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Abstract

Bayesian adaptive methods for phase I trials such as the continual reassessment method (CRM)
and escalation with overdose control (EWOC) do not take into account the time for a patient
exhibits dose limiting toxicity (DLT), since the toxicity outcome is treated as a binary variable.
This characteristic is proven to increase the study duration and makes it almost non-feasible in
practice. Despite there are several methodologies to overcome this limitation in single agent trials,
there only a few approaches specifically designed for drug combinations that model the time to
toxicity. In this paper, we propose a Bayesian adaptive EWOC design that incorporates both
the status of DLT and the time to toxicity using a cure rate model in clinical trials with drug
combinations.

1. Introduction

Cancer phase I clinical trials are the first step when investigating the safety of a potential
drug combination between cytotoxic and biological agents. Patients are usually recruited
sequentially and the dose in which a new cohort of patients is allocated depends on the
doses and dose limiting toxicity (DLT) status of all the previous patients enrolled in the
trial. The target those combination (z,y) is referred to as the maximum tolerated dose
(MTD), and is defined as the dose that produces DLT's in a given fraction of patients:

P(DLT|(z,y)) = 0. (1.1)

There are two phase I designs that perhaps are the most popular: the continual re-
assessment method (CRM) [I], with its modifications [2], B, [l [5 [6], and escalation with
overdose control (EWOC) [7], with its extensions [8], [, [0 11} 12, [13].

These designs assume that the toxicities will be resolved before enrolling the next
patient in the trial. Such assumption if followed increases the trial duration making the
study non-feasible if it has cycles of therapy longer than 2 months, which is not rare in
treatments that involve radiotherapy. In this way, ad-hoc solutions are to recommend the
same dose used in the last patient or escalate the dose based on the partial information
without modeling such uncertainty.

Several methodologies have been developed to address this limitation for a single agent.
Cheung et al. [14}[15] proposed the time-to-event CRM (TITE-CRM), which is an extension
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the continual reassessment method (CRM) to allow late-onset toxicities by incorporating
different weights in the likelihood function. Mauguen et al. [16] developed a similar
approach using escalation with overdose control (EWOC). Liu et al. [I7] presents a CRM
design showing that the late onset toxicities are informative missing data. Tighiouart et al.
[18] discussed an EWOC design that models time to toxicity using a proportional hazards
model to describe the partial information available.

In the last decade, statisticians have studied phase I designs for drug combinations.
There are still some points of controversy such as the selection of the MTD. Several authors
[19, 20, 211, 22], 23, 24] proposed methods that select a unique MTD whereas others |25, 26],
27, 28], 29], B0, B1] proposed methods that select multiple MTDs.

Nonetheless, most of them assume that toxicities will be observed in a short window of
time before enrolling a new patient. There are few exceptions: Wages et al. [32] generalized
TITE-CRM for two agents and Liu et al. [33] did the same based on their previous work

[17].

In this article, we propose a Bayesian dose-finding design that selects multiple MTDs
modeling the status of DLT and the time it takes for a patient to exhibit DLT in drug
combination trials with late-onset toxicities. We describe the two-dimensional dose-toxicity
surface using the the cure rate model [34], which takes into account that a certain fraction
of patients in the trial may never experience a DLT.

The rest of the article is structured as follows. In section 2, we present the dose-toxicity
model and the dose escalation algorithm. In section 3, we describe the simulated scenarios,
the design operating characteristics and the results. Last, in section 4 we present some
concluding remarks.

2. Method

2.1 Dose-toxicity model

Following Chen et al. [34], let N denote the number of toxicities for a patient after the
initial treatment assuming a Poisson distribution with mean A > 0. Also let W; denote
the random time for the i*" toxicity to happen, that is, W; can be viewed as an incubation
time for the i** toxicity.

