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Overview: SEQDESIGN Procedure

The purpose of the SEQDESIGN procedure is to design interim analyses for clinical trials. Clinical trials are
experiments on human subjects to demonstrate the efficacy and safety of new drugs or treatments. A simple
example is a trial to test the effectiveness of a new drug in humans by comparing the outcomes in a group
of patients who receive the new drug with the outcomes in a comparable group of patients who receive a
placebo.

A clinical trial is conducted according to a plan called a protocol. A protocol details the objectives of the trial,
the data collection process, and the analysis. The protocol specifies the null hypothesis and an alternative
hypothesis, a test statistic, the probability — of a Type | error, the probability  of a Type Il error, the sample
size needed to attain a specified power of 1 at an alternative reference, and critical values that are
associated with the test statistic.

In a fixed-sample trial, data about all individuals are first collected and then examined at the end of the study.
Most major trials have committees that periodically monitor safety and efficacy data during the trial and
recommend that a trial be stopped for safety concerns such as an unacceptable toxicity level. In certain
situations, the committee might recommend that a trial be stopped for efficacy. In contrast to a fixed-sample
trial, a group sequential trial provides for interim analyses before the completion of the trial while maintaining
the specified overall Type I and Type Il error probabilities.

A group sequential trial is most useful in situations where it is important to monitor the trial to prevent
unnecessary exposure of patients to an unsafe new drug, or alternatively to a placebo treatment if the new
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drug shows signi cant improvement. In most cases, if a group sequential trial stops early for safety concerns,
fewer patients are exposed to the new treatment than in the xed-sample trial. If a trial stops early for ef cacy
reasons, the new treatment is available sooner than it would be in a xed-sample trial. Early stopping can
also save time and resources.

A group sequential design provides detailed speci cations for a group sequential trial. In addition to the
usual speci cation for a xed-sample design, it provides the total number of stages (the number of interim
stages plus a nal stage) and a stopping criterion to reject, to accept, or to either reject or accept the null
hypothesis at each interim stage. It also provides critical values and the sample size at each stage for the trial.

At each interim stage, the data collected at the current stage in addition to the data collected at previous
stages are analyzed, and statistics such as a maximum likelihood test statistic and its associated standard error
are computed. The test statistic is then compared with critical values that are generated from the sequential
design, and the trial is stopped or continued. If a trial continues to the nal stage, the null hypothesis is either
rejected or accepted. The critical values for each stage are chosen in such a way that the avneralare
maintained at the speci ed levels.

Figure 89.1 shows a two-sided symmetric group sequential trial that stops early to reject the null hypothesis
that the parametéirt is zero.

Figure 89.1 Sequential Plot for Two-Sided Test
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The trial has four stages, which are indicated by the vertical lines labeled 1, 2, 3, and 4. With early stopping
to reject the null hypothesis, the lower rejection boundary is constructed by connecting the lower critical
values for the stages. Similarly, the upper rejection boundary is constructed by connecting the upper critical
values for the stages. The horizontal axis indicates the sample size for the group sequential trial, and the
vertical axis indicates the values of the test statistic on the standaidizeale.

At each interim stage, if the test statistic falls into a rejection region (the darker shaded areas in Figure 89.1),
the trial stops and the null hypothesis is rejected. Otherwise, the trial continues to the next stage. At the nal

stage (stage 4), the null hypothesis is rejectetifills into a rejection region. Otherwise, the null hypothesis

is not rejected. In Figure 89.1, the test statistic does not fall into the rejection regions for stages 1 and 2,
and so the trial continues to stage 3. At stage 3, the test statistic falls into the rejection region, and the null
hypothesis is rejected.

A group sequential trial usually involves six steps:

1. You specify the statistical details of the design, including the null and alternative hypotheses, a test
statistic for the hypothesis test, the Type | and Il error probabilities, a stopping criterion, the total
number of stages, and the relative information level at each stage.

2. You compute the boundary values for the trial based on the speci cations in Step 1. You also compute
the sample size required at each stage for the speci ed hypothesis test.

3. At each stage, you collect additional data with the required sample sizes. The data available at each
stage include the data collected at previous stages in addition to the data collected at the current stage.

4. At each stage, you analyze the available data with a procedure such as the REG procedure, and you
compute the test statistic.

5. At each stage, you compare the test statistic with the corresponding boundary values. You stop the trial
to reject or accept the hypothesis, or you continue the trial to the next stage. If you continue the trial to
the nal stage, you either accept or reject the hypothesis.

6. After the trial stops, you compute parameter estimates, con dence limits for the parameter, and a
p-value for the hypothesis test.

You use the SEQDESIGN procedure at Step 2 to compute the initial boundary values and required sample
sizes for the trial. You use the companion SEQTEST procedure at Step 5 to compare the test statistic with
its boundary values. At stage 1, the boundary values are derived by using the boundary information tables
created by the SEQDESIGN procedure. These boundary information tables are structured for input to the
SEQTEST procedure. At each subsequent stage, the boundary values are derived by using the test information
tables are created by the SEQTEST procedure at the previous stage. These test information tables are also
structured for input to the SEQTEST procedure. You also use the SEQTEST procedure at Step 6 to compute
parameter estimates, con dence limits, gndalues after the trial stops.

The owchart in Figure 89.2 summarizes the steps in a typical group sequential trial and the relevant SAS
procedures.
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Figure 89.2 Group Sequential Trial

Features of the SEQDESIGN Procedure

The SEQDESIGN procedure assumes that the standarditessd statistics for the null hypothestgy W D 0

at the stages have the joint canonical distribution with the information levels at the stages for the parameter
This implies that these test statistics are normally distributed. If the test statistic is not normally distributed,
then it is assumed that the test statistic is computed from a large sample such that the statistic has an
approximately normal distribution. See the section “Statistical Assumptions for Group Sequential Designs”
on page 7361 for a detailed description of the joint canonical distribution.

You can use the SEQDESIGN procedure to compute required sample sizes for commonly used hypothesis

tests. Note that for a xed-sample design, you should use the POWER and GLMPOWER procedures to
compute sample sizes.

The applicable tests include tests for binomial proportions and the log-rank test for two survival distributions.
See the section “Applicable One-Sample Tests and Sample Size Computation” on page 7395, the section
“Applicable Two-Sample Tests and Sample Size Computation” on page 7397, and the section “Applicable
Regression Parameter Tests and Sample Size Computation” on page 7405 for examples of applicable tests in
group sequential trials.
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At each stage, the data are analyzed with a statistical procedure such as the REG procedure, and a test statistic
and its associated information level are computed. The information level is the amount of information
available about the unknown parameter. For a maximum likelihood statistic, the information level is the
inverse of its variance.

At each stage, you use the SEQTEST procedure to derive the boundary values that correspond to the
information level associated with the test statistic. You then use the SEQTEST procedure to compare the
test statistic with these boundary values. When a trial is stopped at an interim stage or at the nal stage, the
SEQTEST procedure also derives parameter estimates, con dence limits for the parametgrvahgegor
hypothesis testing.

Output from the SEQDESIGN Procedure

In addition to computing the boundary values for a group sequential design, the SEQDESIGN procedure
computes the following quantities:

* maximum sample size (as a percentage of the corresponding xed-sample size) if the trial does not
stop at an interim stage

» average sample numbers (as percentages of the corresponding xed-sample sizes for nonsurvival data
or xed-sample numbers of events for survival data) under various hypothetical references, including
the null and alternative references

« stopping probabilities at each stage under various hypothetical references to indicate how likely it is
that the trial will stop at that stage

If you specify a SAMPLESIZE statement, the SEQDESIGN procedure also computes the following quantities:

» sample sizes that are required at each stage for the speci ed hypothesis test for nonsurvival data, in
both fractional and integer numbers

 the number of events, time, and sample size that are required at each stage for the speci ed hypothesis
test for survival data, in both fractional and integer-valued times or in both fractional and integer-valued
sample sizes

Furthermore, the CEILADJDESIGN=INCLUDE option in the SAMPLESIZE statement creates an addi-
tional group sequential design that corresponds to the integer-valued sample sizes at the stages for the
nonsurvival data, and to the integer-valued times or sample sizes at the stages for the survival data. When
CEILADJDESIGN=INCLUDE, the SEQDESIGN procedure also displays the ceiling-adjusted design infor-
mation in the “Design Information” table and the ceiling-adjusted design boundary information in the new
“Ceiling-Adjusted Design Boundary Information” table.

You can create more than one design by specifying multiple DESIGN statements, and then you can choose
the design that has the most desirable features. The next two subsections introduce some basic aspects of
group sequential designs that are useful for getting started with the SEQDESIGN procedure.
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Boundaries for Group Sequential Designs

A one-sided test is a test of a hypothesis with either a lower alterndtivé\( < 0 ) or an upper alternative

(H1 W>0), and a two-sided test is a test with a two-sided alternakive\(V & 0). The number of critical

values for a test depends on whether the alternative is one-sided or two-sided, and it also depends on whether
the trial is conducted with a xed-sample design or a group sequential design.

For a xed-sample trial, a one-sided test has one critical value and a two-sided test has two critical values.

These critical values are computed with the speci ed Type | error probability contrast, at each interim

stage of a group sequential trial, a one-sided test has up to two critical values and a two-sided group sequential
test has up to four critical values. Thus, there are two or four possible boundaries for a group sequential

design, and each boundary is a set of critical values, one from each stage.

Figure 89.3 illustrates the boundaries for a one-sided test with an upper alternative that allows for early
stopping to either reject or accept the null hypothesis.

Figure 89.3 Boundary Plot for One-Sided Design

With an upper alternative, as in this example, the design has the following two boundaries: an upper
(rejection) boundary for the rejection region that consists of upper rejection critical values and an upper
(acceptance) boundary for the acceptance region that consists of upper acceptance critical values. The stages
are indicated by vertical lines with accompanying stage numbers. In Figure 89.3, the horizontal axis indicates
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the cumulative sample size for the group sequential trial. The vertical axis indicates the critical values at each
stage on the standardizédscale. Other scales can be used for the vertical axis, including the MLE scale,
score statistic scale, apavalue scale.

At each interim stage, if the test statistic is in the rejection region (darker shaded area in Figure 89.3), the
trial stops and the null hypothesis is rejected. If the test statistic is in the acceptance region (lightly shaded
area in Figure 89.3), the trial stops and the hypothesis is accepted. Otherwise, the trial continues to the next
stage. If the trial proceeds to the nal stage (stage 4), the upperd upper critical values are identical,

and the trial stops to either reject or accept the null hypothesis.

If you do not want to stop a trial when a test statistic falls in the acceptance region at an interim stage, you
can derive a design with a nonbinding acceptance boundary to allow the trial to continue while maintaining
the Type | error level. You need to increase the sample size for a design with this nonbinding feature. See the
section “Acceptance () Boundary” on page 7381 for a description of the nonbinding acceptance boundary.

Group Sequential Methods

For a group sequential design, there are two possible boundaries for a one-sided test and four possible
boundaries for a two-sided test. Each boundary consists of one boundary value (critical value) for each stage.
The SEQDESIGN procedure provides various methods for computing the boundary values.

The boundary value for a xed-sample test cannot be applied to each stage of sequential design because, as
shown by Armitage, McPherson, and Rowe (1969), repeated signi cance tests at a xed level on accumulating
data increase the probability of a Type | error. For example, with a xed-sample two-sided test, the critical
values 1:96for a standardized statistic produce a Type | error probability levelD 0:05 But for a
two-sided group sequential test with two equally spaced stages, if the same critical vat9€sre used to

reject the null hypothesis at these two stages, the Type | error probability levé) i6:083 larger than the
xed-sample .

Numerous methods are available for deriving the critical values for each boundary in a sequential design.
Pocock (1977) applies repeated signi cance tests to group sequential trials with equal-size groups and derives
a constant critical value on the standardized norfhatale across all stages that maintains the speci ed
Type | error probability level. O'Brien and Fleming (1979) propose a sequential procedure that has boundary
values (in absolute value) decrease over the stages on the standardizedhscaial

The SEQDESIGN procedure provides the following three types of methods:

» xed boundary shape methods, which derive boundaries with speci ed boundary shapes

» Whitehead methods, which adjust boundaries derived for continuous monitoring so that they apply to
discrete monitoring

* error spending methods

Each type of methods uses a distinct approach to derive the boundary values for a group sequential trial.
Whitehead methods require much less computation with resulting Type | error probability and power that
are close but differ slightly from the speci ed values due to the approximations used in deriving the tests
(Jennison and Turnbull 2000, p. 106). Fixed boundary shape methods derive boundary values by estimating a
xed number of parameters and require more computation. Error spending methods derive boundary values at
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each stage sequentially and require much more computation than other types of methods for group sequential
trials with a large number of stages.

Within each type of methods, you can choose methods that creating boundary values range from conservative
stopping boundary values at early stages to liberal stopping boundary values at very early stages.

You can use the SEQDESIGN procedure to specify methods from the same type for each design. A different
method can be speci ed for each boundary separately, but all methods in a design must be of the same type.

Fixed Boundary Shape Methods

The xed boundary shape methods include the uni ed family methods and the Haybittle-Peto method. The
uni ed family methods (Kittelson and Emerson 1999) derive boundaries from speci ed boundary shapes.
These methods include Pocock's method (Pocock 1977) and the O'Brien-Fleming method (O'Brien and
Fleming 1979) as special cases.

The Haybittle-Peto method (Haybittle 1971; Peto et al. 1976) uses a value of 3 for the critical values in interim
stages, so the critical value at the nal stage is close to the critical value for the xed-sample design. In the
SEQDESIGN procedure, the Haybittle-Peto method has been generalized to allow for different boundary
values at interim stages.

Whitehead Methods

Whitehead and Stratton (1983) and Whitehead (1997, 2001) develop triangular and straight-line boundaries
by adapting tests constructed for continuous monitoring to discrete monitoring of group sequential tests.
With continuous monitoring, the values for each boundary fall in a straight line when plotted on the score
statistic scale. The discrete boundary is derived by subtracting the expected overshoot from the continuous
boundary to obtain the desired Type | and Type Il error probabilities. For a design with early stopping to
either reject or accept the null hypothesis, the boundaries form a triangle when plotted on the score statistic
scale. See the section “Score Statistic” on page 7351 for a detailed description of the score statistic.

Error Spending Methods

For every sequential design, theand errors at each stage can be computed from the boundary values. On
the other hand, you can derive the boundary values from specia&ad errors for each stage. The error
spending function approach (Lan and DeMets 1983) uses an error spending function to specify the errors at
each stage for each boundary and then derives the boundary values.

Getting Started: SEQDESIGN Procedure

This section illustrates a clinical study design that uses a two-sided O'Brien-Fleming design (O'Brien and
Fleming 1979) to stop the trial early for ethical concerns about possible harm or for unexpectedly strong
ef cacy of the new drug.

Suppose that a pharmaceutical company is conducting a clinical trial to test the ef cacy of a new cholesterol-
lowering drug. The primary focus is low-density lipoprotein (LDL), the so-called bad cholesterol, which is a
risk factor for coronary heart disease. LDL is measureahdd dL, milligrams per deciliter of blood.
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The trial consists of two groups of equally allocated patients with elevated LDL levels: an experimental
group given the new drug and a placebo control group. Suppose the changes in LDL level after the treatment
for individuals in the experimental and control groups are normally distributed with meaasd .,
respectively, and have a common varianée Then the null hypothesis of no effect for the new drug is
HoW D O,where D o c.

For a xed-sample design with a total sample shtethe MLE for is computed a¥D Q. O, where
Q and Q are the sample means of the decreases in LDL level in the experimental and control groups,
respectively.

Following the derivation in the section “Test for the Difference between Two Normal Means” on page 7397,
the statisticOnas a normal distribution
2
N

Thus, under the null hypothedisyp W D 0, the standardized statistic

O
4 2

N

The Z statistic can be used to test the null hypothékgs If the variance 2 is unknown, the sample variance
can be used to compute the test statistic if it is assumed that the sample variance is computed from a large
sample such that the statistic has an approximately standard normal distribution.

With a Type | error probability D 0:05, the critical values for the statistic are givenby 1.=2/ D 1:96

and~ .1 =2/ D 1:96 where" is the cumulative standard normal distribution function. At the end

of study, ifZ  1:96 the null hypothesis is rejected for harmful drug effect, and if  1:96 the null
hypothesis is rejected for ef cacy of the new drug. Otherwise, the null hypothesis is not rejected and the drug
effect is not signi cant.

Also suppose that for the trial, the alternative referen@ 10is the clinically meaningful difference that

the trial should detect with a high probability (power). Further suppose that a good estimate of the standard
deviation for the changes in LDL level ® D 20. The following statements invoke the SEQDESIGN
procedure and request a four-stage O'Brien-Fleming design for standardized normal test statistics:

ods graphics on;
proc seqdesign altref=-10
plots=boundary(hscale=samplesize)
TwoSidedOBrienFleming: design nstages=4
method=obf

samplesize model=twosamplemean(stddev=20);
ods output Boundary=Bnd_LDL;
run;
ods graphics off;

The ALTREF= option speci es the alternative reference, and the actual maximum information is derived
in the SEQDESIGN procedure. With ODS Graphics enabled, the PLOTS=BOUNDARY option displays a
boundary plot with the rejection and acceptance regions.
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In the DESIGN statement, the labRloSidedOBrienFleming  identi es the design in the output tables. By
default (or equivalently if you specify ALT=TWOSIDED and STOP=REJECT in the DESIGN statement),
the design has a two-sided alternative hypothesis in which early stopping in the interim stages occurs to reject
the null hypothesis. That is, at each interim stage, the trial either is stopped to reject the null hypothesis or
continues to the next stage.

The NSTAGES=4 option in the DESIGN statement speci es the total number of stages in the group sequential
trial, including three interim stages and a nal stage. In the SEQDESIGN procedure, the null hypothesis
for the design idHg W D 0. By default (or equivalently if you specify ALPHA=0.05 and BETA=0.10 in
the DESIGN statement), the design has a Type | error probabili2y0:05 and a Type Il error probability

D 0:10 the latter corresponds to a powerlof D 0:90at the alternative referen¢¢; W D 10.

For a two-sided design with early stopping to reject the null hypothesis, there are two boundaries for the
design: an upper boundary that consists of upper rejection critical values and a lovilmundary that
consists of lower rejection critical values. Each boundary is a set of critical values, one from each stage.
With the METHOD=0BF option in the DESIGN statement, the O'Brien-Fleming method is used for the two
boundaries for the design; see Figure 89.7.

A property of the boundaries constructed with the O'Brien-Fleming design is that the null hypothesis is more
dif cult to reject in the early stages than in the later stages. That is, the trial is rejected in the early stages only
with overwhelming evidence, because in these stages there might not be a suf cient number of responses for
a reliable estimate of the treatment effect.

The SAMPLESIZE statement with the MODEL=TWOSAMPLEMEAN option uses the derived maximum
information to compute required sample sizes for a two-sample test for mean difference. The ODS OUTPUT
statement with the BOUNDARY=BND_LDL option creates an output data set n&Ned LDL which
contains the resulting boundary information.

In a clinical trial, the amount of information about an unknown parameter available from the data can be
measured by the Fisher information. For a maximum likelihood statistic, the information level is the inverse
of its variance. See the section “Maximum Likelihood Estimator” on page 7350 for a detailed description of
Fisher information. At each stage of the trial, data are collected and analyzed with a statistical procedure, and
a test statistic and its corresponding information level are computed.

In this example, you can use the REG procedure to compute the maximum likelihood etfoathe

drug effect and the corresponding standard errofdot stage 1, you can use the SEQTEST procedure

to compare the test statistic with adjusted boundaries derived from the boundary information stored in the
BOUND_LDL data set. At each subsequent stage, you can use the SEQTEST procedure to compare the test
statistic with adjusted boundaries derived from the boundary information stored in the test information table
created by the SEQTEST procedure at the previous stage. The test information tables are structured for input
to the SEQTEST procedure.

At each interim stage, the trial will either be stopped to reject the null hypothesis or continue to the next stage.
At the nal stage, the null hypothesis is either rejected or accepted.

By default (or equivalently if you specify INFO=EQUAL in the DESIGN statement), the SEQDESIGN
procedure derives boundary values with equally spaced information levels for all stages—that is, the same
information increment between successive stages. The “Design Information,” “Method Information,” and
“Boundary Information” tables are displayed by default, as shown in Figure 89.4, Figure 89.5, and Figure 89.6,
respectively.

The “Design Information” table in Figure 89.4 displays design speci cations and four derived statistics:
the actual maximum information, the maximum information, the average sample number under the null
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hypothesis (Null Ref ASN), and the average sample number under the alternative hypothesis (Alt Ref ASN).
Except for the actual maximum information, each statistic is expressed as a percentage of the identical statistic
for the corresponding xed-sample information. The average sample number is the expected sample size
(for nonsurvival data) or expected number of events (for survival data). Note that for a symmetric two-sided
design, the ALTREF=-10 option implies a lower alternative reference of —10 and an upper alternative
reference of 10.

Figure 89.4 O'Brien-Fleming Design Information

The maximum information is the information level at the nal stage of the group sequential trial. The Max
Information (Percent Fixed-Sample) is the maximum information for the sequential design expressed as a
percentage of the information for the corresponding xed-sample design. In Figure 89.4, the Max Information
(Percent Fixed-Sample) is 102.22%, which means that the information needed for the group sequential trial is
2.22% more than that of the corresponding xed-sample design if the trial does not stop at any interim stage.

The Null Ref ASN (Percent Fixed-Sample) is the average sample number (expected sample size) required
under the null hypothesis for the group sequential design expressed as a percentage of the sample size for the
corresponding xed-sample design. In Figure 89.4, the Null Ref ASN is 101.57%, which means that the
expected sample size for the group sequential trial is 1.57% greater than the corresponding xed-sample size.

Similarly, the Alt Ref ASN (Percent Fixed-Sample) is the average sample number (expected sample size)
required under the alternative hypothesis for the group sequential design expressed as a percentage of the
sample size for the corresponding xed-sample design. In Figure 89.4, the Alt Ref ASN is 76.74%, which
means that the expected sample size for the group sequential trial is 76.74% of the corresponding xed-sample
size. That is, if the alternative hypothesis is true, then on average, only 76.74% of the xed-sample size is
needed for the group sequential trial.

In this example, the O'Brien-Fleming design requires only a slight increase in sample size if the trial proceeds
to the nal stage. On the other hand, if the alternative hypothesis is correct, this design provides a substantial
saving in sample size on average.
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The “Method Information” table in Figure 89.5 displays the computed Type | and Type |l error probabilities

and , and the derived drift parameter for the design. For a two-sided test with early stopping to reject the
null hypothesis, both lower and uppeiboundaries are created. With the speci ed ALTREF= option, the
alternative references are also included.

W'%h the zero null reference, the drift parameter is the standardized alternative reference at the nal stage
1 Ix,where 1 isthe alternative reference ahgd is the maximum information. See the section “Speci ed

and Derived Parameters” on page 7385 for a detailed description of the drift parameter. The drift parameters

for the design are derived in the SEQDESIGN procedure even if the alternative reference is not speci ed or

derived in the procedure.

Figure 89.5 Method Information

The O'Brien-Fleming method belongs to the uni ed family of designs, which is parameterized by two

parameters, and , as implemented in the SEQDESIGN procedure. See Table 89.3 for parameter values

of commonly used methods in the uni ed family. The “Method Information” table in Figure 89.5 displays

the values of D 0:5and D 0, which are the parameters for the O'Brien-Fleming method. The table also

displays the derived parameter D 2:0243 which is used in the construction of symmetric lower and upper
boundaries; see the section “Uni ed Family Methods” on page 7371.

The “Boundary Information” table in Figure 89.6 displays the information level, including the proportion,
actual level, and corresponding sample size (N) at each stage. The table also displays the lower and upper
alternative references, and the lower and upper boundary values at each stage.

Figure 89.6 Boundary Information

The information proportion is the proportion of maximum information available at each stage and N is
the corresponding sample size. By default (or equivalently if you specify BOUNDARYSCALE=STDZ),
the procedure displays boundary values with the standardizedle in the boundary informati?p table

and the boundary plot. The alternative reference on the standa#iizeale at stagkis given by 1 Ty,

where ; is the alternative reference ahg is the information available at stagek D 1;2;3;4 These
standardized alternative references for the design are derived in the SEQDESIGN procedure even if the
alternative reference is not speci ed or derived in the procedure.
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In this example, a standardiz&dstatistic is computed by standardizing the parameter estimate of the effect
in LDL level. A lower Z test statistic indicates a bene cial effect. Consequently, at each interim stage, if the
standardized test statistic is less than or equal to the corresponding lovirundary value, the hypothesis

Ho W D Ois rejected for ef cacy. If the test statistic is greater than or equal to the corresponding upper
boundary value, the hypothests, is rejected for harmful effect. Otherwise, the process continues to the
next stage. At the nal stage (stage 4), the hypothekjss rejected for ef cacy if theZ statistic is less

than or equal to the corresponding loweboundary value —2.0243, and the hypothésisis rejected for
harmful effect if theZ statistic is greater than or equal to the corresponding uppeundary value 2.0243.
Otherwise, the hypothesis of no signi cant difference is accepted.

Note that in a typical trial, the actual information levels do not match the information levels speci ed in the
design. The SEQTEST procedure modi es the boundary values stored BOhRD_LDL data set to adjust
for these new information levels.

