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Bayesian Adaptive Design for Delayed Binary Response Dose-Finding Studies

Xiaobi Huang* Haoda Fuf

Abstract

Bayesian adaptive design is a popular concept in recent dose-finding studies. The idea of adaptive
design is to use accrued data to make adaptation or modification to an ongoing trial to improve the
efficiency of the trial. While performing the interim analysis, most current methods only use data
from patients who have completed the study. However, in certain therapeutic areas subjects are
usually studied for months to observe a treatment effect. Thus, a large proportion of them have not
completed the study at the interim analysis. Fu and Manner (2010) proposed a Bayesian integrated
two-component prediction model to incorporate subjects who have not yet completed the study at
the time of interim analysis. In this paper, we extend this method to accommodate delayed binary
response and illustrate the Bayesian adaptive design through a simulation example.

Key Words: Adaptive Design; Bayesian method; Dose-finding; Delayed responses; BITP model;
Emax model

1. Introduction

One major goal of Phase II dose-ranging studies is to identify the right dose for Phase III
registration studies. It is one of the most challenging steps in drug development. According
to Powell (2005), poor dose selection is one of the key reasons accounting for 50% failure
rate in Phase III clinical studies. There are often several doses tested in Phase II studies to
establish a dose-response curve. The chosen dose will be carried to the more expensive and
pivotal Phase III registration studies. Traditional Phase II dose-ranging studies usually as-
sign equal number of patients to different parallel dose arms and estimate the dose-response
relationship at the study completion. Chow and Chang (2012) has shown that the tradition-
al fixed designs are not efficient. It is also well agreed that adaptive designs can efficiently
improve the learning of the dose-ranging studies (Berry et al. 2010; Krams et al. 2007). In
an adaptive design, investigators can prespecify one or more interim time to analyze the da-
ta early to make adjustments to the rest of the study, such as dropping dose arms, changing
allocation ratio or stopping early for futility.

There are many published references describing various adaptive designs (Jennison and
Turnbull 2000; Berry et al. 2010; Chow and Chang 2012). Most of these methods only use
the end of study values (endpoints) from patients who have completed the study. Such
designs can be very useful when patients can complete the study quickly, or when the
treatment effects can show up quickly and early responses are highly predictive of the final
responses. In the later case, some traditional imputation methods such as last observation
carried forward (LOCF) can be applied to impute the final responses (Weir et al. 2007).
However, it is very common that clinical studies can take several months to even years to
complete and the treatment effects can take a long time to show. In these studies, most
patients have not completed the study at the interim time. It is very inefficient to only use
patients with observed endpoints in the interim analysis. How to utilize intermediate data
for patients who have not completed the study at the interim time postulates a common
challenge for many adaptive designs.
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Fu and Manner (2010) proposed an integrated two-component prediction (ITP) mod-
el to utilize the intermediate outcomes to predict the endpoints in the clinical trials with
delayed responses. The ITP model was nicely integrated in a Bayesian adaptive design
to estimate the dose-response curve. However, their method can only handel continuous
outcomes. In this manuscript, we extend the method in Fu and Manner (2010) to binary
outcomes and propose a binary integrated two-component prediction (BITP) model.

In an ideal hypothetical world, the sponsor of study owns the data and can retrieve and
look at the data and adjust the trial design at any time. However, in the realistic world,
the number of interim analyses are limited because there are many operational aspects to
consider. Nowadays, many clinical trials are multi-regional with many different sites and
even countries involved. It often takes weeks for the sponsor to receive the interim data
after the interim data cut-off date. Then the data need to be cleaned to pass the quality con-
trol process and it will take another several weeks for data analyses and decision making.
The whole process takes tremendous amount of resource. In addition, regulatory agencies
often raise concerns of introduced bias to studies with too many interims. Thus, although
theoretically a clinical study can have multiple interim analyses, the one-interim design is
still the most popular and practical in the pharmaceutical research.

The goal of this manuscript is to propose a Bayesian adaptive design for dose-finding
studies with delayed binary outcomes. Section 2 describes the BITP model and the utility
based decision making. The method is evaluated through simulation and the results are
presented in section 3. In section 4, we conclude this manuscript with a discussion.