The variables W;, ¢ = 1,2,... are assumed to be i.i.d. with a common distribution
function F(t|u) = 1 — S(t|n), where p is a vector of parameters associated with F'. The
time to toxicity is defined by the random variable T = min{W;,0 < i < N}, where
P(Wp =o00) =1 and N is independent of the sequence Wy, Wa, . ... The survival function
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for T is given by,

Sp(t) = P(T >t)
— P(N=0)+P(W; >t ...,W,>T,N>1)

o0 k
= exp(—\) + Z S(t)k%e:np(—)\)
= exp(—\+ Alg(lt))
= exp(=\F(t)), (2.1)
where St is not a proper survival since
St(o0) = P(N =0) = exp(—\) # 0. (2.2)

We also see from equation (2.2]) that the cure fraction is given by exp(—\). As A — oo,
the cure fraction tends to 0, whereas as A\ — 0, the cure fraction tends to 1. The hazard
function for all the patients is given by

hr(t) = Af(2). (2.3)

Note that hz(t) is not a hazard function corresponding to a probability function since St (t)
is not a proper survival function.
The survival and hazard functions for the patients who experienced DLT is defined as

cap(—AF(1)) — exp(—N)
1 —exp(—N) ’

SDLT(t) = P(T > t|N > 1) = (2.4)

hourl) = SR - ea O =

where Sprr and hprr(t) are proper survival and hazard functions, respectively.
In this way, if Z ~ Bernoulli(p) is the indicator of DLT in the window [0, 7], where p is
the probability of patient exhibits DLT within one cycle of therapy, follows that

p=1—P(N =0)=1—exp(—\). (2.6)
The probability of DLT can be modeled as

p = G(Bo + Bz + Bay + Bszy), (2.7)

where © € [Xnin, Xmaz] 18 the dose level of agent A, y € [Yyin, Yinaz| is the dose level of
agent B, and G is a known cumulative distribution function. Suppose that the doses of
agents A and B are continuous and standardized to be in the interval [0, 1].

It is assumed that the probability of DLT increases with the dose of any one of the
agents when the other one is held constant. A sufficient condition for this property to hold
is to assume (7 > 0 and P2 > 0 and the interaction term (3 is non-negative.
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The relationship between p and A presented in (2.6) implies that,
A= —log(1l —p). (2.8)

Thus, the regression coefficients g affects the cure fraction for the patients who did not
experienced DLT as can be seen by equation (7)), and the hazard function for the patients
who experienced DLT as can be seen by equation (2.5) and (Z.8]).

The MTD is defined as any dose combination (z*,y*) such that

Prob(Z = 1jz*,y*) = 0. (2.9)

The target probability of DLT 6 is set relatively high when the DLT is a reversible or
non-fatal condition, and low when it is life threatening. Using (27) and (2.9]), then

G~1(0) — By — Pra* } '

By T Bor” (2.10)

“- {(x*’y*) €01 :y" =

The model (Z7) is reparametrized in terms of parameters that clinicians can easily
interpret. Then we define pyg, the probability of DLT when the levels of drugs A and B
are 1 and 0, respectively, po1, the probability of DLT when the levels of drugs A and B are
0 and 1, respectively, pgo, the probability of DLT when the levels of drugs A and B are
both 0, and the interaction parameter 7. It can be shown that

Bo = G (poo),
B = G '(pw) — G (poo),
By = G '(por) — G (poo),
By = . (2.11)
The MTD set (2I0) becomes
o e e (GTHO) = G (poo)) — (G~ (pro) — G_l(Poo))!E*}
C =< (z", T . 2.12
{( vy (G (po1) = G~ (poo)) + nz* (2.12)
Let D,, = {(zi,yi, ti, zi),i = 1,- -+ ,n} be the data after enrolling n patients in the trial.
The likelihood function is
L(p, B|Dn) = (H S(tilﬂ)NiZi(Nif(tilu))Zi> X
i=1
exp {Z[Nilog()\i) —log(N;")] — n)\i} . (2.13)
i=1
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Summing out the unobserved latent vector N, the complete-data likelihood given in

2I3) reduces to
L(p, B|Dn) = (H(Aif(ti\u))z"ewp{—ki(l - S(tilu))}) - (2.14)

i=1
There are several choices for the distributions F' and G. The time to toxicity distribution
F' could be, for example, exponential, Weibull, log-normal and log-logistic while the dose-
toxicity link could be any link for binary regression.