With ODS Graphics enabled, a detailed boundary plot with the rejection and acceptance regions is displayed,
as shown in Figure 89.7. This plot displays the boundary values in the “Boundary Information” table in
Figure 89.6. The stages are indicated by vertical lines with accompanying stage numbers. The horizontal
axis indicates the sample sizes for the stages. Note that comparing with a xed-sample design, only a small
increase in sample size is needed for the O'Brien-Fleming design, as shown in Figure 89.7.

If a test statistic at an interim stage is in the rejection region (shaded area), the trial stops and the null
hypothesis is rejected. If the statistic is not in any rejection region, the trial continues to the next stage.

Figure 89.7 Boundary Plot
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The boundary plot also displays critical values for the corresponding xed-sample design. The syimbol “

identi es the xed-sample critical values of —1.96 and 1.96, and the accompanying vertical line indicates

the required sample size for the xed-sample design at the horizontal axis. Note that the boundary values
2:0243at the nal stage are close to the xed-sample critical values96

When you specify the SAMPLESIZE statement, the maximum information (either explicitly speci ed or
derived in the SEQDESIGN procedure) is used to compute the required sample sizes for the study. The
MODEL=TWOSAMPLEMEAN(STDDEV=20) option speci es the test for the difference between two
normal means. See the section “Test for the Difference between Two Normal Means” on page 7397 for a
detailed derivation of these required sample sizes.

The “Sample Size Summary” table in Figure 89.8 displays the parameters for the sample size computation
and the resulting maximum and expected sample sizes.

Figure 89.8 Sample Size Summary

The “Sample Sizes (N)” table in Figure 89.9 displays the required sample sizes at each stage for the trial, in
both fractional and integer numbers. The derived fractional sample sizes are displayed under the heading
“Fractional N.” These sample sizes are rounded up to integers under the heading “Ceiling N.” By default (or
equivalently if you specify WEIGHT=1 in the MODEL=TWOSAMPLEMEAN option), the sample sizes for

the two groups are equal for the two-sample test.

Figure 89.9 Derived Sample Sizes

In practice, integer sample sizes are used in the trial, and the resulting information levels increase slightly.
Thus, 22, 43, 65, and 86 individuals are needed in each of the two groups for the four stages, respectively.

You can also create an adjusted design that corresponds to these integer-valued sample sizes at the stages by
specifying the CEILADJDESIGN=INCLUDE option in the SAMPLESIZE statement.
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Syntax: SEQDESIGN Procedure

The following statements are available in the SEQDESIGN procedure:

PROC SEQDESIGN < options > ;
<label: > DESIGN options ;
SAMPLESIZE <MODEL= option> ;

The PROC SEQDESIGN statement and the DESIGN statement are required for the SEQDESIGN procedure.
Each DESIGN statement requests a new group sequential design, and multiple DESIGN statements can be
used to create more than one design for comparison of features. The label, which must be a valid SAS name,
is used to identify the design in the output tables and graphics. The SAMPLESIZE statement computes
the required sample sizes for the design speci ed in each DESIGN statement. With a selected design, the
SAMPLESIZE statement computes the required sample sizes for the trial.

PROC SEQDESIGN Statement
PROC SEQDESIGN <options > ;
The PROC SEQDESIGN statement invokes the SEQDESIGN procedure. Table 89.1 summaripésrthie
available in the PROC SEQDESIGN statement.

Table 89.1 Summary of PROC SEQDESIGN Options

Option Description

Design Parameters

ALTREF= Speci es the alternative reference
BOUNDARYSCALE= Speci es the statistic scale for the boundary
MAXINFO= Speci es the maximum information level

Table Output

ERRSPEND Displays the cumulative error spending at each stage
PSS Displays powers and expected sample sizes
STOPPROB Displays expected cumulative stopping probabilities
Graphics Output

PLOTS=ASN Displays the expected sample numbers plot
PLOTS=BOUNDARY Displays the detailed boundary plot
PLOTS=COMBINEDBOUNDARY Displays the combined boundary plot
PLOTS=ERRSPEND Displays the error spending plot

PLOTS=POWER Displays the powers plot

By default, the SEQDESIGN procedure displays tables of design information, method information, and
boundary information for each speci ed design. If ODS Graphics is enabled, it also displays a detailed
boundary plot.
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In addition, you can use output options to display output tables such as expected cumulative stopping
probability at each stage under various hypothetical references. If ODS Graphics is enabled, you can also
use output options to display plots such as powers and expected sample sizes under various hypothetical
references.

The followingoptions can be used in the PROC SEQDESIGN statement to derive boundary values for all
sequential designs in the procedure. They are listed in alphabetical order.

ALTREF= ; <(<LOWER= 1, > <UPPER= 3, >)>
speci es the alternative reference—that is, the hypothetical reference under the alternative hypothesis at
which the power is computed. The LOWER= and UPPER= options are applicable only for a two-sided
design with different lower and upper alternative references.

For a one-sided design;; D | 1j is the lower alternative reference ang, D j 1j is the upper
alternative reference. For a two-sided design, the specigdand 1, are the lower and upper
alternative references, respectively. If the LOWER= option is not specigd) j ij, and if the
UPPER= option is not speciedyy, Dj 1j.

The speci cation of the ALTREF= option depends on the hypothesis used in the clinical trial. For
example, suppose the null hypothddis W D 0 with an alternative hypothesi$; W D ; is used
to compare two binomial populations, D p,. Then 1 is the proportion difference undéty if

D pa Pp, and 1 is the log odds ratio undét, if D log 5;"—1% .

If the ALTREF= option is not speci ed, the alternative referengecan also be speci ed or derived in
the SAMPLESIZE statement. If; is speci ed or derived in the SAMPLESIZE statement, D | 1]
and iy, Dj 1j are the lower and upper alternative references, respectively.

Note that if the SAMPLESIZE statement is speci ed with a two-sided design, the sample sizes derived
by using the lower and upper alternatives might be different.; Ifis speci ed or derived in the
SAMPLESIZE statement, it is used to compute the sample sizes. Otherwise,gpeci ed in the
ALTREF= option is used.

BOUNDARYSCALE=MLE | SCORE | STDZ | PVALUE

BSCALE=MLE | SCORE | STDZ | PVALUE
speci es the scale for the statistic that is displayed in the boundary table and boundary plots. The
keywords MLE, SCORE, STDZ, and PVALUE correspond to the boundary with the maximum
likelihood estimate scale, the score statistic scale, the standardized oscealk, and the-value
scale, respectively. The default is BOUNDARYSCALE=STDZ.

With the BOUNDARYSCALE=MLE or BOUNDARYSCALE=SCORE option, the maximum infor-
mation must be either explicitly speci ed with the MAXINFO= option or derived in the SEQDESIGN
procedure to provide the necessary information level at each stage to compute the boundary values.
See the section “Boundary Scales” on page 7363 for a detailed description of the statistic scale for the
boundary values.

Note that for a two-sided design, tpevalue scale displays the one-sided xed-samplalue under
the null hypothesis with a lower alternative hypothesis.

MAXINFO=number
speci es the maximum information level for the design. If the MAXINFO=option is speci ed and
the alternative reference is either speci ed explicitly with the ALTREF= option or derived from
the SAMPLESIZE statement, then the Type | and Type Il error probability levels cannot be met
simultaneously. In this case, the ALPHA= option in the DESIGN statement is applicable only with the
BOUNDARYKEY=ALPHA option (which is the default) in the DESIGN statement, and the Type I
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error probability is derived. The BETA= option in the DESIGN statement is applicable only with
the BOUNDARYKEY=BETA option in the DESIGN statement, and the Type | error probability
derived.

Table Output Options

The followingoptions can be used in the PROC SEQDESIGN statement to display addition table output.
They are listed in alphabetical order.

ERRSPEND
displays the error spending at each stage for each boundary in the design.

PSS<(CREF=C1 < Cy...>)>
displays powers and expected sample sizes under various hypothetical references, where the numbers
¢ O

For a one-sided design, the power and expected sample sizes under hypotbeses, are displayed,
where 1 is the alternative reference andare the values speci ed in the CREF= option.

For a two-sided design, the power and expected sample sizes under hypotheses ;; and
D ¢ 1, aredisplayed, where, and 1, are the lower and upper alternative references, respectively.
The defaultis CREF=00.51.0 1.5.

Note that for a symmetric two-sided design, only the power and expected sample sizes under hypotheses
D ¢ 1y are derived. See the section “Type | and Type Il Errors” on page 7368 for a detailed
description of the power computation. See the section “Powers and Expected Sample Sizes” on

page 7414 for a detailed description of the expected sample size computation.

STOPPROB <(CREF=C1 < Cp ... >)>
displays expected cumulative stopping probabilities under various hypothetical references, where the
numbers; 0.

For a one-sided design, expected cumulative stopping probabilities at each stage under hypotheses
D ¢ ; are displayed, wherg is the alternative reference andare the values speci ed in the
CREF= option.

For a two-sided design, expected cumulative stopping probabilities at each stage under hypotheses
D¢ 4 and D ¢ 1y are displayed, where;, and 1, are the lower and upper alternative

references, respectively. Note that for a symmetric two-sided design, only expected cumulative

stopping probabilities under hypothese® ¢; 1, are derived. The defaultis CREF=00.51.0 1.5.

Graphics Output Options
This section describes thwptions for using ODS Graphics with the SEQDESIGN procedure to create plots.

ODS Graphics must be enabled before plots can be requested. For example:

ods graphics on;

proc seqdesign altref=-10 plots=boundary(hscale=samplesize);
TwoSidedOBrienFleming: design nstages=4 method=obf;
samplesize model=twosamplemean(stddev=20);

run;

ods graphics off;
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For more information about enabling and disabling ODS Graphics, see the section “Enabling and Disabling
ODS Graphics” on page 606 in Chapter 21, “Statistical Graphics Using ODS."

The followingoptions can be used in the PROC SEQDESIGN statement to display graphs with ODS Graphics.
They are listed in alphabetical order.

PLOTS <( ONLY ) > <= plot-request >

PLOTS <( ONLY )> <= ( plot-request < ...plot-request >) >
speci es options that control the details of the plots. The default is PLOTS=BOUNDARY. The global
plot option ONLY suppresses the default plots and displays only plots speci cally requested.

The plot request options are as follows.

ALL
produces all appropriate plots.

ASN<(CREF=Cc1 < Cp...>)>
displays a plot of the average sample numbers (expected sample sizes for nonsurvival data or
expected numbers of events for survival data) under various hypothetical references, where the
numberss; 0. These average sample numbers are displayed as percentages of the average
sample numbers for the corresponding xed-sample design.

For a one-sided design, expected sample numbers under hypothBses 1 are displayed,
where 1 is the alternative reference andare the values speci ed in the CREF= option.

For a two-sided design, expected sample numbers under hypothBses ;; and D ¢ 1y

are displayed, where;, and 1, are the lower and upper alternative references, respectively.

Note that for a symmetric two-sided design, only the average sample numbers under hypotheses
D ¢ 1y are derived. The defaultis CREF=0to 1.5 by 0.01.

BOUNDARY < ( HSCALE=INFO | SAMPLESIZE ) >
displays a plot of the resulting sequential boundaries with the acceptance and rejection re-
gions for each design. Either the information level (HSCALE=INFO) or the sample size
(HSCALE=SAMPLESIZE) is displayed on the horizontal axis. If the maximum information
is not available for the design, the information in percentage of its corresponding xed-sample
design are used in the plot. The stage number for each stage is displayed inside the plot. The
default is HSCALE=INFO.

If the HSCALE=SAMPLESIZE option is speci ed. the SAMPLESIZE statement must also be
speci ed. The options MODEL=INPUTNEVENTS, MODEL=TWOSAMPLESURVIVAL, and
MODEL=PHREG in the SAMPLESIZE statement indicate survival data. For a sample that does
not contain survival data, the sample size at each stage is displayed on the horizontal axis. For
survival data, the number of events is displayed on the horizontal axis at each stage. The critical
values for the corresponding xed-sample design are also displayed in the plot.

COMBINEDBOUNDARY < ( HSCALE=INFO | SAMPLESIZE | STAGE ) >
displays a plot of the resulting sequential boundaries for all designs simultaneously. You can
display the information level (HSCALE=INFO), the sample size (HSCALE=SAMPLESIZE), or
the stage number (HSCALE=STAGE) on the horizontal axis. The default is HSCALE=INFO.
With HSCALE=INFO, if the maximum information is not available for the design, then the
information in percentage of its corresponding xed-sample design is used in the plot.
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If the HSCALE=SAMPLESIZE option is speci ed, the SAMPLESIZE statement must also be
speci ed. The options MODEL=INPUTNEVENTS, MODEL=TWOSAMPLESURVIVAL, and
MODEL=PHREG in the SAMPLESIZE statement indicate survival data. For a sample that does
not contain survival data, the sample size at each stage is displayed on the horizontal axis. For
survival data, the number of events is displayed on the horizontal axis at each stage.

ERRSPEND < ( HSCALE=INFO | STAGE ) >
displays a plot of the error spending for all sequential boundaries in the designs simultaneously.
You can display the information level (HSCALE=INFO) or the stage number (HSCALE=STAGE)
on the horizontal axis. With HSCALE=INFO, the information fractions are used in the plot. The
default is HSCALE=STAGE.

NONE
suppresses all plots.

POWER <(CREF=C; < Gy ...>) >
displays a plot of the power curves under various hypothetical references, where the numbers
¢ O

For a one-sided design, powers under hypothes8s ¢; 1 are displayed, where; is the
alternative reference argg are the values speci ed in the CREF= option.

For a two-sided design, powers under hypothesBsc; 1, and D ¢ 3, are displayed, where

11 and 1, are the lower and upper alternative references, respectively. Note that for a symmetric
two-sided design, only powers under hypothesé&s ¢; 1, are derived. The defaultis CREF=0
to 1.5 by 0.01.

DESIGN Statement
<label:> DESIGN <options > ;

The DESIGN statement requests a new group sequential design. You can use multiple DESIGN statements,
and each DESIGN statement corresponds to a separate group sequential design.

Table 89.2 summarizes thptions available in the DESIGN statement.

Table 89.2 Design Statement Options

Option Description

Design Parameters

ALPHA= Speci es the Type | error probability level
ALT= Speci es the type of alternative hypothesis
BETA= Speci es the Type Il error probability level

BETAOVERLAP=  Checks for overlapping of the lower and uppdrsoundaries
in a two-sided design with error spending methods

BOUNDARYKEY= Speci es the type of error probability to maintain

INFO= Speci es the information levels

NSTAGES= Speci es the number of stages

STOP= Speci es the condition for early stopping
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Table 89.2 continued
Option Description

Boundary Methods
METHOD= Speci es methods for boundary values

The required NSTAGES= option speci es the number of stages. The METHOD= option is required if the
number of stages speci ed in the NSTAGES= option is greater than one. The follogpiiogs can be used
in the DESIGN statement. They are listed in alphabetical order.

ALPHA= <(<LOWER= ;> <UPPER= ,>)>
speci es the Type | error probability. The defaultis D 0:05 The LOWER= and UPPER= options
are applicable only for the two-sided design. The LOWER= option speci es the lower Type | error
probability |, and the upper Type | error probability is computed gD | . The UPPER= option
speci es the upper Type | error probability,, and the lower Type | error probability is computed as
| D u- If both LOWER= and UPPER= options are not speciedD D =2.

If both the MAXINFO= and ALTREF= options are speci ed, then the Type | and Type Il error
probability levels cannot be met simultaneously. In this case, the ALPHA= option is applicable only
with the BOUNDARYKEY=ALPHA option (which is the default), and the Type Il error probability

is derived.

ALT=LOWER | UPPER | TWOSIDED
speci es the type of alternative hypothesis in the design. For a tddt,ov D 0, the keywords
LOWER, UPPER, and TWOSIDED correspond to the alternativesof0, >0,and © 0,
respectively. The default is ALT=TWOSIDED.

BETA= <(<LOWER= | > <UPPER= ,>)>
speci es the Type Il error probability level. The defaultis D 0:10. The LOWER= and UPPER=
options are applicable only for the two-sided design. The LOWER= option speci es the lower Type |l
error probability level |, and the UPPER= option speci es the upper Type Il error probability level
u- Ifthe LOWER= or UPPER= option is not speci ed,is used.

If both the MAXINFO= and ALTREF= options are speci ed, then the Type | and Type Il error
probability levels cannot be met simultaneously. In this case, the BETA= option is applicable only
with the BOUNDARYKEY=BETA option, and the Type | error probabilityis derived.

BETAOVERLAP=ADJUST | NOADJUST

OVERLAP=ADJUST | NOADJUST
speci es whether to check for overlapping of the lower and uppboundaries for the two correspond-
ing one-sided tests. This option applies to two-sided designs with STOP=ACCEPT or STOP=BOTH
that are constructed with error spending methods, and this type of overlapping might result from a
small spending at an interim stage. When you specify BETAOVERLAP=ADJUST, the procedure
checks for this type of overlapping. If such overlapping is found, ti®undaries for the two-sided
design at that stage are set to missing, and tepending values at subsequent stages are adjusted, as
described in the section “Boundary Adjustments for Overlapping Lower and UpBeundaries” on
page 7384".

You can specify BETAOVERLAP=NOADJUST to request that no adjustment be made. The default is
BETAOVERLAP=ADJUST.
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BOUNDARYKEY=ALPHA | BETA | BOTH | NONE
speci es types of errors to be maintained in the resulting boundary. The default is BOUND-
ARYKEY=ALPHA if both ALTREF=and MAXINFO= options are speci ed. Otherwise, the default is
BOUNDARYKEY=NONE for Whitehead methods with the STOP=BOTH option, and it is BOUND-
ARYKEY=BOTH for others.

See the section “Applicable Boundary Keys” on page 7386 for a detailed description of applicable
boundary keys.

INFO=EQUAL | CUM( numbers)
speci es relative information levels for all stages in the design. The INFO=EQUAL option speci es
equally spaced information levels, and the INFO=CUM option speci es cumulative relative information
levels. The default is INFO=EQUAL.

If the number of information levels speci ed in the INFO=CUM option is less than the number of
stages speci ed in the NSTAGES= option, the last available information increment is used as the
information increment for each subsequent stage.

METHOD=WHITEHEAD < (TAU= < (<LOWER= |><UPPER= ;>) >) >
METHOD=method

METHOD(boundary) = method
speci es the methods for the boundaries in the design, where < 0:5.

For a one-sided design, arboundary is created with the STOP=REJECT or STOP=BOTH option,
and a boundary is created with the STOP=ACCEPT or STOP=BOTH option. For a two-sided design,
lower and upper boundaries are created with the STOP=REJECT or STOP=BOTH option, and lower
and upper boundaries are created with the STOP=ACCEPT or STOP=BOTH option.

There are three types of methods available in the SEQDESIGN procedure. The uni ed family methods
and Haybittle-Peto methods derive boundary values with xed boundary shape; the Whitehead methods
derive boundary values by adjusting the boundary values generated from continuous monitoring; and
the error spending methods derive the boundary values from the speci ed errors used at each stage.
You can specify different methods for the same design, but all methods must be from the same group.

For a design with early stopping to reject or accept the null hypothesis, the METHOD=WHITEHEAD
option uses Whitehead's triangular design and double-triangular design for a one-sided design and
two-sided design, respectively (Whitehead and Stratton 1983; Whitehead 1997, 2001). For a design
with early stopping only to reject the null hypothesis or only to accept the null hypothesis, you can
specify the slope of the boundary line in the score statistic scale with the TAdption. The default

is TAU=0.25. See the section “Whitehead Methods” on page 7376 for a detailed description of the
Whitehead methods.

The followingoptions specify available error spending methods for the boundary. Each of these meth-
ods can be speci ed with the METHOD= option for all boundaries, or with the METHfaD{dary)

= option for an individual boundary. See the section “Error Spending Methods” on page 7379 for a
detailed description of these error spending methods.

ERRFUNCGAMMA < (GAMMA= ) >
speci es a gamma cumulative error spending function for the boundary (Hwang, Shih, and
DeCani 1990). The GAMMA= option speci es the gamma parameterthe function, where
3. The boundaries created withD 1 are similar to the boundaries from the Pocock method,
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and the boundaries created withD 4or D 5 are similar to the boundaries from the
O'Brien-Fleming method. The default is GAMMA=-2, which is the average d 1 and
D 5.

ERRFUNCOBF
speci es the O'Brien-Fleming-type cumulative error spending function for the boundary (Lan
and DeMets 1983).

ERRFUNCPOC
speci es the Pocock-type cumulative error spending function for the boundary (Lan and DeMets
1983).

ERRFUNCPOW < (RHO= ) >
speci es a power cumulative error spending function for the boundary (Jennison and Turnbull
2000, p. 148). The RHO= option speci es the power parametatthe function, where  0:25
The boundaries created withD 1 are similar to the boundaries from the Pocock method, and the
boundaries created withD 3 are similar to the boundaries from the O'Brien-Fleming method.
The default is RHO=2, which is the average dd 1and D 3.

ERRSPEND ( numbers)
speci es the relative cumulative error spending at each stage.

With a xed boundary shape, you can use the following available Haybittle-Peto methods and uni ed
family methods to derive the boundary. You can specify each of these methods in the METHOD=
option for all boundaries, or in the METHOB{undary) = option for an individual boundary. See

the section “Haybittle-Peto Method” on page 7375 for a detailed description of the Haybittle-Peto
methods, and see the section “Uni ed Family Methods” on page 7371 for a detailed description of
uni ed family methods.

HP | HAYBITTLE | PETO < ( Z= numbers | PVALUE= numbers) >
speci es the Haybittle-Peto method (Haybittle 1971; Peto et al. 1976). The values speci ed are
used to create the boundary values. The boundary value at the nal stage can be derived in the
procedure to maintain the Type | and Type |l error probability levels. The default is Z=3.

OBF | OBRIENFLEMING
speci es the O'Brien-Fleming method (O'Brien and Fleming 1979). The O'Brien-Fleming
method is equivalent to a power family method with RHO=0.5.

POC | POCOCK
speci es the Pocock method (Pocock 1977). The Pocock method is equivalent to a power family
method with RHO=0.

POW | POWER < (RHO= ) >
speci es a power family method (Wang and Tsiatis 1987; Emerson and Fleming 1989; Pampallona
and Tsiatis 1994). The RHO= option speci es the power parameitethe power family method,
where 0:25 The power family method with D 0 corresponds to the Pocock method,
and the power family method withD 0:5 corresponds to the O'Brien-Fleming method. The
default is RHO=0.25, a value halfway between the Pocock and O'Brien-Fleming methods. A
power family method is equivalent to a uni ed family method with RHGand TAU=0.
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TRI | TRIANGULAR < (TAU= ) >
speci es a uni ed family triangular method (Kittelson and Emerson 1999), where 1. The
defaultis TAU=1.0. The triangular method is identical to the uni ed family method with RHO=0.5
and TAU= . Note that this uni ed family triangular method is different from Whitehead's
triangular method.

UNI | UNIFIED < (<TAU= ><RHO= >) >
speci es a uni ed family method (Kittelson and Emerson 1999). The TAU= and RHO= options
specify the and parameters in a uni ed family method, respectively, where 0 and
0 2 . The defaults are TAU=0 and RHO=0.25. See the section “Uni ed Family Methods”
on page 7371 for a detailed description of the uni ed family methods.

The O'Brien-Fleming, Pocock, power family, and triangular methods are all special cases of the uni ed
family methods. Table 89.3 summarizes the corresponding parameters in the uni ed family for these

methods.
Table 89.3 Parameters in the Uni ed Family for Various Methods
Uni ed Family

Method Option Rho Tau

Pocock POC 0 0

O'Brien-Fleming OBF 0.5 0

Power family POW (RHO= ) 0

Triangular TRI (TAU= ) 0.5
Note that the power parameteD 1=2 « D 1=2 wheree is the power parameter used in

Jennison and Turnbull (2000) and Wang and Tsiatis (1987) arid the power parameter used in
Kittelson and Emerson (1999).

If a method with speci ed parameters is used for all boundaries in the design, you can use the
METHOD= option to specify the method. Otherwise, you can use the following METHQD@ary )=
options to specify different methods from the same group for the boundaries.

METHOD(ALPHA)= method

METHOD(REJECT)=method
speci es the method for the boundary of a one-sided design or the lower and uppeoundaries for
a two-sided design.

METHOD(LOWERALPHA)= method

METHOD(LOWERREJECT)=method
speci es the method for the lower boundary of a two-sided design.

METHOD(UPPERALPHA)=method

METHOD(UPPERREJECT)=method
speci es the method for the upperboundary of a two-sided design.
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METHOD(BETA)=method
METHOD(ACCEPT)=method
speci es the method for the boundary of a one-sided design or the lower and uppeoundaries for
a two-sided design.

METHOD(LOWERBETA)=method

METHOD(LOWERACCEPT)=method
speci es the method for the lower boundary of a two-sided design.

METHOD(UPPERBETA)=method

METHOD(UPPERACCEPT)=method
speci es the method for the upperboundary of a two-sided design.

NSTAGES=number
speci es the number of stages for the design. This option is required in the DESIGN statement, and
the maximum allowed number of stages is 25.

