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ABSTRACT

Phase Il clinical trials are commonly conducted as pilot studies to evaluate the efficacy and safety
of the investigational drug in the targeted patient population with the disease or condition to be
treated or prevented. When designing such a trial considering efficacy conclusions, people natu-
rally think as follows: if efficacy evidence is very strong, a go decision should be made; if efficacy
evidence is very weak, a no-go decision should be made; if the efficacy evidence is neither strong
nor weak, no decision can be made (inconclusive). The designs presented in this paper match this
natural thinking process with go/no-go/inconclusive outcomes. Both two-/three-stage designs
are developed with three outcomes. Additionally, a general approach based on conditional
error function is implemented such that new decision boundaries can be calculated to handle
mid-course sample size change which results in either ‘over-running’ or ‘under-running’ and
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ensure the control of overall type | error. A free open-source R package tsdf that calculates
the proposed two-/three-stage designs is available on CRAN.

1. Introduction

Phase II clinical trials are commonly conducted as pilot studies to evaluate the efficacy and safety of the investi-
gational drug in the targeted patient population of the disease or condition to be treated or prevented. The initial
assessment of efficacy plays an important role in determining if a compound should be further studied in the tar-
geted patient population. When designing such a trial considering efficacy conclusions, people naturally think as
follows: if efficacy evidence is very strong, a go decision should be made; if efficacy evidence is none or very weak, a
no-go decision should be made; if the efficacy evidence is neither very strong nor very weak, no clear decision can
be made (inconclusive). This decision process is essential in proof-of-concept (POC) studies and this is fundamen-
tally different from Phase III confirmatory studies. Note that this decision process is quite common in real-world
practice. For example, in one oncology study (the actual tumour type and compound are not revealed here since
the compound is still under development), the decision tree is as follows: if the response rate is above 50%, a phase
3 study will be launched with a single agent under study as the active treatment against an active control; if the
response rate is below 30%, no further studies will be conducted on the compound for the cancer under study;
if the response rate is between 30% and 50%, a study of the agent in combination with an existing treatment will
be conducted. The question is how to design a trial that matches this natural decision process and supports it
statistically.

The topic has been discussed in B. Zhong (2012) and W. Zhong and Zhong (2013) and they proposed a design
to accommodate such a natural and practical thinking process that can provide a more realistic basis for decision
making in Phase 2 trials comparing to the most commonly used Simon’s two-stage design. The design is outlined
as follows. First, the minimal effective response rate, p,, is selected. Then the hypotheses are set up as: Hy : p = p,,
vs. Hy : p # p., where if data supports hypothesis conclusion p < p. then a no-go decision should be made, and if
data supports hypothesis conclusion p > p. then a go decision should be made. If data supports neither hypothesis
conclusion p < p, nor hypothesis conclusion p > p. then neither a go nor a no-go decision can be made, resulting in
an inconclusive outcome. Similar designs with three outcomes under different hypothesis settings were developed to
overcome the issue that the union of null and alternative hypotheses can’t cover the whole parameter spaces (Hong
& Wang, 2007; Sargent et al., 2001). In practice, Zhong’s two-stage designs have some limitations, which motivated
this paper. The objective of our paper is to modify and extend Zhong’s two-stage designs to address the following.
(1) Allow early stopping for efficacy. If the intervention proves to be superior, the study can be stopped early to
maximize the number of patients who will benefit from the intervention, to save time and to reduce costs in drug
development. (2) Apply alpha spending method (Demets & Lan, 1994) on two-/three-stage designs so that type I
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error allocated at each stage will be controlled. (3) Extend the design where an interval (p;, p,,) is utilized instead of
a single point p. to accommodate the uncertainty in specifying p. in practice. Specifically, if the true response rate
of the test treatment is p and if p < p; then the test treatment is clearly not effective (no-go) or if p > p,, then the
test treatment is clearly effective (go). (4) Allow for mid-course sample size change. In classical group sequential
designs, the sample sizes for the interim and final analyses need to be pre-specified and followed strictly throughout
the trial to control the overall type I error rate. In practice, however, the actual sample sizes often deviate from
the planned ones, such as trials conducted in multi-centres. These situations are referred to ‘over-running’ and
‘under-running’ (Whitehead, 1992). To this end, we derive new decision boundaries based on the conditional error
function and ensure strictly control of the overall type I error rate under these ‘over-running’ or ‘under-running’
situations. Various procedures are proposed to deal with unplanned sample size at interim or final stage (Koyama
& Chen, 2008; Li et al., 2002; Shan & Chen, 2018). However, these existing methods either based on Simon’s two-
stage design, not providing flexible stopping rule for early stopping for efficacy, or don’t control type 1 error rate at
each stage.