2.2 Prior and posterior distributions

In this section, we specify the prior distribution we place over the parameters we need to
estimate: po1, P10, Poo, 7, and .

Equation (ZII) implies that 0 < pgo < min(pp1, p10) because S and [y are posi-
tive. We assume that po1, p10, 1, 1 are independent a priori with: pg; ~ beta(aq,b),
p1o ~ beta(ag, bs), conditional on (po1,p10), Poo/ min(po1, pio) ~ beta(as,bs), and n ~
gammal(agq, by). If F' is defined as Weibull(vy, k) distribution, then p = (v, ) such that
v ~ gamma(as, bs) and K ~ gamma(ag, bg).

Using Bayes rule, it is possible to show that the posterior distribution if the model
parameters is proportional to the product of the likelihood functions times the prior dis-
tribution of each of the model parameters.

n
(P01, P10, 00> 15 11 D) o< T(po1, p10, poos 1 ) X | (N (£il))* exp{=Ai(1 = S(t|w))}
i=1
(2.15)
where \; is defined in (28) and (27).
We employed JAGS [35] to estimate the posterior distribution of these parameters and
to estimate the design operating characteristics of the phase I clinical trial described in the

following section.

2.3 Trial design

In this section we describe a dose escalation/de-escalation algorithm similar to the one
followed by [31],[36] yet different given the time to event nature of our design. It follows the
EWOC scheme, where at each evaluation, the posterior probability of overdosing a future
patient is bounded by a feasibility bound « [7, B1]. For a given cohort of two patients, one
receives a new dose of agent A for a given dose of agent B that was previously assigned.
The other patient receives a new dose of agent B for a given dose of agent A that was
previously assigned. However, instead of treating two patients at a time, we will treat
patients in a continuous way and the posterior probability of overdosing will calculated
after every enrolled patient. Specifically, the design proceeds as follows:
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1. In the first cohort of patients, both receive the minimum dose combination available

(x1,y1) = (z2,92) = (0,0).
Let be D,, = {(zi,yi,2i),i =1,--- ,n}}.

2. In the second cohort of patient, patient 3 receives dose (x3,y3) and patient 4 receives
dose (z4,y4), where y3 = y1, x4 = w2, 3 is the a-th percentile of 7(I'4p—y, |D2),
and y4 is the a-th percentile of 7(I'gja—y,|D3). Note that, the recommended dose
combination for patient 3 is calculated using the dataset D, the recommended dose
combination but for patient 4 is calculated using the dataset Ds.

3. In the i-th cohort of two patients,

(a) If 7 is odd, then patient (2¢ — 1) receives dose (x2;_3,¥y2—1) and patient 2i
receives dose (2,,y2i—2), where

-1

y2i—1 =11 ) and x9; = HFA‘B:M?Q(O['D%_I).

Lpla=uy;_5(a|D2i—2

(b) If i is even, then patient (2i — 1) receives dose (x9;—1,%2i—3) and patient 2i
receives dose (72,_2,Y2;), where

To—q = ! (a|Da;—2) and yo; = I} (| Da;i—1).

L AlB=yo; 5 Upla=cy; o

4. Repeat step 3 until n patients are enrolled subject to the following stopping rule:
if the a-th of 7(I'yp—y|D) or m(I'ga—|D) is less than 0 or greater than 1, the
recommended dose for the next patient is 0 or 1 respectively. Also, any dose escalation
is restricted to be no more than a pre-specified fraction of the dose range of the
corresponding agent (e.g., 0.1).

2.8.1 Stopping rule

We stop the enrollment to the trial if P(P(DLT|(z,y) = (0,0)) > 6 + & |data) > &, ie.,
if the posterior probability that the probability of DLT at the minimum dose combination
available in the trial exceeds the target probability of DLT plus &; is higher than &. &
and & are design parameters chosen to achieve good operating characteristics.