STOP=ACCEPT

STOP=REJECT

STOP=BOTH < ( BETABOUNDARY=BINDING | NONBINDING ) >
speci es the early stopping criterion for the design. The keywords ACCEPT, REJECT, and BOTH
correspond to early stopping only to accept, only to reject, and either to accept or reject the null
hypothesidH o, respectively. The default is STOP=REJECT. With STOP=BOTH, the BETABOUND-
ARY=BINDING suboption computes the Type | error probability with the acceptance boundary,
and the BETABOUNDARY=NONBINDING suboption computes the Type | error probability with-
out the acceptance boundary. The default is BETABOUNDARY=BINDING. The BETABOUND-
ARY=NONBINDING option is not applicable with METHOD=WHITEHEAD.

SAMPLESIZE Statement
SAMPLESIZE <option> ;

If each observation in the data set provides one unit of information in a hypothesis testing (such as a
one-sample test for the mean), the SAMPLESIZE statement computes the required sample sizes for each
sequential design that is speci ed in a DESIGN statement. However, for a survival analysis, an individual in
the survival time data might provide only partial information because of censoring. For this hypothesis, the
SAMPLESIZE statement computes the required numbers of events. With additional accrual information in a
survival analysis, the sample sizes can also be computed.

Only one SAMPLESIZE statement can be speci ed. For each speci ed group sequential design, the
SAMPLESIZE statement computes the required sample sizes or numbers of events. The SAMPLESIZE
statement is not required if the SEQDESIGN procedure is used only to compare features among different
designs.
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You can specify the followingption:

MODEL < ( CEILADJDESIGN=INCLUDE | EXCLUDE ) > = model-request
speci es the input sample size or number of events from a xed-sample study or speci es a statistical
model to compute the required sample size. Table 89.4 summarizes the typedebirequest
that you can specify, and the subsections that follow Table 89.4 provide more information about the
model-request for each type of model.

You can also specify one of the following values for the optional CEILADJDESIGN= suboption:

EXCLUDE
INCLUDE

does not create a ceiling-adjusted design.

creates a ceiling-adjusted design that corresponds to integer-valued sample sizes at
the stages for nonsurvival data, and to integer-valued times or sample sizes at the
stages for survival data.

Because the information levels in the adjusted design are different from the levels
in the original design, the Type | and Type Il error levels cannot be maintained

simultaneously. If BOUNDARYKEY=BOTH or BOUNDARYKEY=NONE in

the DESIGN statement, then the Type | error level is maintained. Otherwise, the
BOUNDARYKEY= option selects the type of error level to be maintained.

The CEILADJDESIGN=INCLUDE option adds the ceiling-adjusted design in-
formation in the design information table, and creates a ceiling-adjusted bound-
ary information table. See Example 89.2 for an illustration of the CEILADJDE-
SIGN=INCLUDE option for nonsurvival data and Example 89.14 for an illustration
of the option for survival data.

Other tables that are associated with the adjusted design, such as error-spending
information, are not displayed in the SEQDESIGN procedure, but you can easily
generate them from this adjusted-boundary information table in the companion
SEQTEST procedure. See Example 89.2 for an illustration of this usage.

By default, CEILADJDESIGN=EXCLUDE.

Table 89.4 summarizes the typesaddel-request that you can specify.

Table 89.4 MODEL= Option

Option

Description

Fixed-Sample Models

INPUTNOBS Speci es the sample size for a xed-sample design
INPUTNEVENTS Speci es the number of events for a xed-sample design
One-Sample Models

ONESAMPLEMEAN Speci es the one-sampletest for the mean
ONESAMPLEFREQ Speci es the one-sample test for the binomial proportion
Two-Sample Models

TWOSAMPLEMEAN Speci es the two-samplé test for the mean difference
TWOSAMPLEFREQ Speci es the two-sample test for binomial proportions

TWOSAMPLESURVIVAL Speci es the log-rank test for two survival distributions
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Table 89.4 continued

Option Description

Regression Models

REG Speci es the test for a regression parameter

LOGISTIC Speci es the test for a logistic regression parameter

PHREG Speci es the test for a proportional hazards regression parameter

The MODEL=INPUTNOBS option speci es the input sample size from a xed-sample study of nonsurvival
data, and the MODEL=INPUTNEVENTS option speci es the number of events from a xed-sample study
of survival data. The remaining MODEL= options specify the statistical models that are used to compute the

required sample size. The default is MODEL=TWOSAMPLEMEAN, the two-sardpést for the mean
difference.

When MODEL=INPUTNOBS or MODEL=INPUTNEVENTS, the required sample size or number of events
for the group sequential trial is computed by multiplying the input sample size or number of events by the
ratio of the design information level to its corresponding xed-sample information level. This ratio can be
obtained by dividing the Max Information (Percent Fixed-Sample) in the “Design Information” table by 100.
For a description of the “Design Information” table, see the section “Design Information” on page 7412.

Fixed-Sample Models

The following two options compute the required sample size or number of events for a group sequential trial
by using the sample size or number of events for the xed-sample design:

MODEL=INPUTNOBS ( options )

speci es the input sample size from a xed-sample study of nonsurvival data. The availziolies
are as follows:

* N=n

* SAMPLE=ONE | TWO

o WEIGHT=w,; <w, >

* MATCHNOBS=YES | NO

The required Na option speci es the sample sizefor the xed-sample design. The SAMPLE=ONE
option speci es a one-sample test, and the SAMPLE=TWO option speci es a two-sample test. The
default is SAMPLE=ONE.

With a two-sample test, the WEIGHT= option speci es the sample size allocation weights for the two
groups. Ifwy is not speci ed,w, D 1is used. The default is WEIGHT=1, which results in equal
allocation for the two groups. The derived fractional sample sizes are rounded up to integers, and the
MATCHNOBS=YES option requests these integer sample sizes to match the sample size allocation.

For more information about the input sample size for the xed-sample design in sample size computa-
tion, see the section “Input Sample Size for Fixed-Sample Design” on page 7389.
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MODEL=INPUTNEVENTS ( D=d < options >)
speci es the number of events from a xed-sample study of survival data. The requireécption
speci es the xed-sample number of eventsTo derive the sample size, you need to specify additional
options from the following list:

* ACCNOBS=n,4

« ACCRATE=r,4

* ACCRUAL=UNIFORM | EXP(PARM= ()
* ACCTIME=T,

* CEILING=TIME | N

* FOLTIME=T;

* HAZARD=h4 < hy >

* LOSS=NONE | EXP(HAZARD= | MEDLOSSTIME=t )
* MEDSURVTIME=t, < t, >

* SAMPLE=ONE | TWO

* TOTALTIME=T

* WEIGHT=w,; <wy >

The SAMPLE=ONE option speci es a one-sample test, and the SAMPLE=TWO option speci es
a two-sample test. The default is SAMPLE=ONE. With a two-sample test, the WEIGHT= option
speci es the sample size allocation weights for the two groupsy Ifs not speci edw,=1 is used.

The default is WEIGHT=1.

For a one-sample test, the HAZARDw, option speci es the hazard rate, explicitly, and the
MEDSURVTIME=t, option speci es the hazard rate implicitly through the median survival time
Similarly, for a two-sample test, the HAZARD=x, hy, option speci es the hazard ratbg andhy, for
groupsA andB explicitly, and the MEDSURVTIME#t, option speci es hazard rates for groufss
andB implicitly through the median survival timdg andt,. Also, for a two-sample tesly, D hy if
hy is not speci ed andy, D tj if t, is not speci ed.

The ACCRUAL= option speci es the method for individual accrual. The ACCRUAL=UNIFORM
option (which is the default) speci es that the individual accrual is uniform in the accrualTinveth

a constant accrual ratg, and the ACCRUAL=EXP(PARM=,) option speci es that the individual
accrual is truncated exponential with a scaled power paramgterhere ¢ 10and o = 0. With

a scaled parametep, the power parameter for the truncated exponential with the accrualltjrise
givenby D o=Ts,.

The ACCTIME= and FOLTIME= options specify the accrual tifigand follow-up timeT; , respec-
tively. The TOTALTIME= option speci es the total study tim&, D T, C T; .

The ACCRATE= option speci es the constant accrual matelf you specify the ACCRATE= option,
then you must also specify one of the ACCTIME=, FOLTIME=, and TOTALTIME= options for the
sample size computation. Otherwise, you must specify two of the ACCTIME=, FOLTIME=, and
TOTALTIME= options to compute the accrual rate and sample size.

The ACCNOBS= option speci es the total number of individuals in the study. If you specify the
ACCNOBS= option, then you must also specify one of the ACCTIME=, FOLTIME=, and TOTAL-
TIME= options for the sample size computation. Otherwise, you must specify two of the ACCTIME=,
FOLTIME=, and TOTALTIME= options to compute the accrual rate and sample size.
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The CEILING= option speci es the additional sample size information to be displayed in the “Number
of Events (D) and Sample Sizes (N)” table. The CEILING=TIME option (which is the default)
displays additional information that includes ceiling times at the stages, and the CEILING=N option
displays additional information that includes ceiling sample sizes at the stages. When you specify the
SAMPLE=TWO option along with the CEILING=N option, the ceiling sample sizes at each stage are
derived to match the sample size allocation weights for the two groups.

The LOSS= option speci es the individual loss to follow-up in the sample size computation. The
LOSS=NONE option (which is the default) speci es no loss to follow-up, and the LOSS=EXP option
speci es exponential loss function. The HAZARD=suboption speci es the exponential loss hazard
rate , and the MEDLOSSTIMEE suboption speci es the exponential loss hazard rate through the
median loss times .

For a detailed description of the input number of events for the xed-sample design in sample size
computation, see the section “Input Number of Events for Fixed-Sample Design” on page 7389.

One-Sample Models
The following twooptions compute the required sample size for a one-sample group sequential test:

MODEL=ONESAMPLEMEAN < ( options) >
speci es the one-samplé test for mean. The availabégtions are as follows:

« MEAN= ;
« STDDEV=

The MEAN= option speci es the alternative reference and is required if the alternative reference is
not speci ed or derived in the procedure. If the MEAN=option is not speci ed, the speci ed or derived
alternative reference is used.

The STDDEV= option speci es the standard deviationThe default is STDDEV=1. See the section
“Test for a Normal Mean” on page 7395 for a detailed description of the one-sahest for mean.

Note that the one-sampketest for mean also includes the paired difference in two-treatment compari-
son (Jennison and Turnbull 2000, pp. 51-52), wherés the mean of differences within pairs under
the alternative hypothesis ands the standard deviation for the mean of differences within pairs.

MODEL=ONESAMPLEFREQ < ( options ) >
speci es the one-sample test for binomial proportion with the null hypothégi$v D 0 and the
alternative hypothesid1 W D 1,where Dp poand ; D p1 po. The availableptions are
as follows:

« NULLPROP= po
« PROP=p;
« REF= NULLPROP | PROP

The NULLPROP=and PROP= options specify the proportions under the null and alternative hypotheses,
respectively. The default for the null reference is NULLPROP=0.5. The PROP= option is required
if the alternative reference is not speci ed or derived in the procedure. If the PROP= option is not
speci ed, the speci ed or derived alternative referengas used to compute the alternative reference

p1 D poC 1.
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The REF= option speci es the hypothesis under which the proportion is used in the sample size
computation. The REF=NULLPROP option uses the null hypothesis, and the REF=PROP option uses
the alternative hypothesis to compute the sample size. The default is REF=PROP. See the section
“Test for a Binomial Proportion” on page 7396 for a detailed description of the one-sample tests for
proportion.

Two-Sample Models

The following threeoptions compute the required sample size or number of events for a two-sample group
sequential trial.

MODEL=TWOSAMPLEMEAN < ( options) >
speci es the two-samplg test for mean difference. The availallgtions are as follows:

* MEANDIFF= 1

e STDDEV= 4 < >

* WEIGHT=w,; <wyp >

* MATCHNOBS=YES | NO

The MEANDIFF= option speci es the alternative referenceand is required if the alternative
reference is not speci ed or derived in the procedure. If the MEANDIFF= option is not speci ed, the
speci ed or derived alternative reference is used.

The STDDEV= option speci es the standard deviatiogsand . If  ishotspecied, , D ;.
The default is STDDEV=L1.

The WEIGHT= option speci es the sample size allocation weights for the two groups, i not

speci ed,wp, D 1is used. The default is WEIGHT=1, equal sample size for the two groups. The
derived fractional sample sizes are rounded up to integers, and the MATCHNOBS=YES option requests
these integer sample sizes to match the sample size allocation. The default is MATCHNOBS=NO.

See the section “Test for the Difference between Two Normal Means” on page 7397 for a detailed
description of the two-samplétest for mean difference.

MODEL=TWOSAMPLEFREQ < ( options ) >
speci es the two-sample test for binomial proportions. The availaptens are as follows:

* NULLPROP= ppa < P op >
s PROP=p14

TEST= PROP | LOGOR | LOGRR

REF= NULLPROP | PROP | AVGNULLPROP | AVGPROP
* WEIGHT=w,; < Wy >

MATCHNOBS= YES | NO

The NULLPROP= option speci es proportiomps, D poa andp, D pop in groupsA andB, respec-
tively, under the null hypothesis. [ifg, is not speci ed,pg, D poa. The default is NULLPROP=0.5.

The PROP= option speci es proportigny D p1, in groupA under the alternative hypothesis. The
proportionp 1 in groupB under the alternative hypothesis is givengoy, D po,. The PROP= option
is required if the alternative reference is not speci ed or derived in the procedure. If the PROP= option
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is not speci ed, the speci ed or derived alternative reference is used to compglite¢he proportion in
groupA under the alternative hypothesis.

The TEST= option speci ed the null hypothesisy W D 0 in the test. The TEST=PROP option uses
the difference in proportionsD .pa P/ .Poa Pob/,the TEST=LOGOR option uses the log

odds-ratio test D 0, Where
Pa.-l  pp/ Poa-1  Pon/
D lo Dlog ——M——
J Pp.l Ppa/ ° J Pob-1  Poal

and the TEST=LOGRR option uses the log relative risk test wikh 0, Where

D log Pa o D log Poa
Pb

Pob
The defaultis TEST=LOGOR.

The REF= option speci es the hypothesis under which the proportions are used in the sample size
computation. The REF=NULLPROP option uses the null proportimasandpqy,, the REF=PROP
option uses the alternative proportiopg, andpq,, the REF=AVGNULLPROP option uses the
average null proportion, and the REF=AVGPROP option uses the average alternative proportion. The
default is REF=PROP.

The WEIGHT= option speci es the sample size allocation weights for the two groups, ik not

speci ed,w, D 1is used. The default is WEIGHT=1, equal sample size for the two groups. The
derived fractional sample sizes are also rounded up to integers, and the MATCHNOBS=YES option
requests that these integer sample sizes match the sample size allocation.

See the section “Test for the Difference between Two Binomial Proportions” on page 7399, the section
“Test for Two Binomial Proportions with a Log Odds Ratio Statistic” on page 7400, and the section
“Test for Two Binomial Proportions with a Log Relative Risk Statistic” on page 7401 for a detailed
description of the two-sample tests for proportions.

MODEL=TWOSAMPLESURVIVAL < ( options ) >

MODEL=TWOSAMPLESURYV < ( options ) >
speci es the log-rank test for two survival distributions with the null hypothekisW D oD 0,
where the parameterD log.ha=hy/, ¢ is the value of under the null hypothesis and the values
h, andhy, are the constant hazard rates for groa@ndB, respectively.

The availableptions for the number of events are as follows:

¢ NULLHAZARD= hoa < hgp >
NULLMEDSURVTIME= toa < top >
HAZARD= hy4

HAZARDRATIO=
MEDSURVTIME= t;,

The NULLHAZARD= option speci es hazard ratdg, D hpy andhy, D hg, for groupsA andB,
respectively, under the null hypothesishlf, is not speci ed,hgy D hga. The NULLMEDSURV-
TIME= option speci es the median survival timésD tp, andt, D to, under the null hypothesis. If
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top is not speci ed,tpp D toa. If both NULLHAZARD= and NULLMEDSURVTIME= option are not
speci ed, NULLHAZARD=0.06931, which corresponds to NULLMEDSURVTIME=10, is used.

The hazard rate for group under the alternative hypothests,,, is identical to the hazard rate
under the null hypothesigg,. The HAZARD=, MEDSURVTIME=, and HAZARDRATIO= options
specify the groupA hazard rateh; 5, the groupA median survival timdi,, and the hazard ratio

1 D h1a=hyy, respectively, under the alternative hypothesis. The HAZARD=, MEDSURVTIME=,
or HAZARDRATIO= option is required if the alternative reference is not speci ed or derived in the
procedure. If these three options are not speci ed, the speci ed or derived alternative referénce
used to computhi, from the equation:

hla hOa hla
D log — log — D log —
! J hip J hob J hoa

To derive the sample size, you need to specify additioptdns from the following list:

« ACCNOBS=n,

« ACCRATE=r,

« ACCRUAL=UNIFORM | EXP(PARM= ()

« ACCTIME=T,

« CEILING=TIME | N

* FOLTIME=T;

+ LOSS=NONE | EXP(HAZARD= | MEDLOSSTIME=t )
« REF=NULLHAZARD |HAZARD

« TOTALTIME=T

¢ WEIGHT=W, <wj >

The REF= option speci es the hypothesis under which the hazard is used in the sample size computation.
The REF=NULLHAZARD option uses the null hypothesis, and the REF=HAZARD option uses the
alternative hypothesis. The default is REF=HAZARD.

The WEIGHT= option speci es the sample size allocation weights for the two groups, ik not
speci ed,w, D 1is used. The defaultis WEIGHT=1, equal sample size for the two groups.

The ACCRUAL= option speci es the method for individual accrual. The ACCRUAL=UNIFORM
option (which is the default) speci es that the individual accrual is uniform in the accrualfinveith

a constant accrual ratg, and the ACCRUAL=EXP(PARM=,) option speci es that the individual
accrual is truncated exponential with a scaled power paramgterhere g 10and ¢ = 0. With

a scaled parametep, the power parameter for the truncated exponential with the accrualltjrise
givenby D o=Ts,.

The ACCTIME= and FOLTIME= options specify the accrual tifigand follow-up timeT; , respec-
tively. The TOTALTIME= option speci es the total study tim&, D T, C T; .

The ACCRATE= option speci es the constant accrual ratelf you specify the ACCRATE= option,
then you must also specify one of the ACCTIME=, FOLTIME=, and TOTALTIME= options for the
sample size computation. Otherwise, you must specify two of the ACCTIME=, FOLTIME=, and
TOTALTIME= options to compute the accrual rate and sample size.
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The ACCNOBS= option speci es the total number of individuals in the study. If you specify the
ACCNOBS= option, then you must also specify one of the ACCTIME=, FOLTIME=, and TOTAL-

TIME= options for the sample size computation. Otherwise, you must specify two of the ACCTIME=,
FOLTIME=, and TOTALTIME= options to compute the accrual rate and sample size.

The CEILING= option speci es the additional sample size information to be displayed in the “Number
of Events (D) and Sample Sizes (N)” table. The CEILING=TIME option (which is the default) displays
additional information that includes ceiling times at the stages, and the CEILING=N option displays
additional information that includes ceiling sample sizes at the stages. When you specify CEILING=N,

the ceiling sample sizes at each stage are derived to match the sample size allocation weights for the
two groups.

The LOSS= option speci es the individual loss to follow-up in the sample size computation. The
LOSS=NONE option (which is the default) speci es no loss to follow-up, and the LOSS=EXP option
speci es exponential loss function. The HAZARD=suboption speci es the exponential loss hazard
rate , and the MEDLOSSTIMEt suboption speci es the exponential loss hazard rate through the
median loss times .

See the section “Test for Two Survival Distributions with a Log-Rank Test” on page 7403 for a detailed
description of the two-sample log-rank test for survival data.
Regression Models

The following three options compute the required sample size or number of events for group sequential tests
on a regression parameter.

MODEL=REG < ( options ) >
speci es theZ test for a normal regression parameter. The availapiens are as follows:
e BETA=
* VARIANCE= ¢

<

e XVARIANCE= 2
* XRSQUARE= r2

The BETA= option speci es the alternative referenceand is required if the alternative reference is
not speci ed or derived in the procedure. If the BETA= option is not speci edD 1, the speci ed
or derived alternative reference.

The VARIANCE= and XVARIANCE-= options specify the variances for the response varyahiel
covariateX, respectively. The defaults are VARIANCE=1 and XVARIANCE=1. For a model with more
than one covariate, the XRSQUARE= option can be used to derive the variakeHtef adjusting for
other covariates. The default is XRSQUARE=0.

See the section “Test for a Parameter in the Regression Model” on page 7405 for a detailed description
of theZ test for the regression parameter.
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MODEL=LOGISTIC < ( options ) >
speci es theZ test for a logistic regression parameter. The availapt@ns are as follows:

e BETA= ;
« PROP=p
¢ XVARIANCE= 2

X

* XRSQUARE= r2

The BETA= option speci es the alternative referenceand is required if the alternative reference is
not speci ed or derived in the procedure. If the BETA= option is not speci edD 1, the speci ed
or derived alternative reference.

The PROP= option speci es the proportion of the binary response vaafilke default is PROP=0.5.

The XVARIANCE= option speci es the variance of the covariateThe default is XVARIANCE=1.

For a model with more than one covariate, the XRSQUARE= option can be used to derive the variance
of X after adjusting for other covariates. The default is XRSQUARE=0.

See the section “Test for a Parameter in the Logistic Regression Model” on page 7406 for a detailed
description of theZ test for the logistic regression parameter.
MODEL=PHREG < ( options) >

speci es theZ test for a proportional hazards regression parameter. The availaties for the
number of events are as follows:

e BETA= ;
¢ XVARIANCE= 2

X

* XRSQUARE= r2

The BETA= option speci es the alternative referenceand is required if the alternative reference is
not speci ed or derived in the procedure. If the BETA= option is not speci edD 1, the speci ed
or derived alternative reference.

The XVARIANCE= option speci es the variance of the covariateThe default is XVARIANCE=1.
For a model with more than one covariate, the XRSQUARE= option can be used to derive the variance
of X after adjusting for other covariates. The default is XRSQUARE=0.

To derive the sample size, you need to specify additioptdns from the following list:

« ACCNOBS=n,

« ACCRATE=r,

« ACCRUAL=UNIFORM | EXP(PARM= ()

« ACCTIME=T,

« CEILING=TIME | N

 FOLTIME=T;

« HAZARD=h,

« LOSS=NONE | EXP(HAZARD= | MEDLOSSTIME=t )
« MEDSURVTIME=t,

« TOTALTIME=T



Details: SEQDESIGN Procedure F 7349

The hazard rate is required for the sample size computation. The HAZARDption speci es
the hazard rath, explicitly, and the MEDSURVTIME#%; option speci es the hazard rate implicitly
through the median survival ting.

The ACCRUAL= option speci es the method for individual accrual. The ACCRUAL=UNIFORM
option (which is the default) speci es that the individual accrual is uniform in the accrualTinveith

a constant accrual ratg, and the ACCRUAL=EXP(PARM=,) option speci es that the individual
accrual is truncated exponential with a scaled power paramgt@rhere ¢ 10and g @ 0. With

a scaled parametep, the power parameter for the truncated exponential with the accrualltjrize
givenby D (=T;.

The ACCTIME= and FOLTIME= options specify the accrual tifigand follow-up timeT; , respec-
tively. The TOTALTIME= option speci es the total study tim&, D T, C T; .

The ACCRATE= option speci es the constant accrual mratelf you specify the ACCRATE= option,
then you must also specify one of the ACCTIME=, FOLTIME=, and TOTALTIME= options for the
sample size computation. Otherwise, you must specify two of the ACCTIME=, FOLTIME=, and
TOTALTIME= options to compute the accrual rate and sample size.

The ACCNOBS= option speci es the total number of individuals in the study. If you specify the

ACCNOBS-= option, then you must also specify one of the ACCTIME=, FOLTIME=, and TOTAL-

TIME= options for the sample size computation. Otherwise, you must specify two of the ACCTIME=,
FOLTIME=, and TOTALTIME= options to compute the accrual rate and sample size.

The CEILING= option speci es the additional sample size information to be displayed in the “Number
of Events (D) and Sample Sizes (N)” table. The CEILING=TIME option (which is the default) displays
additional information that includes ceiling times at the stages, and the CEILING=N option displays
additional information that includes ceiling sample sizes at the stages.

The LOSS= option speci es the individual loss to follow-up in the sample size computation. The
LOSS=NONE option (which is the default) speci es no loss to follow-up, and the LOSS=EXP option
speci es exponential loss function. The HAZARD=suboption speci es the exponential loss hazard
rate , and the MEDLOSSTIMEE suboption speci es the exponential loss hazard rate through the
median loss times .

For a detailed description of thetest for the proportional hazards regression parameter, see the section
“Test for a Parameter in the Proportional Hazards Regression Model” on page 7407.

Details: SEQDESIGN Procedure

Fixed-Sample Clinical Trials

A clinical trial is a research study in consenting human beings to answer speci ¢ health questions. One
type of trial is a treatment trial, which tests the effectiveness of an experimental treatment. An example is a
planned experiment designed to assess the ef cacy of a treatment in humans by comparing the outcomes in a
group of patients who receive the test treatment with the outcomes in a comparable group of patients who
receive a placebo control treatment, where patients in both groups are enrolled, treated, and followed over the
same time period.
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A clinical trial is conducted according to a plan called a protocol. The protocol provides detailed description
of the study. For a xed-sample trial, the study protocol contains detailed information such as the null
hypothesis, the one-sided or two-sided test, and the Type | and Il error probability levels. It also includes the
test statistic and its associated critical values in the hypothesis testing.

