:

S:{ m—(%)V, ifV <ec,
0, if V>c,

where S is the waiting time.
Simulation study shows that this mitigation improves the overall trial safety
without scarifying the accuracy of the MTD identification.

3.2.3 TITE-CRM with Predictive Risk

In parallel, a more computationally intensive approach had been proposed by Bekele
et al. [1]. Instead of assuming DLT occurs at a constant rate during the entire
span of clinical observation, they use sequential ordinal modeling to describe the
relationship between the dose and time-to-toxicity with the likelihood function as
follows:

0
n S Y-l

LBID) =[] ®(Byosey) [ 11 (i)}

i=1 h=1

This method is basically Bayesian. It calculates the predictive toxicity probability
from the posterior distribution. If the predictive toxicity for the prospective patient is
too high, too low, on-target, or on-target with a high level of uncertainty, the decision
will be to de-escalate, escalate, stay on the same dose or stop accrual to collect more
safety information from the ongoing patients, respectively.



Review of Statistical Treatment for Oncology Dose-Escalation Trial. . . 201

The appeal of this approach is that the decision to suspend accrual can be made
quantitatively with the predictive toxicity risk. Due to its complexity in rule-setting
and derivation of the posterior distribution, however, this method is not used as
widely as TITE-CRM and its other variations.

3.24 TITE-CRM with Cycle Information

It can be argued that the uniform distribution may be too simplistic to model the
true nature of time-to-toxicity distribution, to which the aggressive dose-escalation
behavior of TITE-CRM may attribute. Huang et al. propose to leverage the cyclic
nature of cancer drug administration to model the time-to-DLT distribution [6].
Due to the cumulative effect of drug exposure, the patients, even when they are
not followed up long enough at the current cycle, may carry a large amount of
safety information if they are already at a later cycle without experiencing any
DLT in the previous cycles. As result, the weight, which will be used to adjust
the contribution of incomplete observation to the posterior DLT distribution, is an
adaptive function that combines the DLT probability distribution of the previous
cycle with the proportion of local safety follow-up time to cycle length, as follows:

p1m)G (1) 0<t=<p

" p1(m) + pr(m)G (t — to) 1o <t <2
w@PWﬂ: . .

K1 pim) + prm)G (¢ — (k= D1g) (k= Dtg <1 < ki

Then the implantation of the weighted likelihood function, the update of prior
distribution will follow in the same manner as the standard TITIE-CRM.

3.2.5 TITE-CRM with Adaptive Time-to-DLT Distribution

Another line of effort recognized that the distribution of time-to-toxicity, similar to
the dose-toxicity relationship, can be adaptively learned from the real data. Braun
proposed that the probability of DLT, rather than being assumed to have constant
rate across the evaluation window, can be modeled by a beta distribution Beta
(1, 6) where 6 can vary with the dose and determine whether DLT is early or
late-onset event. The objective of this approach is to let the learning of time-to-
event distribution follow a data-driven mode without the strong assumption for the
constant rate [2].

In Braun’s method, the initial uniform distribution of time-to-DLT over DLT
assessment window [0, T] is generalized to a beta distribution Beta (1, 8), which is
an adaptive weight function with unknown parameter 6:
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FelYi =1,6) = [w/T1%, 6 >0

where T is DLT window and u is the incomplete follow-up time.

This becomes uniform distribution when 6 =1, as the initial TITE-CRM paper
adopted. To model the DLT kinetics as close to reality as possible, 6 is allowed to
vary with dose as follows:

9,'=Z[Ai],—oo<)\<oo

The likelihood function involving X\ and f is:

Li (B M Xy, T, 80) = [p (Xp: B) (T/ D1 = p (Xpgs B) (T T

In the following computation, A\, with the prior N (0, 62), can be inferred from
the posterior DLT distribution along with 8, which characterizes the dose-toxicity
relationship in the CRM and the TITE-CRM.

Adaptively training the weight function and time-to-event distribution based on
real toxicity data seems to be data-driven and less arbitrary. However, as the author
suggested, this approach may not manifest its full potential in a phase I setting
with a very small sample size. Furthermore, estimating additional parameters might
have a statistical cost that, when the performance gain is arguably marginal, is not
justifiable.

