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Abstract

We propose a Bayesian sequential procedure to test hypotheses concerning the relative
risk between two specific treatments based on the binary data obtained from the two-arm
clinical trial. Our development is based on an optimal sequential test cast within the
Bayesian framework. This approach enables us to provide, in a straightforward manner
based on the Stopping Rule Principle (SRP), an assessment of the various error probabilities
via posterior probabilities and conditional error probabilities. An attractive feature of our
approach is the relative simplicity of the calculations involved without having to resort
to cumbersome iterative methods of ‘spending the alpha’ and the like. The proposed
methods are illustrated using a sequential safety study of adverse events following HIN1
influenza vaccination and are compared with existing sequential approaches. The findings
demonstrate that the proposed Bayesian framework provides an efficient and flexible
approach for the early detection of adverse events under several different prior distributions
of the parameters involved.

Keywords: Bayesian sequential test; relative risk; conditional error probabilities; decision
role
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1. Introduction

The post-market safety surveillance of vaccines and drugs increasingly relies on
sequential monitoring of adverse events, in which data accumulate over time as patients
are enrolled, treated, and observed for a pre-specified side effect. Regulatory and public
health programs such as the Vaccine Safety Datalink and the FDA’s Sentinel Initiative
routinely use a two-arm trail comparison, typically contrasting an exposed (treated) group
with an unexposed (control) group to detect an elevated rate of an adverse event as early
as possible while controlling the chance of a false alarm. A leading example that motivates
this paper is the sequential safety surveillance of the HIN1 influenza vaccine analyzed
by [1] and later analyzed by [2,3]. In such studies, the main focus is the relative risk (RR)
of an adverse event in the exposed group versus the control group. Because enrollment
and follow-up occur sequentially, any valid inferential procedure must account for it in
the decision to stop (or continue) the study. For such studies, ref. [2] has developed a
linear programming framework and proposed an elaborate alpha-spending approach that
minimizes the expected time to signal or the expected sample size of the relative risk
(RR) under the sequential hypothesis testing procedure. Extension to the bounded-width
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confidence interval was developed in [3]. However, this approach requires substantial and
cumbersome calculations in order to determine the sequence of stopping boundaries, and
may not achieve the desired overall Type I error probability.

In this paper, we utilize the Bayesian framework to construct a sequential testing
procedure of the hypotheses concerning the RR. As will be seen below, this Bayesian
approach provides substantially simpler calculations of the probabilities of the various
errors associated with these tests of hypotheses. By the Stopping Rule Principle (SRP) (see
[4]), posterior distributions only depend on the data actually observed, but not on the
stopping rule itself. This property is shown to be particularly attractive for the sequential
monitoring of adverse events in which the stopping rule is incidental to the evidentiary
content of the data collected up to that point. Ref. [5] exploited this property to construct a
modified Bayesian sequential test that augmented the standard Bayesian sequential test
with a ‘no-decision’ region and admitted both a Bayesian and a conditional-frequentist
interpretation of the resulting error probabilities. More recently, refs. [6,7] introduced and
established the existence of a Uniformly Most Powerful Bayesian Test (UMPBT), which
provides an explicit bridge between the Bayesian rejection threshold and a corresponding
frequentist rejection region and the significance level. The main contribution of this paper
is the construction of a complete Bayesian sequential testing framework for the relative risk
in a two-arm adverse event surveillance study with binary data. This approach simplifies
the computational workflow and enriches the outcome with directly interpretable measures
of evidence instead of using cumbersome alpha-spending calculations.

In Section 2, we consider the testing problem of general hypotheses and related
inference problems to the RR, 1, entirely within the Bayesian framework. Instead of
determining a value of y under H; to calculate the sequential test statistics, the Bayesian
sequential test uses the entire alternative support to calculate the corresponding Bayes
factor. The resulting sequential Bayesian test does not necessitate any alpha-spending
calculations (of the type provided by [2]). Additionally, we present a modified Bayesian
test (as was advocated in [5]; see their Section 3 in particular) that benefits from an easily
calculated conditional error probabilities and has both a classical (conditional) frequentist
as well as Bayesian interpretation. In Section 3, we apply our Bayesian sequential test
and the modified Bayesian sequential test to the data discussed in [2,3] under different
alternatives, as well as different priors. Specifically, based on the modified Bayesian test,
we calculate the conditional Type I or Type II error probability for each data point with
the corresponding decision we make. Furthermore, we connect our results to UMPBT and
some simulations that can be compared from the frequentist perspective. In Section 4, we
compare our results with the results presented in [2,3] and provide some closing remarks.

2. The Bayesian Framework for Binomial Probabilities
2.1. Statistical Framework

Consider a clinical experiment involving a finite population of Ny patients. The
patients arrive sequentially and are classified according to two binary attributes: whether
they were assigned to receive one of the two available treatments A or B and whether they
exhibited a particular side effect (Yes or No) of interest. Having classified in this manner
the first n patients, (1 < n < Nj), the results are summarized in the following 2 x 2 table,
Table 1 below.
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Table 1. Table of 1 items with two treatment groups.
Presenting Side Effect
No: Y=0 Yes: Y =1
A Moo Mot na
Treatment Group

B nio ni ng:=mn-—ngy

Totals: n—SY 34 n

For a give n, the distribution of these four counts is the multinomial distribution, so
that

ll = (7’100, 110,101, nll), ~ MN(n, p),

~

where p := (poo, P10, Po1, P11)’ is the vector of the corresponding probabilities, }; Yipij=1

along with ) ; Z]- n;j = n. Note that the counts in Table 1 follow, marginally for a given
n, the Binomial distribution, n;; ~ B(n, p;;), i,j = 0,1. In fact, as our sampling of units
for classification is conducted sequentially, one at a time, we find it useful to denote by
z0) = (200, 210,k Zotk 2116) ~ MN(1, p), with ¥; ¥ zjjx = 1, for each sampling stage

k=1,2,...,in which case,
n n
n=1Yy. z®, and nij =Y Zijks
k=1 k=1

In the design of the two-arm clinical trial, in which the patients (who are arriving sequen-
tially) are assigned at random to receive one of two available treatments, with some known
probability, pp and qg := 1 — po, respectively, resulting with n4 = ngg + n¢; of the patients
receiving treatment A and np := n — n 4 of them receiving treatment B. Accordingly, for a
given n,

na ~ B(n,po), with pg = poo + po1, (po fixed and known),

Similarly, given n, ng ~ B(n,qp), once assigned to one of the two treatment groups, the
patients are subsequently observed during a fixed-length monitoring window for an ‘event’
of interest, such as the post-treatment expression of an adverse side effect, which we
generically denote Y = 1 for ‘present’ and Y = 0 for a ‘absent’. We denote by ¢4 and by ¢p
the conditional probability for expressing (presenting) the monitored side effect given that
the patient received Treatment A or Treatment B, respectively. Accordingly, we have

04 =Pr(Y=1|GroupA) and 0 =Pr(Y =1| Group B),

as well as
poo = (1 —1984) x po, and po1 = % X po,

so that poo + po1 = po, as desired by design.

For such a study, one is interested in making an inference concerning the unknown
probabilities #4 and ¢p, and, more importantly, concerning the relative risk (RR) of the
two treatments to express the monitored side effect, namely, v = &4 /9. Note that, under
this two-arm clinical trial, the (total) probability for presenting the monitored side effect,
which we denote by 7, is therefore

Pr(Y = 1) = ﬁAPO + 193!]0 =1.
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Hence, we immediately obtain that, given an observed side effect, the conditional probabil-
ity it may be attributed to Treatment A as

Yapo _  Bapo  _ 1
n dapo+0q0  1+z0/7

6(y) :=Pr(Group A | Y =1) = (1)
where we have put zgp = (1 — pg)/po to indicate the known matching odds of patients
assigned to the treatment B rather than to treatment A. The matching ratio zy could be
thought as the ratio of the number of patients assigned to treatment B relative to the number
of patients assigned to treatment A.

Having classified the first n patients according to the above table, we denote by SY :=
no1 + 111 the total number of patients presenting the monitored side effect (i.e.,, Y = 1), and
we denote by X = ny; the number of patients in Treatment group A that presented the
monitored side effect. Clearly, given n, X ~ B(n, pg1 = 94 X po). However, since it is also
given that n, SY ~ B(n,7), we give n and {S} = m}, X ~ B(m, 6(7)). Refs. [2,3,8] refer
to m as the ‘time” index for this two-arm binomial experiment. Accordingly, given n, the
statistic S} can be used for inference on the unknown parameter 7, whereas, given 1 and
{SY' = m}, the count X (out of m) can be used for inference on the unknown parameter
6(y) and hence of the relative risk parameter .

For the ‘simple’ B(n, 77) case, ref. [9] considered the sequential test

Ho:n <o against Hj : 1 > 1, )

for some specified 1y, 179 € (0,1), which continues the sampling process as long as the
null hypothesis, Hy, is not rejected, and stops the sampling process once there is sufficient
‘evidence’ to reject it. More specially, for given desired probabilities of the Type I error
« and the Type Il error § at a given #; > #jp, they determined the corresponding sample
size Ny and a critical (boundary) test value k* needed to achieve an ‘optimal’ fixed-sample
UMP test of the hypotheses in (2). Since the observations leading to the data in Table 1
become available, sequentially, one at a time or in batches, the collection of the data ceases
once the observed total number of patients exhibiting the monitored side effect, S, exceeds
the predefined threshold k*, leading to the stopping time

M = inf{n > k*: S} > k*}, 3)

which has the Negative Binomial distribution, M ~ NB(k* 4 1, 7), on the integers {k* +
1,k*+2,...}. Accordingly, the proposed (&, B)-optimal sequential test of (2) may be written
as

if M < Nj stop and reject Hy in (2)

(4)
if M > Nj do not reject Hp in (2)

Note that, in either case, the final number of observations at ‘termination’ is M* =
min{M, N }, which is the total number of observations collected and used to arrive at a
conclusion for the test for (2). Note, however, that, unlike the Sequential Probability Ratio
Test (SPRT), the sequential collection of the data under the Stopping Rule (3) is continued as
long as H) is not rejected. Accordingly, upon "termination’ (either by reaching the maximal
number of observations Njj or by rejecting Hy beforehand), 51}\//1* €{0,1,2,..., k" +1}.
Refs. [2,10] have considered the above two-arm binomial experiment and the relative
risk (RR), ¥ = 94 /9p, of the two treatments to present the monitored side effect. Thus, they
considered the testing problem of the hypotheses concerning the parameter < in the form

Hy:v=1 against Hiy:9y>1, (5)
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which are equivalent to the hypotheses Hy : #4 = ¢p against Hy : 84 > Up.