Generally, the ef cacy of a new treatment is demonstrated by testing a hypothe¥ D 0in a clinical
trial, where is the parameter of interest. For example, to test whether a population nmisgmueater than a
speci ed value g, D o can be used with an alternativer O .

A one-sided test is a test of the hypothesis with either an upper (greater) or a lower (lesser) alternative, and
a two-sided test is a test of the hypothesis with a two-sided alternative. The drug industry often prefers to
use a one-sided test to demonstrate clinical superiority based on the argument that a study should not be run
if the test drug would be worse (Chow, Shao, and Wang 2003, p. 28). But in practice, two-sided tests are
commonly performed in drug development (Senn 1997, p. 161). For a xed Type | error probabifity

sample sizes required by one-sided and two-sided tests are different. See Senn (1997, pp. 161-167) for a
detailed description of issues involving one-sided and two-sided tests.

For independent and identically distributed observationy-;:::;yn of a random variable, the likelihood
function for is
\'d
L./ D Li./
iD1

where is the population parameter ahg. / is the probability or probability density of,. Using the
likelihood function, two statistics can be derived that are useful for inference: the maximum likelihood
estimator and the score statistic.

Maximum Likelihood Estimator

The maximum likelihood estimate (MLE) ofis the valueGthat maximizes the likelihood function for.
Under mild regularity conditions®is an asymptotically unbiased estimate okith variancel=E .I. // ,
wherel. / is the Fisher information

@log.L. //

./ D 57

andE .l. // isthe expected Fisher information (Diggle et al. 2002, p. 340)

@log.L. //
E .I.// D E T

The score function for is de ned as

o @ogL. /

S./
@

and usually, the MLE can be derived by solving the likelihood equéioh D 0. Asymptotically, the MLE
is normally distributed (Lindgren 1976, p. 272):

1
@) =
N "E L
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If the Fisher informatiori. / does not depend on thenl. / is known. Otherwise, either the expected
information evaluated at the MLE(E p ol /I ) or the observed information ® can be used for the
Fisher information (Cox and Hinkley 1974, p. 302; Efron and Hinkley 1978, p. 458), where the observed
Fisher information

@log.L. /| .

. PD —757—1[)0
If the Fisher information. / does depend on, the observed Fisher information is recommended for the
variance of the maximum likelihood estimator (Efron and Hinkley 1978, p. 457).
Thus, asymptotically, for large,

O N - 1

"

wherel is the information, either the expected Fisher informattor,o.1. //  or the observed Fisher
information! 9.

SototesHo W D OversusH; W @& 0, you can use the standardiz8dest statistic

O OD _
Var. 9
and the two-side@-value is given by
Prob.jZj > jzoj/ D 1 2". jzoj/
where” is the cumulative standard normal distribution function agnds the observed statistic.

If the BOUNDARYSCALE=SCORE is speci ed in the SEQDESIGN procedure, the boundary values for
the tesbslatistic are displayed in the score statistic scale. With the standaditaibtic, the score statistic
SDzZ I D®and

S N.O; I/

Score Statistic

The score statistic is based on the score function for

@og.L. /I
@

Under the null hypothesido W D 0, the score statisti€.0/ is the rst derivative of the log likelihood
evaluated at the null reference 0:

@ogl /I

S./' D

S.0/D DO

Under regularity conditions$.0/ is asymptotically normally distributed with mean zero and variance
E po.l. /I , the expected Fisher information evaluated at the null hypothe$is 0 (Kalb eisch and
Prentice 1980, p. 45), whete/ is the Fisher information

@log.L. //

I./ D E @2
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That is, for largen,

S0/ N.OE pol /I [

Asymptotically, the variance of the score statiSi®/, E p.l. // , can also be replaced by the expected
Fisher information evaluated at the MLED O(E p ol- /I ), the observed Fisher information evaluated at

the null hypothesis D 0 (1.0// , or the observed Fisher information evaluated at the MLE O(I. (P)
(Kalb eisch and Prentice 1980, p. 46), where

@log.L. // j

1.0/ D 57

DO

log.L.
. PD @og@—zﬂj p O

Thus, asymptotically, for large,
S.0/ N.O;I/

wherel is the information, either an expected Fisher informaténgo.l. /' orE _ol. // ) oraobserved
Fisher informationi(0/ orl. P).
SototesHy W D OversusHi W © 0, you can use the standardiz&dest statistic

S.0/

If the BOUNDARYSCALE=MLE is speci ed in the SEQDESIGN procedure, the boundary values for
the testpslatistic are displayed in the MLE scale. With the standardizetdtistic, the MLE statistic
OD z="1T D U.0/=I and

1
0] N O;I—

One-Sample Test for Mean

The following one-sample test for mean is used to demonstrate xed-sample clinical trials in the section
“One-Sided Fixed-Sample Tests in Clinical Trials” on page 7354 and the section “Two-Sided Fixed-Sample
Tests in Clinical Trials” on page 7356.

yi N ; 2

where is the unknown mean and is the known variance.
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Then the log likelihood function for is

X0 1.y /2
Y
log.L.// D > 5

iD1

Cc

wherec is a constant.
The rst derivative is

@g.L. // 1 X
e

jD1

n _

wherey is the sample mean.

Setting the rst derivative to zero, the MLE ofis OD y, the sample mean. The variance fécan be
derived from the Fisher information

@log.L. //
@2

n
I./ D D—

Since the Fisher informatioly D 1. / does not depend onin this casel=lg is used as the variance &
Thus the sample meanhas a normal distribution with meanand variance 2=n:

1 2
Oby N ;= DN ; —
lo n

Under the null hypothesido W D 0, the score statistic

sorp 89" bop v

has a mean zero and variance

@log.L. //

I./ D @2

n
D —

With the MLE Othe corresponding standardized statistic is computed sé) loDy== P n/, which
has a normal distribution with variance 1.:

P —
Z N ;1 DN —p=i1

Also, the corresponding score statistic is compute8 &s P, D ny= 2 and
n n
S N.|o;|0/DN —2,_2

which is identical to5.0/ computed under the null hypothesig W D 0.

Note that if the variablé does not have a normal distribution, then it is assumed that the sampteisize
large such that the sample mean has an approximately normal distribution.
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One-Sided Fixed-Sample Tests in Clinical Trials

A one-sided test has either an upper (greater) or a lower (lesser) alternative. This section describes one-sided
tests with upper alternatives only. Corresponding results for one-sided tests with lower alternatives can be
derived similarly.

For a one-sided test ofo W o with an upper alternativel; W> (, an equivalent null hypothesis is
Ho W  0Owith an upper alternativel; W >0 , where D 0. A xed-sample test rejecthl g if the
standardized test statistlgy D To C ,whereGisthe sample estimate ofandC D~ 11 / is
the critical value.

~

Thep-value of the testis given by ~.Z o/, and the hypothesid is rejected if thep-value is less than.
Anupper.l / con dence interval has the lower limit
Sl oz Tt
DO —p— D=2 p
0 lo

The hypothesi$i g is rejected if the con dence interval for the parameteastoes not contain zero—that is, if
the lower limit | is greater than 0.

With an alternative referenceD ;, 1 >0, a Type Il error probability is de ned as

DPp,Zo<C /

which is equivalent to

p_— p— . p_
DPDlzo 1 lg <C 1 lg D C 1 lo

Thus,” 1./ DC 1pE. Then,withC D~ 11 7/,
p_

1 loD~ Y1 s c” t1 oy
The drift parameterlp o can be computed for speciedand and the maximum information is given by

~ 17 /¢~ t1 | *

1

lo D

If the maximum information is available, then the required sample size can be derived. For example, in a
one-sample test for the mean with a speci ¢ standard deviatjgdhe sample siza required for the test is

~ 11 /¢~ t1 2

1

nD lgD ?

On the other hand, if the alternative referengestandard deviation, and sample size are all speci ed,
then can be derived for a given and, similarly, can be derived for a given.

With an alternative referenceD 1, 1 >0, the powerl is the probability of correctly rejecting the
null hypothesidHg at 1:

p—
1 D1 Pp,Zo<C /D" 1 15 C
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Superiority Trials

A superiority trial that tests the response to a new drug is clinically superior to a comparative placebo control
or active control therapy. If a positive value indicates a bene cial effect, a test for superiority has

Ho W 0 Hi{w>0

whereH g is the hypothesis of nonsuperiority aHd is the alternative hypothesis of superiority.

we superiority test rejects the hypothéddis and declares superiority if the standardized statisgdD
To C ,wherethecriticalvau€ D~ 11 /.

For example, if is the response difference between the treatment and placebo control groups, then a
superiority trial can be

HowWw 0 HiWDG®G6

with a Type | error probability level D 0:025and a powef D 0:90at 1 D 6.

Noninferiority Trials

A noninferiority trial does not compare the response to a new treatment with the response to a placebo.
Instead, it demonstrates the effectiveness of a new treatment compared with that of a nonexisting placebo by
showing that the response of a new treatment is not clinically inferior to the response of a standard therapy
with an established effect. That is, this type of trial attempts to demonstrate that the new treatment effect is
not worse than the standard therapy effect by an acceptable margin. These trials are often performed when
there is an existing effective therapy for a serious disease, and therefore a placebo control group cannot be
ethically included.

It can be dif cult to specify an appropriate noninferiority margin. One practice is to choose with reference to
the effect of the active control in historical placebo-controlled trials (Snapinn 2000, p. 20). With this practice,
there is some basis to imply that the new treatment is better than the placebo for a positive noninferiority trial.

If a positive value indicates a bene cial effect, a test for noninferiority has a null hypothesis ¢ and an
alternative hypothesisD 1> ¢, where ¢ > 0 is the speci ed noninferiority margin.

An equivalent test has

HoW 0 HiWD ;>0
where the parameterD C g, Hg is the null hypothesis of inferiority, and ; is the alternative hypothesis
of noninferiority,

The nonpinferiority testd'ejects the hypothebig and declares noninferiority if the standardized statistic
ZoD OTy,D. o C ,wherethecriticalvau€ D~ 11 /.

For example, if is the response difference between the treatment and active control groupsxariis
the noninferiority margin, then a noninferiority trial with a powler D 0:90at 1 D 1 might be

How 0 HiWD3

where D C gD C2
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Two-Sided Fixed-Sample Tests in Clinical Trials

A two-sided test is a test of a hypothesis with a two-sided alternative. Two-sided tests include simple
symmetric tests and more complicated asymmetric tests that might have distinct lower and upper alternative
references.

Symmetric Two-Sided Tests for Equality

For a symmetric two-sided test with the null hypothes3 ¢ against the alternativea g, an equivalent
null hypothesis igo W D O with a two-sided alternativel; W & 0, where D 0. A xed-sample
testrejectdHoif j© Toj C-,, where Gsa sample estimate ofandC_, D~ 1.1 =2/ isthe critical
value.

A common two-sided test is the test for the response difference between a treatment group and a control
group. The null and alternative hypothesestdgeW D 0andH; W = 0, respectively, where is the
response difference between the two groups. If a greater value indicates a bene cial effect, then there are
three possible results:

» The test rejects the hypothesig, of equallty and indicates that the treatment is signi cantly better if
the standardized statistity D To -

* The test reject%)the hypotheH@ and indicates the treatment is signi cantly worse if the standardized
statisticZg D

» The test indicates no signi cant difference between the two responsés.ip < @ lo<C_,.

Thep-value of the testi®.1 ~.Z o/l if Zo >0 and2”.Z o/ if Zg 0. The hypothesisi is rejected if
thep-value of the test is less thar—thatis, if1 ".Z o/< =2 or".Z o/ < =2 . Asymmetric.1 [/
con dence interval for has lower and upper limits

C- C-
O g=2. Oc g2
o o
which is
1

1
p? ZO C:2 ; p? ZOCC=2
0 0

The hypothesi$l g is rejected if the con dence interval for the parametetoes not contain zero. That is,
the lower limit is greater than zero or the upper limit is less than zero.

With an alternative referenceD 1 >0, a Type Il error probability is de ned as
DPDl- C, <Zg < Cyo/

which is

p— p— p—
DPDl-C=2 1 lol < .Z g 1|0/<.C=2 1 lol
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Thus

R p— p—
D C:2 1 lo C:z 1 lo

The resulting powet is the probability of correctly rejecting the null hypothesis, which includes the
probability for the lower alternative and the probability for the upper alternative. The SEQDESIGN procedure
uses only the probability of correctly rejecting the null hypothesis for the correct alternative in the power
computation.

Thus, under the upper alternative hypothesis, the power in the SEQDESIGN procedHre is computed
as ths probability of rejecting the null hypothesis for the upper alternative,” C_-, 1 lo D
" 1 lp C., ,anda very small probability of rejecting the null hypothesis for the lower alternative,
" Co 1 lo ,isignored. This power computation is more rational than the power based on the
probability of correctly rejecting the null hypothesis (Whitehead 1997, p. 75).
That is,

P— P — R p—
DF’D1 Zo 1 |0/<.C=2 1 |o/ D C- 1 lo

Thenwith® L./ DCop 1" To,

P —
1 loDC, ~ Ly D~ 11 =27Cc” 11

The drift parameterlp 1o can be derived for speci ed and , and the maximum information is given by

~ 11 =2/c”~ 11  ?

1

loD

If the maximum information is available, then the required sample size can be derived. For example, in a
one-sample test for mean, if the standard deviatiamnknown, the sample sizerequired for the test is

~ 11 =pc~ 11 4 2

1

nD ?lgD ?

On the other hand, if the alternative referengestandard deviation, and sample size are all known, then
can be derived with a given and, similarly, can be derived with a given.

Generalized Two-Sided Tests for Equality

For a generalized two-sided test with the null hypotheds  against the alternatives o, an equivalent
null hypothesisidio W 0 with a two-sided alternativel; W & 0, where D 0. A xed-sample
test rejectd g if the standardized statisti€q D Ilo< C , 0rZo D Io>C ,, where the critical
valuesC, D~ 11 /andC , D" 1 /.

With the lower alternative referenceg, < 0, a lower Type Il error probability is de ned as

p— p— p— p—
DPp, C, Zog lo DPp, C, g4 lo Zg lo 1 lo
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This implies

p—

D1 "~ C, g lo

and the power is the probability of correctly rejecting the null hypothesis for the lower alternative,

p_

1 D~ C, q Il

The lower drift parameter is derived as

p
4 leD ~ 1 yct1oy

Then, with speci ed | and |, if the maximum information is known, the lower alternative referenge
can be derived. If the maximum information is unknown, then with the speci ed lower alternative reference
11, the maximum information required is

~ 11 ct a2

1l

lo) D

Similarly, the upper drift parameter is derived as
p

w loD~ 1 ygc~ a1y
For a given , ., and the upper alternative referengg, the maximum information required is

~ 11 JCct t1 oyt

1u

IOuD

Thus, the maximum information required for the design is given by

lo D max.lg; lou/

Note that with the maximum information levky, if 1o < | ¢, then the derived power from the lower
alternative is larger than the specidd . Similarly, if 1 9y <1 g, then the derived power from the upper
alternative is larger than the specidd .

If maximum information is available, the required sample size can be derived. For example, in a one-sample
test for mean, if the standard deviatioris known, the sample sizerequired for the testis D 2 1.

On the other hand, if the alternative references, Type | error probabilitiesd ,, standard deviation,
and sample siza are all speci ed, then the Type Il error probabilities and |, and the corresponding
powers can be derived.

Group Sequential Methods

A group sequential design provides interim analyses before the formal completion of a trial. The monitoring
process provides possible early stopping for either positive or negative results and thus reduces the time to
complete the trial. With a speci ed number of stages, the design creates critical values such that at each
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interim analysis, a hypothesis can be rejected, accepted, or continued to the next time point. Atthe nal stage,
a hypothesis is either rejected or accepted. Usually, the critical values are derived such that the speci ed
overall Type | and Type Il error probability levels are maintained in the design.

For example, to test a null hypotheslg with an upper alternative in a xed-sample design, a critical value

c iscreated. The null hypothedity is rejected if the test statistic is greater than or equal to the critical value

¢ . OtherwiseH g is accepted. But, for a group sequential design with early stopping to reject or accept the
null hypothesidH g, there are two critical values created at each interim analysis:atical valuec to

reject the null hypothesis and acritical valuec  to accept the null hypothesis. The null hypothésis

is rejected if the test statistic is greater than or equal to thetical valuecy , andHg is accepted if the

test statistic is less than thecritical valuec . If the test statistic is between these two critical values, the
process continues to the next stage. At the nal stage, the two critical values are equal, and the hypothesis is
either rejected or accepted.

Armitage, McPherson, and Rowe (1969) showed that repeated signi cance tests at a xed level on accumulat-
ing data increase the probability of obtaining a signi cant result under the null hypothesis. For example, with
a signi cance level 0.05 in a two-sided xed-sample test, the critical value is 1.96. If this value is used in

a ve-stage group sequential trial with early stopping to reject the null hypothesis, then the probability of
rejecting the null hypothesis at or before the fth stage is 0.14169, much larger than the nominal value 0.05
(Armitage, McPherson, and Rowe 1969, p. 239).

Pocock (1977) applied these repeated signi cance tests to group sequential trials with equally spaced
information levels and derives a constant critical value on the standardized nbetale across all stages

that maintains the Type | error probability level. For example, with a signi cance level 0.05 in a two-sided
test, the derived critical value at each stage is 2.413 on the standardized dososdé, larger than the
xed-sample critical value 1.96. The corresponding nommahlue is 0.0158, which is smaller than the
xed-samplep-value 0.025 (Pocock 1977, p. 193).

O'Brien and Fleming (1979) proposed a sequential procedure that has boundary values decrease over the
stages on the standardized norrdaicale to make the early stop less likely. The procedure has conservative
stopping boundary values at very early stages, and boundary values at the nal stage are close to the xed-
sample design. For example, with a signi cance level 0.05 in a two-sided test, the derived critical values at
these ve stages on the standardized norihatale are 4.562, 3.226, 2.634, 2.281, and 2.040.

The following references: Wang and Tsiatis (1987); Emerson and Fleming (1989); Pampallona and Tsiatis
(1994) generalized the Pocock and O'Brien-Fleming methods to the power family, where a power parameter
is used to allow a continuous set of designs between the Pocock and O'Brien-Fleming methods.

Kittelson and Emerson (1999) extended the methods in the power family even further to the uni ed family,
which also includes the exact triangular method. The shape and location of each of the four boundaries can
be independently speci ed in the uni ed family methods.

Whitehead and Stratton (1983) and Whitehead (1997, 2001) developed triangular methods by adapting tests
for continuous monitoring to discrete monitoring. With early stopping to reject or accept the null hypothesis

in a one-sided test, the derived continuation region has a triangular shape for the score-scaled boundaries.
Only elementary calculations are needed to derive the boundary values for Whitehead's triangular methods.

For a sequential design, you can derive thend error probabilities at each stage from the boundaries. On

the other hand, you can derive the boundaries from speci add error probabilities at each stage. The
error spending function approach (Lan and DeMets 1983) uses the error spending function to specify the
error probabilities at each stage and then uses these probabilities to derive the boundaries. You can specify
and explicitly or implicitly with an error spending function for the cumulative probabilities.
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See Jennison and Turnbull (2000, pp. 5-11) for a more detailed history of group sequential methods.

The following three types of methods are available in the SEQDESIGN procedure to derive boundaries in a
sequential design:

» xed boundary shape methods, which derive boundaries with speci ed boundary shapes. These include
the uni ed family method and Haybittle-Peto method.

» Whitehead methods, which adjust the boundaries from continuous monitoring for discrete monitoring

* error spending methods

You can use the SEQDESIGN procedure to specify methods from the same group for each design. A different
method can be speci ed for each boundary separately, but all methods in a design must be from the same
group.

Fixed Boundary Shape Methods

The xed boundary shape methods include the uni ed family method (Kittelson and Emerson 1999) and the
Haybittle-Peto method (Haybittle 1971; Peto et al. 1976). The uni ed family methods derive the boundary
values with the speci ed boundary shape. The uni ed family methods include the Pocock method (Pocock
1977), the O'Brien-Fleming method (O'Brien and Fleming 1979), the power family method (Wang and
Tsiatis 1987; Emerson and Fleming 1989; Pampallona and Tsiatis 1994), and the triangular method (Kittelson
and Emerson 1999). See the section “Uni ed Family Methods” on page 7371 for a detailed description of the
methods that use the uni ed family approach.

The Haybittle-Peto method uses a value of 3 for the critical values in interim stages, so that the critical value
at the nal stage is close to the original design without interim monitoring. In the SEQDESIGN procedure,
the Haybittle-Peto method has been generalized to allow for different boundary values at different stages. See
the section “Haybittle-Peto Method” on page 7375 for a detailed description of the Haybittle-Peto method.

Whitehead Methods

The Whitehead methods (Whitehead and Stratton 1983; Whitehead 1997, 2001) derive the boundary values
by adapting the continuous monitoring tests to the discrete monitoring of group sequential tests. The Type |
error probability and power corresponding to the resulting boundaries are extremely close but differ slightly
from the speci ed values because of the approximations used in deriving the tests (Jennison and Turnbull
2000, p. 106). The SEQDESIGN procedure provides the BOUNDARYKEY= option to adjust the boundary
value at the nal stage for the exact Type | or Type Il error probability level. See the section “Whitehead
Methods” on page 7376 for a detailed description of Whitehead's methods.

Error Spending Methods

An error spending method (Lan and DeMets 1983) uses the error spending function to specify the error
spending at each stage and then uses these error probabilities to derive the boundary values. You can specify
these errors explicitly or with an error spending function for these cumulative errors. See the section “Error
Spending Methods” on page 7379 for a detailed description of the error spending methods.

Error spending methods derive boundary values at each stage sequentially and require much more computation
than other types of methods for group sequential trials with a large number of stages, especially for a two-sided
asymmetric design with early stopping to acciEpt, or to reject or accept .



Statistical Assumptions for Group Sequential Designs F 7361

The sample size requirement for some applicable tests can also be computed in the procedure. After the
actual data from a clinical trial are collected, you can then use the boundary information created in the
SEQDESIGN procedure to perform a group sequential test in the SEQTEST procedure.

Statistical Assumptions for Group Sequential Designs

The SEQDESIGN procedure assumes that with a total number of ${agjes sequence of the standardized

«Cov.Q;Q,/D1=ly,, 1 ki kp K

Furthermore, in terms of the score statissD ka I'«,k D 1;2;:::;K, the canonical joint distribution
can be expressed as follows:

S N. Iy lI/; kD1;2;:::;K
° COV.Skl;Skz/ D Var.Skll D |k1, 1 ki k» K

That is, the incrementS;, S,  Si,...,andSx Sk 1, are independently distributed.

If the test statistic is computed from the data that are not from a normal distribution, such as a binomial
distribution, then it is assumed that the test statistic is computed from a large sample such that the statistic
has an approximately normal distribution.

Ifthe increment$;,S; Si,...,andSk Sk 1 are notindependently distributed, then it is inappropriate

to use group sequential methods in the SEQDESIGN procedure. One such example is the Gehan statistic,
which is a weighted log-rank statistic for censored data. See Jennison and Turnbull (2000, pp. 232-233, 276—
277) and Proschan, Lan, and Wittes (2006, pp. 150-151) for a description of statistics with nonindependent
increments.

If a trial stops at an early interim stage with only a small number of responses observed, it can lead to a
distrust of the statistical ndings, which rely on the assumption that the sample is large (Whitehead 1997, p.
167). A group sequential design can be speci ed such that at the rst interim analysis, there are a suf cient
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number of responses to ensure that the analysis to be conducted is both reliable and persuasive (Whitehead
1997, p. 167).

Alternatively, a method such as the O'Brien-Fleming method can be used to derive conservative stopping
boundary values at very early stages to make the early stop less likely. That is, the trial is stopped in early
stages only with overwhelming evidence.

aren observations of a response varialflen a data set from a normal distribution with an unknown mean
and a known variance?. Then the maximum likelihood estimate ofis the sample mean

1 X
vD 2t _
y n Yj
jD1
The sample mean has a normal distribution with meamd variance 2=n:
2
v N -
y n
An equivalent hypothesisfor D gisHo W D O, where D 0. The MLE statistic for ,
Oy o N ;lo?

where the informatiohg D n= 2.

whereyy; is the value of thgth observation available at tiéh stage anN is the cumulative sample size at
stagek, which includes thdN,, ; observations collected at previous stages andNfhe N, ;1 observations
collected at the current stage.

The maximum likelihood estimate
QD y, o N ;1 1?

where the information

1 Ny

kD ———D —
“~ Var.y,/ 2

is the inverse of the variance.

Thus, the standardized statistic

2D Dy o N Cig1
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The covariance af ,, andZy,,1 ki kz K canbe expressed as
1
Cov.Z kl;Zkzl D QF COV.Skl;SkZ/
dk Tk,
Pp— Pp—
WhereSkl D Zk1 |k1 (';ll’]dSk2 D Zk2 |k2.
SinceS,, S, isindependent 0§y, , Cov.Sy,; S,/ D Var.Sy,/ D Iy, and
q

1
COV-Zkl;Zkle ﬁ:lkl D |k1=|k2
dig T,/
Thus the statistic§Z1;Z57;:::;Zk g has the canonical joint distribution with information levels
flq;12;:::; 1k gfor the parameter . See the section “Applicable One-Sample Tests and Sample Size

Computation” on page 7395, the section “Applicable Two-Sample Tests and Sample Size Computation”
on page 7397, and the section “Applicable Regression Parameter Tests and Sample Size Computation” on
page 7405 for more examples of applicable tests in group sequential trials.