3.2.6 BLRM Adaptation

In the early phase dose-escalation trial for oncology, it is often time quite common
to consider the first cycle as DLT evaluation window, when DLT is projected to
occur rather soon after the first dose. This practice may negate the need to account
for the time to toxicity in case of long DLT assessment period. When one has a
good rationale to extend the DLT window beyond the first cycle, nonetheless, it
turns out not to be trivial to explicitly define the length of DLT window. Zheng et al.
proposed a three-parameter logistic regression model, built on BLRM framework
advocated by Neuenschwander et al, to model patients’ different extent of drug
exposure during the whole duration, beyond an arbitrarily determined DLT window
[22].

BLRM is based upon the assumption that only the tangible variable that impacts
DLT rate is the dose, which can be modeled by two parameters: the DLT rate at
reference dose () and the slope of dose-toxicity curve (8). The approach of Zheng
et al. extends BLRM to an additional parameter, the ratio of treatment time of a
patient to a reference time window, which can be adopted from a commonly used
DLT window. The joint likelihood function based on three-parameter logistic model
is described as follows:
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F dy 5 o, s J/ — 1 ]

i=1

{ 1 }I (5=}
1 + exp () (T;/ To)P (d; /do)”

This function will become identical to BLRM formation when the time-to-DLT
is capped at Ty, making it a fixed DLT window design.

The rest of the computation can follow the routine of BLRM, though what Zheng
et al. actually used in their paper is to go after the dose level with the posterior DLT
mean closest to the target MTD.

3.3 Model-Assisted Method
3.3.1 R-TPI

The m-TPI2 version of time-to-DLT adjustment is called R-TPI (Rolling-TPI) [4].
Interestingly, this modification, in order to maintain the simplicity in its original
formulation, does not require statistically modeling the partial information carried
by the patients who have not completed the full DLT evaluation. Instead, R-TPI
operates similarly as the rolling-six design.

It first makes dose recommendations based on the status of completed subjects
alone, without considering the pending ones. Then, by assuming the safest case
scenario (no DLT for pending patients) and the most toxic scenario (all the pending
patients will develop DLT eventually by the end of DLT evaluation period), the
algorithm checks whether the initial decision is altered by these hypotheticals. If yes,
it means that the pending result for the incomplete patients would be a game-changer
for dose decision and cautions must be taken; thus the initial dose recommendation
will be moderated in terms of its aggressiveness, or the trial will require more
pending patients to complete their DLT observation period before the new patient
can start the treatment, in order to garner more safety information.

Specifically, the study statistician will work with the clinical team to determine
a trial parameter C, which is the maximum pending patients the team can tolerate
before enrolling any new patients from safety perspective. Therefore, if the number
of pending patients exceeds parameter C, study team would have no option but to
halt the patient accrual. On the other hand, if all patients (n4) in the current dose
level complete the required observation window, the decision rule will follow as a
routine m-TPI2 approach.

The situation becomes trickier if the number of incomplete patients is between 0
and C, where the following rule will be followed if that is the case:
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If the m-TPI2 decision is de-escalation after excluding the pending patients
(my), it means that the safety profile for the current level is a bit precarious even
solely based on the completed subjects (ny). Then m-TPI2 calculation will be
repeated assuming all the pending patients (my) are DLT-free eventually. The
following are two possible outcomes:

(a) If the result remains de-escalation, the final decision will be de-escalation,
reflecting the fact that even the safest assumption for the pending subjects
(mg) would not neutralize the overly toxic signal from the patients with
known outcomes.

(b) If the recommended change is staying on the same dose (S), it implies
moderate but volatile toxicity signal based on the complete patients (ng).
Then R-TPI will check the number of patients who are enrolled to the
current dose (kg) in the last batch. If it is below a certain threshold (say,
three), which should be prespecified by the study team and simulation
exercises, the new patient will be enrolled to the current dose, that is, to
increase the sample size thus reducing the uncertainty by honoring the
recommended action: stay. If k; is greater than the prespecified threshold,
on the other hand, it means that the current dose level already has an
adequate sample size; the only way to increase the information content will
be to halt new patient accrual, letting more pending patients reach their
endpoint.

If the m-TPI2 decision is escalating after excluding the pending patients (mg),
it means that the current dose level is confidently safe even solely based on the
completed subjects (nz). Then m-TPI2 calculation will be repeated assuming
all the pending patients (my) without unknown outcome will develop DLT
eventually.

(a) If the re-calculated decision remains escalation, then the final decision will
be to escalate, reflecting the fact that even the most toxic assumption for
the pending subjects (m;) would not change the conclusion of dose being
safe based on the patients with the known outcomes.