For a specified matching allocation ratio between the control group and the treatment
group, zo, we denote 0y := (1 + z9)~'. We note that the hypotheses in (5) can be stated
equivalently in terms of 0 = 0(y) = v/ (20 + 7) as

Hy:0=10y (i.e,withy=1) against H;:0 > 6y (ie., withy > 1). (6)

For instance, if the matching allocation ratio is 1 : 1 (balanced), then zy = 1 and therefore
8o = 1/2, leading to the test of

Hy:0=1/2 against H;:06>1/2.

Hence, the optimal sequential test of [9] for hypotheses in the form of (2) can be applied in
this current situation also.

2.2. TheStandard Bayesian Test

Suppose that for a given m and unknown 6 € (0,1) = ©, a binomial random variable,
X ~ B(m,0) with a pmf given by

p(x |6, m)=Pr(X, =x|6, m)= <T;:>9x(l —0)" 1[x=0,1,...,m].
We will see below that the structure of the hypotheses in (2) can generally be formulated as
Hy:0 € © against Hi:0€ 0, (7)

for some @9 C © and ©; = © — @y. We assume that, given that the hypothesis H; is true,
6 has a proper prior pdf, p;(-) over ®;,i = 0,1, so that

/@i pi(0)d6 = 1, i=0,1.

Accordingly, the test of the hypotheses in (7) can equivalently be formulated as the simple
hypotheses concerning the marginal distribution of X,;, namely,

Hy : X ~ fom(x) against Hy: X ~ fim(x), 8)

where, fora givenmandi = 0,1, f; , (+) is the marginal distribution of X,, under H;, given
by
fim@) = [ plx | 6,m)pi(6)de,

respectively. In the Bayesian framework, one typically assumes that the prior probability
that Hy is true is Pr(Hy) = 7o for some 0 < 7y < 1 and then proceeds to obtain the
posterior probability of Hy being true, given the data {X,, = x}, namely Pr(Hp | X, = x),
where, in the case of the hypotheses (8),

fom(x) o £ % By (x)

Pr(Ho | X = X) = o e A )0 —70) 14 % B(x)’ ©)

where we have substituted ¢ := my/(1 — 79) and By, (x) := fom(x)/ f1,m(x). The ratio
B, (x) is the so-called Bayes factor of Hy to Hj (see, for example, ref. [5]). Note that when
g = 1/2, £ = 1, which indicates that the prior probability of the null hypothesis is equal
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to the prior probability of the alternative hypothesis. The posterior probability of Hy being
true, given the data {X,, = x}, simplifies to
By (x)
Pr(Hy | Xm =%) = ————. 1

Hence, in this basic fixed-sample setup, the Bayesian would simply reject Hy in favor of H;
if Pr(Hp | X = x) < 19 = 1/2, or, equivalently, if B,,(x) < 1. That is, for a given m and
¢ =1, the Bayesian (fixed-sample) test is

if Bu(x) <1 Reject Hpin (8

Testpayes 1= { m () ject Ho in (8) (11)
if By(x) > 1  Accept Hp in (8).

However, the Bayesian test in (11) might lead to certain ambiguities, especially whenever
the value of the Bayes factor B, (x) is close to the boundary of 1. Based on [11], ref. [12]
suggests varying levels of ‘rejection of Hy’, all according to the amount of evidence in the
data measured by the index Jp = log;,(Bm(x)), as presented in Table 2.

Table 2. The values of Bayes factor B, as a summary of the evidence provided by the data.

IB B, Evidence Against Hy
—1/2t00 0.3162to 1 Not worth more than a bare mention
—1to—-1/2 0.1 to 0.3162 Substantial
—2to -1 0.01to 0.1 Strong
<2 <0.01 Decisive

Accordingly, one would substantially reject Hp if —1 < Jp < —1/2 and would strongly
reject Hp if —2 < Jp < —1 and decisively reject Hy if [p < —2.

As is apparent from (9), the calculations of the Bayes factor require specification of the
prior distribution for 6. For the binomial model in (7), a natural choice of prior distributions
for 6 would be the conjugate class of distributions over ® = (0,1) so that 6 ~ Beta(a, b)
for some parameters a > 0, b > 0. Hence, the prior pdf of 0 is given by

_ 9”*1(1 _ G)bfl

p(0) = beta(a, b) I0<6<1],

where beta(a, b) := Z;(a,b) and where, for any ¢ € [0,1],

Zg(a,b) = /0§ u“_l(l — u)b_ldu,

is the incomplete beta function. Note that beta(a,b) — Zz(a,b) = Z;_¢(b,a). With this
(conjugate) Beta prior distribution for 6 over ® = (0, 1), the posterior distribution of 6,
given the data X,, = x, is the Beta(x + a,m — x + b) distribution, so that, given m and
Xm =X,

0x+a71 (1 _ 9)m7x+b71

p(6 | Xn) = beta(x +a,m — x +b)

I0<6<1]. (12)

Furthermore, in this case, the marginal probability distribution of X, is the Beta-Binomial
distribution, given by

fm(x) = Pr(Xpn = x) =

<m>beta(a+x,m—x+b)l[x:0 1 )

X beta(a, b)

https:/ /doi.org/10.3390/math14142486


https://doi.org/10.3390/math14142486

Mathematics 2026, 14, 2486

7 of 27

As an immediate application, consider the binomial experiment, as summarized in Table 1
above, in which the sequential collection of the data was terminated after n observations
according to the stopping rule in (3), so that, for the given n and {S} = m}, X, ~
B(m,6(7)), where, as in (6), 6 = 0(y) = v/ (z¢ + 7v) with the known value zg. We remind
the reader that, according to the Stopping Rule Principle (SRP), posterior probabilities, as
evidentiary data measures, remain unaffected by the optional Stopping Rule for the data
collection; see [4] (p. 74) or [13] (p. 502). Hence, in this case also, with the stopping time M
in (3), the expression (9) for the posterior probability of Hy holds true, also given the event
Apm == {(M =n) and (S} =m)} forsomen > mand m € {0,1,2,...}. Thatis

£ X By (x)

Pr(HO | Xm = X,Anm) = Pr(HO | Xm = x) = m
m

In similarity to the hypotheses in (6), we consider two additional cases of hypotheses
concerning the RR parameter <. In all cases, we will assume equal prior probabilities of the
null and the alternative hypotheses so that, in all cases, we take 71y = 1/2 (so that £ = 1)
in (9).

Case 1: We are interested in testing of Hy : v = 1 against H; : v # 1, which, with
6o = (1+ zp) ™!, can readily be seen as equivalent to the testing of

HY:0=0, against H" :0+ 6, (13)

In this case, for x = 0,1, ..., m, the marginal distributions of X, under H(gl) and H§1> are

fom(x) = (’:) 65(1 — go)"*

and

(1) (x) = m\ beta(a + x,m — x + b)
LmA=7 \ x beta(a, b) ’

respectively. Hence, the Bayes factor of Hél) to H{l) in (13) is

(14)

Accordingly, upon termination of the observation process at {M = n} for some n, with
a given total number of observed side effects {S}; = m}, of which X,, = x of them are
‘attributed’ to Treatment A, we may calculate the value of the Bayes factor B,(,} )(x), in
(14), for any choice of 4, b and zp. Therefore, we can obtain the corresponding posterior
probability of H(()l) being true (given the data {X,, = x}), as given in (19) below.

Case 2: In a similar fashion, the testing of Hy : v = 1 against H; : v > 1, which, with

6o = (1 + zp) ™!, can readily be seen as equivalent to the testing of
Héz) 10 =16 against H§2> 10 >0, (15)

In this case also, with equal prior probabilities for H(()z) and Hfz) (i.e., mop = 1/2), we have
forx=20,1,...,m,

fom(x) = (’:) 65(1 — 9y)"

and

(2) (x) _ (m) Il_go(m —x+b,a+ JC)
1-1790 (b/ ﬂ)

https:/ /doi.org/10.3390/math14142486
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Hence, the Bayes factor of Héz) to Hfz) in (15) is
@) fo(X)  Ty_gy(b,a) x 05(1 — Bo)" %
Bm (x) = A = 0 O . (16)

f1(2n)1(x) Ty_gy(m —x+b,a+x)
Here also, upon termination of the observation process at { M = n} for some 1, with a given
total number of observed side effects {S} = m}, of which X,, = x of them are “attributed’
to Treatment A, we may calculate the value of the Bayes factor Binz ) (x), in (16), for any
choice of 4, b and zy and therefore obtain the corresponding posterior probability of Héz)
being true (given the data {X,, = x}), as given in (19) below.

Case 3: Here, we test Hy : v < 1 against H; : v > 1, which is equivalent to testing

HSS) :0 <6, against H§3> 10> 6, (17)

with 6y = (1 +zp) ~!. In this case also, with equal prior probabilities for Hé3) and H1(3), (ie.,

o = 1/2), we have, forx =0,1,...,m,

m\ Zg,(a+x,m — x + b)
0=(7)" Ton(@ D)

Ji

and

@), (m\ZLi—gy(m—x+ba+x)
fim(®) (x) l Ty _g,(b,a) ‘

Hence, the Bayes factor of H(SB) to Hf’) in (17) is

=

(x)  Ty_g,(b,a) x Tgy(a+x,m—x+Db)
(x) g (a,b) x Ty_g(m —x+b,a+x)’

3
B (x) = 2 e
h

7

(18)

I 23

Clearly, the calculation of the posterior probability is straightforward, as in the previous

cases. In fact, in all Cases 1-3, we reject Héi) if B,(é) < 1 and report the respective posterior

probabilities of Héi) and Hl(i) being true as

(i)
- (pl0) 0) By (x) :
&(By' (x)) =Pr(Hy' | Xy =x)=—">+—, fori=1,23 (19)
( m ) ( 0 ) 1 _|_ Bﬁrll) (X)
3(R0) () — (i) _ ) o 1 L
B(By' (x)) =Pr(H,’ | Xp=x)=—F7++—, fori=123 (20)

Accordingly, in all of these three cases, the Bayesian test can be presented as

if B} (x) <1, Reject Héi) and report the
posterior probability & (B,(é) (x))

if B (x) >1, Accept Héi) and report the
posterior probability B (B,(q? (x)) ,

Testpayes := (21)

fori = 1,2,3. Clearly, the Bayesian tests in (21) can incorporate Jeffrey’s criteria, as in
Table 2, to determine the strength of the data in evidence to support the rejection of the

respective Héi).
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Note that, to fully apply the test of the hypotheses in (8), one would need to specify the
values of the prior distribution parameters a and b and matching allocation ratio between

the two treatment groups, zo, in the calculations of B,Si) (x),i=1,2,3.

