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An alternative phase IlI/lll design for
continuous endpoints

Wong-Shian Huang,*P" Jen-pei Liu,”“" and Chin-Fu Hsiao®*

The success rate of drug development has been declined dramatically in recent years and the current paradigm of drug
development is no longer functioning. It requires a major undertaking on breakthrough strategies and methodology for
designs to minimize sample sizes and to shorten duration of the development. We propose an alternative phase II/lll design
based on continuous efficacy endpoints, which consists of two stages: a selection stage and a confirmation stage. For the
selection stage, a randomized parallel design with several doses with a placebo group is employed for selection of doses.
After the best dose is chosen, the patients of the selected dose group and placebo group continue to enter the confirmation
stage. New patients will also be recruited and randomized to receive the selected dose or placebo group. The final analysis
is performed with the cumulative data of patients from both stages. With the pre-specified probabilities of rejecting the
drug at each stage, sample sizes and critical values for both stages can be determined. As it is a single trial with controlling
overall type | and Il error rates, the proposed phase Il/lll adaptive design may not only reduce the sample size but also
improve the success rate. An example illustrates the applications of the proposed phase Il/lll adaptive design. Copyright ©

2010 John Wiley & Sons, Ltd.
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1. INTRODUCTION

Despite of a better understanding of disease etiology, a rapid
increase in resources, technological advance, and seemingly
large amount of potential candidates, the performance of drug
development is disappointing. The success rate of drug
development has been declined drastically in recent years [1].
One of the many possible reasons for the dissatisfying
performance is that the current paradigm for drug development
is no longer functioning for the 21st century. Therefore, new
concepts, strategies, and methodologies are urgently needed to
reduce the development cost and to shorten the development
duration.

In recent years, the use of adaptive design methods in clinical
research and development based on accrued data has become
very popular due to its flexibility and efficiency. One of the most
commonly considered adaptive designs in clinical research and
development is probably a two-stage seamless adaptive trial
design. In general, the objective of the traditional paradigm for
the phase Il and Ill drug development is to confirm the efficacy
of the doses selected from the phase Il development in the
pivotal phase lll trials. Issues concerning the current phase Il and
Il paradigm include different patient populations recruited for
phase Il and phase Il trials, inability to establish the
dose-response relationship for the test drug, possible different
primary efficacy endpoints used in the phase Il and Il trials, and
large sample sizes because of multiple phase Il and Il trials with
individualized type | and Il error rates. Therefore, interest in
combining two separate studies into a single study has
developed. An adaptive seamless phase lI/Ill trial design is a
trial design that combines two separate trials (i.e. a phase llb and
a phase lll trial) into one trial and would use data from patients

enrolled before and after the adaptation in the final analysis.
Such designs can reduce the lead time that would have
occurred between the trials that they had been conducted
separately, and thus possibly shorten the duration of the trials
and reduce the development cost.

For the cytotoxic agents for cancer treatment, a combined
phase I/l design has been suggested for time-to-event
endpoint [2,3]. Follmann et al. [4] consider comparison of
several treatments and a control as a testing problem of the
global null hypothesis that all treatments are equal in the
framework of group sequential tests with Pocock and O'Brien-
Fleming-type boundaries chosen to maintain the type | error
rate. On the other hand, Todd and Stallard [5] then consider
same study objectives but different primary endpoints for
selection and confirmation stages. More specifically, they
propose a group sequential design that incorporates treatment
selection based on a short-term endpoint, followed by a
confirmation stage comparing the selected treatment with
control using a longer-term primary endpoint.

]
TThese two authors contributed equally to this work.

%Institute of Statistics, National Chiao Tung University, Hsinchu, Taiwan

bDivision of Biostatistics and Bioinformatics, Institute of Population Health
Sciences, National Health Research Institutes, Miaoli County, Taiwan

“Division of Biometry, Department of Agronomy, National Taiwan University,
Taipei, Taiwan

*Correspondence to: Chin-Fu Hsiao, Division of Biostatistics and Bioinformatics,
Institute of Population Health Sciences, National Health Research Institutes, No.
35, Keyan Road, Zhunan Town, Miaoli County 350, Taiwan.

E-mail: chinfu@nhri.org.tw

Pharmaceut. Statist. 2011, 10 105-114

Copyright © 2010 John Wiley & Sons, Ltd.




Pharmaceutical
Statistics

W.-S. Huang, J.-P. Liu and C.-F. Hsiao

One of the most frequently types of the variables for
evaluation of efficacy is the continuous endpoints such as total
cholesterol level, sitting diastolic blood pressure, HbA1c, and
many others. Based on continuous endpoints, Tsou et al. [6]
propose a two-stage screening design that minimizes the
expected sample size if the new candidate has no or low
efficacy activity subject to the constraints of the type | and
type Il error rates. Bischoff and Miller [7] also develop a competing
two-stage group-sequential adaptive design with a minimal
expected number of patients that controls the type | error
rate, achieves a desired power to detect a given clinically
relevant difference in means, and controls the probability of
wrong selection. In their approach, they test the hypothesis that
each of the treatment effects is smaller than or equal to the
control effect against the hypothesis that the effect of one of
the treatments is larger than the control effect for the
whole trial.