(b) If the recommended change is staying on the same dose, it implies a
moderate toxicity signal based on the complete patients (n4), which has
a high degree of uncertainty. Then the R-TPI will check the number of
patients who are enrolled to the current dose (k) in the last batch. If
it is below a certain threshold (say, three), new patients will be added
to the current dose, that is, to increase the sample size and reduce the
uncertainty, by honoring the recommended action: stay. If k4 is greater than
the prespecified threshold, it means that the current dose level already has
an adequate sample size; the only way to increase the information content
will be to halt the patient accrual, letting more pending patients reach their
endpoint.

Similar to m-TPI2, the decision rule for R-TPI can also be pre-calculated in
the protocol. Its strength of transparency is not lost (Table 2).
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Table 2 R-TPI decision table with target DLT rate = 0.3, width of MTD range = 0.1, and C = 3

Observed data at dose d

ng + My Yd ny ky R-TPI RSD
1 ] 0 1 5 =

1 0 1 1 E =

1 1 1 1 D =

2 0 0,1 any S S

2 0 2 any E S

2 =0 any any D SorD
3 0 0,12 3 Suspend S

3 0 i <3 S S

3 0 3 any E E

3 1 any any 5 5

3 >1 any any D D
4 0 1:2,3 3 Suspend S

4 0 2,3 =<3 5 5

4 0 4 any E E

4 1 any any S S

B >1 any any D D

5 0 2,34 3 Suspend 5

5 0 3, 4 <3 5 5

5 0,1 5 any E Eor$
5 1 3,4 >3 Suspend S

5 1 3 4 <3 5 5

5 >1 any any D D
6 0 3, 4 3 Suspend Suspend
6 0 4 <3 S -

6 0 5 any E E

6 1 3,4,5 3 Suspend Suspend
6 1 4,5 <3 5 -

6 0,1 6 any E E
6 2 any any 5 D

6 >2 any any D D

7 0 4,5 3 Suspend -

7 0 5 <3 ) -

7 0 6 any E

7 1 4,56 3 Suspend

7 1 5 6 <3 ) o

7 0,1 7 any E -

7 2 6, 7 any S -

7 >2 any any D -

RSD rolling-six design
From Guo [4]

3.3.2 TITE-BOIN

The time-to-event version of BOIN method takes a different approach from R-TPI.
When the new patients are waiting while some patients on the current dose level are
still pending without final DLT results, the algorithm goes ahead to impute the DLT
result for these pending patients, so that the waiting patients can enter the study in a

timely manner, based on both the observed and imputed DLT results [20].
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It can be shown that the point estimator of DLT rate at the current dose level,
based on both the observed and unknown data, can be given as follows:

A )4
Yico¥i+ Yiemdi _ St 105 (¢~ STFD)
n n

p=

where O is the set of patients with known outcome of DLT (observed) and M is the
set of patients whose DLT status is still pending. With ¢ being the total number of
pending patients, STFT is the sum of total follow-up time for the ¢ patients divided
by the length of DLT follow-up window, representing the ratio of information
carried by those pending patients up to time #. This representation assumes the
uniform distribution of DLT rate across the DLT evaluation window, which has been
proven robust in previous literatures. The only unknown entity in the right side of
the equation is p, which can be estimated from the posterior beta distribution for
DLT rate based on a vague prior and the patients who cleared DLT window. The p
hat on the left will be compared with the toxicity interval in the regular BOIN to
facilitate the dose recommendation.

One common strength of R-TPI and TITE-BOIN is that they both produce a
transparent decision table in protocol before the first patient is accrued. For TITIE-
BOIN at each dose level, the sample size, the number of DLT, the number of pending
patients, and the threshold value of STFT are enumerated with the corresponding
four different decision-makings for the incoming patients: de-escalate, stay, suspend
accrual, and escalation, as follows (Table 3):

Table 3 Dose-escalation and de-escalation rule for TITE-BOIN with a target DLT rate of 02 and
cohort size of 3

No. No. No. data STFT No. No. No. data STFY

treated DLTs pending Escalate Stay Deescalate treated DLTs pending Escalate Stay Deescalate
3 0 =1 Y 2 1 & >1.24 <124