2.3. TheModified Bayesian Test

In the spirit of Table 2, we modify the standard Bayesian test to include a ‘no-decision
region’. This would often be a useful approach in a situation when there is an ambiguous
result that appears.

As advocated and suggested in [5], we modify the Bayesian test in (8) to include a
no-decision region. The modified Bayesian test takes the form

if By(x) <r Reject Hy and report the conditional
error probability a* (B, (x))
Testm-Bayes := ¢ if ¥ < By (x) < u  make no decision (22)
if By (x) > u Accept Hy and report the conditional

error probability f* (B, (x)),

where r < u are two constants, defined and calculated as described in (23) below. For more
details about the ‘no-decision region” and a further explanation and justification in the
sequential setting, see the details in Section 3 of [5].

Let Fy and F; be the cdf of B, (x) under Hy and Hj, respectively. Their inverse F;” L and
F; ! exist in the range % of By, (x). For any b € %, we let

(o) =F(1=FR(b)) and 7}(b) = F (1= F(D)).
Accordingly, the decision constants r and u are calculated as

r=1 and u=1y(1) ify(l)>1,

; . @
r=¢ (1) and u=1 ify(l) <1l

As stated in [5], the posterior probabilities of Hy and H; could also be interpreted
as the conditional error frequentist Type I and Type II probabilities. Testypayes is also a
conditional frequentist test arising from the use of the conditioning statistic

S(X) = min{Bu(X), ¥~ (Bu(X))}, (24)

over the domain 2™* = UZs = {0 < S(X) < r} (the complement of 2* is the no-decision
region). Therefore, the conditional error probabilities upon accepting or rejecting Hy, given
{S(X) = s}, denoted as a*(s) and p*(s), are given by

s 1

a*(s) = T3 =P(Hy| %) and p*(s) = TQU(S) =P(Hy | %5), (25)

which are in complete agreement with the Bayesian posterior probabilities of Hy, given the
data provided in (10) (see also (19) and (20)).

3. Example

Ref. [2] reported the results of a sequential study on the side effects of the HIN1
influenza vaccine during the 2009-2010 influenza season (see [1]), which was conducted
with an equal allocation between the exposed group, A, and the not-exposed group, B, so
that the study design matching constant was zp = 1 and, hence, 8y = 1/2. The 24 successive

https:/ /doi.org/10.3390/math14142486


https://doi.org/10.3390/math14142486

Mathematics 2026, 14, 2486

10 of 27

data points on (1, X;;) from the study cited are presented in the table below, along with
the values of § = X,/ (m — X;). Applying their iterative ‘sequential’ procedure to the
hypotheses of Case 2, ref. [2] determined, for & = 0.05, that the testing procedure should
have been terminated at the 19th-group data point, with m = 222 and X3, = 134, which
resulted with an estimated RR of §4 = 1.5227. For Case 3 and a related confidence interval,
ref. [3] determined, for & = 0.1, that the testing procedure should have been terminated at
the 18th-group data point, with m = 218 and X513 = 130, which resulted with an estimated
RR of 4 = 1.4773.

For comparison, we apply the above Bayesian Beta-Binomial models we propose to
these 24 data points under several prior distributions; however, all had a prior mean of
0.5. Bayes factors are known to depend on the prior specification under the alternative
hypothesis, and the sensitivity of Bayes factors to prior assumptions has been widely
discussed in the Bayesian literature. For this reason, we consider both non-informative and
informative prior specifications in our analysis. The purpose of these examples is not to
advocate a universally objective prior, but rather to illustrate the behavior of the proposed
sequential testing procedure under commonly used prior structures.

3.1. The Standard Bayesian Test

()  Case of non-informative (uniform) prior distribution

We assume a uniform prior distribution for 6, so that § ~ Beta(a = 1,b = 1). We
calculated the Bayes factor B,(,ﬁ) and the corresponding posterior probability Pr(Héi) | X =
x),i=1,2,3 for the hypotheses tests on the RR, 7 in the three cases we considered above.
We always assume that the prior probability that Hy is true, that is, Pr(Hy) = mp = 1/2.
The numerical results are provided in Table 3 below.

As can be seen, for the hypotheses of Case 1, our Bayesian model above has led to
the potentially earlier ‘termination” at the 18th-group data point with a total of m = 218
‘events’, the observed side effect of which X, = 130 was noted in the treatment group
with an estimated relative risk of 4 = X,/ (m — X;,,) = 1.4773. For the hypotheses of Case
2, our Bayesian model led to the potentially earlier ‘termination” at the 17th-group data
point with a total of m = 211 ‘events’, the observed side effect of which X;, = 124 were
noted in the treatment group with an estimated relative risk of 4 = 1.4253. The resulting
Bayes factors are ng = 0.2055 and Bg)l = 0.2278, which are less than 0.3162 based on
)

probabilities of the null hypothesis, and the alternative hypotheses, given the data, are

the standard shown in Table 2. This leads to a rejection of H, (i ,i =1,2 and the posterior

Pr(H\" : v = 1| Xp15 = 130) = 01704,  Pr(H\"” : 9 # 1| Xp15 = 130) = 0.8296,
and
Pr(H® 1y =1 Xo = 124) = 01855,  Pr(H\” : > 1| Xpy; = 124) = 0.8145,

which are clearly smaller than the assumed prior probability 7o = 0.5 of Héi), i =1,2being
true (marked in a red line in Figure 1).

On the other hand, for the hypotheses of Case 3, one would ‘terminate’ the observation
process much earlier, already at the 14th-group data point with a total of m = 172 ‘events’,
the observed side effects of which X;;, = 91 were noted in the treatment group, leading to

the estimated relative risk of 4 = 1.1235. The resulting Bayes factor is BS)Z = 0.2880, which
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is less than 0.3162 based on the standard shown in Table 2, and the posterior probabilities
of the null hypothesis and the alternative hypotheses given the data are

Pr(HSY iy <1 Xy7p = 91) = 02236, Pr(H :q > 1| Xy, = 91) = 0.7764,

which are clearly smaller than the assumed prior probability 77y = 0.5 of HSB) being true
(marked in a red line in Figure 1).

Remark 1. We point out that, in Case 3, we choose the early ‘termination” at the 14th-group
data point instead of 8th-group data point. At the 8th-group data point with a total of m = 67
‘events’, the observed side effects of which X,, = 34 were noted in the treatment group, leading
to the estimated relative risk of 4 = X/ (m — X)) = 1.0303. The resulting Bayes factor is
Bg) = 0.8241 < 1, and the posterior probabilities of the null hypothesis and the alternative
hypothesis given the data are

Pr(HY .y <1| X =34) = 04518, Pr(H® :q > 1| X = 34) = 0.5482.
0 1

Although the value of Pr(HéB) | Xe7 = 34) is less than 0.5, following the standard shown in Table
2, the evidence against H(g3) at the 8th-group data point is not worth more than a bare mention.

Therefore, we would substantially reject H(()3) and stop at the 14th-group data point.

Table 3. The values of Bayes factor and posterior probability of Hy for each data point among the
three different cases with the uniform prior.

Test  m X 4 B pr(H"|X,) BY P |X.) BY  Pr(HP | Xu)
1 12 1 00909 0.0381 0.0367 11.1429 0.9176 584.1429 0.9983
2 18 5 03846 06210 0.3831 9.7691 0.9071 30.4623 0.9682
3 24 11 08462 3.7195 0.7881 5.3903 0.8435 1.8984 0.6550
4 30 15 1.0000 4.4784 0.8175 4.4784 0.8175 1.0000 0.5000
5 34 15 07895 37811 0.7908 7.5689 0.8833 3.0035 0.7502
6 40 17 07391 3.3088 0.7679 9.4837 0.9046 47325 0.8256
7 46 20 07692 37458 0.7893 9.8136 0.9075 42398 0.8092
8 67 34 1.0303 65554 0.8676 5.9790 0.8567 0.8241 0.4518
9 78 39 1.0000 7.1142 0.8768 7.1142 0.8768 1.0000 0.5000
10 100 44 07857 3.9342 0.7973 16.9359 0.9442 7.6095 0.8838
11 115 51 07969 4.1504 0.8058 18.2614 0.9481 7.7999 0.8864
12 135 63 08750 69197 0.8737 15.7129 0.9402 3.5415 0.7798
13 167 88 11139 8.1376 0.8906 5.3805 0.8433 0.3224 0.2438
14 172 91 11235 7.8705 0.8873 5.0685 0.8352 0.2880 0.2236
15 190 107 12892 24347 0.7089 1.2695 0.5594 0.0429 0.0411
16 197 113 13452 1.3341 0.5716 0.6803 0.4049 0.0199 0.0195
17 211 124 14253 04531 0.3118 0.2278 0.1855 0.0055 0.0054
18 218 130 14773 0.2055 0.1704 0.1030 0.0933 0.0022 0.0022
19 222 134 15227 0.1003 0.0911 0.0502 0.0478 0.0010 0.0010
20 231 141 15667 0.0427 0.0410 0.0214 0.0209 0.0004 0.0004
21 240 148 16087 0.0175 0.0172 0.0087 0.0087 0.0001 0.0001
22 245 153 16630 0.0060 0.0060 0.0030 0.0030 0.0000 0.0000
23 247 155 16848 0.0039 0.0038 0.0019 0.0019 0.0000 0.0000
24 251 157 1.6702 0.0044 0.0044 0.0022 0.0022 0.0000 0.0000

Remark 2. In Case 3, we observe that the values of Bayes factor at the 4th and 9th-group data point
are exactly equal to 1. Due to the data structure, we have the matching allocation ratio zg = 1, and,
at the 4th-group and 9th-group data points, m — X, = X, Moreover, since the mean of the chosen
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Figure 1. The posterior probability of Hy for the 24 data points of Table 3: (a) Case 1; (b) Case 2;
(c) Case 3.