In seamless phase II/Ill design, the drop-the-loser mechanism
is used very often at the phase Il clinical stage especially when
there are uncertainties regarding the dose levels [8]. A drop-
the-losers design is a design that allows dropping the inferior
treatment groups. Sill and Sampson [9] explored an inferential
technique for drop-the-losers designs for the binomial distri-
bution setting. Chang [10] proposed an adaptive seamless
phase II/1ll design that uses the weak a-control method for the
drop-the-losers design based on a contrast test at the phase Il
stage. Similarly, in this paper, we consider the phase Il and llI
development as a single trial with controlling overall type | and Il
error rates. Our proposed alternative phase II/Ill design consists
of two stages: a selection stage and a confirmation stage. Most
importantly, in this paper, for the selection stage, a randomized
parallel design with several doses and a concurrent placebo
group is employed for characterization of the dose-response
relationship and selection of doses for the confirmation stage. In
our phase II/lll design, the drop-the-losers mechanism is also
used at the phase Il stage. However, different from Chang [10],
our approach for selection of doses during selection phase is
based on the magnitude of the slope of regression line and is
not based on the contrasts of group means. After the best dose
is chosen, the patients of the selected dose group and placebo
group will be continued to enter the confirmation stage. In
addition, new patients will be recruited and randomized to
receive the selected dose or the placebo group for the
confirmation stage. At completion of the confirmation stage,
the final analysis is performed with the cumulative data of
patients from both stages. With the pre-specified probabilities of
rejecting the drug at each stage, the sample sizes and critical
values for both stages can be determined. Special features of
our proposed phase II/lll design are: (1) the same targeted
patient population is evaluated in both stages with the same
primary continuous endpoints, evaluation criteria, schedules
under the same experimental conditions specified in the same
protocol, (2) an empirical dose-response relationship is used for
selection of the dose for the confirmation stage, and (3) a
portion of the patients in the selection stage is also evaluated in
the confirmation stage. In the next section, the current approach
to the phase Il and Il development is reviewed. The proposed
alternative phase I/l design is introduced in Section 3.
Determination of sample sizes and critical values are also
provided in this section. An example for illustration of the
applications of our proposed design is presented in Section 4.
Discussion and final remarks are provided in Section 5.

2. THE CURRENT APPROACH

For the purpose of illustration, during the phase Il development,
we only consider on a phase Il trial using the randomized
parallel-group design for comparing several doses of a test
product, di,d>, ..., dx with a concurrent placebo control, dp. In
addition, we also assume that one of the k doses is selected for a
single phase Il confirmation trial if it is statistically significant.
Let Y; be some observed continuous endpoint for patient j
assigned to dose d;, i=0,..., k; j=1,..., n;; where n; is the
sample size per group for the phase Il trial. We also assume that
Y; follows a normal distribution with mean y; and known
variance ¢2, i=0,1,..., k. The current approach to selection of
the doses for the phase Il confirmation trials is based on the

following hypothesis:
i=1...,k ()

Let Yy; be the sample mean of group i, i = 0,1,..., k, and s3 the
pooled sample variance obtained from the phase Il trial. A dose
is declared to have a statistically significantly superior efficacy
over placebo if

ti = (Yii — Yio)/suv/2/na>z1 4,

for no adjustment

Ho : iy — 1o<0 vs Ha:p—pup>0,

or )

tis = (Yii — Yio)/su\/2/n2 > 21k,
with Bonferroni correction,

where z,_, is the upper ath quantile of the standard normal
distribution.

Let 6 be the required minimal clinically meaningful improve-
ment on efficacy for a dose to be selected for the phase Il trial.
Without considering adjustment for multiple comparisons, the
sample size required for each dose group to provide a power of
(1—p) at the o significance level is given by

n' = 2z1_,+z1-5)?/(5/0)? 3)

If the Bonferroni correction is employed to adjust p-values for
multiple comparisons, the required sample size is given by

n"® =2z, +z1-5)/(5/0) 4

On the other hand, instead of conducting pairwise comparison,
we may want to test whether the dose-response relationship
can be described by the simple linear regression as follows:

E(Yy) = ¢+nd;

where ¢ is the intercept and 7 is the slope. Let n’ be the
required sample size per dose level in traditional phase Il trial for
dose-response to test the null hypothesis Hq: 17 <c against Ha:
n>c. In this case, the sample size required for each dose group
can be calculated by

ot — ( a )2 (Z1,a+Z1,/;)2 (5)

¢ —c Ef:o (di — do)?

with a specified value ¢’ under the alternative hypothesis.