The remainder of the paper is organized as follows. Section 2 is devoted to explain how to calculate two- and
three-stage designs. Section 3 explains the handling of ‘over-running’ and ‘under-running’ using conditional error
function. Section 4 introduces an R package tsdf that implements the proposed two-/three-stage designs. We
provide some examples in Section 5 to demonstrate our proposed designs and the pragmatic feature of handling
the ‘over-running’ and ‘under-running’. Discussions are given in Section 6.

2. Two- and three-stage designs

The key of Zhong’s two-stage design (B. Zhong, 2012) is to correctly specify the minimal effective response rate,
pc. Intuitively, any response rate below p. (the minimal effective response rate) is considered ineffective hence does
not warrant further development. In contrast, any response rate above p. is considered effective hence may warrant
further development. It can be seen that the selection of the minimal effective response rate (threshold) is critical.
General guidelines are given below on how to select the threshold in single-arm trials. There are three scenarios in
practice. 1. When a standard of care for the disease and population under investigation is available, a reliable point
estimate of the response rate of the standard care is commonly available. In this scenario, if the test treatment can be
developed as ‘similar’ to the standard of care, then one of the choices is to select the point estimate of the standard of
care as the minimal effective response rate. This is based on the fact that the standard of care is an effective therapy. If
the test treatment is intended to be developed as a treatment superior over the standard treatment, then a rate equal
to or higher than the point estimate of the standard care can be chosen according to clinical and statistical judgment.
For oncology studies where the objective response rate is the endpoint, the minimal effective response rate may be
chosen as 5% to 10% above the point estimate. 2. When a standard of care is not available but several treatments are
available, then the selection of the minimal response rate depends on the choice of the control of future randomized
registration studies. If one of the available treatments will be the active control, then that treatment can serve as the
‘standard of care’ for the purpose of determining of the minimal effective response rate. The patient population
should mimic the population of the control as well. If the objective is to beat all of them, then a possible choice is to
use the highest point estimate of the response rates among all available treatments. 3. When there is no treatment
available, the minimal effective response rate can be set based on clinical and statistical judgment. Historical data
under best supportive care is commonly used to support such a choice.
Once the minimal effective response rate p. is chosen, the hypotheses are set as

Ho:p=p. vs. Hj:p#p.. (1)
Note that the alternative can be decomposed as two parts:
Hy :p<pc and H; :p> p.

There are three possible conclusions for the above hypothesis test: do not reject null hypothesis, reject null and
conclude H;", and reject null and conclude H; . It means we may conclude that the response rate is equal, higher
or lower than the minimal effective response rate. This hypothesis test also can be generalized to the case that the
minimal effective response rate is not a single value but a pre-specified interval. The hypothesis becomes

Ho:p € lpnpul vs. Hi:p & lpnpul; )
where p,, > p;. Similarly, we decompose the alternative as

Hy:p<p and H{ :p> pu.
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The interval setup is motivated by situations where a single point cannot be confidently and accurately determined.
For example, when a standard of care exists but there is more than one reliable and large trial that yields different
estimates of the response of the standard of care. Another example is when there is no available treatment and clin-
ical judgment is expressed in an interval, the response rate below 15% is clearly not of interest and the response rate
above 25% is clearly of interest for further development. In these situations, the threshold can be set as an interval
[p1> pul. That is, any response rate below p; is considered ineffective hence does not warrant further development;
any response rate above p,, is considered effective hence may warrant further development. The hypothesis test
in (2) is equivalent to test in (1) when p; = p,, = p., so we proceed with (2) hereafter.

Denote x; as the cumulative number of responders among n; + n; + - - - + n; at stage i. The corresponding left-
side critical values are r;’s and right-side critical values are s;’s. At each stage, one of the following decisions will be
made.

e Ifx; <r;, conclude H, and stop the trial for inefficacy.
e Ifx; > s;, conclude H; and stop the trial for efficacy.
o Ifr; < x; <sj, proceed to next stage and treat an additional n;11 subject.

r; and s; are determined by significance levels, i.e., left-side and right-side type I errors. Denote the overall left-
side type I error as o1, right-side type I error as o, and the type II error as 8. We use the a-spending function to
distribute the overall type I error over two/three stages, which prevents the case that most « are spent in the early
stages. We denote the cumulative left-side type I errors at stage i as or1;’s (11 < o12) and the cumulative right-side
type I errors as ap;’s (021 < ar22). We have the following constraints:

e if p = pj, the probability of concluding H;” should not exceed «;; (left-side type I error) ;
e if p = p,, the probability of concluding H; should not exceed a; (right-side type I error);
e if the expected response rate is p, (> p,), then the probability of not concluding H;" should not exceed 8.