Boundary Scales

The boundaries computed by the SEQDESIGN procedure are applied to test statistics computed during the
analysis, and so generally, the scale you select for the boundaries is determined by the scale of the statistics
that you will be using.

The following scales are available in the SEQDESIGN procedure:

* MLE, maximum likelihood estimate

standardized

e score statistiS

* p-value

These scales are all equivalent for a given set of boundary values—that is, there exists a unique transformation
between any two of these scales. If you know the boundary values in terms of statistics from one scale, you

can uniquely derive the boundary values of statistics for other scales. You can specify the scale with the

BOUNDARY SCALE= option; the default is BOUNDARYSCALE=STDZ, the standardiZeztale.

You can also select the boundary scale to better examine the features of an individual group sequential design
or to compare features among multiple designs. For example, with the standatdicale, the boundary

values for the Pocock design are identical across all stages, and the O'Brien-Fleming design has boundary
values (in absolute value) that decrease over the stages.
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The remaining section demonstrates the transformations from one scale to the other scales. If the maximum
likelihood estimateCis computed by the analysis, then

wherel is the Fisher information if it does not depend onOtherwise| is either the expected Fisher
information evaluated aPor the observed Fisher information. See the section “Maximum Likelihood
Estimator” on page 7350 for a detailed description of these statistics.

With the MLE statisticQ the corresponding standardiz2dtatistic is computed as

ZDODI_ N IO|_;1

and the corresponding score statistic is computed as

SD?P N. 11/

Similarly, if a score statistiSis computed by the analysis, then with
S N. L1/

wherel is the information, either an expected Fisher informatiéngo.l. /  orE ol. // ) oranobserved
Fisher informationl(0/ orl. P).

The corresponding standardiz8dtatistic is computed as

ZDpST N IO|_;1

and the corresponding MLE-scaled statistic is computed as

S 1
DN

With a standardized normdl statistic, the corresponding xed-sample nomipalalue depends on the type
of alternative hypothesis. With an upper alternative, the noninalue is de ned as the one-sidgdvalue
under the null hypothesido W D 0 with an upper alternative:

peD1 ".z/

With a lower alternative or a two-sided alternative, the nommehlue is de ned as the one-sidgevalue
under the null hypothesido W D 0with a lower alternative:

px D i)

which is an increasing function of the standardiZestatistic (Emerson, Kittelson, and Gillen 2005, p. 12).
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The BOUNDARYSCALE= MLE, STDZ, SCORE, and PVALUE options display the boundary values in the
n, observations of a response varialglen a data set from a normal distribution with an unknown mean
and a known variance?. Then

y¢ N ; 2

If N is the cumulative number of observations for the ksiroups, then the sample mean from thige
observations

1 X«

V. D — _
Yk Ny . Yii
jD1

has a normal distribution with meanand variance 2=Nj:

2
v.ON
Yk Ny
To test the null hypothesis D ¢, Ho W D 0, where D o can be used. The MLE of is
@Dy, oand
1
QN ;=
Ik
where the information is the inverse of the varianc pf
Ny
kD —

The corresponding standardiz&dtatistic is

N|-

1
ZykD Q12 N 121
The score statistic in the SEQDESIGN procedure is then given by
1
S«D QIxDZylZ N. Iyl

For a null hypothesisio W D 0 with an upper alternative, the nomirabvalue of the standardizetistatistic
ispk D1 ~.Z /. Foranull hypothesitlp W D 0with a lower alternative or a two-sided alternative, the
nominalp-value of the standardizegistatistic ispy D ~.Z /.
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Boundary Variables

The boundaries created in group sequential trials depend on the type of the alternative hypothesis and the
early stopping criterion. Table 89.5 shows the boundaries created with various design speci cations.

Table 89.5 Boundary Variables

Speci cations Boundary Variables
Alternative Lower Upper
Hypothesis Early Stopping Alpha Beta Beta Alpha
Lower AcceptHg X

RejectH g X
Accept/RejecH g X X
Upper AccepH X
RejectH g X
Accept/RejectH o X X
Two-sided AccepHg X X
RejectH g X X
Accept/RejecH g X X X X

Up to four boundaries can be generated in a group sequential design:

the upper boundary, to reject the null hypothesis for the upper alternative

the upper boundary, to accept the null hypothesis with an upper alternative

the lower boundary, to accept the null hypothesis with a lower alternative

the lower boundary, to reject the null hypothesis for the lower alternative

For a two-sided design, the null hypothesis is accepted only if both the hypothesis is accepted with an upper
alternative and the hypothesis is accepted with a lower alternative.

For a one-sided design with a lower alternative, only the lower boundaries are created. Similarly, for a
one-sided design with an upper alternative, only the upper boundaries are created. For example, Figure 89.10
shows the boundary plot for a one-sided test with an upper alternative.
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Figure 89.10 Boundary Plot for One-Sided Test

Figure 89.10 corresponds to a one-sided sequential design with early stopping to reject or accept the null
hypothesis. For a sequential test with early stopping only to reject the null hypothesis, there are no acceptance
boundary values at interim stages. The acceptance boundary value and its associated acceptance region are
displayed only at the nal stage. Similarly, for a sequential test with early stopping only to accept the null
hypothesis, there are no rejection boundary values at interim stages. The rejection boundary value and its
associated rejection region are displayed only at the nal stage.

For a two-sided design, both the lower and upper boundaries are created. For a design with early stopping to
reject the null hypothesis, boundaries are created. Similarly, for a design with early stopping to accept
the null hypothesis, boundaries are created. For a design with early stopping to accept or reject the null
hypothesis, both the and boundaries are created.

For example, Figure 89.11 shows the boundary plot for a two-sided test.
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Figure 89.11 Boundary Plot for Two-Sided Test

Figure 89.11 corresponds to a two-sided sequential design with early stopping to reject or accept the null
hypothesis. For a sequential test with early stopping only to reject the null hypothesis, there are no acceptance
boundary values at interim stages. The acceptance boundary value and its associated acceptance region are
displayed only at the nal stage. Similarly, for a sequential test with early stopping only to accept the null
hypothesis, there are no rejection boundary values at interim stages. The rejection boundary value and its
associated rejection region are displayed only at the nal stage.

Type | and Type Il Errors

The Type | error is the error of rejecting the null hypothesis when the null hypothesis is correct, and the Type
Il error is the error of not rejecting the null hypothesis when the null hypothesis is incorrect. The level of
signi cance is the probability of making a Type | error. The Type Il error depends on the hypothetical
reference of the alternative hypothesis, and the Type Il error probabilgyde ned as the probability of not
rejecting the null hypothesis when a speci c alternative reference is true. The foweris then de ned as

the probability of rejecting the null hypothesis at the alternative reference.

In a sequential design, if the maximum information and alternative reference are not both speci ed, the
critical values are created such that both the speci ed Type | and the speci ed Type Il error probability levels
are maintained in the design. Otherwise, the critical values are created such that either the speci ed Type |
error probability or the speci ed Type Il error probability is maintained.
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One-Sided Tests

For aK-stage group sequential design with an upper alternative hypotiesdig D 1 and early stopping
to reject or accept the null hypothesis W D 0, the boundaries contain the uppecritical valuesay

rejected if the observed statistig  ay, Ho is accepted ik, < by, or the process is continued to the next
stage ifb,  z, <ay. Atthe nal stagebx D ax , the hypothesis is either rejected or accepted.

The overall Type | error probability is given by
X

D K
kD1

where  isthe spending at stage That is, at stage 1,

1DPD0.21 a1/

At a subsequent stade

k DP po.bj z <a;;j DL;2;::0k Lz al

Similarly, the Type Il error probability
X

D k
kD1

where | isthe spending at stage That is, at stage 1,

1DPp l.Z;|_<b;|_/

At a subsequent stade

kDPp,.bj 7z <aj;j D120k 1,z <by/

With an upper alternative hypothesis W D 1 > 0, the powerl is the probability of rejecting the
null hypothesis for the upper alternative.

X X
1 D1 «D Py

kD1 kD1

bj zi <aj;j DL;2;::0k 1,z &l

1"

For a design with early stopping to rejddi only, the interim upper critical values are set td
b D1 ;kD1,2;:::;K 1,and D . Fora design with early stopping to accéps only, the

Similarly, the Type | and Type Il error probabilities folkastage design with a lower alternative hypothesis
Ho W D ; can also be derived.
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Two-Sided Tests

For aK-stage group sequential design with two-sided alternative hypothkgse®/ D ;, andH; W D

11, and early stopping to reject or accept the null hypothidgidV D 0, the boundaries contain the upper
critical valuesa,, upper critical valueshy, lower critical values by, and lower critical values ay,
k D 1;2;:::;K. At each interim stage,a, < b, by < ay, the null hypothesisig is rejected if the
observed statistiz, a, orzz _ay, Ho is accepted if by <z, < by, or the process is continued to
the next stage iby z, <ay or_a, <zy _by. Atthe nal stagebx D ax and bk D _ak, the
hypothesis is either rejected or accepted.

The overall upper Type | error probability, is given by
X

u D uk
kD1

where i isthe spending at stagefor the upper alternative. That is, at stage 1,

wwDPpo.z1 ar/

At a subsequent stade
w DPpo._8 <z; _bjorby 7z <aj;;j D1;2;::k 1,z &/
Similarly, the overall lower Type | error probabilityy can also be derived, and the overall Type | error
probability D | C .
The overall upper Type |l error probability, is given by
X

uD uk
kD1
where i is the upper spending at stage That is, at stage 1,

wuDPp wrZ1< _a1 or b1<zi<by/
At a subsequent stade

w DPp,,._&<zy _borb z <aj;jDL2::k 1,z < _aor_b <zy<by/

With an upper alternative hypothesis W D ., >0, the powerl | is the probability of rejecting the
null hypothesis for the upper alternative:
X
1 D1 uk
kD1
which is
Pp, & <z _bob z<a;jD12::5k 1,z &l

The overall lower Type Il error probability, and powerl | can be similarly derived.

For a design with early stopping only to rejétt, both the interim lower and uppercritical values are set
tomissingk D 1;2;:::;K l,and x D |, « D . Foradesign with early stopping only to accept
Ho, the interim upper critical values are settb ,a,x D 1 , and the interim lower critical values are set
tol ,ax. D1 ,kD1;2;:::;K l,and « D 4, «x D ;.
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Uni ed Family Methods

Uni ed family methods (Kittelson and Emerson 1999) derive boundary values with a speci ed boundary
shape. For example, Pocock's method (Pocock 1977) derives equal boundary values for all stages in the
standardized scale. In addition to Pocock's method, the uni ed family methods include the O'Brien-
Fleming, power family, and uni ed family triangular methods.

The boundary values at each stage depend on the information fractions

|
DX

I x
wherel  is the information available at stag@ndl x is the maximum information, the information available
at the end of the trial if the trial does not stop early.
Boundary Values in Standardized Z Scale

With the uni ed family method, the boundary values for the uppdroundaryZ , , upper boundaryZ  ,
lower boundaryZ | , and lower boundaryZ | , using the standardized normal scale, are given by the
following:

b Z u k/ Df u k/Cu
«Z ...kl D 1l

® Z| k/D 1||
® Z| k/ D f | ----k/CI

where 1,.< 0/ and 1,.> 0/ are the lower and upper alternative referenésgs,..., /,f | .../, T 4 .../,
andf .../ are the speci ed shape functions, a@¢g ,C, ,C, ,andC are the critical values derived
to achieve the speci ed and levels.

If a derived lower boundary valu& | ....i/ is greater than its corresponding uppeboundary value
Z .../, then both values are set to missing.

Note that the drift parameteds D ¢ P Ix anddy D 14 P I'x are derived in the SEQDESIGN procedure.
The boundary values in standardized Z scale can be derived without specifying the maximum information
and alternative reference.

Shape Parameters
The shape function in the SEQDESIGN procedure is given by

. Cciy
C ok 2

N
NI

k
where the parameters 0andO 2 . can be speci ed for each boundary separately.
The parametersand determine the shape of the boundaries. Special cases of the uni ed family methods

also include power family methods and triangular methods. Table 89.6 summarizes the corresponding
parameter values in the uni ed family for these methods.
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Table 89.6 Parameters in the Uni ed Family for Various Methods

Uni ed Family
Method Option Rho Tau
Pocock POC 0 0
O'Brien-Fleming OBF 0.5 0
Power family POW (RHO=) 0
Triangular TRI (TAU=) 0.5
Note that the power parameteD 1=2 + D 1=2 where* is the power parameter used in Jennison

and Turnbull (2000) and Wang and Tsiatis (1987) ands the power parameter used in Kittelson and
Emerson (1999).

Also note that instead of the three parameters used in the uni ed family methods by Kittelson and Emerson
(1999), only two parameters are used in the SEQDESIGN procedure. The other parameter is xed at zero.

Boundary Values in MLE Scale

If the maximum information is available, the boundary values derived from a uni ed family method can also
be displayed in the MLE scale:

1
2

L]
N|=

bod D 1 2E gl Cy

.
N

k/ D 4 C Ik f | ----k/CI

N|=

° k/ D Ik f | ----k/CI

1
These MLE scale boundary values are computed by multipllyjng by the standardized scale boundary
values at stagk.

Boundary Values in Score Scale

If the maximum information is available, the boundary values derived from a uni ed family method can also
be displayed in the score scale:

1
Su ....k/ D Ik2f u ....k/Cu

[

° Suk/D 1u|k kaf u----k/Cu
1
° S| k/ D 11 Ik C Ik2f | ----k/CI

1
° S| k/ D Isz | ----k/CI
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1
These MLE scale boundary values are computed by multiplyfhdy the standardized scale boundary
values at stagk.

Boundary Values in p-Value Scale

For a design with a lower alternative or a two-sided alternativepti@ue scale boundary values are the
cumulative normal distribution function values of the standardizédundary values:

L4 P u k/ D A.Z u k//

P, k/ D"z | k//

P| k/ D"z | k//

These nominap-values are the one-sided xed-sampleralues under the null hypothesis with a lower
alternative.

For a one-sided design with an upper alternative,tivalue scale boundary values are the one-sided
xed-samplep-values under the null hypothesis with an upper alternative:

P u k/ D1 "z u k//

Pocock's Method

The shape function for Pocock's method (Pocock 1977) is given by

f...W/D1

The resulting boundary values for a two-sided design with an early stopping to reject the null hypothesis
Ho W D 0 are as follows:

° Z u k/ D Cu
® Z| k/ D C|

That is, the rejection boundary values are constant over all stages of different information levels in the
standardized scale.

Note that compared with other designs, Pocock's design tends to stop the trials early with p-laatfys.

For a new treatment, Pocock's design to stop a trial early with a lprggdue might not be persuasive
enough to make a new treatment widely accepted (Pocock and White 1999). A Pocock design is illustrated in
Example 89.3.



7374 F Chapter 89: The SEQDESIGN Procedure

O'Brien-Fleming Method
The shape function for the O'Brien-Fleming method (O'Brien and Fleming 1979) is given by

N

fokd D oy

The resulting boundary values for a two-sided design with early stopping to reject the null hypothesis
Ho W D 0 are as follows:

That is, the rejection boundaries are inversely proportional to the square root of the information levels in the
standardized scale.

In the score scale, these boundaries can be displayed as follows:

1

® Su k/ D Cu I;
1

° S| k/ D C| |>€

which are constants over all stages in the score scale. An O'Brien-Fleming design is illustrated in Exam-
ple 89.2.
Power Family Method

The shape function for a power family method (Wang and Tsiatis 1987; Emerson and Fleming 1989;
Pampallona and Tsiatis 1994) is given by

fo..x/D ..y
The resulting boundary values for a two-sided design with early stopping to reject the null hypothesis
Ho W D Oare as follows:

® Z| k/ D C|

o

The rejection boundaries depend on the power paramet&he power family includes the Pocock and
O'Brien-Fleming methods, and the power parameter is used to allow continuous movement between these
two methods.
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Triangular Method

The shape function for a triangular method (Kittelson and Emerson 1999) in the uni ed family is given by

N[
N

fon/D .., 2 C

'k

The resulting boundary values for a two-sided design with early stopping to reject the null hypothesis
Ho W D 0 are as follows:

N|=
~ N
N|=

k 'k

N[

1 1
® Z| k/D X C I§/C| D C| "'k2'1C k/

In the score scale, these boundaries are as follows:

1 1 1
*Sy.a/ DCy12.1C .W(/DCyIZCCy 21y

N

1 1
°S| k/D C| |>§1C k/D C| |)€ C| IX Ik
Thus, in the score scale, the boundary function is a linear function of the informagtiokVith these
straight-line boundaries, a triangular method for a one-sided trial with early stopping to reject or accept the
null hypothesis produces a triangular continuation region. Similarly, for a two-sided design, the continuation
region is a union of two separate triangular regions. A triangular method is illustrated in Example 89.6.

Haybittle-Peto Method

The Haybittle-Peto method (Haybittle 1971; Peto et al. 1976) uses a value of 3 for the critical values in
interim stages, so that the critical value at the nal stage is close to the original design without interim
monitoring.

In the SEQDESIGN procedure, the Haybittle-Peto method has been generalized to allow for different
boundary values at different stages. That is, with the standardized normal scale, the boundary values are
given by the following:

e Zy k/ Dz

1

°Zu----k/D 1U|k2 Z uk

1
2CZ||<

® Z| k/D 11 Ik

« Z, k/ D zi

where 1, and 1, are the lower and upper alternative references and the boundary ¥ajues  ,
Z ik ,andz are specied either explicitly with the HP( Zrumbers) option or implicitly with the HP(
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PVALUE= numbers) option. The HP( PVALUE=numbers) option speci es the nomingl-valuesp for the
corresponding boundary valugg:

zD” 11 pu

The Haybittle-Peto method is illustrated in Example 89.5.

Whitehead Methods

The Whitehead methods (Whitehead and Stratton 1983; Whitehead 1997, 2001) derive boundary values
by adjusting the boundary values generated from continuous monitoring. With continuous monitoring, the
boundary values are on a straight line in the score scale for each boundary. For a group sequential design, the
boundary values at an interim stagdepend on the information fractions

wherel  is the information available at stagandl x is the maximum information, the information available
at the end of the trial if the trial does not stop early.
One-Sided Symmetric Designs
A one-sided symmetric design is a one-sided design with identical Type | and Type Il error probabilities. For
a one-sided symmetric design with an upper alternatiye) , the boundary values in the score scale
from continuous monitoring are as follows:
*Su...k/ DCy ,1C 4 ulk
.SUK/D ulk .Cuul uulk/

where | is the upper alternative referencg,is a speci ed constant for the slop@, < % andC, is a
constant, xed for STOP=BOTH and derived for STOP=ACCEPT and STOP=REJECT.

The upper boundary value can also be expressed as
.Suk/D Cu ulcl u/ ulk

Thus, these straight-line boundaries form a triangle in the score statistic scale.

To adjust for the nature of discrete monitoring, the group sequential boundary values are given by the
following:

.Suk/DCu ulc u ulk gk

.SUK/D Cuulcl u/ ulkcgk

whereg; D 0:58§ I, andgy D 0:58£ Iy 1k 17/,k>1 arethe adjustments.

Note that with the adjustmeni,, the resulting boundaries form a Christmas tree shape within the original
triangle and are referred to as the Christmas tree boundaries (Whitehead 1997, p. 73).
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One-Sided Asymmetric Designs

For a one-sided asymmetric design with an upper alternative, , the boundary values computed using
the score scale, are given by the following:

©Sy..k/DC,RIC Qv
«Sy..k/D CQtc.1 QI Cg

where 9 is the modi ed alternative reference

2 1
D
?D - 11 ,c~ t1 "
The modi ed alternative referenc@D uif v D 4.

For a design with early stopping to reject or accept the null hypothgsgisl/ D S, .1/, the boundary
values at the nal stage are equal. The modi ed drift paraméﬁeis given by

P 1 49—
D Q |XD1 5 he2C2C,.1 24/ hg

u

1 e
wherehg D gk 1, * D 0:583D 1 ..« 1.

A one-sided Whitehead design with early stopping to reject or accept the null hypothesis is illustrated in
Example 89.7.

Two-Sided Designs

The boundary values for a two-sided design are generated by combining boundary values from two one-sided
designs. With the STOP=BOTH option, this produces a double triangular design (Whitehead 1997, p. 98).

The boundary values for a two-sided design, using the score scale, are then given by the following:

©Su.../DCRIC Q¢
«Sy..k/D CQtCc.1 QI C g
*S;..«/D CQlc1 /R o

S k/DC|?1C |QIkCgk

where the modi ed alternative references are

2 1
D
?D - 11 ,Jc~ 11 "

2> 11/
D
?D 17 ,c- t1 1!

The modi ed alternative referenc® D if 4 D andQD (if | D .
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For a design with early stopping to reject or accept the null hypothesis, the two upper boundary values
at the nal stage are identical and the two lower boundary values at the nal stage are identical. That is,
S, .1/ DS, .1/andS, .1/ D S .1/. These modi ed drift parameters are then given by

oo Piip L

1 2,

h«>C2C.1 2,/ hg

he2C2C,.1 2,/ hg

R0 Q" ixD

1 2,

1 @
wherehx D gk 1, * D 0:583lo 1 ..k vu-

For a design with early stopping to reject the null hypothesis, or a design with early stopping to accept the
null hypothesis, you can specify the slope parameteend | in the TAU= option, and then the intercept
parameter€, andC;, and the resulting boundary values are derived. If both the maximum information
and alternative references are speci ed, the procedure deCiyendC, by maintaining either the overall

levels (BOUNDARYKEY=ALPHA) or the overall levels (BOUNDARYKEY=BETA). If the maximum
information and alternative reference are not both speci ed, the procedure derives the boundargyalues
andC, by maintaining both the overall and overall levels.

For a design with early stopping to reject or accept the null hypothesis (STOP=BOTH), Whitehead's triangular
testuses, D | D 0:25and comput&, D 2log.2 ,/ andC, D 2log.2 ,/ for the boundary values.

If the maximum information and alternative reference are both speci ed, the BOUNDARYKEY=ALPHA
option uses the speci ed values to compute the values and boundary values. The nal-stage boundary
values are modi ed to maintain the overallevels if they exist. Similarly, the BOUNDARYKEY=BETA
option uses the speci ed values to compute the values and boundary values. The nal-stage boundary
values are modi ed to maintain the overalllevels if they exist.

If the maximum information and alternative reference are not both speci ed, the specesdl values are

used to derive boundary values. The BOUNDARYKEY=NONE option uses these boundary values without
adjustment. The BOUNDARYKEY=ALPHA option modi es the nal-stage boundary values to maintain
the overall levels if they exist. Similarly, the BOUNDARYKEY=BETA option modi es the nal-stage
boundary values to maintain the overallevels if they exist.

Applicable Boundary Keys
Table 89.7 lists applicable boundary keys for a design that uses Whitehead methods.

Table 89.7 Applicable Boundary Keys for Whitehead Methods

Speci ed Parameters Boundary Keys
Early Stopping (Alt Ref — Max Info) Tau Alpha Beta None Both
RejectH g X X X X
AcceptHg X X X X
Reject/AccepH g X 0.25 X X
RejectH ¢ X X
AcceptHg X X

Reject/AccepH g 0.25 X X X
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Note that the symbol “X” under “(Alt Ref — Max Info)” indicates that both alternative reference and maximum
information are speci ed.

For a design with early stopping to reject the null hypothesis, or a design with early stopping to accept the null
hypothesis, you can specify the slope parametén the TAU= option, and then the intercept param&gr

and the resulting boundary values are derived. If both the maximum information and alternative reference are
speci ed, the procedure deriv€y, by maintaining either the overall levels (BOUNDARYKEY=ALPHA)

or the overall levels (BOUNDARYKEY=BETA). If the maximum information and alternative reference

are not both speci ed, the procedure derives the boundary value§ahg maintaining both the overall

and overall levels.

For a design with early stopping to reject or accept the null hypothesis (STOP=BOTH), Whitehead's triangular

test uses, D 0:25and solve<, D 2log. 2—/ for the boundary values. If the maximum information and

alternative reference are both speci ed, the BOUNDARYKEY=ALPHA option uses the specivalue to

compute the value and boundary values. The nal-stage boundary value is modi ed to maintain the overall
level if it exists. Similarly, the BOUNDARYKEY=BETA option uses the speci edvalue to compute the
value and boundary values. The nal-stage boundary value is modi ed to maintain the ovéea#! if it

exists.

If the maximum information and alternative reference are not both speci ed, the speceed values are

used to derive boundary values. The BOUNDARYKEY=NONE option uses these boundary values without
adjustment. The BOUNDARYKEY=ALPHA option modi es the nal-stage boundary value to maintain the
overall levelif it exists. Similarly, the BOUNDARYKEY=BETA option modi es the nal-stage boundary
value to maintain the overall level if it exists.