Suppose dose r is selected from the phase Il trial, confirmation
of the efficacy in the phase Il trial is based on the following
hypothesis:

Ho:p —po=0 vs Ha:p —ug#0 (6)
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Let A’ be the minimal clinically meaningful requirement for
confirmation of a superior efficacy over the placebo in the phase
Il trial. The sample size required to provide a power of (1—f) at
the a significance level is given as

n" =2z, +z1-p)° /(A [0)? (7)

As mentioned before, the phase Il trials of the current approach
are conducted in much restricted experimental conditions with
much stringent inclusion/exclusion criteria. On the other hand,
the phase Il trials are usually conducted in a much hetero-
geneous patient population under an environment much close
to the clinical practice. Therefore, the patient populations and
experimental conditions are different between phase Il and
phase Il trials. Although it is assumed that the variance is same
for both phase Il and lll trials, in fact, the variability observed
from the phase lll trials is much larger than that of the phase Il
trials. On the other hand, the restricted patient population and
the tight experiment environment of the phase Il trials are often
to over-estimate the efficacy of the test drug in the clinical
practice. Consequently, the efficacy of the test drug may not be
confirmed during the phase Il trials.

For the current approach, the phase Il and phase lll trials are
conducted as separate trials in a sequential manner. Therefore,
the duration of the current phase Il and Il development is
longer than necessary. In addition, phase Il and Il trials are
conducted independently with individual type | and Il error
rates. As a result, the overall sample size is also larger than it
should be. Suppose that we only consider one phase Il trial and
one phase lll trial. Chow and Chang [11] point out that in the
current approach, the actual overall type | error rate () is equal
to ayoyy, Where oy and oy are the type | error rates controlled at
phase Il and phase Il respectively. That is, o for the current
design is too conservative. On the other hand, if power refers to
the probability of correctly detecting a true but not hypothetical
treatment difference, then in the current design, the actual
power is given by

power = power, * power,

Consequently, when power, and power, are not large enough,
the actual power for the current approach might be small [11].
In other words, the current approach has a very low type | error
rate and may not provide sufficient power either. New strategies
and methodology are urgently needed to improve the current
situation.

3. THE PROSPOSED ALTERNATIVE PHASE Ii/lll
DESIGN

Our proposed alternative phase II/lll design is a single trial
consisting of two stages: a selection stage and a confirmation
stage. Because it is a single trial, the inclusion/exclusion criteria,
evaluation methods and schedules, primary and secondary
efficacy endpoints, and other experimental conditions are the
same and are pre-specified in the same protocol. The first stage
is the selection stage in which the patients are randomly
assigned to receive either one of the k doses of the test drug or
to the placebo group. Although there are many different forms
of dose-response relationship, for the purpose of illustration,
during the selection stage, the dose-response relationship is
assumed linear and can be investigated by the simple linear
regression method. If the slope is not greater than some pre-
specified threshold, say ¢, then the trial stops and the test drug

is concluded no efficacy. On the other hand, if the slope is
greater than the specified threshold, the lowest dose meeting
the minimal clinically meaningful requirement, say J, is selected
for the confirmation stage of the trial. In addition, the patients in
the selected dose and placebo groups will be continued to the
confirmation stage. In addition, new patients will be recruited
and randomized to receive either the selected dose of the test
drug or to the placebo group. The final analysis includes the
data of the selected dose and placebo groups from both
selection and confirmation stages.

Suppose that the dose-response relationship can be described
by the simple linear regression as follows:

E(Yy) = ¢Hnd,

where ¢ is the intercept and 7 is the slope. It follows that the
corresponding hypothesis for the selection stage is given as

Hg :n<cvsHy:n>c ®)

where ¢=0 is some pre-specified threshold.

If we fail to reject the null hypothesis of Equation (8) at a pre-
specified significance level, then the trial stops and the drug is
eliminated from consideration of further development. On the
other hand, dose r is selected for the confirmation stage if the
null hypothesis of Equation (8) is rejected at the pre-specified
significance level and it is the lowest among the doses such that
the efficacy is better than the placebo by a magnitude greater
than 6, where ¢ is the required minimal clinically meaningful
improvement on efficacy for a dose to be selected for the
confirmation stage. The sample size can then be determined to
ensure that if some doses are superior to placebo by the pre-
specified amount 9, a dose will be selected with high
probability, say 0.8.

Let n, be the sample size per group for the selection stage.
The least squares estimator of # is given as

Y Y (d = d)Yy — V)

f = 9
! S o no(d; — )2 @
where
d= Zf:o dj
k+1
and
k
V= Zi:o ,"21 Y
ny(k+1)

In addition, 7 follows a normal distribution with mean 7 and
variance

62

S o no(d; — d)?