Before we provide details of two-stage designs and three-stage designs in the following sections, how error con-
straints affect the trial design will be discussed. The type I error is the probability of rejecting the true null hypothesis.
For left-side, high type I error means that it’s more likely to conclude H| ', i.e., it’s easier to terminate the trial for
inefficacy. Thus high left-side type I error designs lead to a higher chance of terminating the trial for inefficacy.
Right side is the opposite: low right-side type I error is more conservative as it is harder to reject the null hypothe-
sis, which leads to declaring efficacy outcome. Investigators can choose a suitable design by giving specific left-side,
right-side type I errors and type II error, respectively.

We describe two-stage designs in Section 2.1 and three-stage designs in Section 2.2.

2.1. Two-stage designs

The two-stage design setup is: n; patients are treated in the first stage. If the trial continues to the second stage,
additional n, patients are treated. Recall that x; is the total cumulative number of responders until stage i. The
procedure is as follows (r; < si,71 < 12,81 < 52,11 < D}y Moo Si < D g Mk)-

(1) Stage I: treat n; patients
e Ifx; < ri, terminate the trial and conclude H; .
e Ifx; > s1, terminate the trial and conclude H fr
e Ifr; < x; < s;, continue the trial and go to stage 2.
(2) Stage 2: treat additional n;, patients
e Ifx; < r, terminate the trial and conclude H; .
e Ifx, > sy, terminate the trial and conclude H fr
o Ifr, < x3 < s, terminate the trial and conclude ‘data does not contradict to null hypothesis’.

Denote the binomial cumulative density function as B(-; #, p) and probability function as b(:, n, p), where # is

the number of Bernoulli trials and p is the probability of success. Let’s calculate the conditional probabilities. If the
true response rate is p and given ry, n;, then the probability of concluding H;  at the first stage is

Lyi(p) = B(r1,n1,p) (3)



STATISTICAL THEORY AND RELATED FIELDS @ 279

and at the second stage, given 3, n, is

LZ(P) = Z b(tb”laP)B(rZ - t1>n2’P)- (4)

t1=r1+1

Similarly, the probabilities of concluding H;" at stage 1 and 2 are

Rl(p) =1- B(Sl) nl)p) and RZ(P) - Z b(tl) nl)p)[l - B($2 - tl) ”2:1))]-

ti=r1+1

Lower and upper type I errors o, o are spent following an error spending method. For any chosen error spending
function, error rate j; < jp = «; allowed at each stage can be calculated. Therefore, 1;, s; satisfy the following type
I error constraints:

Li(p) <oar, Li(pp) + La(p)) a2 = o (5)
and
Ri(pu) < @21, Ri(pu) + Ra(pu) < @22 = 3. (6)
The type II error constraint is
2
> Ripe) = 1- 8. (7)
i=1

We search all combinations of (r;,s;, n;) satisfying the type I error and type II error constraints. The focus is to
pursue designs that have the closest errors to the desired left-side and right-side type I errors under the condition
that < «;; at stage 1 and < «jp = «;,i = 1,2 at stage 2 from a chosen «-spending function and the minimal sample
size n with many choices of n; under the expected response rate. In addition, it is also desirable to maximize the
power for a given n. With the conditions (5), (6), and (7) outlined, there are usually many designs with combinations
of (r;, si, n;) that satisfy type I and II error constraints. Therefore, additional selection criteria are needed to choose
designs that satisfy practical considerations. Given nj, 1y, all possible combinations of (r;,s;, i < 2) satisfying the
constraints are outputted into a matrix in R. The designs are then sorted in descending order by left-side, right-
side type I errors and power. The first design is then chosen. For given ny, ny, this chosen design has the closest
type I errors to o011, @21, 12, and a2 and the maximum of power. We increment the total sample n from 2 until
predetermined distinct choices of n; are found. Denote the smallest possible 11 as 71, and the largest as #;. Then all
integers between 71, and n;; can be used as the first stage sample size. In practice, this means once the total sample
is fixed, the stage 1 sample size can vary within a range instead being fixed, which makes trial conduct easier to
manage.