We further applied Jeffrey’s prior, discussed in [14], as an ‘objective’ and non-
informative prior to above three cases since a uniform prior on the parameter 6 does
not generally remain uniform under nonlinear transformations of the parameter <. Specif-
ically, for the binomial model, Jeffrey’s prior is Beta(1/2,1/2). Since the results under
Jeffrey’s prior are similar to the results we obtained under the uniform prior, we would not
give a detailed interpretation of the results under Jeffrey’s prior (shown in Appendix A).

(I) Case of informative prior distribution

Here, we assume an informative prior distribution for 6 that is induced by determining
the values of (a,b) by the following set of two equations:

E(0) and Pr(|y(0)—1]<e|0) =94

- 1+z

for some given J and € and where y(0) = zp x /(1 — 6) by (1). In the current example,
we have zp = 1 and assume € = 0.1 and 6 = 0.55. Hence, we “solve’ for our prior
parameters to obtain a = b = 113.8288. Note that the informative prior information may
be obtained from expert suggestion or by borrowing from previous similar studies. The
informative prior presented in this case is only an illustration. Applying the procedure
we proposed above, we calculated the Bayes factor B,Si) and the corresponding posterior
probability Pr(H(gi) | Xim = x),i=1,2,3, for the hypotheses testing on v in the three cases
we considered above. The numerical results are provided in Table 4 below.

As can be seen, for the hypotheses of Case 1, based on the standard shown in Table
2, our Bayesian model above led to the potentially earlier ‘termination” at the 17th-group
data point with a total of m = 211 ‘events’, the observed side effect of which X, = 124
was noted in the treatment group with an estimated relative risk of 4 = 1.4253. For the
hypotheses of Case 2, our Bayesian model led to the potentially earlier ‘termination” at the
16th-group data point with a total of m = 197 ‘events’, the observed side effect of which
X = 113 was noted in the treatment group with an estimated relative risk of 4 = 1.3452.
The resulting Bayes factors are B}) = 0.2901 < 0.3162 and B\2) = 0.2749 < 0.3162. These

lead to a rejection of Héi), i = 1,2, and the posterior probabilities of the null hypothesis and
the alternative hypothesis given the data are

Pr(HS" sy = 1| Xon = 124) = 02249,  Pr(H\"” : 9 £ 1| Xpp1 = 124) = 0.7751,

https://doi.org/10.3390 /math14142486


https://doi.org/10.3390/math14142486

Mathematics 2026, 14, 2486

13 of 27

and
Pr(H iy =1 Xyoy = 113) = 02156,  Pr(H? : 7 > 1| Xy97 = 113) = 0.7844,

which are clearly smaller than the assumed prior probability 7rp = 0.5 of Héi), i =1,2being
true (marked in a red line in Figure 2).
Furthermore, for the hypotheses of Case 3, based on the standard shown in Table 2,
the 15th-group data point with a total of m = 190 ‘events’, the observed side effect of which
m = 107 was noted in the treatment group, lead to an estimated relative risk of 4 = 1.2892.
The resulting Bayes factor is Bg% = 0.1361 < 0.3162, and the posterior probabilities of the
null hypothesis and the alternative hypothesis given the data are

Pr(H -y <1 Xyo0 = 107) = 01198,  Pr(H : 7 > 1| X490 = 107) = 0.8802,

which is clearly smaller than the assumed prior probability 7y = 0.5 of H(()3) being true
(marked in red line in Figure 2).

Table 4. The values of Bayes factor and posterior probability of Hy for each data point among different
cases with the informative prior.

Test m X 4 B eV |x,) BY pe(H?|Xx,) BY prHP | X
1 12 1 0.0909 0.8321 0.4542 1.6078 0.6165 2.8646 0.7412
2 18 5 03846 09115 0.4768 1.4964 0.5994 2.2834 0.6954
3 24 11 08462 1.0431 0.5106 1.1597 0.5370 1.2234 0.5502
4 30 15 1.0000 1.0640 0.5155 1.0640 0.5155 1.0000 0.5000
5 34 15 07895 1.0398 0.5098 1.2927 0.5638 1.4864 0.5978
6 40 17 07391 1.0137 0.5034 1.4210 0.5869 1.8036 0.6433
7 16 20 07692 1.0265 0.5065 1.4329 0.5890 1.7917 0.6418
8 67 34 10303 11360 0.5318 1.0855 0.5205 0.9111 0.4767
9 78 39 1.0000 1.1590 0.5368 1.1590 0.5368 1.0000 0.5000
10 100 4 07857 09627 0.4905 1.8995 0.6551 2.9465 0.7466
11 115 51 07969 09583 0.4894 1.9886 0.6654 3.1501 0.7590
12 135 63 08750 1.1289 0.5303 1.7747 0.6396 2.1442 0.6820
13 167 88 11139 11885 0.5431 0.8805 0.4682 0.4817 0.3251
14 172 91 11235 1.1693 0.5390 0.8452 0.4581 0.4456 0.3083
15 190 107 12892  0.6786 0.4043 0.3855 0.2782 0.1361 0.1198
16 197 113 13452 05061 0.3360 0.2749 0.2156 0.0862 0.0794
17 211 124 14253  0.2901 0.2249 0.1509 0.1311 0.0400 0.0384
18 218 130 14773 0.1920 0.1611 0.0983 0.0895 0.0237 0.0231
19 222 134 15227 0.1325 0.1170 0.0672 0.0630 0.0151 0.0149
20 231 141 15667 0.0824 0.0761 0.0415 0.0399 0.0086 0.0085
21 240 148 1.6087 0.0494 0.0471 0.0248 0.0242 0.0048 0.0047
22 245 153 1.6630 0.0276 0.0269 0.0138 0.0136 0.0025 0.0025
23 247 155  1.6848 0.0216 0.0212 0.0108 0.0107 0.0019 0.0019
24 251 157 16702 0.0225 0.0220 0.0113 0.0111 0.0020 0.0019

In conclusion, with the uniform prior, Case 1 would be rejected and ‘terminated” at
the 18th-group data point, Case 2 would be rejected and ‘terminated” at the 17th-group
data point, and Case 3 would be rejected and “terminated” at the 14th-group data point.
However, with the informative prior we chose, Case 1 would be rejected and ‘terminated’
at the 17th-group data point, Case 2 would be rejected and ‘terminated” at the 16th-group
data point, and Case 3 would be rejected and ‘terminated” at the 15th-group data point.
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Figure 2. The posterior probability of Hy for the 24 data points of Table 4: (a) Case 1; (b) Case 2;
(c) Case 3.

3.2. The Modified Bayesian Test

Applying the modified Bayesian test in (22) to Case 1, 2, and 3, along with the same
prior structures we discussed above, we analyze the results of the above example again.
Under both types of priors, we obtained the same conclusions that were obtained utilizing
the standard Bayesian test for the hypotheses H (i), i =1,2,3 (see Section 3.1). The results
corresponding to the non-informative (uniform) prior distributions are shown in Figure 3,
Tables 5 and 6. The results corresponding to the informative prior distributions are shown
in Figure 4, Tables 7 and 8. However, under both prior structures, utilizing the modified
Bayesian test, we see that there are several cases with some data points falling into the ‘no-
decision’ region. In all cases, we provide the calculated conditional Type I and Type II error
probabilities, a* and B*, corresponding to the ‘Reject” or “Accept’ decision (see Tables 6 and 8).

One may interpret the results of Case 2 under the informative prior case, for instance,
as a guide for explaining the results shown in these 4 tables. According to the results in
Table 7, at the 10th-group data point, since the Bayes factor B%z) = 1.8995 is greater than
u® = 1.0962, one would accept the null hypothesis that the relative risk is equal to 1 and
would report the corresponding conditional Type Il error probability f* = 0.3520, as shown
in Table 8. On the other hand, at the 13th-group data point, since 3%)7 = 0.8805 is less than
r(2) = 1, along with the standard mentioned in Table 2, we would reject the null hypothesis
at the 13th-group data point and report the conditional Type I error probability a* = 0.4682.
Additionally, there are some data points within the ‘no-decision’ region, since the Bayes
factor of the corresponding data point is within the values of #(?) and u(?.

() Results under non-informative (uniform) prior distribution

ol @ ——
@ © -

(2)

B

Bf“” Bi,?J

(1) a®

10
|

Test

Test Test

(b) (0)

Figure 3. The acceptance and rejection boundaries of By, for the 24 data points of Table 5: (a) Case 1;
(b) Case 2; (c) Case 3.
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Table 5. The values of Bayes factor and the boundaries based on it for each data point among different

cases with the uniform prior.