Assume that we will reject Hg if 7>C, and dose d, and the
placebo group (dy) are chosen into the confirmation stage.
Denote the population means of dose r and placebo by p,
and Lo, respectively, and A = p, — . The hypothesis for the
confirmation stage is given as

HY :A=0vs HY : A#0. (10)
The estimator of A is A = Y — ¥y where
v — Z}g Yr/'+ Z;Z:;an‘| Yr/'
ny+ns3

r
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0 ny+ns3

and nj is the sample size of the new patients per group required
for the confirmation stage. Consequently, A follows a normal
distribution with mean p,—po and variance 26%/(n,+ns).

As our proposed phase II/Ill design is a single trial, it follows
that the overall failure rate is & and the overall power is 1—f. To
control the overall type | error rate, our approach is similar to
Simon’s two-stage design [12]. We will terminate the experiment
at the end of the phase Il stage and reject the drug if /j < C;. This
will occur with probability P.(77 <C,). We will reject the drug at
the end of the phase Il stage if |A| > (5. Consequently, the
overall probability of rejecting the new drug in both stages with
the true parameters 1 and A is a function of n, A, n,, n3, Gy, G,
and ¢ and it is given as

(p(i’[’ A’ ny, ns, CZa C3a O-)
an

=P, (1 <C)+ j f,(b)Pa(—Cs <A <C3)db,
where P, and P, denote the probability measure with respect to
1 and A respectively, and f;(-) represents the probability density
function of 7 with respect to 5. Then the overall type | error rate
evaluated at n=c and A=0 is given as

2=1-[Pli<Co)+ [ fy(b)Po(~Cs<A<C3)db]
G

(12)
Equation (12) can be re-expressed as

1— o =P(fj<Cy)+ / f(b)Po(—C3 <A< C3)db
G
As our proposed phase II/lll design is to eliminate ineffective
drugs and doses as early as possible, unlike the traditional
sequential design, a weighing factor y; is used to determine
how much the overall failure rate is spent in the two stages
such that

P(ii<G) =71 —a) (13)

and

f(HPo(—~CGi<A<Cy)dt = (1 — y)(1 — )
J G

(14)

where 0 <y, <1. Note that the larger the y, is, the larger the G,
is. Also larger y, indicates that we spend fewer type | error rate
for phase Il stage. In addition, the objectives of the proposed
design are to eliminate the inefficacious drugs or doses as early
as possible and to ensure a better success rate for the selected
doses in the confirmation stage, we suggest that 7, be greater
than 0.5, say 0.6 or above, be spent at the selection stage under
c=0.

The overall type Il error with a specified value ¢’ and A" under
the alternative hypotheses Equations (8) and (10) is given as

B =¢(c,A',ny,n3,C,C3,0)

00
:Pcf(ﬁ<C2)+ / fﬁ(b)PAl(*(_} <A<C3)dt
G

Again we need to determine how much the type Il error
probability is spent at each stage. Consequently we introduce
another weighting factor y, such that

Po(i<G) =7, (15)

and

L TPy~ G<A<Cydt=(1—1)f  (16)

where 0<y, <1. As seen, the larger the y, is, the smaller the n;
is. Considering A = 5(d, — do) under the linear trend, Equation
(11) can be re-expressed as

o(n,A,ny,n3,C,G,0)
o0
— Py <Co)+ / f(b)
G
+ A
%P, (M (43 — " b - do)) <As
ns ny+ns

ny+ns ny
< G —
n3 ny+ns

b(d, — do)) ) db

ny+n3g ny+n3
where A3 _ Zj:’:23+] Y _ Zj:223+‘| Yo/.

Under the specifications of the values for design parameters
¢,c, N\, y1,7,, % and B, the proposed alternative phase II/ll design
is to determine ny, n3, G, and (3 numerically based on
constraints of the overall type | and Il error rates given in
Equations (13)-(16). In conjunction with R function ‘Integrate’ for
numerical integration, with respect to specified values of ¢, ¢, g, o,
B, 77, and y,, R function ‘NLM’ is used to solve nonlinear functions
in conjunction with a Newton-type algorithm to find the values of
n, and G, under constraints Equations (13) and (15). With
specification of A and A’, we again use R function ‘NLM’ to find
values of n; and G; satisfying constraints Equations (14) and (16).
An R program is available from the authors upon request.

Under that the nominal dose levels are 0, 10, 20, and 30,
Tables |-V provide the sample sizes per group (n, and ns) and the
critical values (C, and G;) for the selection and confirmation stages
of the proposed phase /Il adaptive designs for different
combinations of design parameters with 7, = 0.6 and 0.8, and A’
= 1 and 2. In addition, the sample sizes of the phase Il trial with and
without the Bonferroni adjustment (n" and n’®) and phase Il trial (n")
of the current approach are also presented in Tables I-IV with the
relative efficiency (rs and r.), defined as the ratio of the total sample
of our proposed phase II/lll design to that of the current approach.