2. Method

In order to handle delayed responses, we need to develop a method to utilize the information
at interim to predict future outcomes at study completion. Then we will evaluate different
decisions by analyzing the predictions from the interim analysis. In section 2.1, we will
briefly introduce the integrated two-component prediction (ITP) model with continuous
responses. Then we will generalize the ITP model to accommodate binary responses (BITP
model) in section 2.2. Section 2.3 will illustrate how to make decisions to drop arms by
optimizing a utility function.

2.1 Integrated Two-Component Prediction (ITP) Model for Continuous Responses

During the interim analysis of dose ranging trial, the goal is to utilize the information col-
lected to make recommendations for the next step. The main challenge with adaptive design
for delayed responses is that a large portion of subjects may have not completed the study
at the time of interim analysis. Furthermore, the time course of the drug effect is usually
a nonlinear curve with a diminishing return shape and the variance of the responses also
changes over time. Thus, Fu and Manner (2010) designed an Integrated Two-component
Prediction (ITP) model for continuous data to extrapolate the information from partially
completed subjects to predict their results at the completion of the study:

1 — ekitisi
Yiju = 0 + sij + i) T
where Y is the observed change from baseline from dose level 4, subject j at time [; t;j;
is the time covariate for dose level ¢, subject j at time [ and d is the duration of the study.
This model consists of two components. The first component (6; + s;; + eijl) describes the
drug effect at study completion, where 6; represents the predicted drug effect at dose level
¢ at study completion (¢;;; = d). This component is a mixed-effect analysis of variance
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(ANOVA) model. Parameter s;; is the random effect for dose ¢ subject j, which describes
the between subject variability and parameter ¢;;; is the residual error, which describes the
within subject variability. The second component (1 — eFitiit) \ (1 — ) describes the
time course of the treatment effect, where k; is a shape parameter to control how quickly
the drug is taking effect over the treatment time. The integration of the time effect (second
component) to the drug effect (first component) enables the model to predict drug effect at
study completion while subjects have not yet completed the study or have dropped out, as
well as to capture the increase of variability as treatment time increases.

2.2 Binary Integrated Two-Component Prediction (BITP) Model

While Fu and Manner (2010) focused in continuous responses, in some situations the ma-
jor outcomes are binary. Thus it is imperative to extend the method to handle delayed
binary responses. While the delayed binary responses share similar characteristics as con-
tinuous responses: (1) many patients will not be able to complete the study at the time
of interim analysis, (2) the drug effect follows a nonlinear curve with diminishing return
shape over treatment time, (3) the variance of responses changes as time changes, there
are still some differences compared to continuous responses. The distribution of the bi-
nary responses is specified as Bernoulli distribution or binomial distribution, in which the
probability is modeled through a link function (e.g. logit link) to linear predictors, thus
there is no level-1 residual error €;;; and the probability is determined completely by the
covariates. The variability associated with the binary responses comes from the Bernoulli
or binomial distribution with the probability determined by the model. Thus the within
subject variability is associated with the probability and is not modeled directly. Secondly,
while we usually model change from baseline if the data is continuous, there is no change
from baseline when the data is binary. Thus, we designed the following Binary Integrated
Two-Component Prediction (BITP) model to handle delayed binary responses:

1 — ekitiji
Y;ji ~ Bernoulli(P,;)

lOgit(PZ'jl) = ag; + (ei + Sij)

where Y;;; is the observed binary outcome for dose level i, subject j at time [ and P;j; is
the corresponding probability of event occurring; Z;;; is the time covariate for dose level
i, subject j at time [ and d is the duration of the study. Parameter ag; are the logit of
the baselines for each subject, which is invariant over time. Similar to the continuous ITP
model, the BITP model also consists of two components. The first component is drug effect,
which is a generalized mixed effect ANOVA model. The parameter 6; represents the drug
effect of does level 7 at study completion and s;; is the random effect for subject j at dose
level i. There is no individual residual error in this component. The second component is
the time effect, which is similar to the time effect in the continuous ITP model. Figure 1(a)
describes how the second component, the time effect, extrapolates the drug effect during a
3-month study via a diminishing return curve. The larger the absolute value of the shape
parameter k, the quicker the drug takes effect and reaching a steadier state. Figure 1(b)
illustrates the drug effect (the logit of the interested probability) over time. Parameter theta
decides effect size, while the time effect component extrapolates it across the treatment
time.