Test m X 0% B,(,,l) () u® B,(nz) r(2) u2) B,(,?) r(3) u®
1 12 1 0.0909 0.0381 1 15710 11.1429 1 1.7715 584.1429 1 2.2226
2 18 5 03846 0.6210 1 23066 9.7691 1 23451 30.4623 1 1.9583
3 24 11 08462 37195 1 29225 5.3903 1 28394 1.8984 1 1.8080
4 30 15 1.0000 4.4784 1 24971 44784 1 22645 1.0000 1 1.7083
5 34 15 0.7895 3.7811 1 28358 7.5689 1 25200 3.0035 1 1.6586
6 40 17 07391 33088 1 3.3088 9.4837 1 28814 47325 0.6363 1
7 46 20 07692 37458 1 27747 9.8136 1 32207  4.2398 1 1.5532
8 67 34 1.0303 6.5554 1 3.6340 5.9790 1 28700 0.8241 1 1.1945
9 78 39 1.0000 71142 1 37717 7.1142 1 29057  1.0000 1 1.4105
10 100 44 0.7857 39342 1 39342 169359 1 29138 7.6095 1 1.3574
11 115 51 0.7969 41504 1 32564 182614 1  3.0174 7.7999 1 1.1485
12 135 63 08750 69197 1 4.0694 157129 1  2.8836  3.5415 1 1.1371
13 167 88 11139 81376 1 43758 5.3805 1 37172 0.3224 1 1.1233
14 172 91 11235 78705 1 41132 5.0685 1 3.4800 0.2880 1 1.2656
15 190 107 12892 24347 1  3.8676 1.2695 1 32199  0.0429 1 1.2517
16 197 113 1.3452 1.3341 1 3.6836 0.6803 1 37146  0.0199 1 1.1136
17 211 124 1.4253 0.4531 1 41037 0.2278 1 33458  0.0055 1 1.1098
18 218 130 14773 02055 1 39079 0.1030 1 3.8280 0.0022 0.8116 1
19 222 134 1.5227 01003 1  4.0227 0.0502 1 39134 0.0010 0.8131 1
20 231 141 1.5667 0.0427 1  3.8834 0.0214 1 37579  0.0004 1 1.1049
21 240 148 1.6087 0.0175 1  4.5363 0.0087 1 3.6076  0.0001 0.8193 1
22 245 153 1.6630 0.0060 1 4.2679 0.0030 1 33872 0.0000 1 1.1018
23 247 155 1.6848 0.0039 1 43227 0.0019 1 34248  0.0000 1 1.1014
24 251 157 1.6702 0.0044 1 44320 0.0022 1 34998  0.0000 1 1.1006
Table 6. The decision and corresponding conditional a* and B* for each data point among different
cases with the uniform prior (Decision: ‘R” indicates Reject, ‘A’ indicates Accept, 'ND’ indicates No
Decision, ‘NA’ indicates No Answer).
Test I B(l) Decisi * * (2) o * * (3) P * *
¥ i ecision a*(or f*) By Decision a*(or §*) B Decision a*(or *)
1 0.0909 0.0381 R 0.0367 11.1429 A 0.0845 584.1429 A 0.0016
2 0.3846 0.6210 R 0.3831 9.7691 A 0.0937 30.4623 A 0.0261
3 0.8462 3.7195 A 0.2145 5.3903 A 0.1695 1.8984 A 0.3313
4 1.0000 4.4784 A 0.1841 4.4784 A 0.1937 1.0000 ND NA
5 0.7895 3.7811 A 0.2145 7.5689 A 0.1169 3.0035 A 0.2460
6 0.7391 3.3088 ND NA 9.4837 A 0.1044 4.7325 A 0.1742
7 0.7692 3.7458 A 0.2145 9.8136 A 0.0937 4.2398 A 0.1742
8 1.0303 6.5554 A 0.1391 5.9790 A 0.1490 0.8241 R 0.4518
9 1.0000 7.1142 A 0.1391 7.1142 A 0.1316 1.0000 ND NA
10 0.7857 3.9342 ND NA 16.9359 A 0.0587 7.6095 A 0.1173
11 07969 4.1504 A 0.2145 18.2614 A 0.0542 7.7999 A 0.0944
12 0.8750 6.9197 A 0.1391 15.7129 A 0.0639 3.5415 A 0.2082
13 1.1139 8.1376 A 0.1098 5.3805 A 0.1695 0.3224 R 0.2438
14 11235 7.8705 A 0.1228 5.0685 A 0.1695 0.2880 R 0.2236
15 1.2892 2.4347 ND NA 1.2695 ND NA 0.0429 R 0.0411
16 13452 1.3341 ND NA 0.6803 R 0.4049 0.0199 R 0.0195
17 1.4253 0.4531 R 0.3118 0.2278 R 0.1855 0.0055 R 0.0055
18 1.4773 0.2055 R 0.1705 0.1030 R 0.0934 0.0022 R 0.0022
19  1.5227 0.1003 R 0.0912 0.0502 R 0.0478 0.0010 R 0.0010
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Table 6. Cont.

Test 0% 1(’11) Decision a*(or f*) ,(412) Decision a*(or f*) ,(,f) Decision a*(or f*)
20 1.5667 0.0427 R 0.0410 0.0214 R 0.0210 0.0004 R 0.0004
21  1.6087 0.0175 R 0.0172 0.0087 R 0.0086 0.0001 R 0.0001
22 1.6630 0.0060 R 0.0060 0.0030 R 0.0030 0.0000 R 0.0000
23 1.6848 0.0039 R 0.0039 0.0019 R 0.0019 0.0000 R 0.0000
24  1.6702 0.0044 R 0.0044 0.0022 R 0.0022 0.0000 R 0.0000

(I) Results under informative prior distribution
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Figure 4. The acceptance and rejection boundaries of By, for the 24 data points of Table 7: (a) Case 1;
(b) Case 2; (c) Case 3.

Table 7. The values of Bayes factor and the decision based on it for each data point among different

cases with the informative prior.

Test m X ¥ B,(,,l) r@ 4@ B,(nz) r(2) u(2) B,(,f) (3 u®
1 12 1 0.0909 0.8321 1 1.0175 1.6078 1 1.0261 2.8646 0.9138 1
2 18 5 0.3846 0.9115 1 1.0304 1.4964 1 1.0389 2.2834 0.9091 1
3 24 11 0.8462 1.0431 1 1.0431 1.1597 1 1.0515 1.2234 0.9050 1
4 30 15 1.0000 1.0640 1 1.0557 1.0640 1 1.0640 1.0000 0.9020 1
5 34 15 0.7895 1.0398 1 1.0640 1.2927 1 1.0722 1.4864 0.9010 1
6 40 17 0.7391 1.0137 1 1.0764 1.4210 0.9808 1 1.8036 0.8988 1
7 46 20 0.7692 1.0265 1 1.0649 1.4329 0.9929 1 1.7917 0.8980 1
8 67 34 1.0303 1.1360 1 1.0905 1.0855 1 1.0855 009111 1 1.0337
9 78 39 1.0000 1.1590 1 1.1290 1.1590 1 1.0552 1.0000 0.8943 1
10 100 44 0.7857 0.9627 1 1.1711 1.8995 1 1.0962 29465 0.8940 1
11 115 51 0.7969 0.9583 1 1.1832 1.9886 1 1.1748 3.1501 1 1.0379
12 135 63 0.8750 1.1289 1 1.1799 1.7747 1 1.2102 2.1442 1 1.0384
13 167 88 1.1139 1.1885 1 1.2378  0.8805 1 1.1626 0.4817 1 1.0395
14 172 91 1.1235 1.1693 1 1.2671 0.8452 1 1.2215 0.4456 0.8962 1
15 190 107 1.2892 0.6786 1 1.2550 0.3855 1 1.2510 0.1361 1 1.1207
16 197 113 1.3452 0.5061 1 1.2897 0.2749 1 1.2116  0.0862 1 1.0403
17 211 124 1.4253 0.2901 1 1.2661 0.1509 1 1.2340 0.0400 1 1.0404
18 218 130 1.4773 0.1920 1 1.3027 0.0983 1 1.2957 0.0237 1 1.1186
19 222 134 1.5227 0.1325 1 1.3094 0.0672 1 1.3020 0.0151 0.8981 1
20 231 141 1.5667 0.0824 1 1.2999 0.0415 1 1.2652 0.0086 1 1.0403
21 240 148 1.6087 0.0494 1 1.3390 0.0248 1 1.3298 0.0048 1 1.1172
22 245 153 1.6630 0.0276 1 1.3231 0.0138 1 1.2867 0.0025 1 1.0404
23 247 155 1.6848 0.0216 1 1.3264 0.0108 1 1.2897 0.0019 1 1.0404
24 251 157 1.6702 0.0225 1 1.3329 0.0113 1 1.2958 0.0020 1 1.0406
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Table 8. The decision and corresponding conditional a* and $* for each data point among different
cases with the informative prior (Decision: ‘R’ indicates Reject, ‘A’ indicates Accept, ‘ND’ indicates
No Decision, ‘NA’ indicates No Answer).

Test ¥ ,(411) Decision a*(or g*) B,(nz) Decision a*(or f*) B,(,;”) Decision a*(or f*)
1 0.0909 0.8321 R 0.4542 1.6078 A 0.3993 2.8646 A 0.2610
2 0.3846 0.9115 R 0.4769 1.4964 A 0.4170 2.2834 A 0.2903
3 0.8462 1.0431 ND NA 1.1597 A 0.4552 1.2234 A 0.4549
4 1.0000 1.0640 A 0.4287 1.0640 ND NA 1.0000 ND NA
5 0.7895 1.0398 ND NA 1.2927 A 0.4552 1.4864 A 0.3862
6 0.7391 1.0137 ND NA 1.4210 A 0.4170 1.8036 A 0.3530
7 0.7692 1.0265 ND NA 1.4329 A 0.4170 1.7917 A 0.3530
8 1.0303 1.1360 A 0.4389 1.0855 ND NA 0.9111 R 0.4767
9 1.0000 1.1590 A 0.4389 1.1590 A 0.4552 1.0000 ND NA
10 0.7857 0.9627 R 0.4905 1.8995 A 0.3520 2.9465 A 0.2610
11 0.7969 0.9583 R 0.4894 1.9886 A 0.3380 3.1501 A 0.2334
12 0.8750 1.1289 ND NA 1.7747 A 0.0398 2.1442 A 0.3210
13 1.1139 1.1885 ND NA 0.8805 R 0.4682 0.4817 R 0.3251
14 1.1235 1.1693 ND NA 0.8452 R 0.4581 0.4456 R 0.3082
15 1.2892 0.6786 R 0.4043 0.3855 R 0.2782 0.1361 R 0.1198
16 1.3452 0.5061 R 0.3360 0.2749 R 0.2156 0.0862 R 0.0794
17 1.4253 0.2901 R 0.2249 0.1509 R 0.1311 0.0400 R 0.0385
18 1.4773  0.1920 R 0.1611 0.0983 R 0.0895 0.0237 R 0.0232
19 1.5227 0.1325 R 0.1170 0.0672 R 0.0630 0.0151 R 0.0149

20 1.5667 0.0824 R 0.0761 0.0415 R 0.0398 0.0086 R 0.0085
21 1.6087 0.0494 R 0.0471 0.0248 R 0.0242 0.0048 R 0.0048
22 1.6630 0.0276 R 0.0269 0.0138 R 0.0136 0.0025 R 0.0025
23 1.6848 0.0216 R 0.0211 0.0108 R 0.0107 0.0019 R 0.0019
24 1.6702 0.0225 R 0.0220 0.0113 R 0.0112 0.0020 R 0.0020

3.3. HPD Region

Once the ‘termination’ point of the study is known (with a given prior distribution),
it is possible to obtain the (1 — ¢) x 100% Highest Posterior Density (HPD) region for the
RR, v, as now one has its posterior pdf available, given the data. We illustrate this by
calculating a 95% HPD region for each ‘terminated” data point we discuss above.

e Casel (H(gl) : v = 1 against Hl(l) Yy #£E1)

At the 18th-group data point, which is the ‘terminated” data point for Case 1 with
the uniform prior, we obtain the posterior distribution of 6 \ X15 ~ Beta(131,89), where
X713 = 130. The calculated 95% HPD region of 6 is (0.5305,0.6599), shown in Figure
5, which indicates that the corresponding 95% HPD region of v, the relative risk, is
(1.1298,1.9407). Note that the conditional Type I error probability is 0.1705 for Case 1
under the modified Bayesian test. Although the 95% HPD region excludes v = 1, the
conditional Type I error probabilities indicate that there are around 17% in favor of the null
hypothesis for Case 1.