Tables |-V illustrate that the sample size at the selection
stage increases as y, increases. This fact is because that the
larger the y, is, the larger failure rate spent in selection stage
and more difficult for a dose will be selected for the
confirmation stage. On the other hand, when y, decreases, less
type Il error rate or more power is spent in the selection stage
and large sample sizes are required for the selection stage.
The sample sizes for our proposed phase II/lll designs given in
Tables I-IV confirm this and show that as y, decreases, the
required sample size per group for the confirmation stage
decreases but the required sample size per group for the
selection stage increases. In addition, the critical value at
the final analysis also increases as y, decreases. On the other
hand, a large value of y, indicates that more power will be spent
at the confirmation stage. Therefore, when y, is sufficiently
large, the sample size required for the confirmation stage might
be greater than that required for the traditional phase Il trial.

A simulation study was conducted to compare the proposed
alternative phase II/lll design with the current approach in terms
of success rate which is defined as the overall power for both
methods. The overall power for the current approach is the
probability of rejection of both null hypotheses of Equations (1)

Copyright © 2010 John Wiley & Sons, Ltd.
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Table l. Designs with ¢ = 10, (¢,c’) = (0,0.1), A" = 1, y; = 0.6, k = 3, (2, B) = (0.05,0.2), and (do, d1,d,,d3) = (0,10, 20, 30).

’ /B 7 * i

V2 n, ns G G n n n rs re

0.1 100 1022 0.0079 0.6369 1237 1764 1570 0.3022 0.2397
0.2 75 1137 0.0092 0.6209 1237 1764 1570 0.3182 0.2525
03 60 1239 0.0102 0.6036 1237 1764 1570 0.3361 0.2666
0.4 51 1346 0.0112 0.5851 1237 1764 1570 0.3581 0.2840
0.5 43 1465 0.0121 0.5650 1237 1764 1570 0.3835 0.3042
0.6 37 1606 0.0131 0.5427 1237 1764 1570 0.4154 0.3295
0.7 32 1785 0.0140 0.5172 1237 1764 1570 0.4572 0.3627
0.8 28 2032 0.0151 0.4866 1237 1764 1570 0.5163 0.4096
0.9 24 2448 0.0162 0.4449 1237 1764 1570 0.6172 0.4896

*rs = (4ny+2n3)/(4n'+2n").
re = (4ny+2n3) /(4n"®+2n").

Table ll. Designs with ¢ = 10, (c,c’) = (0,0.1), A" =1, 9, = 0.8, k = 3, (o, f)

= (0.05,0.2), and (do, d1, d>, d3) = (0, 10, 20, 30).

o ny ns G, G n n'® n' r* rt

0.3 103 845 0.0312 0.5524 1237 1764 1570 0.2599 0.2062
04 90 948 0.0335 0.5331 1237 1764 1570 0.2789 0.2213
0.5 80 1060 0.0355 0.5122 1237 1764 1570 0.3017 0.2393
0.6 71 1191 0.0375 0.4894 1237 1764 1570 0.3296 0.2615
0.7 64 1356 0.0395 0.4637 1237 1764 1570 0.3670 0.2911
0.8 58 1582 0.0415 0.4331 1237 1764 1570 0.4199 0.3331
0.9 53 1964 0.0436 0.3921 1237 1764 1570 0.5119 0.4060

*rs = (4ny+2n3)/(4n'+2n").
r. = (4ny+2n3) /(4n®+2n").

Table lll. Designs with ¢ = 10, (c,c’) = (0,0.1), A’ = 2, 9, = 0.6, k = 3, (a, ) = (0.05,0.2), and (do, d1, d>, ds3) = (0, 10, 20, 30).
o ny ns G G n n'® n' re* rct
0.2 100 124 0.0079 1.2974 310 441 393 0.3198 0.2541
0.3 75 188 0.0092 1.2646 310 441 393 0.3337 0.2651
0.4 60 231 0.0102 1.2296 310 441 393 0.3465 0.2753
0.5 51 269 0.0112 1.1915 310 441 393 0.3662 0.2910
0.6 43 307 0.0121 1.1498 310 441 393 0.3880 0.3082
0.7 37 349 0.0131 1.1033 310 441 393 0.4176 0.3318
0.8 32 399 0.0140 1.0502 310 441 393 0.4571 0.3631
0.9 28 465 0.0151 0.9864 310 441 393 0.5143 0.4086

*rs = (4ny+2n3)/(4n'+2n").

re = (4ny+2n3) /(4n®+2n").