3 L] =2 Suspend accrual 12 1 =7 Suspend accrual

3 1 =2 Y 12 2 =6 ¥

3 =2 <) Y&Elim 12 2 =7 Suspend accrual

6 0 =3 Y 12 3.4 <9 ¥

] o =4 Suspend accrual 12 =8 <7 YEElim
6 1 <3 o 15 ] =7 Y

6 1 =4 Suspend accrual 15 o =8 Sugpend accrual

6 2 =4 ¥ 15 1 <7 ¥

6 =3 =3 Y&Elim 15 1 =8 Suspend accrual

9 0 <4 Y 15 2 <2 ¥

9 1] =5 Suspend accrual 15 2 3 =14 <114

9 1 =2 Y 15 2 4 223 <231

9 1 3 =077 =077 15 2 5 =348 <348

9 1 4 =215 <215 15 2 6 =465 <465

g 1 =5 Suspend accrual 15 2 7 =582 <582

9 2 1] i 15 2 = Suspend accrual

9 2 1 =0.52 =052 15 3 =2 Y

9 2 2 5159 <159 15 3 3 116 <116
9 2 3 =266 =266 15 3 4 »234 <234
] 2 4 >3.73 =373 15 3 5 >353 <353
9 2 =5 Suspend accrual 15 3 6 >4.72 <472
9 3 <6 ¥ 15 3 7 =590 =590
9 =4 <5 Y&Elim 15 3 =B Suspend accrual
12 [] <6 ¥ 15 4,5 <N ¥
2 0 =7 Suspend accrual 15 =6 =9 Y&Elim
2 1 =5 ¥

From Yuan et al. [20]
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3.3.3 BOIN12

During a long DLT period, which we have discussed so far, it is possible for efficacy
signal to emerge alongside with toxicity. An efficient design, therefore, is called for
to select the dose with optimal risk-benefit trade-off. Sometimes, it is desirable to
model both efficacy and toxicity simultaneously even when DLT window is not
very long. For example, CAR-T cell therapy can induce quick and robust efficacy
response and potentially severe toxicity at the same time.

Lin et al. proposed that the efficacy/toxicity balance can be quantitated by the
following 2 x 2 table [9].

Efficacy
o Yes | No
Toxicity
No Uy U,
Yes Usq Uy

where u; — uy represent the utility scores which can be solicited from consulta-
tion with the clinical team. Typically, the optimal situation, in which tumor response
is achieved in absence of toxicity, can be rewarded 100 (u;) points with magnitude
of 0-100, while toxicity without efficacy, the most undesirable scenario, has score of
0. Different scores between 0 and 100 can be assigned to u, and u3 based on medical
consideration, such as value of tumor response, the clinical sequelae of DLT, etc.

Corresponding to the four scenarios laid out above, the number of patients who
have clinical outcomes (efficacy/toxicity) can be denoted as Y(d) = (yi(d), y2(d),
v3(d), y4(4)), which can be modeled by multinomial distribution. In order to simplify
the computation, however, the authors proposed an “quasi-beta distribution” method
to solve this complex situation with binomial approximation.

In a regular binomial setting for toxicity alone, the number of DLT at dose d
follows a binomial distribution B (p, n). Similarly, the equivalent of the binomial
DLT count in “quasi-likelihood” theory here is x(d), the weighted utility score which
can be normalized as follows:

u1y1(d) + uzy2(d) + uzy3(d) + usys(d)
100

x(d) =
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x(d) follows a “quasi-binomial” distribution Bq (u(d), n(d)) where the expected u(d)
is as follows:

u(d) = uip1(d) + uzp2(d) + u3 p3(d) + usapa(d)

and n(d) is the total patients treated at dose level d.
The likelihood function, as shown below, has a similar form as binomial
probability:

L (D@ (@) o (@) P (1 — u? (@)@~

In Bayesian framework, if we assign probability of the utility, u(d), to a beta
distribution Beta (o, B) (¢ = 1 and 8 = 1 renders a flat prior), its posterior
distribution can be formulated as follows:

u*(d) | D(d) ~ Beta (a + x(d), B + n(d) — x(d))

In BOINI12 algorithm, the dose recommendation is based on the posterior
inference on the probability of the utility, as opposed to DLT rate used in standard
BOIN method. Its step-by-step guideline can be laid out as follows:

1. Define the DLT rate boundary for de-escalation and escalation (., 14) in the
same fashion as regular BOIN method and start to treat patients at the lowest
dose level.