We choose to use Bayesian method to fit the BITP model. There are many ways to
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choose priors. If history data is limited, we can always use the noninformative priors as:

0; x1

k; o< 1

ag; o< 1

sij ~ N(0,7%)
log(1?) 1
log(o?) x 1

A Markov Chain Monte Carlo (MCMC) algorithm was used to sample the posterior
parameters.

2.3 Adaptive Design Decision Making

Based on the interim data I, we summarize the interim information from the posterior
distribution P(©|I) of the BITP model, where O represents all parameters of interests.
Among a set of all possible decisions {6|0 = 1,2,,n} such as dropping dose arms or
change allocation ratio, we can evaluate each decision delta by obtaining the posterior
predictive distribution and compare different decisions by optimizing a utility function. We
illustrate how the optimal decision is chosen in the following steps:

1. Fit BITP model by using the interim data to obtain the posterior distribution p(©|I)
and generate M sets of parameters from the posterior distribution, each generated at
an iteration of the MCMC sampler.

2. For each decision delta, use the M sets of posterior parameters to generate M sets of
posterior predictive data sets under the posterior predictive distribution:

p(Ys[I) = / p(¥3]©)p(O]1)de

Thus, we have M sets of predictive trial observations for each decision J, denoted as
J\M
{Y(s i=1

3. A utility function g(.) is then constructed and calculated under each predictive data
{Yia}-

4. Estimate F(g(Y5)|I) by taking the average of the {g(}/;;j)}j]‘il, to minimize the
Monte Carlo error.

5. Estimate F/(g(Ys)|I) for each decision delta and choose the optimal decision which
maximize the utility function:

0 = argmaz (1. nyE(g(Ys)|I).

There are many choices for the utility function depending on the questions to answer by
the interim analysis. In dose ranging trials, the most important question is which decision
will be the most efficient in estimating the dose response curve. Often the primary goal
is to maximize our learning on E Dgg, which is the minimum dose to achieve 90% of the
maximum drug efficacy. E Dgg can be estimated from an Emax model (Rowland and Tozer,
1995). By denoting E' Dq as a function of predictive observations Y5 as EDgy = h(Ys), we
can define our utility function as g(Ys) = —{h(Ys) — E[h(Ys)|I]}?, and E{g(Ys)|I} =
—var{h(Ys)|I}. The expectation of this utility increases as the precision of estimated
ED90 increases. More details will be illustrated via the simulation example in Section 3.
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3. Simulation and Results

We illustrate how to use the BITP model and the utility based decision rule to conduct
dose-finding clinical studies with delayed binary responses through a simulation example.

3.1 Study Design

Consider a randomized, double blinded, parallel-group placebo controlled Phase II dose-
finding clinical study. The primary objective is to learn the dose-response relationship to
find a clinical dose for Phase III development. The planned sample size is 324 patients
with 36 subjects allocated to the placebo arm and 288 patients allocated to active treatment
arms. Initially, there are 8 treatment arms and 1 placebo arm with equal number of subjects
allocated. The patients are enrolled and screened during prestudy period and randomized
to the placebo arm or one of the 8 treatment arms in a staggered manner. Once the patients
started the study, they will be administered with the allocated treatment from week O to
week 12 and will have biweekly visits during the treatment period. Thus there will be 7
measurements taken for each patient including baseline. An interim analysis is planned at
some time during the study and after which 4 less informative active treatment arms will be
dropped and the incoming patients will be randomized to the 4 more informative arms and
the placebo arm. We assume the enrollment rate is approximately 18 patients per month,
so there are roughly 21 months from the first group of patients started the treatments until
the last group of patients finished the treatments.