Table IV. Designs with ¢ = 10, (¢,c’) = (0,0.1), A’ = 2, 7; = 0.8, k = 3, (&, B) = (0.05,0.2), and (do, d1, d>, d3) = (0, 10, 20, 30).

72 ny ns G, G n n'® n' re* rct

0.6 90 130 0.0335 1.1547 310 441 393 0.3060 0.2431
0.7 71 207 0.0375 1.0398 310 441 393 0.3445 0.2737
0.8 64 254 0.0395 0.9772 310 441 393 0.3771 0.2996
0.9 58 316 0.0415 0.9055 310 441 393 0.4265 0.3388

*re = (4ny+2n3)/(4n"+2n").
re = (4ny+2n3) /(4n®+2n").

and (5). For the proposed phase II/lll design, alternatively the
overall power is the probability of rejecting both null hypothesis
of Equations (8) and (10). Suppose the test drug has dose levels

of 10, 20, and 30, respectively. Also assume that the placebo
group has dose level of 0. Figure 1 displays simulation
results for the case of ¢ =10, (c,c) =(0,0.1), A’ =1, and
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Figure 1. Simulated success rates for the case of ¢ = 10, (¢,c’) = (0,0.1), A" =1, ;

(2, f) = (0.05,0.2), y; =0.6 with various values of y,. For
instance, given 7y, =0.2, we can derive that n, =75,
C; =0.0092, n3=1137, (3 =0.6209, n' =1237, and
n” = 1570. The power is evaluated for 5 being from 0 to 0.30
by 0.02. Under the assumption of a linear trend such that
A =101, the success rate at each m was obtained as the
proportion of successes from 10,000 replicates. From Figure 1,
the proposed phase I/l design is uniformly more powerful
than the current method for the range of 1 between 0 and 0.3
under the above specifications of parameters for the design.
Figures 2-4 compare the success rates of the proposed phase
1I/1ll design with the current approach under other specifications
of the parameters of the design. Similar conclusion on the
success rate is reached from Figures 2-4.

4. EXAMPLES

Suppose that a new test drug is being developed for the
indication of the patients with scleroderma lung disease [13].

¥, =0.4
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038 -
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m
w
Q
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000 005 010 015 020 025 030
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= == traditional phase IT and phase III trials

= 0.6, k = 3, and (do, d1, d>, ds) = (0,10, 20, 30).

Three doses of 10, 20, and 30 mg and placebo are selected for
evaluation in phase Il and Ill development. One of the primary
efficacy endpoints is the change from baseline of the forced vital
capacity (FVC, % of predicted) at month 12. We apply the
alternative proposed phase II/Ill design to the development of
this new test drug with the assumed standard deviation of 10.
The pre-specified requirements for the slope for the selection
stage and for the treatment effect for the confirmation stage are
0.1 and 1.0, respectively. In other words, ¢'=0.1 and A=1. For
the type | error rate of 0.05 and type Il error rate of 0.2, Table |
indicates that if y; =0.6 and y,=0.5, 43 patients per group for a
total of 172 patients are required for the selection stage. At the
completion of the selection stage, if the observed value of slope
71 does not exceed 0.0121, the development is terminated and
the new test drug is concluded as lack of efficacy for further
development. On the other hand, if the observed value of the
estimator of slope i is greater than 0.0121, the trial continues to
the confirmation stage with selection of the lowest dose level of
10 (i.e. A’ =1). An additional 1465 patients per group are

Copyright © 2010 John Wiley & Sons, Ltd.

Pharmaceut. Statist. 2011, 10 105-114



W.-S. Huang, J.-P. Liu and C.-F. Hsiao

Pharmaceutical
Statistics

7,=0.3
1.0 - 1.0
08+ 08
2 2
@ 06— @ 06—
w w
w w
O b
(=] L
5 04 S 04
w w
0.2 1 0.2 1
0.0+ 00
T T T T T T T T T T T T T T
0oooc 005 010 015 020 025 030 000 005 010 015 020 025 030
slope slope
7,=0.9
1.0
08+
D @
® 06 5]
w o
v w
@ @
3 ut
= 04+ 2
02+
0.0
T T T T T T T T T I I T T T
0Doo 005 010 015 020 025 030 Qoo QD5 010 015 020 025 030
slope slope
proposed phase II/III adaptive design; — == traditional phase Il and phase III trials
Figure 2. Simulated success rates for the case of ¢ = 10, (¢,c’) = (0,0.1), A" =1, 7, = 0.8, k = 3, and (dy, d1,d,,d3) = (0, 10, 20, 30).

required for the selected dose and placebo. At the conclusion of
the confirmation stage, if the overall observed absolute value of
mean difference, A, based on the cumulative data of a total 3016
patients (2 x 43+2 x 1465) obtained at the end of the confirma-
tion stage of the trial does not exceed 0.5650, the new test drug is
concluded no efficacy. On the other hand, if the observed
absolute value of A is greater than 0.5650, efficacy of the new test
drug is superior to the placebo group with respect to FVC (% of
predicted) at the 0.05 significance level. In addition, the number
of required sample sizes for the current phase Il trial and phase llI
trials are 1237 (and 1764 for Bonferroni p-value adjustment) and
1570 per group, respectively. It leads to reduction of 61.65% and
69.58% of the total sample size for the proposed phase I/l
design as compared with the current approach without and with
the Bonferroni adjustment, respectively.