With so many choices of stage 1 sample size as described above, a natural question is where we should set our
target stage 1 sample size. One possible choice is to set the target sample size at which the expected sample size
is minimized under null hypothesis. That is, we should target to have the design that minimizes n; + 1y x (1 —
B(r1, n1, p1)) (without early stopping for efficacy) or ny + ny x (B(s1, n1, py) — B(r1, n1, p1)) (with early stopping
for efficacy). The chosen design is called optimal design.

2.2. Three-stage designs

Three-stage design is the extension of two-stage design where we treat additional n3 patients if the decision is to
continue to the next stage at the end of stage 2. Thus the sample size is at most n; + #n, + n3 = n. The complete
three-stage design is as follows.

(1) Stage I: treat n; patients
e If x; < ry, terminate the trial and conclude H; .
o If x; > s1, terminate the trial and conclude H fr
e Ifr; < x; <sp,goto stage 2.

(2) Stage 2: treat additional n, patients
e Ifx, < r, terminate the trial and conclude H; .
o Ifx, > s, terminate the trial and conclude H fr
e Ifry < x3 < s, go to Stage 3.
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(3) Stage 3: treat additional n3 patients
e Ifx3 < r3, terminate the trial and conclude H; .
e If x3 > s3, terminate the trial and conclude H f
e Ifr; < x3 < s3, terminate the trial and conclude ‘data does not contradict to null hypothesis .

Then we only need to calculate the conditional probabilities at the third stage in addition to the first two stages
that have been calculated in previous subsection. Given ny, 1y, 11, 12, 73, 51, 52, the probability of concluding H;™ at
the third stage is

s2—1h

Lip)= Y Y. b(ti,n,p)blts,m,p)B(rs — ty — ta,n3,p), 8)

ti=r1+1th=r—tH+1
and concluding H;' at the third stage is

s —h

Rs(p)= > > blt,n,p)bta, ng,p)[1 — Blss — ty — t, n3,p)].

ti=r1+1 tr=r,—t1+1

Combining (8) with the constrains on the first two stages (3), (4), r;, n; satisfy the following constraints:

D Li(p) <er; and Y Ri(pu) < oz,

k=1 k=1

fori =1,2,3 and

3
> Ri(pe) = 1 B.
i=1

The optimal design is chosen as described in the end of Section 2.1.

3. Adjustment for over-running and under-running

To assure the control of type I error rate, the sample size at each stage need to be specified in the protocol and
adhered strictly during study conduct in sequential clinical trial. However, a considerably amount of uncertainty is
usually expected during the planning stage of a study and such strong restrictions of the sample sizes imposed by the
common two-/three-stage designs can make study conduct very challenging. For example, stopping the recruitment
exactly after certain number of patients have been accrued can be difficult especially in a multi-centre trial. Patients
may have been screened and it is unethical to withhold treatment and exclude such patients from the study. As a
result, over-running may occur. Moreover, even if we have recruited the exact number of patients as pre-specified
in the protocol, it is possible that not all the patients are evaluable in regard to the primary endpoint, leading to a
situation we then refer as ‘under-running’ of the study. In all the aforementioned cases, there is a violation of the
predetermined sample sizes and the control of type I error is no longer guaranteed.

In general, there are three possible scenarios: (1) sample size is only modified at interim analysis; (2) sample size
is only modified at final analysis; (3) sample size is modified at both interim analysis and final analysis. For the first
scenario, recall that in our proposed two-/three-stage designs, a range of the designs satisfying the criterion are
generated. In other words, our proposed design allows change of the sample size #; in the first stage for two-stage
design or (11, 1,) in the first two stages in the three-stage design as long as the new sample size n] or (n},n}) is
within the range and the total sample size remains the same as the initial design while controlling the type I error.
For the third scenario, it is easy to locate a design in our list of proposed designs to match the modified sample
size at interim. With that being said, the third scenario can be reduced to the second scenario. Therefore, we only
need to consider the cases where the sample size at the final analysis is modified and discuss possible remedies for
mid-course modifications of sample size while strictly controlling the overall type I error rate.

We apply the conditional error function approach in Englert and Kieser (2012, 2015) that allows for arbitrary
modifications of sample size based on the results of the interim analysis or external information while controlling
for overall type I error. The concept of conditional error function (Proschan & Hunsberger, 1995) was introduced
as a method to test the null hypothesis within a two-stage design and allow for data dependent modifications of the
sample sizes after the first stage. The conditional significance level of the second stage depends on the outcome of
the first stage. Simultaneously, conditioning on the results from interim analysis, the rejection region of the final
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decision is invariant to the mid-course modifications such that the unconditional overall Type I error is controlled.
The flexibility nature of such designs is referred as ‘conditional invariance principle’ (Brannath et al., 2007).