3.2 Simulation Setups and Implementations

Most pharmacodynamics variables exhibit a nonlinear dose-response nature which is often
described by the Emax model (Rowland and Tozer 1995; Shargel et al. 2012). Because our
response is binary, we assume the logit of the probability of interested responses by the end
of the study follows a true dose-response curve of an Emax shape:

Eaxdose”

logit(P)=Fy+ —————
9it(P) 0 EDQO—I-doseh

with Ey = —2, E,,,4; = 4 translated to ~ 12% probability at baseline and a maximum of
~ 88% probability at maximum efficacy. We assume the true £ D5, the minimum dose to
achieve 50% of the efficacy, is 40 mg, and the hill parameter h = 1. Figure 2 displays the
true dose response curve under this model.

In reality, our therapeutic window is limited due to safety and other concerns. Suppose
we are going to dose as high as the highest safe dose identified from Phase I studies and
evaluate the adaptive design under three dosing scenarios in our simulation, where the
highest safe dose is 400 mg under the low dose range scenario, 600 mg under the median
dose range scenario and 1000 mg under the high dose range scenario:

Low dose range: 5, 10, 20, 40, 60, 100, 200, 400 mg;

Median dose range: 5, 15, 40, 80, 120, 200, 400, 600 mg;

High dose range: 20, 40, 80, 160, 300, 500, 800, 1000 mg.

Figure 3 illustrate how doses are distributed on the true response curve under these
scenarios. Under low dose range, the drug effect just starts to approaching plateau and only
a portion of the dose-response curve is covered, while under the high dose range, the drug
effect has almost achieved the plateau and a larger portion of the dose response curve is
covered and the medium dose range lies in between.
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In addition, we assume the shape parameter for time effect k; = —0.75. The random
effect s;; ~ N(0,72), where 7 = 0.45. The missing data mechanism in this study is
missing at random (MAR) with 22.5% dropout rate. After a patient is dropped out, all of
his future data are missing. We chose to perform the interim analysis at month 10, where
more than half of the patients have enrolled in the study and there are a good portion of
patients who have completed the study. Table 1 illustrates how subjects are allocated at
month 10.

For one simulated data, with noninformative priors, parameters of the BITP model are
estimated using the Markov Chain Monte Carlo (MCMC) algorithm at the time of interim
analysis. To illustrate in more details, after burn-in, we obtain 1000 posterior samples of
parameters of the BITP model {a;, ki, 0;, 7,7 = 1,2,...,9}. To select 4 treatment arms
to keep from 8 treatment arms, there are 70 possible combinations (C§ = 70). For each
combination of treatment arms, we assign the rest of the subjects in those kept arms and
obtain 1000 posterior predictive trial data based on the 1000 sets of posterior parameters.
For each predictive trial data, an Emax model is fitted to the last observation of each patient
to estimate F D5, thus for each combination of treatment arms, we have 1000 estimated
EDsp. In this example, we consider E' D5 to be our parameter of interest, because for a
fixed h, ED, is proportional to EDso. We can derive EDx from Ey,q, ED% /(EDE, +
ED;Q) = X%Emaz and EDx = EDso(1—X %)~ (/") Therefore, the precision of E D5
estimate directly indicates the precision of ' Dgg or E'Dg estimates. Thus, we choose the
treatment combination with the most precise estimate of E Ds:

argmin(;e{l’gp."70}var{h(Y5)|I}

where ED5y = h(Ys). For each given interim time and dosing scenario, we repeat the
above simulation for 500 times and evaluate the loss by the loss function:

500

1 ~
Loss = — EDso; — EDsp)?
0SS 500 ;( 50,2 50)

For comparison purpose, we also evaluate the same loss function for the traditional parallel
design with 1 placebo arm and 8 treatment arms (N = 36 / arm).

3.3 Simulation Results

Figure 4 displays the simulation results of interim analysis for different dosing scenarios.
The box plots present differences of the estimated and true £ Dsg. The figure suggests that
the adaptive design is more efficient than the traditional design. Table 2 summarizes the
numerical comparison between adaptive design versus traditional design under the three
dosing scenarios. Because the low dose range scenario covers the smallest portion of the
dose response curve among the three dosing scenarios simulated, the learning of the curve
is less efficient than the other two scenarios and we observed a smaller saving compared
to the other two scenarios. Also, one can see that the loss is the smallest under the high
dose range scenario and the largest under low dose range scenario, suggesting having doses
approaching dose-response plateau will enhance the learning accuracy. Compared to tradi-
tional design with equal number of subjects (N=324). The adaptive design reduced the loss
by approximately 5%, 21% and 19% under the low, medium and high dose range scenarios.
When comparing the adaptive design (N=324) to the traditional design with more number
of subjects (N = 360), adaptive design still produces comparable losses.
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4. Discussion