At the 17th-group data point, which is the ‘terminated” data point for Case 1 with the in-
formative prior, we obtain the posterior distribution of 6 | X511 ~ Beta(237.8288,200.8288),
where X517 = 124. The calculated 95% HPD region of 6 is (0.4955,0.5888), which indicates
that the corresponding 95% HPD region of v is (0.9820,1.4318). Note that the conditional
Type I error probability is 0.2249 for Case 1 under the modified Bayesian test.
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Figure 5. The 95% HPD region of 6 | X515 ~ Beta(131,89) where X135 = 130 at the 18th-group data
point with the posterior pdf of 6 | X5 in Case 1.

e Case2 (Héz) : v = 1 against Hfz) ty>1)

At the 17th-group data point, which is the ‘terminated” data point for Case 2 with
the uniform prior, we obtain the posterior distribution of 6 | X511 ~ Beta (125, 88), where
X171 = 124. The calculated 95% HPD region of 6 is (0.4955,0.5888), which indicates the
corresponding 95% HPD region of v, the relative risk, is (0.9820,1.4318). Note that the
conditional Type I error probability is 0.1855 for Case 2 under the modified Bayesian test.

At the 16th-group data point, which is the ‘terminated” data point for Case 2 with the in-
formative prior, we obtain the posterior distribution of 6 | X197 ~ Beta(226.8288,197.8288),
where Xj97 = 113. The calculated 95% HPD region of 6 is (0.4867,0.5815), which indicates
that the corresponding 95% HPD region of v is (0.9483,1.3894). Note that the conditional
Type I error probability is 0.2156 for Case 2 under the modified Bayesian test.

e Case3 (Hég) : v < 1 against H1(3) > 1)

At the 14th-group data point, which is the ‘terminated” data point for Case 3 with
the uniform prior, we obtain the posterior distribution of 6 | X;7, ~ Beta(92,82), where
X172 = 91. The calculated 95% HPD region of 6 is (0.4546,0.6027), which indicates that
the corresponding 95% HPD region of v is (0.8336,1.5168). The conditional Type I error
probability is 0.2236 under the modified Bayesian test.

At the 15th-group data point, which is the ‘terminated” data point for Case 3 with the in-
formative prior, we obtain the posterior distribution of 6 | X199 ~ Beta(220.8288,196.8288),
where Xj99 = 107. The calculated 95% HPD region of 6 is (0.4809,0.5765), which indicates
that the corresponding 95% HPD region of -y is (0.9263,1.3613). The conditional Type I
error probability is 0.1198 under the modified Bayesian test.

Remark 3. We notice that some 95% HPD regions may include v = 1, the value of «y under
the null hypothesis. Since the Bayes factor shows that the overall evidence from the data favors
the alternative compared to the null, the 95% HPD region reflects that the null is not entirely
implausible. Even if the null value is within the 95% HPD region, the posterior may still assign
higher credibility to other values (those outside the null), which explains why the Bayes factor rejects
the null. Hence, the null hypothesis may still be within a credible interval, but its likelihood is
overshadowed by the alternative. It also indicates that the null hypothesis is rejected substantially.

3.4. Connection to the UMPBT

Considering Case 2, now treated as the UMPBT, we construct the corresponding
‘group’ sequential Bayesian test with a certain ‘termination” point. However, we note that,
in the current context, the threshold of the Bayes factor B, to reject the null hypothesis takes
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the form B, < 1/A for some A > 0. By Lemma 1 in [6], the UMPBT(1/A) is constructed by
finding 6; that 6; > 6y and

In(1/A) —m[In(1—-06) —In(1—6p)]
In[0/(1—-0)] —In[6/(1—060)] ~

0 = arg mgin

which can be solved numerically. For instance, by applying the suggestion of the Jeffrey’s
evidence level shown in Table 2, we may reject the null hypothesis if B;, < 0.3162, so that
1/A = 0.3162 in this case.

()  Case of non-informative (uniform) prior distribution

Since the ‘termination’ point of Case 2 with the uniform prior is the 17th-group data
point, we have Byj; = 0.2278 and Pr(HéZ) | Xp11 = 124) = 0.1855, m = 211 and X,, = 124.
We use 1/A = 0.2059 and obtain the corresponding 6; = 0.5611. At this value of 6; and
6o = 0.5, B, < 1/A whenever 119 or more of the n = 211 patients enrolled in this fixed
sample size study. Accordingly, for the fixed-sample-size test (with n = 211), once the
number of the observed side effects was X;,, > 119, we would reject the null hypothesis,
incurring a (classical) Type I error probability & = Py, (X, > 119) = 0.0366. The rejection
region for this 3.66% significance test also corresponds to the region for which the Bayes
factor corresponding to the UMPBT(1/A) for all values of 1/A € (0.1775,0.2270). With
equal prior probabilities of the null and the alternative hypotheses we assumed previously
(¢ = 1), the implied significant level of 0.0366 for this UMPBT approximately corresponds
to the Bayesian test, resulting in

0.1507 < Pr(H{?) | Data) < 0.1850.

This serves as illustration of the fact that, unlike the posterior probabilities, the p-value or at-
tained significant level is not a true measure of the strength of the evidence in favor/against
the null hypothesis; see [15] for a discussion of this point.

However, note that, if we choose Jeffrey’s evidence level of 1/A = 0.3162, the calcu-
lated By;; = 0.3514 and Pr(H(gz) | X171 = 124) = 0.2600, which would not match the results
obtained from the UMPBT procedure in this case. This may be attributed to the group
sequential nature of the data and the uniform prior that we considered here.

(I) Case of informative prior distribution

Since the ‘termination’ point of Case 2 with the informative prior is the 16th-group data
point, we have Bo; = 0.2749 and Pr(H\?) | Xp97 = 113) = 02156, m = 197 and X,,, = 113.
Applying Jeffrey’s evidence level of 1/A = 0.3162 with the corresponding (equivalent)
fixed sample size of this UMPBT n = 197, we obtain the corresponding ¢; = 0.5540. With
these values of 6; and 6y = 0.5, B;; < 1/A whenever 110 or more of the n = 197 patients
enrolled in this fixed sample size study. Accordingly, for the fixed-sample-size test, once
the number of the observed side effects was X, > 110, we would reject the null hypothesis,
incurring a (classical) Type I error & = Py (X, > 110) = 0.0584. The rejection region
for this 5.84% significance test also corresponds to the region for which the Bayes factor
corresponding to the UMPBT(1/A) for all values of 1/A € (0.2624,0.3259). With equal prior
probabilities of the null and the alternative hypotheses we assumed previously (¢ = 1), the
implied significant level of 0.0584 for this UMPBT, which approximately corresponds to the
Bayesian test, resulted in

0.2078 < Pr(H{?) | Data) < 0.2458.
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3.5. Simulation Results

)

In this subsection, we provide the results of some simulations of Case 2 of Héz and

Hl(z) (see (15)), aimed at illustrating further the properties of the sequential Bayesian testing
procedure. For the simulations, we utilize the method introduced in [9] to simulate the
values of the relevant stopping time M* for the corresponding («, B)-UMP test of Hj :
6 = 1/2 versus Hy : 6§ > 1/2, with an optimal sample size N*, as was determined by
a« = 0.05 and B = 0.1 for various alternative choices of 6. Relation (1) for 0(y) was
then utilized to express these hypotheses in terms of the relative risk . The simulated
values of the data, along with M*, were then used to calculate the values of the Bayes
factor B+ in (16). Based on the standard shown in Table 2, Hy would be rejected if the
calculated Bps+ < 0.3162. Throughout the 10,000 simulation runs, we assumed that the
prior probability of Hy is 779 = 1/2. The results are presented in Table 9, which provide
the calculated power and probability of the Type I error of the test for different sample
sizes (different N*) and different priors choices for 0, as were used in the standard Bayesian
test. To that end, we simulated the data under the alternative choices of vy (equivalently
of @) of v = 1.5, ¥ = 2, and vy = 1 as well. As can be seen, as the sample size increases,
the power increases as expected, regardless of the priors. Moreover, the Type I error
probability decreases with the sample size under a uniform prior, but increases when
the sample size increases under informative prior, which indicates that the Bayes factors
may exhibit sensitivity to prior specification, giving support to default type choices for a
prior distribution of . One should also note that, when the value of the Bayes factor we
calculated is much less than the critical value 0.3162, the simulated value of Type I error
probability is much less than the nominal value of « that we predefined for the UMP test.