Note that in this example, it may not make intuitive sense to
differentiate between three doses with 43 patients per arm, and
then require 1465 patients per arm to confirm an effect against
placebo in confirmation stage. As mentioned, larger vy, indicates

that we spend fewer type | error rate for phase Il stage. If we
choose y; = 0.8, then the number of required sample sizes for the
phase Il trial and phase Il trials are 80 and 1060 per group,
respectively (cf. Table Il). Therefore, the determination how we
want to spend the type | error rate at each stage is very important.

5. DISCUSSION

In this paper, we propose an alternative phase II/lll design for
evaluation of drugs efficacy based on continuous endpoints.
Under this design structure, a single trial with the selection and
confirmation phases is conducted using the same protocol with
the same inclusion/exclusion criteria, the same concurrent
control, the same methods for evaluation, and the same
efficacy/safety endpoints. In other words, the data from both
the dose selection and confirmation of efficacy are generated
within the same study. Another attractive feature is that our
phase I/l design would in fact use the data from patients

Pharmaceut. Statist. 2011, 10 105-114
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Figure 3. Simulated success rates for the case of ¢ = 10, (¢,c’) = (0,0.1), A" =2, 7,

enrolled from the selection stage and from the confirmation
stage in the final analysis. With this approach, reduction of the
total sample size might be possible. This in term may shorten
the total duration of drug development and hence can save
considerably valuable resource and cost.

After a linear dose response is established in the selection
stage, selection of dose level for the confirmation stage is also
critical. First of all, we need to choose the dose level with the
pre-specified requirement for efficacy. However, the choice of
dose level should be determined not only on the efficacy but
also on safety. In general, the toxicity might also increase as the
dose level increases. In this case, the lowest dose level which
meets the efficacy requirement with the best safety profile is
selected for the confirmation stage. On the other hand, even if
the linear trend of the dose-response for the selection stage is
statistically significant, the dose-response might increase first
and then reach the plateau at the higher dose levels. In this case,
we may also select the lowest dose level reaching the plateau
and meeting the pre-specified requirement. As a result, our
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proposed alternative design selects the lowest dose level whose
slope meets the minimal clinically meaningful requirement, 4.

For the current approach, the phase Il and phase Il trials are
conducted sequentially but independently and the individual
type | error rates at phase Il and phase lll are separately controlled
both 0.05. It follows that the actual overall type | error rate is in
fact equal to 0.05 x 0.05=0.0025, which is unnecessarily strin-
gent. However, in our proposed phase II/lll design, the actual
type | error rate is only equal to 0.05. In other words, the type |
error rate of our proposed phase II/lll design is 20 times larger
than the traditional approaches. In other words, the traditional
approach is more conservative than our proposed phase II/lll
design. Similarly, in traditional approaches, if the powers for both
phase Il and phase lll trials are 0.8, then the overall power is 0.64.
On the other hand, in our proposed phase II/1ll design, the actual
power is equal to 0.8 which is 1.25 times larger than the
traditional approaches. That is, our proposed alternative phase
I/l design can gain more power than the traditional approach.
This phenomenon is also demonstrated in Figures 1-4.

Copyright © 2010 John Wiley & Sons, Ltd.
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Figure 4. Simulated success rates for the case of ¢ = 10, (c,c’) = (0,0.1), A" = 1, 7, = 0.8, k = 3, and (dy, d1,d,,d3) = (0, 10, 20, 30).

It should be noted that in our proposed phase Il/Ill design, the
probability of success in phase I trial does not depend so much
on statistical significance of the dose-response test from phase ||
stage. However, the expected treatment effect for the confirma-
tion stage (phase Ill) can be estimated from the data obtained in
the selection stage (phase Il). Consequently, the proposed
alternative phase II/lll design can be extended as follows. First,
given y, and y,, we can first determine sample size n, and the
critical C; for the selection stage based on the pre-specified values
of undesirable and desirable slopes for the dose response, ¢ and ¢
and ¢. If the conclusion of the selection stage is successful and
one dose is chosen for the confirmation stage, the estimates of A’
and ¢ can be obtained from the selection stage. With the updated
estimates of A’ and o, we can therefore calculate the required
total sample size and the critical value for the confirmation stage.
This may increase the accuracy of the estimate of the required
sample size for the confirmation stage and consequently improve
the overall success rate of development. Doing so may also
increase the probability of success in phase Il trial.