Error Spending Methods

For each sequential design, the@nd errors spent at each stage can be computed from the boundary values.
For example, for &-stage design with an upper alternative hypotheksisw D 1 and early stopping

to reject the null hypothesido W D 0, the boundary values in a standardizédcale are the upper

critical valuesay, k D 1;2;:::; K. At each interim stage, the null hypothebis is rejected if the observed
standardized statisticz, ak. Otherwise, the process continues to the next stage. At the nal stage, the
hypothesis is rejected Bx ~ ax . Otherwise, the null hypothesis is accepted.

The boundary values, are derived such that the overall Type | error probability
X

D K
kD1

where | isthe spending at stage That is, at stage 1,

1DPDO.Z]_ al/

At a subsequent stade

k DPpo.zj <aj;j D1;2;::0k 1, ze &/

Since each design can be uniquely identi ed by thend errors spent at each stage, a design can then
be derived by specifying theand errors to be used at each stage. The error spending method (Lan and



7380 F Chapter 89: The SEQDESIGN Procedure

DeMets 1983) distributes the error to be used at each stage and then derives the boundary values. Numerous
forms of the error spending function are available. Kim and DeMets (1987) examine the furictiorn3 t,

ft/ D t%, andf.t/ D t2, wheret is the information fraction. Jennison and Turnbull (2000, p. 148)
generalize these functions to the power functibhd / Dt ; >0 .

The ERRFUNCPOC option uses the cumulative error spending function (Lan and DeMets 1983)

8

<1 ift 1
Et/ D log.1C.e 1/t/ if0O<t<l1

0 otherwise

With a speci ed error of or , the cumulative error spending at stdges E.... (/ or E.... /, where
..k D I(=lx is the information fraction at stage The method produces boundaries similar to those
produced with Pocock's method.

The ERRFUNCOBF option uses the cumulative error spending function (Lan and DeMets 1983)

8

< 1 ift 1
Etla/D. £2.1 ~ 2p&2j/ ifO<t<l

-0 otherwise

wherea s either forthe spending function or forthe spending function. That is, with a speci ed
error of or ,the cumulative error spending at stdges E.... (I / or E.... (I / . The method produces
boundaries similar to those produced with the O'Brien-Fleming method.

The ERRFUNCGAMMA option uses the gamma cumulative error spending function (Hwang, Shih, and
DeCani 1990)

8

21 ift 1

Sle!' jfo<t<1l @0
E.tl D. 1le . ’
e ~t if 0<t<l1l, DO

"0 otherwise

where is the parameter speci ed in the GAMMA-= option. That is, with a speci ed error ofor , the
cumulative error spending at stages E.... (I / or E.... (I /.

The ERRFUNCPOW option uses the cumulative error spending function (Jennison and Turnbull 2000, p.
148)

8 .
<1 ift 1

Etl/ D _ t ifO<t<1
0 otherwise

where is the power parameter speci ed in the RHO= option. That is, with a speci ed errorof , the
cumulative error spending at stages E.... (I / or E.... (I /.

Error spending methods derive boundary values at each stage sequentially and require much more computation
than other types of methods for group sequential trials with a large number of stages, especially for a two-sided
asymmetric design with early stopping to accept, or to reject or accept g.
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Note that for a two-sided design with the STOP=BOTH or STOP=ACCEPT option, at each interim stage,
the SEQDESIGN procedure rst produces the lower and uppeoundary values based on the one-sided
spending. If the lower boundary value is greater than or equal to its corresponding uppeundary value,

there is no early stopping to accept the null hypothesis at this stage, and the corresposlmgling is
distributed proportionally to the remaining stages.

For the error spending functions not available in the SEQDESIGN procedure, you can rst compute the corre-
sponding error spending at each stage explicitly, then use the SEQDESIGN procedure with the ERRSPEND=
option to specify these errors directly.

For example, if the information levels are equally spaced in a ve-stage design, the option ERRFUNCPOW
(RHO=2) produces relative cumulative errors b£5/2, .2=5/2, .3=5/2, .4=5/2, and 1. This is equivalent to
using the option ERRSPEND (1 4 9 16 25).

A one-sided error spending design is illustrated in Example 89.8 and a two-sided asymmetric error spending
design is illustrated in Example 89.11.

Acceptance () Boundary

In a group sequential trial, the rejection boundary is derived under the null hypokthgsisd is used to stop

the trial early to rejecH . Similarly, the acceptance boundary is derived under the alternative hypothesis
and is used to stop the trial early to accklt. But, for a trial with early stopping either to reject or to accept

the null hypothesis, dependency exists between these two boundaries. This section describes the effects of
the acceptance boundary on the derivation of the rejection boundary in a group sequential trial.

The following statements create a one-sided four-stage group sequential design with early stopping either to
reject or to accept :

ods graphics on;
proc seqdesign altref=10;

ErrSpendPower_2: design nstages=4
method=errfuncpow(rho=2)
alt=upper  stop=both
alpha=0.025 beta=0.10;

run;
ods graphics off;

The ALTREF=10 option speci es the alternative reference 10. The METHOD=ERRFUNCPOW(RHO=2) op-
tionusesa D 2 power family error spending method to generate the rejection boundary. The ALPHA=0.025
and BETA=0.10 options specify the Type | error level 0.025 and Type Il error level 0.10, respectively.

The power parameter D 2 used in the design lies betweenD 1and D 3, where the boundaries
created with the D 1 power family error spending method are similar to the boundaries created from
the Pocock method, and the boundaries created widh3 are similar to the boundaries created from the
O'Brien-Fleming method.

The “Boundary Information” table in Figure 89.12 shows the rejection and acceptance boundary values
at the stages. With an error spending function method, the boundary values are derived sequentially. In
particular, the rejection boundary value at a stage is derived conditionally on both rejection and acceptance
boundary values at the previous stage. See the section “Error Spending Methods” on page 7379 for a detailed
description of the error spending methods.
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Figure 89.12 Boundary Information

With ODS Graphics enabled, the “Boundary Plot” is displayed by default, as shown in Figure 89.13. The
continuation region is affected by the acceptance boundary, and the rejection boundary is thus adjusted for
this acceptance boundary to maintain the Type | error level.

Figure 89.13 Boundary Plot
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For a design with early stopping either to accept or to rdjkgtthe shapes of boundaries affect the critical
value at the nal stage. For the acceptance boundary, a liberal method at early stages, such ds a
power family error spending method, lowers the critical value at the nal stage. For the rejection boundary, a
conservative method at early stages, such a®a3 power family error spending method, also lowers the
critical value at the nal stage. In addition, a larger Type Il error level also lowers the critical value at the
nal stage. The resulting critical value at the nal stage might even be less than the critical value for the
corresponding xed-sample design.

To illustrates how this can occur, the following statements us®al power family error spending method
for the acceptance boundary and ® 3 power family error spending method for the rejection boundary to
create a group sequential design:

proc seqdesign altref=10;

ErrSpendPower_3_1: design nstages=4
method(alpha)=errfuncpow(rho=3)
method(beta)= errfuncpow(rho=1)
alt=upper  stop=both
alpha=0.025 beta=0.10;

run;

The resulting “Boundary Information” table in Figure 89.14 shows that the boundary value at the nal stage
1.9267 is less than 1.96, the critical value of the corresponding xed-sample design.

Figure 89.14 Boundary Information

That is,H( can be rejected even if the test statistic at the nal stage is less than the critical value for the
corresponding xed-sample design, which is not desirable. Therefore, for a design with an acceptance
boundary, the design should be used with care.

Another reason why the rejection boundary should not be affected by the acceptance boundary is that a Data
and Safety Monitoring Board (DSMB) might not strictly adhere to this acceptance boundary, and thus the
Type | error level might not be maintained. Therefore, it might not be desirable for the rejection boundary to
be affected by the acceptance boundary (Lan and DeMets 2009, p. 103).

To use a design whose rejection boundary is not affected by the acceptance boundary and that can still stop
the trial early to accept o, you can use one of the following strategies:

* You can use the conditional power approach for a design that stops early only td+gjdabr this
design, the conditional power at an interim st&gm=n be de ned as the total probability of rejecting
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Ho at any future stages under a speci ed hypothetical reference, given the observed statisticlat stage
A small conditional power indicates a small probability of success (rejett)agiven the current

data, and the trial can be stopped early to acekpf{Lan, Simon, and Halperin 1982; Lan and DeMets
2009, p. 101). For a detailed description of conditional power, see the section “Stochastic Curtailment”
in Chapter 90, “The SEQTEST Procedure.”

* You can use a design with a nonbinding acceptance boundary (Zhu, Ni, and Yao 2011, pp. 132-133).
For this design, the rejection boundary is created by ignoring the acceptance boundary. Thus, the
Type | error level is maintained even when a trial is allowed to continue for a test statistic that falls in
the acceptance region, and the rejection boundary values (with the standardizagidtic scale) are
identical to the boundary values that are derived in the corresponding design that stops early only to
rejectHy.

Boundary Adjustments for Overlapping Lower and Upper Boundaries

For the xed boundary shape methods and Whitehead methods, the boundary values for all stages are
derived simultaneously for each boundary. For a two-sided design with STOP=ACCEPT or STOP=BOTH,
simultaneous derivation might result in overlapping of the lower and uppg®rundaries. That is, at an
interim stagek, the lower boundary value might be greater than its corresponding up@undary value.

In this case, these two boundary values are set to missing and the design does not stop &t staEept

the null hypothesis (Jennison and Turnbull 2000, p. 113).

For the error spending methods, the boundary values are derived sequentially for the stages. For a two-sided
design with STOP=ACCEPT or STOP=BOTH, a smalkpending at an interim stage might result in
overlapping of the lower and upperboundaries for the two corresponding one-sided tests. Speci cally, this
form of overlapping occurs at an interim stagi the upper boundary value derived from the one-sided

test for the upper alternative is less than the low@oundary value derived from the one-sided test for the
lower alternative (Kittelson and Emerson 1999, pp. 881-882; Rudser and Emerson 2007, p. 6). You can use
the BETAOVERLAP= option to specify how this type of overlapping is to be handled.

If BETAOVERLAP=ADJUST (which is the default) is speci ed, the procedure derives the boundary values
for the two-sided design and then checks for overlapping of the two one-sidedndaries at interim stages.

If overlapping occurs at a particular stage, thboundary values for the two-sided design are set to missing
(so the trial does not stop to accept the null hypothesis at this stage), andpiemding values at subsequent
stages are adjusted proportionally as follows.

Ifthe boundary values are set to missing at stiagea K-stage trial, the adjusted spending value at stage
K, eg, is updated for these missingboundary values, and then thespending values at subsequent stages
are adjusted proportionally by

0pn a0 8 & 0
eeDeg C— e /
DS e

forj D kC 1;:::;K, whereg andej0 are the cumulative spending values st stagbefore and after the

adjustment, respectively.

After all these adjusted spending values are computed, the boundary values are then further modi ed for
these adjusted spending values.

If you specify BETAOVERLAP=NOADJUST, no adjustment is made when overlapping of one-sided
boundaries occurs. The BETAOVERLAP= option is illustrated in Example 89.10.



Speci ed and Derived Parameters F 7385

Speci ed and Derived Parameters

In the SEQDESIGN procedure, the type of alternative hypothesis (ALT= option) and the condition for early
stopping (STOP= option) must be speci ed for each sequential design. The drift parameters are derived
for each design speci ed. Other parameters, such as Type | error probabiliggpe Il error probability

the alternative reference, and maximum information are either speci ed or derived in the SEQDESIGN
procedure.

Table 89.8 summarizes the available combinations for the speci ed and derived parameters in the SEQDE-
SIGN procedure.

Table 89.8 Speci ed and Derived Parameters in the SEQDESIGN Procedure

Speci ed Parameters Derived Parameters

Alt Ref Max Info Alpha Beta Alt Ref MaxInfo Alpha Beta Drift
Z X X X X

z X X X X

Z X X X X

Z X X X X

X X X X X

X X X

The symbol “X” indicates that the parameter is either speci ed or derived in the design and the symbol “Z”
indicates that the alternative reference is either speci ed explicitly with the ALTREF= option or derived from
the SAMPLESIZE statement. The drift parameter is always derived in the SEQDESIGN procedure.

For example, if the ALTREF= option is speci ed without the MAXINFO= option being speci ed, then the
maximum information is derived in the SEQDESIGN procedure with the speci add , as illustrated in
Example 89.5.

The drift parameter is the standardized reference difference at the nal stage. For a design, the drift parameter

IS

p__
dD gy Ix

if it has a lower alternative, and
p
du D 1u IX

if it has an upper alternative, whekg is the maximum information andy; and ., are the lower and upper
alternative references, respectively.

If the alternative reference and the maximum information are not both speci ed, then the speciret
are used to derive the drift parameter. Then if either the alternative reference or the maximum information is
speci ed, the other is derived from the drift parameter.

If both the alternative reference and the maximum information are speci ed, then eitheether or the
error is derived in the procedure. However, for a Haybittle-Peto method with the BOUNDARYKEY=NONE
option, both and errors are derived from the completely speci ed boundary values.
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For a nonsymmetric two-sided design with different lower and upper speci cations (such as different lower
and upper errors, errors, or alternative references in absolute values), the derived lower and upper
boundaries are not symmetric. If the alternative referengesand 1, are not both speci ed, then the
SEQDESIGN procedure assumes symmetric alternative referencbs, 1, D 1, for the computation

of the boundary values.

Applicable Boundary Keys

In the SEQDESIGN procedure, the BOUNDARYKEY= option in the DESIGN statement speci es the types

of errors to be maintained for the design. Table 89.9 lists applicable boundary keys for designs that use
uni ed family and Haybittle-Peto methods, designs that use error spending methods, and designs that use the
Haybittle-Peto method only.

Table 89.9 Applicable Boundary Keys for Designs without Whitehead Methods

Speci ed Parameters Boundary Keys
Method (Alt Ref — Max Info) Alpha Beta None Both
Uni ed X X X
Uni ed/Haybittle-Peto X X X
Error spending X X X
Haybittle-Peto X X X X

Uni ed/Haybittle-Peto X
Error spending X
Haybittle-Peto X

Note that the symbol “X” under “(Alt Ref — Max Info)” indicates that both the alternative reference and
maximum information are speci ed, and the method “Uni ed/Haybittle-Peto” indicates that both the uni ed
method and the Haybittle-Peto method are used in the same design.

If the ALTREF= and MAXINFO= options are both speci ed, then Type | and Type Il error probability levels
cannot be met simultaneously if both error probabilities are speci ed. The BOUNDARYKEY=ALPHA
option maintains the Type | error probability levebnd derives Type Il error probability. The BOUND-
ARYKEY=BETA option maintains the Type Il error probability leveland derives Type | error probability

If the Haybittle-Peto method is used for all boundaries, the BOUNDARYKEY=NONE option uses the
specied boundary value (STOP=REJECT or STOP=BOTH) and the speci eboundary value
(STOP=ACCEPT) at the nal stage for the design.

If the ALTREF= and MAXINFO= options are not both speci ed, the BOUNDARYKEY=BOTH option
derives boundary values that maintain both Type | and Type Il error probability levels.

Table 89.10 lists applicable boundary keys for a design that uses Whitehead methods.
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Table 89.10 Applicable Boundary Keys for Whitehead Methods

Speci ed Parameters Boundary Keys
Early Stopping (Alt Ref — Max Info) Tau Alpha Beta None Both
RejectH o X X X X
AcceptHg X X X X
Reject/Acceptd o X 0.25 X X
RejectH o X X
AcceptHg X X
Reject/Acceptd o 0.25 X X X

Note that the symbol “X” under “(Alt Ref — Max Info)” indicates that both alternative reference and maximum
information are speci ed.

If the ALTREF= and MAXINFO= options are both speci ed, then Type | and Type Il error probability levels
cannot be achieved simultaneously if both are speci ed. the BOUNDARYKEY=ALPHA option maintains
the Type | error probability level and derives Type Il error probability. The BOUNDARYKEY=BETA
option maintains the Type Il error probability leveland derives the Type | error probability

If the ALTREF= and MAXINFO= options are not both speci ed, then for a design with the STOP=REJECT
or STOP=ACCEPT option, the BOUNDARYKEY=BOTH option derives boundary values that maintain both
Type | and Type Il error probability levels. If the STOP=BOTH option is speci ed, Whitehead's triangular
method produces boundaries with approximate Type | and Type Il error probabilities. The BOUND-
ARYKEY=NONE option speci es no adjustment to these boundaries. The BOUNDARYKEY=ALPHA and
BOUNDARYKEY=BETA options maintain the Type | error probability leveland Type Il error probability

level , respectively, by adjusting boundary values at the nal stage.

Sample Size Computation

The SEQDESIGN procedure assumes that the data are from a multivariate normal distribution and the

.z, N Proa
® COV.Zkl;Zkz/Dplklzlk2 , 1 kg ko K

whereK is the total number of stages ahdis the information available at stage

If the test statistic is computed from the data that are not from a normal distribution, such as a binomial
distribution, then it is assumed that the test statistic is computed from a large sample such that the statistic
has an approximately normal distribution.

In a typical clinical trial, the sample size required depends on the Type | error probability leaérnative
reference 1, powerl , and variance of the response variable. Given a one-sided null hypothesis
Ho W D Owith an upper alternative hypothesig W D 1, the information required for a xed-sample
test is given by

R A A OB A/

lo D .
1
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The parameter and the subsequent alternative referencdepend on the test speci ed in the clinical trial.
For example, suppose you are comparing two binomial populagigri® p,; then D ps py is the

difference between two proportions if the proportion difference statistic is used, Bnidg Bzi—ng ,
the log odds ratio for the two proportions if the log odds ratio statistic is used.

If the maximum likelihood estimat&from the likelihood function can be derived, then the asymptotic
variance forGis Var. D 1=I, wherel is Fisher information for . The resulting statisti(pcorresponds to
the MLE s@tistic scale as speci ed in the BOUNDARYSCALE=MLE option in the PROC SEQDESIGN
statement© 1 corresponds to the standardizédcale (BOUNDARYSCALE=STDZ), and® corresponds

to the score statistic scale (BOUNDARYSCALE=SCORE).

Alternatively, if the score statistiSis derived in a statistical procedurg, it can be used as the test statistic and
its asymptotic variance is given by Fisher informatibrin this caseS= | corresponds to the standardized
Z scale ands=I corresponds to the MLE statistic scale.

For a group sequential trial, the maximum informatignis derived in the SEQDESIGN procedure with the
specied , ,and ;. With the maximum information
1

Ix D
Var. P

the sample size required for a speci ed test statistic in the trial can be evaluated or estimated from the known
or estimated variance of the response variable. Note that different designs might produce different maximum
information levels for the same hypothesis, and this in turn might require a different number of observations
for the trial.

If each observation in the data set provides one unit of information in a hypothesis testing, such as a one-
sample test for the mean, the required sample size for the sequential design can be derived from the maximum
information. However, for a survival analysis, an individual in the survival time data might provide only
partial information because of censoring. In this case, the required number of events can be derived from the
maximum information. With addition accrual information, the sample size can also be computed.

The SEQDESIGN procedure provides sample size computation for some one-sample and two-sample tests in
the SAMPLESIZE statement. It also provides sample size computation for tests of a parameter in regression
models such as normal regression, logistic regression, and proportional hazards regression. In addition, the
procedure can also compute the required sample size or number of events from the corresponding number in
the xed-sample design.

Table 89.11 lists theptions available in the SAMPLESIZE statement.

Table 89.11 SAMPLESIZE Statement Options

Option Description

Fixed-Sample Models

INPUTNOBS Speci es sample size for xed-sample design
INPUTNEVENTS Speci es number of events for xed-sample design
One-Sample Models

ONESAMPLEMEAN Speci es one-samplé test for mean
ONESAMPLEFREQ Speci es one-sample test for binomial proportion

Two-Sample Models
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Table 89.11 continued

Option Description
TWOSAMPLEMEAN Speci es two-sampl& test for mean difference
TWOSAMPLEFREQ Speci es two-sample test for binomial proportions

TWOSAMPLESURVIVAL Speci es log-rank test for two survival distributions

Regression Models

REG Speci es test for a regression parameter
LOGISTIC Speci es test for a logistic regression parameter
PHREG Speci es test for a proportional hazards regression parameter

The MODEL=INPUTNOBS and MODEL=INPUTNEVENTS options are described next, and the remaining
options are described in the next three sections.

Input Sample Size for Fixed-Sample Design

The MODEL=INPUTNOBS option derives the sample size required for a group sequential trial from the
sample siza&g for the corresponding xed-sample design. With the h=option specifying the sample size
no for a xed-sample design, the sample size required for a group sequential trial is then computed as

|
Ny D X ng

lo
wherel x is the maximum information for the group sequential designlanid the information for the
corresponding xed-sample design. The information ratio betweendl g is derived in the SEQDESIGN
procedure.

The SAMPLE=ONE option speci es a one-sample test, and the SAMPLE=TWO option speci es a two-
sample test. For a two-sample test, the WEIGHT= option speci es the sample size allocation weights for the
two groups.

Input Number of Events for Fixed-Sample Design

The MODEL=INPUTNEVENTS option derives the number of events required for a group sequential trial
from the number of eventdy for the corresponding xed-sample design. With the 8option speci es

the number of eventdy for a xed-sample survival analysis, the number of events required for a group
sequential trial is then computed as

|
dx D -2 do
lo

wherel x is the maximum information for the group sequential designignid the information for the
corresponding xed-sample design. The information ratio betwegendl g is derived in the SEQDESIGN
procedure.

The SAMPLE=ONE option speci es a one-sample test, and the SAMPLE=TWO option speci es a two-
sample test. For a two-sample test, the WEIGHT= option speci es the sample size allocation weights for the
two groups.

The ACCRUAL= option speci es the method for individual accrual. The ACCRUAL=UNIFORM option
(which is the default) speci es that the individual accrual is uniform in the accrual Tyneith a constant



7390 F Chapter 89: The SEQDESIGN Procedure

accrual rate 5, and the ACCRUAL=EXP(PARM=y) option speci es that the individual accrual is truncated
exponential with a scaled power parametgrwhere g 10and ¢ @ 0. With a scaled parameteg, the
power parameter for the truncated exponential with the accrualfjiegiven by D ¢=T;.

The LOSS= option speci es the individual loss to follow up in the sample size computation. The
LOSS=NONE option (which is the default) speci es no loss to follow up, and the EXP(POWJEbption
speci es exponential loss function with a power parameter

With the computed number of evertg for a group sequential survival design, the required total sample
size and sample size at each stage can be derived from speci cations of hazard rates, accrual information,
and losses to follow-up information. For each study group, the hazartl imtmnstant (which corresponds

to an exponential survival distribution) in the sample size computation.

The next four subsections describe required sample sizes for uniform accrual (with and without losses to
follow up) and for truncated exponential accrual (with and without losses to follow up).

Uniform Accrual without Losses to Follow Up

For a study group with a constant hazard taté the individual accrual is uniform in the accrual tiriig
with a constant accrual ratg, Kim and Tsiatis (1990, pp. 83—-84) show that the expected number of events
by timet is gigen by
<
Dy.t/ D

rat e ift T,
fra Ta Sp-eMe 1/ ift>T,

For a one-sample design (such as a proportional hazards regression), the expected number of everts by time
isE.t/ D Dy.t/, wherehis the hazard rate for the group. For a two-sample design (such as a log-rank test
for two survival distributions), the expected number of events by tiree

1
R C 1Dha't/ C R—C]—Dhb.t/
whereh, andh, are hazard rates in groupsand B, respectively, andr is the ratio of the sample size
allocation weightsva=wj,.

E.t/ D

If the accrual rate, is speci ed with one of the three time parameters—the accrual time, follow-up time, and
total study time—then PROC SEQDESIGN derives the other two time parameters by solving the equation
for the expected number of events. Similarly, if the accrual rgie not speci ed but two of the three time
parameters are speci ed, then PROC SEQDESIGN derives the accrual rate.

If the accrual rate, is speci ed without the accrual tim&;,, follow-up time T , and total study time
T D T, C T; , the minimum and maximum accrual times can be computed from the following equation, as
described in Kim and Tsiatis (1990, p. 85):
d
X T, E ldy/
la
With the accrual rate; and the accrual tim&,, the total sample size is

NX D ra Ta
At each stagd, the number of events is given by

|
d, D X dy
I x
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The corresponding tim&, can be derived from the equation for the expected number of eentspD dy,
and the resulting sample size is computed as

la Tk if Tk Ta

Uniform Accrual with Losses to Follow Up

With the LOSS=EXP(HAZARD=) option, the individual loss to follow up has an exponential loss distribu-
tion function

Ht/ D1 e !

where 0 is the loss hazard rate. The loss hazard rate can also be speci ed implicitly with the
MEDTIME=t suboption through the median loss titne

For a study group with a constant hazard faté the individual accrual is uniform in the accrual time
Ta with a constant accrual ratg and the individual loss to follow up has an exponential loss distribution
functionH.t/ , Lachin and Foulkes (1986, p. 511) derive the expected number of events by(titere
t>Ty)as

h 1
Dnt:Ta/DraT 1 g hC/t ghC/Ma 1y
h-t tal = a ta e hC /T,

Fort T,, the SEQDESIGN procedure estimates the expected number of events liyame

h 1

1 hC It
hC ncni- © /

For a one-sample design (such as a proportional hazards regression), the expected humber of events by time
tisE.t;Ta/ D Dy.t; T4/, whereh is the hazard rate for the group. For a two-sample design (such as a
log-rank test for two survival distributions), the expected number of events byt iBne

R 1
Et:Ta/D — Dy t;Ta/ C ———Dy,, .t: Tal
AP RCL MY RC MR

whereh, andhy are hazard rates in groupsandB, respectively, andR is the ratio of the sample size
allocation weightsva =wj,.