Table 9. Power and Type I error probability of the standard Bayesian test for y = 1.5,2 in H; and
v = 1in Hy of Case 2 for different sample sizes under different priors. ‘5,¢” indicates the average of
the corresponding simulated values.

uniform prior

% 2 2 2
N*  power (Bu-)ag  (Pr(H® | Xt ))aog power  (By)asg  (Pr(HP | Xage))aog « (B )aog  (Pr(HSP | Xag+))aog
210 0.6635  0.5656 0.2035 09921  0.0135 0.0103 0.0073 132014 0.8769
261 07813 03583 0.1456 09982  0.0041 0.0033 0.0081  14.6915 0.8859
331 0.8669 0.1952 0.0922 0.9998 0.0008 0.0007 0.0053 16.4740 0.8956
433 09407  0.0788 0.0443 1.0000  <0.0001 <0.0001 0.0047  18.8944 0.9047
591 0.9869 0.0206 0.0132 1.0000 <0.0001 <0.0001 0.0049 21.9616 0.9154
informative prior
% 2 2 2
N*  power (Bu-)ag  (Pr(HZ | Xt ))uog power  (By)asg  (Pr(HP | Xae))aog « (B )aog  (Pr(HSP | Xape))aog
210 0.8488 0.1753 0.1312 0.9990 0.0210 0.0196 0.0277 1.4843 0.5594
261 09293  0.1116 0.0879 09999  0.0068 0.0065 00332 15776 0.5693
331 0.9682 0.0611 0.0508 1.0000 0.0014 0.0014 0.0321 1.6940 0.5812
433 09925  0.0249 0.0219 1.0000  0.0001 0.0001 0.0374  1.8608 0.5968
591  0.9990 0.0062 0.0057 1.0000 <0.0001 <0.0001 0.0391 2.0798 0.6162

The results from applying the Modified Bayesian Test in (22) for Case 2 with these
choices of values of y and with N* = 210 are presented in Table 10. The values of r and u
in (22) were obtained according to (23). As we can see, when v = 1.5, we have an 84.88%
chance to correctly reject Hy, with the average conditional Type I error probability being
0.1198 under the uniform prior. Compared with the result shown in Table 9, when v = 1.5,
we have a 66.35% chance to correctly reject Hy, with the average posterior probability
being 0.2035 under the uniform prior. Moreover, we note that these simulations resulted
in a 31.06% chance to reject the null, a 58.85% chance to accept the null, and a 10.09%
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chance to conclude with no decision when v = 1 under the chosen informative prior. We
attribute this particular outcome to the particular choice of the (a, b) parameters of the
prior distribution and the likely inadequacy of the sample size in this discrete case. To allow
a comparison with an ‘objective-type’ of prior choice, we augmented the simulation study
of the Uniform and the Informative type choices of priors, with the Jefferey’s prior for the
Binomial case having a = b = 0.5 (see Table 10). Clearly, further simulations are needed to
explore the full spectrum of the potential sensitivity to the prior choices. However, for the
sake of space, we leave that to future studies. To facilitate reproducibility, we provide the
sample simulation code as Supplementary Material.

Table 10. Decision and the conditional error probability of Bayesian modified hypotheses test for
v = 15,2in Hy and v = 1 in Hy of Case 2 in sample size N* = 210 under different priors. “s0¢’
indicates the average of the corresponding simulated values. ‘NA” indicates No Answer.

Uniform Prior Jeffrey’s Prior Informative Prior
v Decision (a*(or B*)) avg Decision (a*(or B*)) avg Decision (a*(or B*)) avg
84.88% Rejection 0.1198 80.66% Rejection 0.1410 99.27% Rejection 0.1281
1.5 12.38%  No Decision NA 14.60%  No Decision NA 0.44% No Decision NA
2.74% Acceptance 0.1461 4.74% Acceptance 0.1274 0.29% Acceptance 0.4033
99.90% Rejection 0.0097 99.78% Rejection 0.0132 100.00% Rejection 0.0196
2 0.09%  No Decision NA 0.19%  No Decision NA
0.01% Acceptance 0.2113 0.03% Acceptance 0.1607
2.77% Rejection 0.3053 1.98% Rejection 0.3293 31.06% Rejection 0.3945
1  11.79%  No Decision NA 7.86%  No Decision NA 10.09%  No Decision NA
85.44%  Acceptance 0.0804 90.16%  Acceptance 0.0591 58.85%  Acceptance 0.3487

4. Summary and Discussion

In this paper, we propose the standard Bayesian test and the modified Bayesian test of
hypotheses concerning the relative risk, v, of a two-arm clinical trial. In this context, the
relative risk 7y can be represented as 6(y)—a parameter representing an event probability.
Since the output of each observation collected is binary data, the sequential experimental
process can be viewed as a sequential binomial process with a probability of 6(y). Note that,
under the Bayesian framework, based on the SRP, each data point remains unaffected by
the optimal stopping rule used in the process (unlike the ‘classical” sequential test). Within
the Bayesian framework, we consider the sequential testing of hypotheses concerning the
parameter 6(vy). By utilizing the conjugate beta-binomial model, we are able to obtain the
corresponding decision ‘rule’ for the test at each observed data point as determined from
the calculated value of the Bayes factor.

To deal with the values of the Bayes factors that are too close to the decision boundaries,
Jefferey’s criteria for the evidentiary level for a ‘rejection of Hy’ are taken into consideration.
Additionally, we consider a modification of the standard Bayesian test [5], which includes
a ‘no-decision’ region, and calculate the corresponding conditional Type I and Type II error
probabilities «* and p*. To illustrate our approach and the methods discussed, we analyze
the data presented in [2] under the three different hypothesis testing cases and several
different priors. It is worth pointing out that the informative prior we propose is designed
to use the knowledge of the bounded-width probability. For each case with different priors,
we analyze the calculated Bayes factor corresponding to each data point and make the
decision within two Bayesian tests.

Specifically, we consider, in Case 2, the very same hypothesis testing problem as shown
in [2]. The result presented in [2] indicates that the testing procedure should have been
terminated at the 19th-group data point. However, the results obtained from the standard
Bayesian test and the modified Bayesian test lead to a potentially earlier ‘termination” at the
17th-group data point under the uniform prior and at the 16th-group data point under an
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informative prior. Furthermore, utilizing the modified Bayesian test with a uniform prior,
at the 17th-group data point, the Type I error conditional probability is a* = 0.1855 (given
the data). Similarly, with the modified Bayesian test and under an informative prior, at the
16th-group data point, the conditional Type I error probability is a* = 0.2156 (given the
data). From Section 3.4, we find our ‘termination’ based on the Bayesian test with a uniform
prior corresponding to a p-value of 0.0366 and with an informative prior corresponding to
a p-value of 0.0584 from the frequentist point of view.

Case 3 has the very same hypothesis testing problem as shown in [3]. The result
presented in [3] indicates that the testing procedure should have been terminated at the
18th-group data point. However, the results obtained from both the standard Bayesian test
and the modified Bayesian test lead to the potentially earlier ‘termination” at the 14th-group
data point with a uniform prior and at the 15th-group data point with an informative prior.
Furthermore, with the modified Bayesian test under a uniform prior, at the 14th-group data
point, the conditional Type I error probability a* = 0.2236 (given the data). Similarly, with
the modified Bayesian test under an informative prior, at the 15th-group data point, the
conditional Type I error probability is a* = 0.1198 (given the data).

These cases illustrate the benefits of Bayesian testing in this context. Unlike the
classical sequential test, which typically requires heavy calculations to determine ‘stopping
boundaries’ as well as ‘decision boundaries’ (for a-priory specified Type I and Type Il error
probabilities), the Bayesian test is easy to use and implement, and it could obtain the test
results in a relatively simple manner. Compared with the results obtained in [2,3], we
conclude that our results are consistent with their results. Although our decisions for Case
2 and Case 3 arrive slightly earlier than theirs, the values of the data points are similar.

Clearly, our Bayesian approach, which allows for a posterior-based analysis (as well as
interpretations) of the available data as was collected, is simpler and, one could argue, more
intuitive. It is attractive to those who prescribe to implementing the Bayesian paradigm,
especially in clinical studies, where expert opinion and prior information is amply available.
However, to others, the Bayesian framework and the testing procedure we advocate for
here could potentially be seen as particularly limiting. The potential dependency on the
choice of the prior distribution of the relevant parameters, the inclusion of the no-decision
region as part of the terminal testing procedure, and the interpretation of the posterior
measure of evidence could all seen as limitations to the practitioner. The reader may find
the Discussion and the Rejoinder parts of [5] as valuable resources for these considerations,
as well as [16] as a resource for a general discussion concerning the applicability of the
Modified Bayesian test and the no-decision region in sequential clinical trail settings.

In addition, we are able to illustrate, using the very same data, the connection of
our Bayesian test and the UMPBT. With this connection, the results we obtained from the
Bayesian test can be approximately interpreted by the rejection region and the p-value from
the frequentist perspective of the UMP. Moreover, by applying the modified Bayesian test,
we could even obtain conditional error probabilities as well, which give us a measure of the
data evidence in making decisions (of ‘Reject” Hy or ‘Accept’ Hp). Indeed, for such binary
data hypothesis testing, utilizing Bayesian framework could provide a straightforward and
easy path to analyze the data.
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Appendix A. Case of Jeffrey’s (Non-Informative) Prior

In this section, we present the results obtained from the standard Bayesian test and
the modified Bayesian test under the Jeffrey’s (non-informative) prior of the data from [2].

Appendix A.1. The Standard Bayesian Test

Introduced in [14], the Jeffrey’s prior, as considered an ‘objective’ or non-informative
prior distribution, is Beta(1/2,1/2) for binomial distributions in our case. We calculated the
Bayes factor By(,i) and the corresponding posterior probability Pr(Héi) | Xm =x),i=1,2,3
for the hypotheses tests on the RR, 7, in the three cases we considered. The numerical
results are provided in Table A1 below.

As can be seen, for the hypotheses of Case 1 and Cse 2, our Bayesian model led to
the potentially earlier ‘termination” at the 18th-group data point with a total of m = 218
‘events’, the observed side effects of which X, = 130 were noted in the treatment group
with an estimated relative risk of § = X,/ (m — X;,;) = 1.4773. The resulting Bayes factors
are Bgé = 0.3160 in Case 1 and Bgé = 0.1583 in Case 2, which is less than 0.3162 based on
(i)

probabilities of the null hypothesis and the alternative hypothesis given the data are

the standard shown in Table 2. This leads to a rejection of H,’, i = 1,2, and the posterior

Pr(H\Y 1 7 = 1| Xp5 = 130) = 0.2401  Pr(H" : 4 # 1| X5 = 130) = 0.7599,

Pr(H\ : 7 =1 Xpg = 130) = 01367 Pr(H{® : 7 > 1| Xp5 = 130) = 0.8633,

which are clearly smaller than the assumed prior probability 77y = 0.5 of H, (i), i =1,2being
true (marked in a red line in Figure A1).