2. Upon observing the DLT rate at dose level d, follow the rules below:

a. If the observed DLT rate is greater than the upper boundary 1,4, de-escalate to
the next lower level d — 1.

b. If DLT rate is on the target range (between X, and X4), and there are adequate
number of patients at the current level (no less than a prespecified number,
say, 6 or 9, etc), the dose level d or (d — 1) will be recommended for the new
patients, depending on which level has the higher posterior probability of the
drug utility, Pr(u(d) > up|D(d)). Here dose level d+1 is not considered for
potential better utility because of relatively strong confidence that the current
level is not underdose.

c. If the observed DLT rate is below the lower bound X., or within the target
range (between XA, and A4) but with a high degree of uncertainty (the number
of treated patients at the current dose is less than a prespecified threshold
value), even the dose level d+1 which is one level higher than the current
dose, in addition to the current level d and its adjacent lower level d—1, can
be explored for their posterior probability of the utility score. Among these
three levels, the one with the highest posterior probability of functional utility
will be recommended to the new patients.

3. Once the maximum sample size is reached, DLT level at each dose level will be
estimated isotonically and the one whose DLT rate is closest to the target DLT
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rate will be declared as MTD. The final recommended dose for phase 2 (RDP2)
should be the dose level with highest estimated utility score while not exceeding
MTD level.

BOIN12 method retains the strength of BOIN and mTPI-2 that is the trans-
parency to pre-tabulate all the decision-making points prior to the start of a trial.
The following is example of decision table (Table 4).

Table 4 Rank-based desirablity score (RDS) table for the BOIN12 design with the upper toxicity
limit = 0.35, the lower efficacy limit = 0.25

No. No. | Desirability No. No. | Desirability No. | Desirability
Pts. Eff. Score Tox. | Eff. Score Eff. Score
0 60 3 2 F7]
0 35 3 3 38
1 55 3 4 51
2 76 3 5 67
3 a1 3 o 81
0 24 4 0
1 44 4 1
2 63 4 2
3 80 4 3
0 13 4 4
1 3 4 5
2 48 4 =]
3 69 =5 =0
=0 i
»
38
51
&7
81
o3

Blg|R[2|2|8(8|BImm[J BB (N5~

O ~Nd || &a(w| K| |0 |@(~N| D& w || = OO~ |®n|a|w [N |||~ D &

oD DR R0 DD @D DD DD D (DD D[ || || w W] w WS

-
wlwppppippp|a|lala|lafla|la|lalo|lo|lo|o|o|o|o|wipwn|in|n]|e|la|ls|ls|lo|joo|o o gg

o|lv|o|o|o|lo|jlo|jo|o|jo|lo|o|lo|lo|jlo|jo|o|o|lo|e|lolo|lolo|lo|leo|e|lo|jo|lo|lo|le|lo|lo|o || ;s

-
gmmwmmmmmmmnhhhh&h&hhuuwmwww@uwmnmnnn g?

0 0
0 0 1
1 0 2
2 0 3
3 0 4
4 0 5
5 0 ]
6 100 0 7
0 15 0 8
1 27 0 9 102
2 42 1 0 E
3 56 1 1 17
4 72 1 2 2
5 87 1 3 40
8 95 1 4 53
0 8 1 5 65
1 19 1 6 78
2 34 1 7 88
3 47 1 8 o7
4 64 1 9 101
5 7 - 0 E
] 20 2 1 10
0 4 2 2 20
1 12 2 3 32 =0

m|BE|B[H|B|B|S|anm|8 |3 RD|E|B|J|efe\m| & 22| E|R2(~ M B8RS &

Lin et al., personal communication
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3.3.4 Imputation of Unobserved DLT Data

The idea of using imputed DLT outcome from the pending subjects to guide dose
recommendation, as has been done in TITE-BOIN method, has seen its application
in other literatures [7, 11, 21]. We will have two examples as follows.

Liu et al. showed that the imputed DLT status from pending patients, along with
the observed DLT count, can be fit into regular CRM model, leading to the update
of the posterior DLT rate and dose recommendation for the incoming patients based
on the posterior mean [11]. This process is an iterative process consisting two
fundamental steps: (1) imputation of missing DLT value, (2) posterior estimation
of the CRM parameter, as summarized below:

1. The time to DLT for subject i is modeled by a piece-wise exponential model as
follows:

n K

L) =[]TT4" expi=dinesic)

i=1k=1

where y is DLT status, sj; is the length of k sub-interval of DLT evaluation window,
A is the constant hazard rate for kth time interval. In Bayesian framework, Ay is
assumed to follow a prior Gamma distribution:

0w = Ga (Kk/c, 1/c)

where the value C can be calibrated to render the prior vague (C = 2).