For single-arm oncology trials with the binary endpoint, the conditional error function is the type I error rate
used at the final stage given the number of responses observed in the previous stages. We first apply the conditional
error function approach to the proposed two-stage design. Assume the sample size modification happens at the
second stage. After completion of the first stage, the trial proceeds to the second stage and the second stage sample
size may be changed from #, to n} so that we need to find new boundaries 5 and s3 to assure that overall type I
error is controlled. Recall that our hypothesis is Hy : p € [pj, pu] vs. Hy : p € [p1, pu] and the null hypothesis can
be written as H; : p < pyand H{ : p > p,. We allocate different type I error a; and a; on left side and right side,
respectively. Denote the number of responses at the first stage as ¢;. Then the conditional function for left side test
Hy is

0) if fh <rp,
fl(tl) = B(T’;6 - tl,nzﬁ,pl)) ifry <t <sp1,
1, if t; > s,
and, for right side H ¥
0, if i <ry,
fr(tl) =311-— B(S;< — tl,n§>Pu)) if rp <t <sy,
1, if 1 > sy.

The conditional error functions can be considered as the conditional significance level that can be used at final
analysis. The trial is terminated early for efficacy or inefficacy when the conditional function is equal to 0 and 1,
respectively. We then have the left-side type I error

ni
OlT = Zﬁ(tl’pl) : b(tl) nl,Pl),

t1=0

and the right-side type I error

n
o5 = Y frlti,pu) - bt n1,pu).
t1=0

The boundaries r; and s} are selected such that the actual type I error o is at most «;,i = 1,2 under the null
hypothesis. In all possible combinations of r; and s}, the one has the closest type I errors to the desired significance
level and the smallest type II error is selected.

For three-stage designs, the third stage sample size may be changed from 3 to n} after completion of stage 1
and stage 2. We need to obtain new boundaries s} and r} to control overall type I error. Similarly, we obtain the
right-side type I error o3*

n np
a3 =" filti,ta) - bt s pu) - b(ta, m2, pu),
t1=0 £,=0
where
0, ift; +t, <ryort; <rp,

[u—

fth) =11, iftj + 6 >sorty > s1,
1 — B(s§ — t1 — tp,n},pu), otherwise,

and the left-side type I error o}*

moom
af* =" filtr ) - bt my, pu) - bltz, 2, pu),
t1=0 t,=0
where
0, ifty +Hp <rport; <rp,
filtti, ) =11, ift, +t >s0rt; > s,

B(r; — t1 — ty, n3, p1), otherwise.

We solve for r; and s3 with the same approach as the two-stage cases.
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By applying the conditional error function technique, we re-calculate new decision boundaries at final stage for
two-stage designs and three-stage designs when the sample size is only changed at the final analysis. As a result, our
proposed design allows for a completely free sample size modification at every stage while controlling the overall
type I error rate. The examples are given in Section 5.

4, Software

We provide an R package that calculates the proposed two-/three-stage designs. This section gives a general sense
of this package and introduces some basic usage. The complete document is in CRAN R documentation (Guo
etal., 2019). To install tsdf, run the following command in R console:

> install.packages ("tsdf")

The main function performing Phase II designs is opt . design. We will briefly go over this function, see some
basic operations and have a look at the outputs. opt . design requires at least five inputs: alphal as the left-side
type I error, alpha? as the right-side type I error, beta as the type II error, pc as the minimal effective rate used
in null hypothesis which can be a single value or an interval, and pe as the expected response rate. So a simple
example would be

> opt.design(alphal = 0.15, alpha2 = 0.10, beta = 0.15, pc = 0.25,
pe = 0.45)

The above code returns an object that contains all feasible designs and prints out the optimal one as below.