If the accrual rate, is speci ed with one of the three time parameters—the accrual time, follow-up time, and
total study time—then PROC SEQDESIGN derives the other two time parameters by solving the equation
for the expected number of events. Similarly, if the accrual ratis not speci ed, but two of the three time
parameters are speci ed, then PROC SEQDESIGN derives the accrual rate.

If the accrual rate, is speci ed without the accrual tim&,, follow-up time T; , and total study time
T D T, C T; , the SEQDESIGN procedure computes the minimum accrual Tyrtgy solving the equation

E.1 ;Ta/ D dyx
A closed-form solution is then given by

dx R ha 1 hp, !
ra RC1h,C RC1h,C
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Similarly, the SEQDESIGN procedure derives the maximum accrual Tyrgy solving the equation
E.Ta; Ta/ D dyx
The maximum accrual tim&, is then obtained by an iterative process.
With the accrual rate, and the accrual tim&,, the total sample size is
Ny D ra Ta
At each stagé, the number of events is given by
d¢ D II—; dx
The corresponding tim&, can be derived from the equation for the expected number of eentspD d,,
and the resulting sample size is computed as

Truncated Exponential Accrual without Losses to Follow Up
For a study group with a constant hazard ratéf the individual accrual is truncated exponential with
parameter over the accrual period from 0 G, with distribution

1 et
F.t/ Dle—Ta for O t Ta

Lachin and Foulkes (1986, p. 510) derive the expecteld number of events biy(tirheret > T ;) as
e ht g ht Talg Ta
h 1 e Ta

whereN is the total sample size.

Dyt;N/DN 1C

Fort T,,the SEQDESIGN procedure estimatles the expected number of events liyame
eht o t°
1 et

Dh.t; N/ DNF.t/ 1C H

For the truncated exponential accrual function with a parametsfer the accrual period from 0 T, you
specify the scaled parametey D T 4 in the ACCRUAL=EXP(PARM=() option, where g 10and
o2 O

For a one-sample design (such as a proportional hazards regression), the expected number of evertts by time
iSE.t;N/ D Dy,.t; N/, whereh is the hazard rate for the group. For a two-sample design (such as a log-rank
test for two survival distributions), the expected number of events byttime

R
Et:N/ D —Dy t:N/ C
’ RC1 M RC1

whereh, andh, are hazard rates in groupsand B, respectively, andr is the ratio of the sample size
allocation weightsva=wj,.

Dhb-t;N/
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If the total sample siz&\ is speci ed, then at least one of the three time parameters—the accrual time,
follow-up time, and total study time—must be speci ed, and then PROC SEQDESIGN derives the other two
time parameters by solving the equation for the expected number of events. Similarly, if the total sample size
N is not speci ed, then at least two of the three time parameters must be speci ed, and PROC SEQDESIGN
derives the sample size.

If the accrual sample siZ¢ is not speci ed, the SEQDESIGN procedure computes the minimum accrual
sample size by solving the equation
E.1;N/D dx

Thatis,N D dx.

Similarly, if the total sample sizH is not speci ed but the accrual timk, is speci ed, the SEQDESIGN
procedure derives the maximum accrual sample Nibg solving the equation

E.Ta;N/ D dx

At each stagé, the number of events is given by
I
de D X dy
I x

The corresponding tim&, can be derived from the equation for the expected humber of edentspD dy,
and the resulting sample size is computed as

NF.Te ifTe Ta

Nic D N if Tq >Ta

Truncated Exponential Accrual with Losses to Follow Up

With the LOSS=EXP(HAZARD=) option, the individual loss to follow up has an exponential loss distribu-
tion function

Ht/ D1 e !

where 0 is the loss hazard rate. The loss hazard rate can also be speci ed implicitly with the
MEDTIME=t suboption through the median loss titne

For a study group with a constant hazard rfatéf the individual accrual is truncated exponential with
parameter over the accrual period from 0 i, with distribution

1 et
F.t/ Dle—Ta for O t Ta

and the individual loss to follow up has an exponential loss distribution funétioh, Lachin and Foulkes

(1986, p. 513) derive the expected number of events by tifwheret > T ) as
I
e hCIt o hClt Talg Ta’

h
Dy.t;N/ DN — 1C
h hC hC 1 e Ta
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Fort T,, the SEQDESIGN procedure estimates the expected number of events liyasme
|
e hCit o t°
hC 1 et

h
D t:N/ DNFt/ —— 1C
h hC

For the truncated exponential accrual function with a parametser the accrual period from 0 g, you
specify the scaled parameteyD T 5 in the ACCRUAL=EXP(PARM=() option, where g 10and
oa 0.

For a one-sample design (such as a proportional hazards regression), the expected number of everts by time
isE.t;N/ D Dy.t; N/, whereh is the hazard rate for the group. For a two-sample design (such as a log-rank
test for two survival distributions), the expected number of events byttime

E.t;N/ D Dp,.t;N/ C D, -t;N/

RC1 RC1
whereh, andh, are hazard rates in groupsand B, respectively, andr is the ratio of the sample size
allocation weightsva, =wj,.

If the total sample siz&\ is speci ed, then at least one of the three time parameters—the accrual time,
follow-up time, and total study time—must be speci ed, and then PROC SEQDESIGN derives the other two
time parameters by solving the equation for the expected number of events. Similarly, if the total sample size
N is not speci ed, then at least two of the three time parameters must be speci ed, and PROC SEQDESIGN
derives the sample size.

If the accrual sample size is not speci ed, the SEQDESIGN procedure computes the minimum sanigle size
by solving the equation

E.1 ;N/ D dyx
A closed-form solution is then given by
g R ha 1 hy, 1
* RC1haC RC1h,C

Similarly, if the accrual sample si2¢ is not speci ed but the accrual timg, is speci ed, the SEQDESIGN
procedure derives the maximum accrual sample Nibg solving the equation

E.Ta;N/ D dyx
At each stagd, the number of events is given by
d¢ D II—:: dx
The corresponding tim&, can be derived from the equation for the expected number of eentsD d,,

and the resulting sample size is computed as

NF.Ty/ if T Ta
Ni D N if Tq >Ta

The following three sections describe examples of test statistics with their resulting information levels, which
can then be used to derive the required sample size. The maximum likelihood estimators are used for all tests
except to compare two survival distributions with a log-rank test, where a score statistic is used.
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Applicable One-Sample Tests and Sample Size Computation

The SEQDESIGN procedure provides sample size computation for two one-sample tests: normal mean and
binomial proportion. The required sample size depends on the variance of the response variable—that is, the
sample proportion for a binomial proportion test.

In a typical clinical trial, a hypothesis is designed to reject, not accept, the null hypothesis to show the
evidence for the alternative hypothesis. Thus, in most cases, the proportion under the alternative hypothesis
is used to derive the required sample size. For a test of the binomial proportion, the REF=NULLPROP and
REF=PROP options use proportions under the null and alternative hypotheses, respectively.

Test for a Normal Mean

The MODEL=ONESAMPLEMEAN option in the SAMPLESIZE statement derives the sample size required
to test a normal mean by using the sample mean statistic for the null hypothBsisg. At stagek, the
sample mean is computed as

wherey, is the value of thgth observation available in theh stage andly is the cumulative sample size
at stagek.

An equivalent hypothesis i W D 0, where D 0-
The MLE statistic for
@Dy, o N it

where the information
1 1 Ny

D — D —
Var. Var.y,/ 2
is the inverse of the variance.

I, D

That is, the standardized statistic

P— p— p—
Z,DQ I,D.y, o I N e 1
Thus, to test the hypothedisp W D 0 against a two-sided alternatite; W D 1, Hg is rejected at stage
k if the statisticZ is less than or equal to the lowerboundary value or iZ  is greater than or equal to the
upper boundary value at stade

If the variance 2 is unknown, the sample variance can be used if it is assumed that the sample variance is
computed from a large sample such that the test statistic has an approximately normal distribution.

The maximum information is needed to derive the required sample size. If the maximum information is not
speci ed or derived with the ALTREF= option in the procedure, the MEAN®ption in the SAMPLESIZE
statement is used to specify the alternative reference and thus to derive the maximum information.



7396 F Chapter 89: The SEQDESIGN Procedure

In the SEQDESIGN procedure, the computed total sample size
Nk D 21y

wherel x is the maximum information and is the speci ed standard deviation. With an available maximum
information, you can specify the MODEL=ONESAMPLEMEAN( STDDEV3Zoption in the SAMPLESIZE
statement to compute the required total sample size and individual sample size at each stage. A procedure
such as PROC MEANS can be used to derive a one-sargst for a normal mean.

Test for a Binomial Proportion

The MODEL=ONESAMPLEFREQ option in the SAMPLESIZE statement derives the sample size required
to test a binomial proportion by using the null hypothgsi® pg, wherep is the proportion of a binomial
population. At stag&, the MLE forp is computed as

1 R
R L
k .
jD1
wherey,; is the value of thgth observation available in theh stage andN, is the cumulative sample size
at stagek.

An equivalent hypothesisidg W D 0, where D p po. If pg is not close to 0 or 1, then for a large
sample,@ D @ po has an approximately normal distribution

Q@ N It
where the informatiom, D .p.1  p/=N/ 1! is the inverse of the varianaér. ?.
Then the standardized statistic

2,0 Q"1 NP1

In practice, the estimated sample proportidat stagek can be used to derive the informatippand test
statisticZ . Thus, to test the hypothediky against an upper alternativt; W D 1 >0, Hg is rejected at
stagek if the statisticZ  is greater than or equal to the uppeboundary at stagke

The maximum informatioty is needed to derive the required sample size. If the maximum information is
not speci ed or derived with the ALTREF= option in the procedure, the PROP= option in the SAMPLESIZE
statement is used to specify the alternative reference and to derive the maximum information for the sample
size calculation.

It is assumed that the sample size is suf ciently large such that the test statistic has an approximately normal
distribution. With the hypothesé$y VW D po andH; W D p1, the SEQDESIGN procedure derives the
total sample size

wherep D po if REF=NULLPRORP is speci ed. Otherwis@, D p;.

If the PROP= option in the SAMPLESIZE statement is not speci ed, then the alternative referedesved
in the SEQDESIGN procedure is used to compuied pg C 1.

The ALTREF= option in the PROC statement can be used to specif@therwise, the PROP= option in the
SAMPLESIZE statement must be speci ed.
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For example, wititHo W D 0:5 H; W D 0:6, and REF=PROP (which is the default),
Nk Dp .1 p/lx D.0:6 0:4/1x D 0:241x

You can specify the MODEL=ONESAMPLEFREQ option in the SAMPLESIZE statement to compute the
required total sample size and individual sample size at each stage. A procedure such as PROC GENMOD
with the default DIST=NORMAL option in the MODEL statement can be used to derivé thet for a
binomial proportion.

Applicable Two-Sample Tests and Sample Size Computation

The SEQDESIGN procedure provides sample size computation for two-sample tests: the test for the difference
between two normal means, tests for binomial proportions, and the log-rank test for two survival distributions.
These tests for binomial proportions include the test for the difference between two binomial proportions, the
log odds ratio test for binomial proportions, and the log relative risk test for binomial proportions,

For a test of difference between two sample means, the required sample size depends on the assumed sample
variances. Similarly, for a test of two-sample proportions, the required sample size depends on the assumed
sample proportions. For a log-rank test of two survival distributions, the required sample size depends on the
assumed sample hazard rates, accrual rate, and accrual time.

If the REF=NULLPROP or REF=NULLHAZARD option is speci ed, the proportions or hazard rates
under the null hypothesis are used to derive the required sample size or number of events. Otherwise, the
REF=PROP option (which is the default in the MODEL=TWOSAMPLEFREQ option) or the REF=HAZARD
option (which is the default in the MODEL=TWOSAMPLESURVIVAL option) uses proportions or hazard
rates under the alternative hypothesis to derive the required sample size or number of events.

Test for the Difference between Two Normal Means

The MODEL=TWOSAMPLEMEAN option in the SAMPLESIZE statement derives the sample size required
to test the difference between the means of two normal populatigrgd , by using the null hypothesis
HoW D O,where D , .

At stagek, the MLE for is computed as

B B 1 Nak 1 Mok
@D Va Yok D N Yai N YK
ak iD1 bk iD1

wherey, andyyg are the values of thgh observation available in thieh stage group# andB,
respectively, antl,, andNy, are the cumulative sample sizes at stkd@r these two groups.

The statistic? has a normal distribution

Q@ N ;1!

where the informatiom, is the inverse of the varianaéar. Q/ D 2=Ngk C  2=Np.

b
Then the standardized statistic

szQMI N pﬁm
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Thus, to test the hypothedisp W D 0 against an upper alternatite; W D 1; 1 >0, Hg is rejected at
stagek if the statisticZ,  ay, the upper boundary for the standardiz&dstatistic at stagk.

If the variances 2 and g are unknown, the sample variances can be used to derive the inforrhaiifon
it is assumed that each sample variance is computed from a large sample such that the test statistic has an
approximately normal distribution.

The maximum information is needed to derive the required sample size. If the maximum information is not
speci ed or derived in the procedure, the alternative referepcspeci ed in the MEANDIFF option is used
to derive the maximum information.

Note that in order to derive the sample sidgg andNp, uniquely from the informationN,x D R Npy

WEIGHT=w,4 wy, option in the SAMPLESIZE statement.
In PROC SEQDESIGN, the computed total sample sizes for the two groups are

2
Nak D. 2CR gllxDR.EaC 211 x

2
Nk D.EaC ol x

wherel x is the maximum information derived in the SEQDESIGN proceddiis,the constant allocation
ratio, and 5 and | are the speci ed standard deviations.

ForR D 1, the two sample sizes are equal, then

N
Nak DNbKDTKD. 2¢c &y

If the variances from the two groups are equgl,D g D 2, then the total sample sizes for the two groups
are

Nak D.1CR/ ?ly
Nek D .1C 1/ 2
bK - R X

and the total sample size is

RC1/2 2,

Nx D Nak C Nix D =

X

Furthermore, foR D 1, the two sample sizes are equal, then

N
NaKDNbKD%Dz 2]y

With an available maximum information, you can specify the MODEL=TWOSAMPLEMEAN( WEIGHT=

R STDDEV= , ) optioninthe SAMPLESIZE statement to compute the required total sample size and
individual sample size at each stage. A procedure such as PROC GLM can be used to derive the two-sample
Z test for the mean difference.
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Test for the Difference between Two Binomial Proportions

The MODEL=TWOSAMPLEFREQ(TEST=PROP) option in the SAMPLESIZE statement derives the sample
size required to test the difference between two binomial populationsHgtiV D 0, where D pa  pp.
At stagek, the MLE for is

1 Nak 1 Mok

Yakj —_ Ybkj
Nak o kale k

@D @k @ok D

iD1

wherey, andyy are the values of thgh observation available in théh stage for groupa andB,
respectively, antl,, andNy are the cumulative sample sizes at stkd@r these two groups.

For suf ciently large sample size¥,, andNy, the statisticQ has an approximate normal distribution
R N Iyt

where the information is the inverse of the variance

Var. (2/ D Pa.l pal/ C pp.1  po/
ak Npk

Thus, the standardized statistic

sz‘EpE N pE;l

In practicep, D [ andpy D 1), the estimated sample proportions for grodsndB, respectively, at
stagek, can be used to derive the informatibnand the test statisti¢ . Thus, to test the hypothedik,
against an upper alternativé; W > 0 , Hg is rejected at stagkif the statisticZ,  ay, the upper
boundary for the standardiz&dstatistic at stagk.

The maximum informatioty is needed to derive the required sample size. If the maximum information is

not speci ed or derived with the ALTREF= option in the procedure, the PROP= option in the SAMPLESIZE
statement is used to provide proportions under the alternative hypothesis for the alternative reference and
then to derive the maximum information.

The proportions in the two groups are needed to derive the sample size. Also, in order to derive the

whereR D wy=w, is the constant allocation ratio computed from the WEIGMT=w,, option in the
SAMPLESIZE statement. Then

Pal Ppal . Po-l pof 1D Nak

Iy D
X Nak Npk Pa.-l pa/ CRpp.1 pp/

In PROC SEQDESIGN, the total sample sizes in the two groups are computed as

Nak D pg.1 p,/CRp,.1 p,/ Ix

1
Ny D =N
bK R akK

whereR D wa=w, is the constant allocation ratio, apg andp, are proportions speci ed with the REF=
option:
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REF=NULLPROP uses proportions und¢g: p, D poa, P, D pob

REF=AVGNULLPROP uses the average proportion urtdgrp, D p, D .Rpoa C pon/=-R C 1/

REF=PROP uses proportions unttf: p, D pia, p, D p1p

REF=AVGPROP uses the average proportion utieép, D p, D .Rp1a C p1p/=R C 1/

The total sample size is given by

1
Nx D Nak CNix D.RC1/ =pal pa/Cpyl py/ Ix

ForR D 1, the two sample sizes are equal,

N
NaKDNbKD%D Pa-l pa/Cp,-1 py/ Ix

You can specify the MODEL=TWOSAMPLEFREQ( TEST=PROP WEIGHToption in the SAMPLE-

SIZE statement to compute the required total sample size and individual sample size at each stage. A
procedure such as PROC GENMOD with the default DIST=NORMAL option in the MODEL statement can

be used to derive the two-samgdest for proportion difference.

Test for Two Binomial Proportions with a Log Odds Ratio Statistic

The MODEL=TWOSAMPLEFREQ(TEST=LOGOR) option in the SAMPLESIZE statement derives the
sample size required to test two binomial proportions by using a log odds ratio statistic. The odds ratio is the
ratio of the odds in one group to the odds in the other group, and the log odds ratio is the logarithm of the
odds ratio

Pa=.1 pa/ Pa.-l  pp/
— = Dlog ————
Pp=1 pp/ Pp.-l Pa/

The hypothesis of no difference between two proportipasD py, can be tested through the null hypothesis
Ho W D 0, where is the log odds ratio. For example, wikdhy Wpby D p, D O:6andH1 Wp, D

0:8; p, D 0:6, it corresponds to the equivalent hypothedisW D OandH; W D log 321 39 p
log.8=3/ D 0:98083

The maximum likelihood estimate ofis given by

M1 @y

OD Io
Y 91 @d

with an asymptotic variance
1 1
C
Napa.l pa/  Nppp.l pp/
wherel is the information (Diggle et al. 2002, pp. 341-342). That is, the standardized statistic
Y

var.?D1 D

p__ _
Z«DQ 1, N ;1
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In practicep, D & andp, D @, the estimated sample proportions for grommﬂdB, respectively, at
stagek, can be used to derive the informatibnand the test statistié, D Q" Ty if the two sample sizes
N4 andNy, are suf ciently large such that the test statistic has an approximately normal distribution.

The maximum informatiohy is needed to derive the required sample size. If the maximum information is

not speci ed or derived with the ALTREF= option in the procedure, the PROP= option in the SAMPLESIZE
statement is used to provide proportions under the alternative hypothesis for the alternative reference and
then to derive the maximum information.

In order to derive the sample sizlg, andNy, uniquely from the informationN,, D R Ny is assumed

Wy, option in the SAMPLESIZE statement. Then with

1 1 !

Ilvw DN
x DNok RooT bl C pod pol

the sample size can be computed.

In PROC SEQDESIGN, the total sample sizes in the two groups are computed as
!
1 1

Npk D | C
bK X Rpal pa/  py-l py/

Nak D RNpg

whereR D wa=w, is the constant allocation ratio, apg andp,, are proportions speci ed with the REF=
option:

REF=NULLPROP uses proportions und¢s: p, D poa, P, D Pob

REF=AVGNULLPROP uses the average proportion urtdgrp, D p, D .Rpoa C poy/=-R C 1/

REF=PROP uses proportions unétef: p, D pia, P, D p1p

REF=AVGPROP uses the average proportion utieép, D p, D .Rp1a C p1p/=R C 1/

You can specify the MODEL=TWOSAMPLEFREQ( TEST=LOGOR WEIGHj-option in the SAM-
PLESIZE statement to compute the required total sample size and individual sample size at each stage. A
procedure such as PROC LOGISTIC can be used to derive the log odds ratio statistic.

Test for Two Binomial Proportions with a Log Relative Risk Statistic

The MODEL=TWOSAMPLEFREQ(TEST=LOGRR) option in the SAMPLESIZE statement derives the
sample size required to test two binomial proportions by using a log relative risk statistic. The relative risk is
the ratio of the proportion in one group to the proportion in the other group. The log relative risk statistic is
the logarithm of the relative risk

D log Pa

Pp
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The hypothesis of no difference between two proportipasD py,, can be tested through the null hypothesis
Ho W D 0. For example, wittHy W, D pp D 0:6andH1 W, D 0:8; py D 0:6, it corresponds to the
equivalent hypothesido W D OandH; W D log % D log.4=3/ D 0:28768

The maximum likelihood estimate ofis given by

OD Ilog %

with an asymptotic variance

1p 1 pa C 1 pp
Napa  NpPpp
wherel is the information (Chow and Liu 1998, p. 329).

In practicep, D & andp, D @, the estimated sample proportions B)r growpsndB, respectively, at
stagek, are used to derive the informatibp and the test statistié, D @' Ty.

The maximum informatiohy and proportiong, andpy, are needed to derive the required sample size. If
the maximum information is not speci ed or derived with the ALTREF= option in the procedure, the PROP=
option in the SAMPLESIZE statement is used to provide proportions under the alternative hypothesis for the
alternative reference and then to derive the maximum information.

Note that in order to derive the sample sidgg andNy uniquely from the informationN,, D R Ny

WEIGHT=w, wy, option in the SAMPLESIZE statement. Then the sample size can be computed from

1 pal !

I'x D Npk Rp o
a

In PROC SEQDESIGN, the computed sample sizes in the two groups are
!

Npk D Ix Rp

a Py

Nak D R Npk

whereR D wa=w, is the constant allocation ratio, apg andp, are proportions speci ed with the REF=
option:

REF=NULLPROP uses proportions und¢s: p, D poa, P, D Pob

REF=AVGNULLPROP uses the average proportion urtdgrp, D p, D .Rpoa C pop/=-R C 1/

REF=PROP uses proportions unttef: p, D pia, P, D P

REF=AVGPROP uses the average proportion uttiekpp, D p, D .Rp1a C p1p/=R C 1/

You can specify the MODEL=TWOSAMPLEFREQ( TEST=LOGRR WEIGH)=option in the SAM-
PLESIZE statement to compute the required total sample size and individual sample size at each stage. A
procedure such as PROC LOGISTIC can be used to derive the log relative risk statistic.



Applicable Two-Sample Tests and Sample Size Computation F 7403

Test for Two Survival Distributions with a Log-Rank Test

The MODEL=TWOSAMPLESURY option in the SAMPLESIZE statement derives the number of events
required for a log-rank test of two survival distributions. The analysis of survival data involves the survival
times for both censored and uncensored data. A noncensored survival time is the time from treatment to an
event such as remission or relapse for an individual. A censored survival time is the time from treatment to
the time of analysis for an individual surviving at that time, and the status is unknown beyond that time.
Let T be the random variable of the survival time. Then the survival function
St/ D Pr.T >t/
is the probability that an individual from the population has a survival time that exteadsd the hazard
function is given by
f.t/
ht/ D —
S.t/
wheref .t/ is the density function of.
The hazard functions can be used to test the equality of two survival distrib@iarisD S, .t/ with the
null hypothesidHo Wh,.t/ D hy.t/;t > 0, whereS,.t/ andS;,.t/ are survival functions for groupsandB,
respectively, anth;.t/ andh,.t/ are the corresponding hazard functions.

If the two hazards are proportional .t/ D h ,.t/, where is a constant, then an equivalent null hypothesis
is

hy.t/

hp.t/
Alternatively, another equivalent null hypothesis is given by

HoWD log./ DO

HoW D D1

Suppose that the hazard réites a constant. Then with a speci ed median survival timg the hazard rate
can be derived from the equation

1

hT

e mD -
2

event times. Then the score statistic is the log-rank statistic (Jennison and Turnbull 2000, pp. 259-261;
Whitehead 1997, pp. 36—39)

MW

S« D dakj €akj /

jD1
wheredy; is the number of events from growpande,; is the number of expected events frémThe
number of expected events frois computed as
rakj
M
wheredy; is the number of events from both groupsg is the number of individuals from the treatment
group who survived up to timgg , andry; is the number of individuals from both groups who survived up
totime y .

€akj D dkj
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If the number of eventdy; is small relative tay; , the number of individuals survived up to timg , then
with a suf ciently large sample siz&, has an approximately normal distribution

Sk N. I g; Ik/

where the variance @, is the estimated information

Iy D o Taig Toij Gy dy
2
iD1 rkj

In order to derive the number of events from the informatignN,, D R Ny, is assumed fok D
1;2;:::; K, whereR D wy=w, is the constant allocation ratio computed from the WEIGME=w,, option
in the SAMPLESIZE statement.

The maximum informatiohy is needed to derive the required sample size. If the maximum information
is speci ed or derived with the ALTREF= option in the procedure, the HAZARD=, MEDSURVTIME=,
and HAZARDRATIO= options are not applicable. Otherwise, the HAZARD=, MEDSURVTIME=, or
HAZARDRATIO= option is used to compute the alternative reference and then to derive the maximum
information for the sample size calculation.