In the seamless phase II/1ll design, controlling the experiment-
wise error is an issue. Chang [10,14] proposed a method where
the test statistic at each stage is a linear combination of the p-
values calculated using subsamples from the phase Il and phase
Il stages. This method offers great flexibility in the selection of
stopping boundaries and no numerical integration is needed for
the two-stage designs. On the other hand, in our design, the
overall type | error and power spent at each stage are controlled
by the weighting factors y, and y, respectively. At the design
stage, once y, and y, are specified, the corresponding stopping
boundary and sample size required for each stage can be
derived. Although our design cannot avoid the calculation of
numerical integration, it can allow flexibility on how we want to
spend the type | error rate and power at each stage. A proper
balance for selection of weighting factors y, and y, between the
selection and confirmation stages is important for a successful
implementation of the proposed alternative phase II/Ill design.
The value of y; should be stringent (large) enough that
ineffective doses should be quickly eliminated during the
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selection stage and the probability of confirming the efficacy of
the selected doses can exceed the pre-specified level. On the
other hand, y, should be chosen to provide sufficient sample
sizes for both selection and confirmation stages. For small ¢, we
recommend that the value of y; be between 0.6 and 0.8 and the
value of y, be 0.3 and 0.7. In addition, we also suggest that the
number of patients in the confirmation stage be larger than that
of the selection stage. Within these ranges for y; and v, as
shown in Tables -1V, the required sample size of our proposed
alternative phase Il/Ill design can reduce to 30% and 45% of the
sample size required by the current approach.

Note that in our method, we assume that the dose-response
relationship can be described by the simple linear regression.
This assumption may not be true. Alternatively, some other
dose-response relationships can be examined at the phase Il
stage, and the dose-response patterns can be expressed by
various linear contrasts of u; i=0, 1,..., k, say ZL Cil;, Where
1+ - +cx = 0. In this case, the objective of the phase Il trial
will in stead test the following hypothesis:

k k
Ho: ) cigy=0vs Ha: Y cipy #0
i=1 i=1

Another point we wish to make is that while assuming linear
dose-response, the test of slope may easily be significant in
situation when there is very weak dose-response. Therefore, we
need a threshold for slope. In other words, the determination of the
threshold of the slope ¢ in Equation (8) is rather critical. It should
adequately reflect the minimal clinically meaningful dose-response.

One intriguing feature about the use of an adaptive phase
II/1ll design is probably the possibility of shortening the time of
development of a new medication. As indicated earlier, such a
design is not only flexible but also efficient as compared with
separate phase Il and phase Il studies. However, in practice, not
all clinical development may be suitable for such a design. Maca
et al. [15] propose a list of criteria for determining the feasibility
of the use of an adaptive design in clinical development plan.
As the use of an adaptive phase II/Ill design is to get effective
medications to patients sooner, whether such a design would
achieve a reduction in development time would be an
important factor for feasibility consideration. When the adaptive
phase 1I/1ll trial is the only pivotal trial required for regulatory
submission, the reduction in clinical development time is clear.
On the other hand, if the phase II/Ill trial is one of two required
pivotal trials, then the second pivotal trial should be completed
within a reduced time frame that shortens the overall
development time. Maca et al. [15] suggest the second pivotal
trial, which is more traditionally designed, could begin
immediately after the interim analysis so that it is possibly
completed close to the time the adaptive phase II/lll study is
completed. Doing so may need more time for planning,
development, and health authority review for such a design.
Consequently, this extra time must also be incorporated into the
evaluation of the overall development time.

In our adaptive phase II/1ll design, prior to the interim analysis
at which the dose to be continued will be chosen, there will be a
period during which some patients have been randomized but
have not yet been followed long enough to reach the endpoint
for evaluation. During this ‘transition’ period, Maca et al. [15]
suggest that when the time needed to reach this endpoint is
short relative to the total enrollment time of the study,

enrollment can still continue uninterrupted with relatively few
patients enrolled. Even though those patients enrolled during
this period and randomized to doses that will not be continued
will not be providing direct evidence for the comparison of the
selected dose vs the control at the confirmation stage, they can
be used to understand better the dose response and safety
profile. On the other hand, when the endpoint duration is too
long, many patients will have been randomized during this
period, which could cause undesirable inefficiencies. In this case,
enrollment may need to be temporarily hauled during the
transition period, but doing so can result in disruption to the
trial and erode the benefits in time saving for the adaptive
phase I/l design. Thus, Maca et al. [11] suggested that well-
established and understood endpoints (or surrogate markers) be
considered when implementing an adaptive phase II/Ill design
in clinical development.
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