In order to utilize as much information as possible to better estimate the dose-response
curve in Phase II delayed binary response dose-finding trials, we have proposed a BITP
model to predict the clinical trial data using interim information. This model can be con-
sidered as an extension of the ITP model by adapting it to incorporate the binary data. We
then apply a utility based decision rule to decide the adjustment of the future trial design.
In addition, we have discussed the importance of timing of the interim analysis.

The BITP model is able to deal with generalized nonlinear longitudinal models with
binary responses, as well as to incorporate subjects who have not completed the study at
the time of interim analysis, which account for a large portion in the delayed response study.
Subjects enrolled after interim analysis are able to be allocated to more informative arms,
thus to improve the accuracy of estimates. Simulation results suggest that the adaptive
design improves the learning accuracy of the dose-response under three dosing scenarios
when the interim adaption is conducted at an appropriate time. The accuracy of estimating
the dose-response also relies on the dosing scenario. Generally, the more the dose-response
curve is covered, the better we can estimate the dose response curve. However, in reality our
therapeutic window is often limited by safety and other concerns. Our simulation suggests
that the Bayesian adaptive design has the largest saving compared to the traditional design
when the therapeutic window is limited.

One concern of the adaptive design is the timing of the interim analysis. The optimal
timing is an optimal allocation of information collected before and after the interim in
order to optimize our learning of the dose-response curve. It is very important to guarantee
sufficient information at the interim time so that the BITP model can give a more accurate
prediction of the trial data to help us making correct interim decision. Binary responses
are associated with more uncertainty compared to continuous responses, thus when the
responses are binary, the interim analysis should be scheduled later to accumulate sufficient
information.In our example, we chose to perform the interim analysis at month 10, where
more than half of the planned patients have enrolled in the study and a good portion of them
(135 out of 324, 42%) have completed the study. This will also depend on the enrollment
rate and other characteristics of the study and the next step of this research is to conduct
simulation according to the actual trial characteristics to determine the interim time.
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Table 1: Allocation of subject with different timing of the interim analysis.

. . No. subjects en- No. subjects in No.  subjects in
Interim time . .
rolled at interim each droppedl treat- each kept treatment
(months) .
time ment arm arm
10 180 20 52

Subjects are allocated to the placebo arm in the same time, the total number of sub-
jects receiving placebo does not exceed 36 subjects.

2334



JSM 2016 - Biopharmaceutical Section

‘iUt Je we Jad $3093[qns jo soquinu dy) osye st wire paddoip yoes ur s30a[gns jo zoquny

€L’L9S Ve 1LY (U 897%Y Gel [4S 0¢ 081 (0] o3uer asop YSTH

9L'8L9 60168 gecoL cel [43 0C 081 (0] 93U 9s0p WNIPAJA

SYyIll 61°¢9¢I LO10CI Sel [4S 0¢ 081 0T o3uel 2s0p MO
(09€=N) (FTe=N) (vee = Wt wmey e paddorp sisA[eue

ugisop [euory ugrsep [euor}  N))  u3Isop e Apmis oy} I (syyuowr) soLeu
-doy yoeo ur yoeo ur s1oof  wSUI Ul S

-1pen IoJ -1pen 10} oandepe 10j pojerdwod s own WUy -90s Surso(q

SSO[ 93eIoAY

SSO[ 93eIoAY

SSO[ 93eIoAY

-102lqns "oN

s109[qns "oN

-qns ‘ON -109[qns ‘ON

"SOLIBUQOS FUISO(] SNOLIBA JOPU[) SISA[EUY WLIU] JO SINSAY [edLIOWNY] T dqeL,

2335



JSM 2016 - Biopharmaceutical Section

¢ ‘T = ¢ pue 1— 18 paxy
ST 3 "owr) JOAO 199JJ9 Snip oy} sajensny[r (q) [ued ‘G T— ‘G'0— = ¥ ‘SOSUBYD ¥ SB SOTUBYD JI MOY pUE 109JJ9 S} Ay} sAensn[[I () [oued "SUISOp Jo Syjuow
€ 191Je J091J2 Snap Ay SI g Jjowered )091Ja saye) Snip Yy APoInb moy moy suraaos y 1ojowered adeys :109)J0 SnIp pue J03JJ2 Wi Jo uonensn[[ :J dIN31g