At the end of the trial, we estimate the MTD using (2.12]) as

~ XK\ L,k (G_l(e) — F_l(ﬁOO)) — (G_l(ﬁlo) - G_l(;ﬁUO)):U*
C= {(x YY)yt = (G (01) — G (j00)) T 7 } (2.16)

where pog, hatpoi, p1o and 7 are the posterior medians given the data D,,.

2889



JSM 2017 - Biopharmaceutical Section

3. Simulation studies

3.1 Set-up and scenarios

We studied four scenarios for the true continuous MTD curve. In all cases, the time
to toxicity distribution F' is Weibull(1, 1.5), the dose-toxicity link is Logit, the target
probability of DLT is fixed at # = 0.33, and the trial sample size is n = 40 patients.
Scenario (1), (poo, P10, p01,m) = (1077,3 x 10763 x 107%,10), shows two drugs that are
very safe within the range of available doses in the trial but the true MTD curve lies near
the upper-right corner of the xy plane. In scenario (2), (0.01,0.2,0.9,20), the MTD of agent
A when agent B is at its minimum dose level is within the range of doses of drug A but the
MTD of agent B when drug A is at its minimum dose level is above the maximum dose
level of agent B. Scenario (3), (0.001,0.6,0.01,10), is a case where drug A is safe but the
MTD of agent B when drug A is at its minimum dose level is just above 0.8 and scenario
(4) (0.01, 0.2, 0.9, 100) presents two drugs that are highly interactive with n = 100.

Priors for po1, pio, poo, n are the same chosen in Tighiouart et al. [3I]. In addition,
priors for 7, x are chosen as gamma(l, 1) and gamma(1, 1).

3.2 Operating Characteristics

We evaluate the performance of the two model Time to Event and Binary assessing the
safety of the trial designs as well as the efficiency of the estimate of the MTD curve based
on 1000 simulated trials.

3.2.1 Safety

We assess trial safety by reporting the average percent of DLTs across all 1000 trials and
the percent of trials that have a DLT rate exceeding 6 + ¢§, for § = 0.1. The threshold
0 4 0.1 is usually considered to be an indication of an excessive DLT rate.

3.2.2  Efficiency

We present an estimate of the MTD curve using the average posterior medians of the model
parameters. Under the reparameterization, the estimate is

(G710) — G (poo)) — (G (p10) — Gl(ﬁoo))x*}
(G~ (po1) — G(poo)) + nx* :

where F(.) is the logistic function and poo, po1, P10, 7 are the average posterior medians of
the parameters pog, po1, p10,n from all m = 1000 trials. The next measure of efficiency is
the pointwise average relative minimum distance from the true MTD curve to the estimated
MTD curve. For i = 1,...,m, let C; be the estimated MTD curve and Ct.e be the true

A~

e~y

(3.1)
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MTD curve. For every point (x,y) € Clrye, let

dgjv)’y) = Sign(yl - y) X min{(x*,y*):(w*,y*)eci}((x - $*)2 + (y - y*)2)1/27 (32)

where ¢/ is such that (z,y’) € C;. This is the minimum relative distance of the point (z,y)
on the true MTD curve to the estimated MTD curve C;. If the point (z,y) is below Cj,

then d&) W) is positive. Otherwise, it is negative. Let
L 0
d($7y) - E d(Ly). (33)
i=1

This is the pointwise average relative minimum distance from the true MTD curve to the
estimated MTD curve and can be interpreted as the pointwise average bias in estimating
the MTD. Let A(z,y) be the Euclidian distance between the minimum dose combination
(0,0) and the point (x,y) on the true MTD curve and 0 < p < 1. The last measure of
efficiency we consider is

1 & ;
Py = — > 1(d(,),)| < pA(2,y)). (3.4)
=1

This is the pointwise percent of trials for which the minimum distance of the point
(x,y) on the true MTD curve to the estimated MTD curve C; is no more than (100 x p)%
of the true MTD. This statistic is equivalent to drawing a circle with center (x,y) on the
true MTD curve and radius pA(z,y) and calculating the percent of trials with MTD curve
estimate C; falling inside the circle. This will give us the percent of trials with MTD
recommendation within (100 x p)% of the true MTD for a given tolerance p.