This leads to the posterior distribution, which is conditional on the observed data
and model parameters including the power parameter o of the CRM and the DLT
hazard rate A, as follows:

o™ exp (_Zle)‘ksik>

(a) (a) K
=0y ™ exp (~TL sy

Yi | (Dops, @, ) ~ Bernoulli

The missing DLT data can be imputed by drawing posterior samples from the
distribution above.

2. The observed and imputed DLT data can be used to update the posterior
distribution of the CRM model, from which « can be sampled. The DLT hazard
rate A; can be sampled from the conjugate Gamma posterior distribution as
follows:

~

Ak " 1 -
rM Y~ Ga el +21:3ik, ol +21:)’i5ik
i= i=
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3. The drawn samples of o and A, will be fed back into step 1, updating imputation
of the missing DLT data. Then o and A will be sampled again from the posterior
distribution of the CRM model based on the renewed imputed data. This iterative
process, which is also called Bayesian data augmentation method, will go on
until Markov chain sampling achieves convergence.

4. The final posterior sampling of o will determine the point estimator of the
posterior DLT rate, which will determine the dose recommendation.

This approach is evidently complex. So far there is no definite evidence showing
it outperforms other simpler approaches such as R-TPI.

In a related paper published by the same group, this iterative data augmentation
process is implemented by EM (Estimation-Maximization) algorithm [21]. In
the Estimation step, the missing DLT outcome of y; can be substituted with its
expectation in the form of

exp(a”) (r)
Pgi Hk:rk<u,- (1 - )Lkr )

1- pz?lfp(ﬂl : + PZ);p(a )]_[k:rk<u,' (1 - )‘l(cr))

E (Y,'|ti > ui,oz(r),:l(r)) =

Then in the M step, the MLE of the CRM power parameter o and the DLT hazard
rate hg by the following likelihood function:

r+1) _ K , N
ZARE T M (IR DE)

K =1, ..., K, an estimate analogous to Kaplan-Meier’s estimator and

< exp(a) | Vi exp(a) | 17 Yi
Loyl = [ {52} {1- p5r)
i=1

respectively.

Furthermore, this EM-CRM framework also allows multiple dose-toxicity
“skeletons” to be selected, and the Bayesian model selection and averaging will
be employed to give the best estimate for the CRM power parameter o, which is the
basis for DLT rate estimation and subsequent dose recommendation.

3.4 Use Kaplan-Meier Method to Derive Fractional DLT for
Pending Subjects

Finally, the missing DLT status of pending patients can be replaced by fraction of 1,
depending on the proportion of follow-up time to the full DLT observation window.
This fractional value can be used in either rule-based method such as the 3+3 after
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rounding, or model-based method such as CRM/BLRM, given that the specification
of likelihood function can take fraction as the input value [19].

When a subject completes the DLT window, his DLT status y; will be either O or
1, depending on whether they experience DLT. When a patient’s final DLT status is
still pending upon a new patient enters, however, their fractional DLT values can be
computed as follows:

.S -3
S

where § is Kaplan-Meier estimator of survival function at u; or . The KM survival
estimator is expressed as:

i

Swy=]]01-dj/v))

j=1

With the missing DLT data replaced by a fractional DLT, they can serve as input
for any dose-escalation method mentioned above.

4 Summary

In this chapter, we started with the review on three classes of methodologies
for oncology dose-escalation trial design: the 343, the statistical model-based
approach including Continuous Reassessment Method (CRM) and Bayesian Logis-
tic Regression Model (BLRM), and the toxicity interval-based algorithms such
as Bayesian Optimal Interval Design (BOIN) and Toxicity Probability Interval
method (TPI) and their respective variations. The focus of this chapter is to give
a comprehensive outline of the various statistical extensions of these methods
to address the statistical challenges caused by the prolonged safety evaluation
window, or equivalently, the fast enrollment rate. They include, in CRM and BLRM
class, the weighted likelihood function method (TITE-CRM), TITE-CRM aided by
suspension rule or Bayesian predictive risk for toxicity to avoid aggressive dose
escalation, the TITE-CRM that leverages drug cycle information, adaptive time-to-
event toxicity distribution, and three-parameter logistic regression extension on the
basis of BLRM. In the toxicity interval-based class, we review R-TPI method for
Toxicity Probability Interval method, TITE-BOIN which imputes the unobserved
DLT and BOIN12 which models the long-term toxicity and efficacy concurrently.
The methods under discussion can play a valuable role in improving the accuracy
of optimal dose identification without sacrificing patient safety or significantly
prolonging the trial duration.
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