(a) (e)
awl| [wiL
0g G¢ 0¢ ST 0T S0 00 0g G¢ 0¢ ST 0T S0 00
_ _ _ _ _ _ _ _ _ _ _ _ _ _
N L w
o
—
Phd o —"
o -~ 3
........ - N ®
& o 3
V=0 - - w | ©
=0 ---- @
=0 —
L~ -2

2336



JSM 2016 - Biopharmaceutical Section

"asop pue g4 Ajiqeqoid pajsaraiul ay) usamiaq diysuone[ar asuodsai-asop ay st (q) [oued asop pue (J)7160] usamiaq

diysuonepar asuodsar-asop oy St () [oued ‘T = 4 pue 3w OF = 0577 ‘T = ¥PWq ‘g— = 0 Y)im [opOU XeWH Ue SMO[[0] SAIND asuodsar asop ani], :g 3anJig
(@) (e)
(Bw) aso@ (Bw) asoq
00T 000T 008 009 OO  00C 0 00T 000T 008 009 OO 00C 0
! ! ! ! ! ! ! ! ! ! ! ! ! !
-
o
S
|
i
o
S
<)
«Q
o L s F
I
L ©
[o)]
= P
L ©
o]
= N

2337



JSM 2016 - Biopharmaceutical Section

00¢T 000T

"SOLIBUQDS SUISOP JUSISJIP Iopun SAIND 3su0dsaI-9sOp anI) Y} U0 SISOP JO uonnquisi(q :¢ 3anJry

©)
(bw) asoqg

008 009 007 002

000T

00€

008 00S

08

097

o

abuey asoq ybiH

(d) ubo)

(@
(bw) asoqg

00¢T 000T 008 009  OOF

00¢

009 00v

00¢

o

—

08
cl

abuey asog wnipay

(d) ubo)

(e)
(bw) asoqg

008 009 OO0¥
| | |

00¢

00v

00¢

o

— o

0T

abuey asog mo

(d) ubo)

2338



JSM 2016 - Biopharmaceutical Section

"OLIBUQDS 95uel 9sop Y1y oY) W0l SINSaI sjuasald ¢ sjoue "OLILUSdS 95ULI 9SOP WNIPIUL Y} WOIJ SI[NSI
syuasaxd (q) sjoueq "OLIBUDS 9FUBI 9SOP MO] Y} WO s}nsar syuasaid (8) [oued “0S¢7/7 onI) pue pojelins oy} Uoamlaq SIOUAIIp Jo sjojdxoq oy a1e sjoued
UL, ‘0] Yiuow Je pajonpuod sI SISATeur WLIIUI oY, "uIsap Jeuonipel} 0 uosedwod pue sisA[eue WUl Jo uSisop aandepe Jo souewIoped :p 3anJig

() (@ (e)

[euonipues anndepy [euonipuesL anndepy [euonipuesL anndepy
1 1 1 1 1 1
D E— I E— D E— —_— —_— D E—
1 1 1 1
| _ _ | " _
1 1
- o = O - ©
T T T
1 ' ! 1
1 ! " 1 " 1
| " ) | \ |
1 1 1
-_ _— L u 9 ! _ a1l 9 ! 1 9
o S = — m o X ! -3 =
m o = = | ! =
(-] o
0 g 3 g —— —— g
(] o [e] (]
° ° o 8 o m 8 o
o
-
s . s § 8 L5
[ o o ° o
° o ° o
o o o
(-]
o [}
8 o )
= = =
~ O ~ u ~ O
o o o
o (-] o (-] (]

abuey asoq ybiy abuey asoq wnipap abuey asoqg Mo

2339