Minimal response rate: 0.25
Postulate response rate: 0.45
Left-side type 1 error: 0.15
Right-side type 1 error: 0.1
Type 2 error: 0.15
Notation:
Left-side rejection region at stage i i1s response <= ri
Right-side rejection region at stage i is response > si
Sample size used at stage 1 is ni
Optimal design
rl r2 sl s2 nl n2
0 3 7 11 7 26
True errors
alphall alphal2 alpha2l alpha22 beta
0.13348389 0.14332822 0.00000000 0.09665671 0.12794521

By default, this function calculates two-stage designs that do not include early stop for superiority and do not
apply alpha-spending method. Other key options include

e stage: A single value indicates whether two or three stage designs should be returned.

e stop.eff: Alogical flag indicates if this trial can allow early stopping for efficacy.

e sf.param: A single real value specifying the gamma parameter for which Hwang-Shih-DeCani spending is to
be computed.

tsdf supports Hwang-Shih-DeCani (Hwang et al., 1990) o —spending function, which takes the form:
fta,y) = a(l —exp(—ty))/(1 — exp(=y)),

where « is the overall type I error, ¢ is the values of the proportion of sample size/information for which the spend-
ing function will be computed, and y is a parameter that controls how the « is distributed at each stage. In function
dec. table, sf.param specifies the choice of y. Increasing y implies that more error is spent at early stage
and less is available in late stage. For example, a value of y = —4 is used to approximate an O’Brien-Fleming
design (O’Brien & Fleming, 1979), while a value of y = 1 approximates a Pocock design (Jennison & Turn-
bull, 2000). We set the maximum sample size to be 100 by default as it may take more time to compute when n
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Table 1. Differences between Simon'’s two-stage design and the new design.

Simon'’s design New design
Setup of threshold Some uninteresting level, pg. Some interesting level, p The minimal effective response rate p. or an interval [py, p,]
Hypothesis setup Ho:p <povs.Hy:p=>p Ho:p=pcvs.Hi:p#pcorHy :p e lpnpulvs.Hi:p ¢ [ppul
Sample size at interim Fixed or limited Flexible
Trial conclusions Inefficacy (no-go, p < p1) Inefficacy (no-go, p < pc orp < p;) Efficacy (go, p > pcorp > py)

is large. It can be specified by the user based on their design settings and computing power. More details of this
package can be found in the R documentation (Guo et al., 2019).

5. Evaluation

Simon’s two-stage design (Simon, 1989) is the most commonly used design for Phase II oncology trials and any
new method used in a trial may be asked by the question from investigators and IRBs (institutional review boards)
to explain why the new design is needed and the difference between them. We summarize the differences in Table 1.
In this section, we implement the proposed two-/three-stage designs and illustrate the procedure involved.

We look at two case studies, one with minimal response rate as single point and one as an interval.

Case 1: The minimal effective response rate is 0.40. The postulate response rate is at least 0.55. The type I error
to conclude the compound is ineffective (conclude p <0.4) when p = 0.4 and effective (conclude p > 0.4) when
p = 0.4are0.3,0.1, respectively. The power to conclude the compound is effective (conclude p > 0.4) when p = 0.55
is at least 0.80.

We used Pocock spending function and calculated designs with and without early stopping for efficacy. We increase
the total sample size n by 1 from 2 and stop until we find there are at least five choices of #; in the range of 30-60%
of the total.

Table 2(a) summarizes two-stage designs without early stopping for efficacy. The study will enroll a total of 50
response-evaluable subjects, with stage 1 sample size between 15 and 30. The response-evaluable subjects will con-
sist of all subjects who receive at least 1 dose of study drug and have at least one post-treatment disease assessment.
At the end of the second stage, efficacy is declared when there are more than 24 responders from 50 response-
evaluable subjects while inefficacy is declared when there are less than or equal to 17 responders. In this example,
the boundaries at the second stage are not impacted by the stage 1 sample size. In fact, r3, s, usually do not change
much as the total sample size remains the same when the stage 1 sample size varies. The optimal design is when
the stage 1 sample size is 22, with the expected sample size of 45.564. Table 3 provides designs when sample size at
stage 2 may be changed from n, = 26 to nj = 25 ~ 31 while the stage 1 sample size remains the same. As can be
observed, the new boundaries 5 and s are adjusted along with the new sample size #}. Namely, efficacy and ineffi-
cacy are claimed with smaller number of responders in the under-running cases while larger number of responders
are needed to reach conclusion in the over-running cases. Table 2(b) presents two-stage designs with early stopping
for efficacy. The total sample size is also 50. The stage 1 sample size has a range of 15-30. The optimal design is the
same except adding efficacy boundary at stage 1. For example, when stage 1 sample size n; = 15, efficacy is declared
when there are more than 11 responders. The inefficacy boundaries are similar to the designs without early stopping
for efficacy in Table 2.