On the other hand, for the hypotheses of Case 3, the observation process would
‘terminate’ much earlier at the 14th-group data point with a total of m = 172 ‘events’, the
observed side effects of which X, = 91 were noted in the treatment group, leading to
the estimated relative risk of ¥ = X,/ (m — X;;;) = 1.1235. The resulting Bayes factor is
Bg)z = 0.2869, which is less than 0.3162 based on the standard shown in Table 2, and the
posterior probabilities of the null hypothesis and the alternative hypothesis given the data

are
Pr(H) 9y <1| Xy =91) = 02229 and Pr(H : 9 > 1] Xyp =91) = 0.7771,

which are clearly smaller than the assumed prior probability 77y = 0.5 of Héa) being true
(marked in a red line in Figure AT).
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Figure Al. The posterior probability of Hy for the 24 data points of Table A1: (a) Case 1; (b) Case 2;
(c) Case 3.
Table A1. The values of Bayes factor and posterior probability of Hy for each data point among the
three different cases with the Jeffrey’s prior.
Test m X 5 B pe(HM|X,) BY pr(H® X, BY P | X,)
1 12 1 0.0909 0.0348 0.0337 17.3919 0.9456 997.4399 0.9990
2 18 5 0.3846  0.8570 0.4615 15.2343 0.9384 34.5543 0.9719
3 24 11 0.8462 5.7079 0.8509 8.3446 0.8930 1.9239 0.6580
4 30 15 1.0000 6.9221 0.8738 6.9221 0.8738 1.0000 0.5000
5 34 15 0.7895  5.8156 0.8533 11.7887 0.9218 3.0541 0.7533
6 40 17 0.7391 5.0778 0.8355 14.8076 0.9367 4.8323 0.8285
7 46 20 0.7692  5.7730 0.8524 15.3309 0.9388 4.3113 0.8117
8 67 34 1.0303 10.2206 0.9109 9.3159 0.9031 0.8230 0.4514
9 78 39 1.0000 11.1045 0.9174 11.1045 0.9174 1.0000 0.5000
10 100 44 0.7857  6.1053 0.8593 26.5481 0.9637 7.6967 0.8850
11 115 51 0.7969  6.4501 0.8658 28.6341 0.9663 7.8787 0.8874
12 135 63 0.8750 10.8056 0.9153 24.6313 0.9610 3.5590 0.7807
13 167 88 1.1139 12.7261 0.9271 8.4071 0.8937 0.3212 0.2431
14 172 91 1.1235 12.3066 0.9248 7.9186 0.8879 0.2869 0.2229
15 190 107 1.2892  3.7840 0.7910 1.9723 0.6636 0.0424 0.0407
16 197 113 1.3452  2.0676 0.6740 1.0541 0.5132 0.0196 0.0193
17 211 124 1.4253  0.6991 0.4114 0.3514 0.2600 0.0054 0.0053
18 218 130 1.4773  0.3160 0.2401 0.1583 0.1367 0.0022 0.0022
19 222 134 1.5227  0.1538 0.1333 0.0770 0.0715 0.0010 0.0010
20 231 141 1.5667  0.0653 0.0613 0.0327 0.0316 0.0004 0.0004
21 240 148 1.6087  0.0266 0.0259 0.0133 0.0131 0.0001 0.0001
22 245 153 1.6630 0.0091 0.0090 0.0046 0.0045 0.0000 0.0000
23 247 155 1.6848  0.0058 0.0058 0.0029 0.0029 0.0000 0.0000
24 251 157 1.6702  0.0067 0.0067 0.0034 0.0034 0.0000 0.0000

In conclusion, under Jeffrey’s prior, both Case 1 and Case 2 would reject and be
‘terminated” at the 18th-group data point, and Case 3 would reject and ‘terminated” at the
14th-group data point.

Appendix A.2. The Modified Bayesian Test

In the modified Bayesian Sequential test, we obtain the same conclusions that were
obtained utilizing the standard Bayesian test for the hypotheses H (1), i =1,2,3 (see
Appendix A.1). The results corresponding to the Jeffrey’s prior distribution are shown
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in Figure A2, Tables A2 and A3. The calculated conditional Type I and Type II error
probabilities, a* and B*, corresponding to the ‘Reject” or “Accept’ decision (see Table A3).
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Figure A2. The acceptance and rejection boundaries of By, for the 24 data points of Table A2: (a) Case
1; (b) Case 2; (c) Case 3.
Table A2. The values of the Bayes factor and the boundaries based on it for each data point among
different cases with Jeffrey’s prior.

Test m Xon 4 B,(J) r@ 4@ B,E,,Z) r@ 42 B,(,?) (3 u®
1 12 1 0.0909  0.0348 1 22505 173919 1  2.6154 997.4399 1 2.3824
2 18 5 0.3846  0.8570 1 34458 152343 1  3.5437 345543 0.5104 1
3 24 11 0.8462 5.7079 1 29086 8.3446 1 28007 1.9239 1 1.8636
4 30 15 1.0000 6.9221 1 37844 6.9221 1 34535  1.0000 1 1.7492
5 34 15 0.7895  5.8156 1 28478 11.7887 1 25490  3.0541 1 1.6929
6 40 17 0.7391 5.0778 1 35652 148076 1  3.0643  4.8323 1 1.6267
7 46 20 0.7692  5.7730 1 28578 153309 1 35560 43113  0.6408 1
8 67 34 1.0303 102206 1  4.1572 9.3159 1 32489  0.8230 1 1.2029
9 78 39 1.0000 11.1045 1  4.3958 11.1045 1 3.3508 1.0000 0.7064 1
10 100 44 0.7857  6.1053 1 47006 26.5481 1 34493  7.6967 1 1.3656
11 115 51 0.7969  6.4501 1 3.8165 28.6341 1 3.6344 7.8787 1 1.1532
12 135 63 0.8750 10.8056 1 49882 24.6313 1 3.5097  3.5590 1 1.1411
13 167 88 1.1139 12.7261 1 43165 8.4071 1 37629 0.3212 1 1.1266
14 172 91 11235 123066 1 5.1324 7.9186 1 43949  0.2869 1 1.2698
15 190 107 1.2892  3.7840 1 48263 19723 1 40723 0.0424 1 1.2555
16 197 113 1.3452  2.0676 1 45858 1.0541 1 38566  0.0196 1 1.1163
17 211 124 1.4253  0.6991 1 51907 0.3514 1 42776  0.0054 1 1.1123
18 218 130 1.4773  0.3160 1 49304 0.1583 1 40516 0.0022  0.8092 1
19 222 134 1.5227  0.1538 1 5.0959 0.0770 1 41660 0.0010 0.8107 1
20 231 141 1.5667  0.0653 1 49166 0.0327 1 39997  0.0004 1 1.1072
21 240 148 1.6087  0.0266 1 47401 0.0133 1 38388 0.0001 0.8171 1
22 245 153 1.6630  0.0091 1 54724 0.0046 1 43810 0.0000 1 1.1040
23 247 155 1.6848  0.0058 1 55520 0.0029 1 44354  0.0000 1 1.1036
24 251 157 1.6702  0.0067 1  4.6391 0.0034 1 45442  0.0000 1 1.1027
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Table A3. The decision and corresponding conditional a* and * for each data point among different
cases with Jeffrey’s prior (Decision: ‘R’ indicates Reject, “A” indicates Accept, ‘ND’ indicates No
Decision, ‘NA’ indicates No Answer).

Test 4 ,(nl) Decision a*(or §*) 1(nz) Decision  a*(or f*) B,(:) Decision a*(or f*)
1 0.0909 0.0348 R 0.0336 17.3919 A 0.0556 997.4399 A 0.0010
2 0.3846 0.8570 R 0.4615 15.2343 A 0.0619 34.5543 A 0.0256
3 0.8462 5.7079 A 0.1773 8.3446 A 0.1154 1.9239 A 0.3304
4 1.0000 6.9221 A 0.1263 6.9221 A 0.1332 1.0000 ND NA
5 0.7895 5.8156 A 0.1490 11.7887 A 0.0883 3.0541 A 0.2449
6 0.7391 5.0778 A 0.1773 14.8076 A 0.0693 4.8323 A 0.1427
7 0.7692 5.7730 A 0.1490 15.3309 A 0.0619 43113 A 0.1730
8 1.0303 10.2206 A 0.0937 9.3159 A 0.1006 0.8230 R 0.4515
9 1.0000 11.1045 A 0.0937 11.1045 A 0.0883 1.0000 ND NA
10 0.7857 6.1053 A 0.1490 26.5481 A 0.0383 7.6967 A 0.0934
11 0.7969 6.4501 A 0.1490 28.6341 A 0.0353 7.8787 A 0.0934
12 0.8750 10.8056 A 0.0937 24.6313 A 0.0417 3.5590 A 0.2071
13 1.1139 12.7261 A 0.0730 8.4071 A 0.1154 0.3212 R 0.2431
14 1.1235 12.3066 A 0.0821 7.9186 A 0.1154 0.2869 R 0.2229
15 1.2892 3.7840 ND NA 1.9723 ND NA 0.0424 R 0.0407
16 1.3452 2.0676 ND NA 1.0541 ND NA 0.0196 R 0.0192
17 1.4253 0.6991 R 0.4115 0.3514 R 0.2600 0.0054 R 0.0054
18 1.4773 0.3160 R 0.2401 0.1583 R 0.1367 0.0022 R 0.0022
19 1.5227 0.1538 R 0.1333 0.0770 R 0.0715 0.0010 R 0.0010
20 1.5667 0.0653 R 0.0613 0.0327 R 0.0317 0.0004 R 0.0004
21 1.6087 0.0266 R 0.0259 0.0133 R 0.0131 0.0001 R 0.0001
22 1.6630 0.0091 R 0.0090 0.0046 R 0.0046 0.0000 R 0.0000
23 1.6848 0.0058 R 0.0058 0.0029 R 0.0029 0.0000 R 0.0000
24 1.6702 0.0067 R 0.0067 0.0034 R 0.0034 0.0000 R 0.0000
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