3.3 Results

Table [ presents the average percent of DLTs varies between 9.05% and 40.5% for Binary
model and 11.38% and 34.14% for Time to Event model. In addition, the percent of
trials with an excessive DLT rate is significantly less when the uncertainty of the partial
information is modeled than it is ignored.

Figure [1l shows the plots of the true and estimated MTD curves obtained using (B.1)).
The two designs are similar in the four scenarios.

Figure 2l displays the pointwise average relative minimum distance from the true MTD
curve to the estimated MTD curved under the four scenarios (1)-(4) as defined in (B3)).
In the scenarios (2) - (4), the average bias is similar for the two model. The binary model
presents slight smaller bias only scenario (1).

Figure B contains the pointwise percent of MTD recommendation for tolerance p = 0.2
as defined in ([B4]). In scenario (1), the binary model is better than time to toxicity model,
in scenario (2) and (3), time to event model present better results, and in scenario (4) both
models are similar to each other.
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Table 1: Average DLT rate and % trials: DLT rate ; + 0.10 under scenarios (1)-(4)

Scenario Design DLT Rate
& (DLT Rate ; 0.43)
1 Time to Event 11.38 (0)
Binary 9.05 (0)
2 Time to Event 29.85 (0.8)
Binary 37.54 (15.4)
3 Time to Event 24.01 (0)
Binary 32.01 (3.4)
4 Time to Event 34.14 (2.5)
Binary 40.5 (27.2)

Design — Time to Event— Binary — True model

scenario: 1 ] scenario: 2
1.01 \ 11.01
0.81 0.81
0.61 0.61
04 104+
0.2 0.24
o
Ed 0.0 0.0¢
a 0.0 0.2 0.4 0.6 0.8 1.0 0.0 0.2 0.4 0.6 0.8 1.0
2 | scenario: 3 scenario: 4
j=]
0 1.0 N\ 1.04
0.8 0.8+
0.6 0.6
0.41 0.41
n \ -
0.09 0.0+
0.0 0.2 04 06 0.8 1.0 0.0 0.2 0.4 0.6 0.8 1.0
Dose (Drug A)

Figure 1: True and estimated MTD curves under scenarios (1)-(4)
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Design — Time to Event — Binary — True model
scenario: 1 \ scenario: 2

0.00 0.25 0.50 0.75 1.00 0.00 0.25 0.50 0.75 1.00

Bias

I scenario: 3 scenario: 4

0.00 0.25 0.50 0.75 1.00 0.00 0.25 0.50 0.75 1.00
Dose (Drug A)

Figure 2: Pointwise average relative minimum distance from the true MTD curve to the
estimated MTD curve under scenarios (1)-(4)
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Design — Time to Event— Binary — True model

scenario: 1 scenario: 2

96 X 1001

931

904

90+

<
&
‘g 0.00 025 0.50 0.75 1.00 0.00 0.25 0.50 0.75 1.00
F [ scenario: 3 scenario: 4
o
100+ 100
951
98+
90+
96
851
0.00 0.25 0.50 0.75 1.00 0.00 0.25 0.50 0.75 1.00

Dose (Drug A)

Figure 3: Pointwise percent of MTD recommendation for p = 0.2 under scenarios (1)-(4)

4. Concluding Remarks

We described Bayesian adaptive designs for cancer phase I clinical trials using two drugs
with continuous dose levels taking in account lower grade toxicities. We compared these
results to Tighiouart et al. [3I]. In each case, vague priors were used for quantifying
the toxicity profile of each agent a priori. We studied design operating characteristics of
the methodology under four practical scenarios. The binary and time to event designs

are similar in efficiency, but time to event is safer. Further investigation under different
scenarios is still needed.
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