Case 2: The minimal effective response rate is between 0.40 and 0.45. The expected response rate is at least 0.60.
The type I errors to conclude the compound is ineffective (conclude p < 0.4) when p = 0.4 and effective (con-
clude p > 0.45) when p = 0.45 are 0.3, 0.1, respectively. The power to conclude the compound is effective(conclude
p > 0.4) when p = 0.60 is at least 0.80.

Using the assumptions in Case 2, the study will need 53 response-evaluable subjects, with stage 1 sample size
between 15 and 32. The inefficacy boundary for stage 1 varies from 3 to 10. At the end of the second stage, efficacy
is declared when there are more than 28 responders from 53 response-evaluable subjects and inefficacy is declared
when there are less than or equal to 18 responders. The optimal design is when the stage 1 sample size is 22 with an
expected sample size of 48.088. The maximum expected sample size is 50.633 when stage 1 sample size is 19. The
improvement in the expected sample size is very small while there is a big difference in stage 1 sample size. This
indicates it is not necessary to seek the optimal design.
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Table 2. Two-stage designs for Case 1: the minimal effective response rate is 0.40. The postulate response rate is at least 0.55. The type
| errors to conclude the compound are ineffective (conclude p < 0.4) when p = 0.4 and effective (conclude p > 0.4) whenp = 0.4

are 0.3, 0.1, respectively. The power to conclude the compound is effective (conclude p > 0.4) when p = 0.55 is at least 0.80.

(a) No early stopping for efficacy.

an an a2 B g] r $2 m n E(n)

0.090 0.272 0.097 0.198 3 17 24 15 35 46.832

0.065 0.259 0.098 0.197 3 17 24 16 34 47.785

0.126 0.286 0.097 0.198 4 17 24 17 33 45.842

0.094 0.269 0.098 0.197 4 17 24 18 32 46.987

0.070 0.257 0.098 0.197 4 17 24 19 31 47.842

0.126 0.281 0.098 0.197 5 17 24 20 30 46.232

0.096 0.266 0.098 0.197 5 17 24 21 29 47.224

0.158 0.294 0.098 0.197 6 17 24 22 28 45.564

0.124 0.275 0.098 0.197 6 17 24 23 27 46.653

0.096 0.262 0.098 0.197 6 17 24 24 26 47.505

0.154 0.285 0.098 0.197 7 17 24 25 25 46.161

0.122 0.269 0.098 0.197 7 17 24 26 24 47.083

0.184 0.297 0.098 0.197 8 17 24 27 23 45,769

0.148 0.278 0.098 0.197 8 17 24 28 22 46.733

0.119 0.263 0.098 0.197 8 17 24 29 21 47.507

0.176 0.287 0.098 0.197 9 17 24 30 20 46.474

(b) With early stopping for efficacy.
ar anp a1 an B g r 1 $2 m ny E(m)

0.090 0.272 0.002 0.098 0.198 3 17 11 24 15 35 46.765
0.065 0.259 0.005 0.099 0.196 3 17 11 24 16 34 47.619
0.126 0.286 0.000 0.097 0.198 4 17 13 24 17 33 45.827
0.094 0.269 0.006 0.099 0.196 4 17 12 24 18 32 46.803
0.070 0.257 0.003 0.098 0.196 4 17 13 24 19 31 47.747
0.126 0.281 0.006 0.099 0.196 5 17 13 24 20 30 46.038
0.096 0.266 0.004 0.098 0.196 5 17 14 24 21 29 47.120
0.158 0.294 0.007 0.099 0.196 6 17 14 24 22 28 45.366
0.124 0.275 0.004 0.098 0.196 6 17 15 24 23 27 46.546
0.096 0.262 0.007 0.099 0.196 6 17 15 24 24 26 47310
0.154 0.285 0.004 0.098 0.197 7 17 16 24 25 25 46.053
0.122 0.269 0.008 0.099 0.196 7 17 16 24 26 24 46.894
0.184 0.297 0.005 0.098 0.197 8 17 17 24 27 23 45.663
0.148 0.278 0.008 0.099 0.196 8 17 17 24 28 22 46.555
0.119 0.263 0.013 0.100 0.195 8 17 17 24 29 21 47.224
0.176 0.287 0.008 0.099 0.196 9 17 18 24 30 20 46.308

Table 3. Two-stage designs for Case 1 with over-running
and under-running at stage 2 (no stopping for efficacy). The
planned design has ny = 22,n; = 28. The sample size at
stage 2 is changed from 28 to 25-27 (under-running) and
29-31 (over-running).

o an a2 B r r s mn;
Under-running at stage 2
0.158 0.238 0.082 0.245 6 15 23 22 25
0.158 0.275 0.060 0.290 6 16 24 22 26
0.158 0.254 0.077 0.241 6 16 24 22 27
Planned design
0.158 0.294 0.098 0.197 6 17 24 22 28
Over-running at stage 2
0.158 0.271 0.073 0.236 6 17 25 22 29
0.158 0.250 0.092 0.195 6 17 25 22 30
0.158 0.288 0.070 0.232 6 18 26 22 31

6. Summary and discussion

This paper presented modifications and extensions of the two-stage designs of B. Zhong (2012) to solve some practi-
cal issues when conducting single-arm Phase II oncology trials. We provide flexible two-/three-stage designs which
allows flexible interim sample size, early stopping rule for efficacy, hypothesized interval of response rate when a
single minimal response rate is not available, and handling of over-running and under-running while controlling
overall type I error. Moreover, we provide an open-source R package that integrates the aforementioned features.
In Zhong’s design, an inconclusive outcome is added as a natural outcome of the designs. The inconclusive
outcome corresponds to a trial where definitive go/no-go decisions cannot be made. This inconclusive result is an
unavoidable result due to the small sample size as well as the intrinsic nature of these uncontrolled clinical trials.
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Table 4. Two-stage designs for Case 2: the minimal effective response rate
is between 0.40 and 0.45. The expected response rate is at least 0.60. The
type | errors to conclude the compound is ineffective (conclude p < 0.4)
when p = 0.4 and effective (conclude p > 0.45) whenp = 0.45are 0.3,0.1,
respectively. The power to conclude the compound is effective (conclude
p > 0.4) when p = 0.60 is at least 0.80.

E(n)

18 28 15 38 49.561
18 28 16 37 50.590
18 28 17 36 48.464
18 28 18 35 49.704
18 28 19 34 50.633
18 28 20 33 48.855
18 28 21 32 49.936
48.088
18 28 23 30 49.281
18 28 24 29 50.217
18 28 25 28 48.701
18 28 26 27 49.718
18 28 27 26 48.217
18 28 28 25 49.288
18 28 31 22 49.846
18 28 32 21 48.704

an an an B

0.090 0.263 0.100 0.177
0.065 0.250 0.100 0.177
0.126 0.279 0.100 0.177
0.094 0.261 0.100 0.177
0.070 0.248 0.100 0.177
0.126 0.274 0.100 0.177
0.096 0.258 0.100 0.177
0.158 0.288 0.100 0.177
0.124 0.268 0.100 0.177
0.096 0.254 0.100 0.177
0.154 0.280 0.100 0.177
0.122 0.263 0.100 0.177
0.184 0.292 0.100 0.177
0.148 0.272 0.100 0.177
0.143 0.264 0.100 0.177
0.205 0.293 0.100 0.177
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Our design can be further extended by integrating an additional hypothesis testing with the secondary endpoint and
dividing the ‘grey zone’ into a ‘sub-go zone’ and a ‘sub-no-go zone’. Moreover, the inefficacy/efficacy boundaries
are established with the new two-stage design. The concept of inefficacy is used instead of the commonly used term
‘futility’. The term ‘futility’ in clinical trials is used to refer to the inability of a clinical trial to achieve its objectives.
For example, a trial is designed with 65% response rate for the test treatment group and 50% response rate for the
control group (standard of care) and with the intention to establish the superiority. Therefore, the study objective
is to demonstrate that the test treatment is superior over the standard of care. In the middle of the study, an interim
analysis was performed and revealed 55% response rate for the new treatment group and 50% response rate for the
control group. Based on the results from the interim analysis, it is concluded that it is unlikely to reach statistical
significance at the end of the study. Therefore, the trial is terminated. Note that the test treatment is still better than
the standard of care by the interim observed response rates. If the sample size is large enough, statistical significance
may still be demonstrated. In other words, futility does not mean inefficaciousness. For this example, the observed
response rate at the interim analysis is 55% and this is higher than the 50% response rate of the standard of care.
The test treatment is still effective even if it has a 50% response rate. It is obvious that ineffectiveness cannot be
concluded from the interim data but futility conclusion can be made.

The designs presented in this paper can also be used for multi-arm trials with the intention to identify/rule
out ineffective doses/treatments where go/no-go decisions are based on the data from individual arms. Finally, the
framework of the paper is based on hypothesis testing. Other extensions such as using confidence intervals approach
or extending our framework to other type of endpoints and randomized trials will be investigated in the future.
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