With Nak D R Nk , if the number of events is few relative to the number of individuals who survived, then
rak Rry; , and

X R 4 p_R
[ RC17 K = RC1/2

I x Dx

iD
whereD x is the total number of events.

Thus, the required total number of events

R C 1/
Dx D TIX

For a study group, if the hazard rate is constant, corresponding to an exponential survival distribution, and
the individual accrual is uniform in the accrual tifig with a constant accrual ratg, then the required

total sample size and sample size at each stage can be derived. See the section “Input Number of Events
for Fixed-Sample Design” on page 7389 for a detailed description of the sample size computation that uses
hazard rates, accrual rate, and accrual time.

You can specify the MODEL=TWOSAMPLESURVIVAL option in the SAMPLESIZE statement to compute

the required total number of events and individual number of events at each stage. With the speci cations
of hazard rates, accrual rate, and accrual time, the required total sample size and individual sample size at
each stage can also be derived. If the REF=NULLHAZARD option is speci ed, the hazard rates under the
null hypothesishgs andhgy,, are used in the sample size computation. Otherwise, the hazard rates under the
alternative hypothesi$; 4 andhy,, are used. A procedure such as PROC LIFETEST can be used to derive
the log-rank statistic.
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Applicable Regression Parameter Tests and Sample Size Computation

The SEQDESIGN procedure provides sample size computation for tests of a regression parameter in three
regression models: normal regression, logistic regression, and proportional hazards regression.

To test a parameten; in a regression model, the variance of the parameter estifddteneeded for the
sample size computation. In a simple regression model with one covatiatee variance ofQ is inversely
related to the variance of1, f That is,

1

2
X

var. Q/ /

for the normal regression and logistic regression models, wkésehe sample size, and

1

2
X

var. Q/ /

for the proportional hazards regression model, wiieig the number of events.

For a regression model with more than one covariate, the variangkfof the normal regression and logistic
regression models is inversely related to the variancéladfter adjusting for other covariates. That is,

1
N.1 r2/ ?

X

Var. Q/ /

where Q is the estimate of the parameter in the model and? is the R square from the regressionxaf
on other covariates—that is, the proportion of the variancexplained by these covariates.

Similarly, for a proportional hazards regression model,

1

Var. 4/ /
ar. Q T

D.1

Thus, with the derived maximum information, the required sample size or number of events can also be
computed for the testing of a parameter in a regression model with covariates.

Test for a Parameter in the Regression Model

The MODEL=REG option in the SAMPLESIZE statement derives the sample size required festof a
normal regression. For a normal linear regression model, the response variable is normally distributed with
the mean equal to a linear function of the explanatory variables and the constant vadance

The normal linear model is

y N X ; Fly

whereY 1, isthe vector of thé\ observed responses,y |, is the design matrix for thege observations,
p 1 isthe parameter vector, ahg, isthe.N N/ identity matrix.

The least squares estimate is

Op x% 'x%
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and is normally distributed with meanand variance

Var. 9D 2.X%/ 1

For a model with only one covariak€l,

Q N g var. Q

where the variance

21
yN)%

var.Q/D1 'D
Thus, with the derived maximum informatidg D | |, the required sample size is given by

N D Ix

><N|‘<[\_)

For a normal linear model with more than one covariate, the variance of a single paramister

1

2
YN 2.1 r2

var. 9/ D 2.X%/,3, D

Where.XOX/_ﬁ, is the diagonal element of th&®/ * matrix corresponding to the parametar, 2isthe
variance of the variabl1, andr? is the proportion of variance of1 explained by other covariates. The
value 2.1 r2/ represents the variance %t after adjusting for all other covariates.

Thus, with the derived maximum informatiog , the required sample size is

<N

N D Ix

1 r2 2

XN

In the SEQDESIGN procedure, you can specify the MODEL=REG( VARIANQF_XVARIANCEz 2
XRSQUARE=2) option in the SAMPLESIZE statement to compute the required total sample size and
individual sample size at each stage. A SAS procedure such as PROC REG can be used to compute the
parameter estimate and its standard error at each stage.

Test for a Parameter in the Logistic Regression Model

The MODEL=LOGISTIC option in the SAMPLESIZE statement derives the sample size required for a
test of a logistic regression parameter. The linear logistic model has the form

logit.p/ D log ﬁ D x

wherep is the response probability to be modeled anid a vector of parameters.

Following the derivation in the section “Test for a Parameter in the Regression Model” on page 7405, the
required sample size for testing a parameter is given by

y
NDhx 722
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With the variance of the logit responsé, D 1=p.1 p/,

1 1
p.l p/ .1 r2 2

X

N D Ix

where ? is the variance ok andr? is the proportion of variance explained by other covariates.

In the SEQDESIGN procedure, you can specify the MODEL=LOGISTIC( PROPY¥ARIANCE= ?
XRSQUARE=?) option in the SAMPLESIZE statement to compute the required total sample size and
individual sample size at each stage.

A SAS procedure such as PROC LOGISTIC can be used to compute the parameter estimate and its standard
error at each stage.

Test for a Parameter in the Proportional Hazards Regression Model

The MODEL=PHREG option in the SAMPLESIZE statement derives the number of events required for a
Z test of a proportional hazards regression parameter. For analyses of survival data, Cox's semiparametric
model is often used to examine the effect of explanatory variables on hazard rates. The survival time of each
observation in the population is assumed to follow its own hazard fundtjor, expressed as

hi.t/ D h.t1X;/ D ho.t/ exp.X? /

wherehg.t/ is an arbitrary and unspeci ed baseline hazard functigris the vector of explanatory variables
for theith individual, and is the vector of regression parameters associated with the explanatory variables.

Hsieh and Lavori (2000, p. 553) show that the required number of events for testing a parameter,in
associated with the variab}l is given by

1

1 org 2

Dx D Ix

where ? is the variance oK1 andr? is the proportion of variance of1 explained by other covariates.

In the SEQDESIGN procedure, you can specify the MODEL=PHREG( XVARIANCEXRSQUARE= 2)
option in the SAMPLESIZE statement to compute the required number of events and individual number of
events at each stage.

A SAS procedure such as PROC PHREG can be used to compute the parameter estimate and its standard
error at each stage.

Note that for a two-sample test}l is an indicator variable and is the only covariate in the model. Thus, if the
two sample sizes are equal, then the variane® 1=4and the required number of events for testing the
parameter i is given by

1
Dx D Ix —5 D 4lx

X

See the section “Input Number of Events for Fixed-Sample Design” on page 7389 for a detailed description
of the sample size computation that uses hazard rates, accrual rate, and accrual time.
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Aspects of Group Sequential Designs

This section summarizes various aspects of group sequential designs that are encountered in applications of
the SEQDESIGN procedure. Features are illustrated through two-sided designsvithO5and D 0:10.

The null hypothesi$io W D 0and an alternative reference D  0:25are used for the designs with early
stopping only to reject the null hypothesis.

Canonical Joint Distribution

The SEQDESIGN procedure assumes that with a total number of ¥agies sequence of the standardized

* Cov.Z kl;zkzl D P A k1:|k2/1 1 ki ko K

Normality Assumption

The SEQDESIGN procedure derives the boundary values by assuming that the sequence of the standardized

for the parameter. If the test statistiZ , does not have a normal distribution, it is assumed that the
test statistic is computed from a large sample, so that the resulting statistic has an approximately hormal
distribution.

Number of Stages

For group sequential trials with xed signi cance leve| powerl , and alternative reference, if the
number of stages is increased, the required maximum information is also increased, but the average sample
number under the alternative hypothesis is likely to decrease.

For example, for two-sided designs with early stopping only to reject the null hypotdgsi¢y D O,

D 0:05 and D 0:10at the alternative reference D  0:25 the O'Brien-Fleming method increases the
maximum information from 168.12 for a xed-sample design to 169.32 for a two-stage design, 172.57 for
a ve-stage design, and then 174.42 for a ten-stage design. In the mean time, the average sample number
(as a percentage of xed-sample) under the alternative hypothesis decreases from 100 for a xed-sample
design to 85.11 for a two-stage design, 75.03 for a ve-stage design, and then 71.80 for a ten-stage design.
The reduction in average sample number decreases as the number of stages increases. Thus there seems to be
little to gain from choosing a design with more than ve stages (Pocock 1982, p. 155).

Alternative Reference

The alternative referencq is the hypothetical reference under the alternative hypothesis at which the power
is computed. Itis a treatment value that the investigators would hope to detect with high probability (Jennison
and Turnbull 2000, p. 21).
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For a group sequential design with speci ed parameters sucteasl errors, the drift parameteﬁIO Ix

is always derived in the SEQDESIGN procedure. Thus, with a smaller alternative refeferckarger
maximum information level x is needed. That is, in order to detect a smaller difference with the same high
power, a larger sample size is required.

Maximum Information

In a clinical trial, the amount of information about an unknown parameter available from the data can be
measured by the Fisher information, the variance of the score statistic. The maximum information is the
information level needed at the nal stage of the group sequential trial if the trial does not stop at an interim

stage. For a group sequential design, the maximum information can be derived with the speci ed alternative
reference.

The maximum information is proportional to the sample size or number of events required for the design.
Thus, it can also be used to compare different designs. Generally, a design with a larger probability to stop
the trial early tends to have a larger maximum information. For example, for two-sided four-stage designs
with early stopping only to rejed¢dg, D 0:05 and D 0:10at the alternative reference D  0:25 the

Pocock method has a maximum information of 198.91 and the O'Brien-Fleming method has a maximum
information of 171.84, indicating a much larger information level required for the Pocock method.

Drift Parameter

The drift parameterlp I'x is derived for each design in the SEQDESIGN procedure, wheiie the
alternative reference. It is proportional to the square root of maximum information required for the design and
can be used to compare maximum information for different designs with the same alternative reference. For
example, for two-sided four-stage designs with early stopping only to fdjgct D 0:05 and D 0:10,

the Pocock method has a drift parameter 3.526 and the O'Brien-Fleming method has a drift parameter
3.277, indicating that a larger maximum information level is required for the Pocock method than for the
O'Brien-Fleming method.

Average Sample Number

The average sample number is the expected sample size (for nonsurvival data) or expected number of events
(for survival data) of the design under a speci ¢ hypothetical reference. The percent average sample numbers
with respect to the corresponding xed-sample design are displayed in the SEQDESIGN procedure.

The design that requires a larger maximum information level tends to have a smaller average sample number
under the alternative hypothesis. For example, for two-sided four-stage designs with early stopping only
to rejectHp, D 0:05 and D 0:10at the alternative reference D  0:25 the Pocock design has a
maximum information of 198.91 and an average sample number (in percentage of xed-sample design) of
69.75 under the alternative hypothesis, and the O'Brien-Fleming design has a maximum information of
171.84 and an average sample number of 76.74.

Sample Size

The maximum information for the sequential design expressed as a percentage of its corresponding xed-
sample information is derived in the SEQDESIGN procedure. The sample size or number of events needed for
a group sequential trial is computed by multiplying the sample size or number of events for the corresponding
xed-sample design by the derived percentage.
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If the sample size or number of events for the xed-sample design is available, you can use the
MODEL=INPUTNOBS or MODEL=INPUTNEVENTS option in the SAMPLESIZE statement to derive the
sample size or number of events needed at each stage. Otherwise, with the speci ed or derived maximum
information, you can use the MODEL= option in the SAMPLESIZE statement to specify a hypothesis test
and then to derive the sample size or number of events needed at each stage. See the section “Sample Size
Computation” on page 7387 for the sample size computation for commonly used tests.

Summary of Methods in Group Sequential Designs

There are three different types of methods available in the SEQDESIGN procedure: xed boundary shape
methods for speci ed boundary shape, Whitehead methods for boundaries from continuous monitoring, and
error spending methods for speci ed error spending at each stage.

The xed boundary shape methods include uni ed family methods and Haybittle-Peto methods. The uni ed
family methods include Pocock, O'Brien-Fleming, power family, and triangular methods.

Pocock Method

Pocock derives the constant boundary on the standardizedle to demonstrate the sequential design while
maintaining the overall and levels (Pocock 1977). The resulting boundary tends to stop the trials early
with a largem-value. This boundary is commonly called a Pocock boundary, but Pocock himself does not
advocate these boundary values for stopping a trial early to reject the null hypothesis, becaysedargs

might not be persuasive enough (Pocock and White 1999). Also, the nopmadlie at the nal stage is
much smaller than the overadivalue of the design. That s, the trial might stop at the nal stage with a small
nominalp-value, but the test is not rejected, which might not be easy to justify.

O'Brien-Fleming Method

O'Brien-Fleming boundary values are inversely proportional to the square root of information levels on the
standardized scale (O'Brien and Fleming 1979). The O'Brien-Fleming boundary is conservative in the
early stages and tends to stop the trials early only with a gmradlue. But the nominal value at the nal
stage is close to the overglvalue of the design.

Power Family Method

The power family method (Wang and Tsiatis 1987; Emerson and Fleming 1989; Pampallona and Tsiatis
1994) generalizes the Pocock and O'Brien-Fleming methods with a power parameter to allow continuous
movement between the Pocock and O'Brien-Fleming methods. The power parameiziO$or the Pocock
method and D 0:5for the O'Brien-Fleming method.

Triangular Method

The uni ed family triangular method (Kittelson and Emerson 1999) contains straight-line boundaries on the
score scale. For a one-sided trial with early stopping either to reject and to accept the null hypothesis, the
method produces a triangular continuation region. The boundary shape is speci ed with the slope parameter
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Uni ed Family Method

The uni ed family method (Kittelson and Emerson 1999) extends power family methods to incorporate the
triangular method, which contains straight-line boundaries on the score scale.

Haybittle-Peto Method

The Haybittle-Peto method (Haybittle 1971; Peto et al. 1976) ugegadue of 3 for the critical values in
interim stages and derives the critical value at the nal stage. With this method, the nal-stage critical value
is close to the original design without interim monitoring. The SEQDESIGN procedure extends this method
further to allow for differenZ or nominalp-values for the boundaries.

Whitehead Method

Whitehead methods (Whitehead and Stratton 1983; Whitehead 1997, 2001) derive the boundary values by
adapting the continuous monitoring tests to the discrete monitoring of group sequential tests. With early
stopping to reject or accept the null hypothesis in a one-sided test, the derived continuation region has a
triangular shape on the score-scaled boundaries. Only elementary calculations are needed to derive the
boundary values in Whitehead's triangular methods. The resulting Type | error probability and power are
extremely close but differ slightly from the speci ed values due to the approximations used in deriving the
tests (Jennison and Turnbull 2000, p. 106). The SEQDESIGN procedure provides the BOUNDARYKEY=
option to adjust the boundary value at the nal stage for the exact Type | or Type Il error probability levels.

Error Spending Method

The error spending method uses the speci eand errors to be used at each stage of the design to derive
the boundary values.

Error Spending Function Method

The error spending function method uses the error spending function to computarke errors to be
used at each stage of the design and then to derive the boundary values for these errors. The following four
error spending functions are available in the SEQDESIGN procedure:

» The Pocock-type error spending function (Lan and DeMets 1983) produces boundaries similar to those
produced with Pocock's method.

» The O'Brien-Fleming-type error spending function (Lan and DeMets 1983) produces boundaries
similar to those produced with the O'Brien-Fleming method.

» The gamma error spending function (Hwang, Shih, and DeCani 1990) speci es a gamma cumulative
error spending function indexed by the gamma paramet&he boundaries created withD 1 are
similar to the boundaries from the Pocock method, and the boundaries createdvittdor D 5
are similar to the boundaries from the O'Brien-Fleming method.

» The power error spending function (Jennison and Turnbull 2000, p. 148) speci es a power cumulative
error spending function indexed by the power paramet@rhe boundaries created withD 1 are
similar to the boundaries from the Pocock method, and the boundaries createdvigrare similar
to the boundaries from the O'Brien-Fleming method.
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Table Output
For each design, the SEQDESIGN procedure displays the “Design Information,” “Method Information,” and
“Boundary Information” tables by default.

Boundary Information and Ceiling-Adjusted Design Boundary Information

The “Boundary Information” and “Ceiling-Adjusted Design Boundary Information” tables display the
following information at each stage:

* Information Level Proportion, the information proportion

 Actual Information Level, if the maximum information is either speci ed or derived

* N, the required sample size for nonsurvival data, if the SAMPLESIZE statement is speci ed

» Events, the required number of events for survival data, if the SAMPLESIZE statement is speci ed

 Alternative References, alternative references that are displayed using the speci ed statistic scale (if a
p-value scale is speci ed, the standardiZzédcale is used)

» Boundary Values, boundary values that are displayed using the speci ed statistic scale to reject or
accept the null hypothesis

The “Boundary Information” table displays the boundary information of the speci ed design, and the
“Ceiling-Adjusted Design Boundary Information” table displays the boundary information for the design that
corresponds to the integer-valued sample sizes at the stages for the nonsurvival data, and the integer-valued
times or sample sizes at the stages for the survival data.

Implicitly, the boundary information table also contains the variables for the boundary scale, the stopping
criterion, and the type of alternative hypothesis. That is, if an ODS statement is used to save the table, the
data set also contains the variabl&sale_ for the boundary scale Stop_ for the stopping criterion, and

_ALT_ for the type of alternative hypothesis.

Design Information

The “Design Information” table displays the following design information:

Method, the method used to generate boundary values

Boundary Key, the type of error level to maintain

Number of Stages, the total number of stages

Alpha, the Type | error level

Beta, the Type Il error level

Power, the power of the design
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» Max Information (Percent Fixed-Sample), the maximum information for the sequential design, as a
percentage of the corresponding xed-sample information

* Null Ref ASN (Percent Fixed-Sample), the average sample number (expected sample size for nonsur-
vival data or expected number of events for survival data) that is required under the null hypothesis for
the group sequential design, as a percentage of the corresponding xed-sample design

» Alt Ref ASN (Percent Fixed-Sample), the average sample number that is required under the alternative
reference for the group sequential design, as a percentage of the corresponding xed-sample design

If both the maximum information (MAXINFO= option) and the alternative referenc@ALTREF= option)

are speci ed in the PROC SEQDESIGN statement, then either the ALPHA= option is used to derive the Type
Il error probability (BOUNDARYKEY=ALPHA) or the BETA= option is used to derive the Type | error
probability (BOUNDARYKEY=BETA).

If the CEILADJDESIGN=INCLUDE option is speci ed in the PROC SEQDESIGN statement, the “Design
Information” table also displays Alpha, Beta, Power, Max Information, Null Ref ASN, and Alt Ref ASN for

the adjusted design that corresponds to integer sample sizes at the stages for the nonsurvival data, and to
integer times or sample sizes at the stages for the survival data.

Error Spending Information

The “Error Spending Information” table displays the following information at each stage:

 proportion of information
+ actual information level, if the maximum information is either speci ed or derived

» cumulative error spending for each boundary

Method Information

The “Method Information” table displays detailed method information for the design. For each boundary;, it
displays the following:

« the group sequential method used

e« the or errors

the speci ed parameter, if an error spending function is used

* the speci ed parametersand with the derived critical valu€, if a uni ed family method is used

the alternative referenca, if either the ALTREF= or the MAXINFO= option is speci ed

the derived drift parameterlp I'x, wherel x is the maximum information and, is the alternative
reference

Note that the alternative references are displayed with the MLE scale in the “Method Information” table.
In contrast, the alternative references in the “Boundary Information” table are displayed with the speci ed
statistic scale (if th@-value scale is not speci ed) or the standardiZestale (if thep-value scale is speci ed).
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Powers and Expected Sample Sizes

The “Powers and Expected Sample Sizes” table displays the following information under each of the speci ed
hypothetical references D ¢; 1, where 1 is the alternative reference andare values speci ed in the
CREF= option.

« coef cient ¢; for the hypothetical references. The valyeD 0 corresponds to the null hypothesis and
¢ D 1corresponds to the alternative hypothesis

* power

» expected sample size, as percentage of xed-sample size

For a one-sided design, the power and expected sample sizes under the hypothetical refdbegcasare
displayed.

For a two-sided symmetric design, the power and expected sample sizes under each of the hypothetical
references D ¢ 1, are displayed, wherey, is the upper alternative reference.

For a two-sided asymmetric design, the power and expected sample sizes under each of the hypothetical
references D ¢; 1y and D ¢ 1, are displayed, where;; and 1, are the lower and upper alternative
references, respectively.

For a two-sided design, the power is the probability of correctly rejecting the null hypothesis for the correct
alternative. Thus, under the null hypothesis, the displayed power corresponds to a one-sided Type | error
probability level—that is, the lower level or the upper level.

The expected sample size as a percentage of the corresponding xed-sample design is
Pk
100 kD1 pk I k
lo

P
wherepy is the stopping probability at stage kKDl P | is the expected information level, ahglis the
information level for the xed-sample design.

Sample Size Summary

When you use the SAMPLESIZE statement with the SEQDESIGN procedure, the “Sample Size Summary”
table displays parameters for the sample size computation. It also displays the expected sample sizes or
numbers of events for the model under both the null and alternative hypotheses.

The expected sample size is the average sample size
K
I
kp1 Pk Tk No
lo

P
wherepy is the stopping probability at stade EDI pk I ¢ is the expected information levdlp is the
information level for the xed-sample design, ahg is the sample size for the xed-sample design.

The expected number of events is the average number of events
K
I
kp1 Pk Tk Do
lo
whereD is the xed-sample number of events for the model.



Table Output F 7415

Sample Size Information

The “Sample Sizes (N)” table displays the required sample sizes and information levels at each stage, in both
fractional and integer numbers. The derived fractional sample sizes are under the heading “Fractional N.”
These sample sizes are rounded up to integers under the heading “Ceiling N.” The matched integer sample
sizes are also displayed for two-sample tests.

The “Required Number of Events (D)” table displays the required number of events required and information
level at each stage.

The “Number of Events (D) and Sample Sizes (N)” table displays the number of events and sample size
required at each stage with the study time. The derived times under the heading “Fractional Time” are not
integers. These times are rounded up to integers under the heading “Ceiling Time.”

Stopping Probabilities

The “Expected Cumulative Stopping Probabilities” table displays the following information under each of
the speci ed hypothetical referencesdD ¢; 1, wherec; are values speci ed in the CREF= option, andis
the alternative reference:

« coef cient ¢; for the hypothetical references. The valyyeD 0 corresponds to the null hypothesis, and
¢i D 1corresponds to the alternative hypothesis

» expected stopping stage

» source of the stopping probability: rejady (with STOP=REJECT or STOP=BOTH), accépg
(with STOP=ACCEPT or STOP=BOTH), or either reject or acdépt(with STOP=BOTH)

» expected cumulative stopping probabilities at each stage

For a one-sided design, the expected cumulative stopping probabilities under the hypothetical references
D ¢ ; are displayed.

For a two-sided design, the expected cumulative stopping probabilities under each of the hypothetical
references D ¢ 1y and D ¢ 1y are displayed, wherg, and 1, are the lower and upper alternative
references, respectively.

Note that for a symmetric two-sided design, only the expected cumulative stopping probabilities under the
hypothetical referencesD ¢; 1, are derived.

The expected stopping stage is givenkigyC d, where the integeko and the fractiod (0 d < 1) are
derived from the expected information level equation

X
pkllekOCd.|_k0C1/ |k0/
kD1

wherepy is the stopping probability at stage

For equally spaced information levels, the expected stopping stage is reduced to the weighted average

X
Pk K
kD1
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ODS Table Names

PROC SEQDESIGN assigns a name to each table it creates. You must use these names to reference tables
when using the Output Delivery System (ODS). These names are listed in Table 89.12. For more information
about ODS, see Chapter 20, “Using the Output Delivery System.”

Table 89.12 ODS Tables Produced by PROC SEQDESIGN

ODS Table Name Description Statement Option

AdjustedBoundary Ceiling-adjusted design SAMPLESIZE MODEL
boundary values (CEILADJDESIGN=INCLUDE)

Boundary Boundary values

Design Design information

ErrSpend Error spending ERRSPEND

Method Method information

PowerSampleSize Power and expected sample size PSS

SampleSize Derived sample sizes SAMPLESIZE

SampleSizeSummary Sample size summary SAMPLESIZE

StopProb Stopping probabilities STOPPROB

Graphics Output

This section describes the use of ODS for creating graphics with the SEQDESIGN procedure. To request
these graphs, ODS Graphics must be enabled and you must specify the associated graphics options in the
PROC SEQDESIGN statement. Except for the PLOTS=BOUNDARY option, where a detailed boundary
plot is generated for each design separately, each option produces a plot for all designs together. For more
information about ODS Graphics, see Chapter 21, “Statistical Graphics Using ODS.”

Sequential ASN Plot

The PLOTS=ASN option displays the average sample numbers (expected sample sizes for nonsurvival data

or expected numbers of events for survival data) under various hypothetical references. The average sample
numbers are connected for each design, and these connected curves for all designs are displayed in the
“Sequential ASN Plot” graph.

For a one-sided design, average sample numbers under the hypothetical refer@nges are displayed,
wherec; are the values speci ed in the CREF= option ands the alternative reference. The horizontal axis
displays the; values of these hypothetical references.

For a two-sided design, average sample humbers under each of the hypothetical refei2rgeg and

D ¢ 14 are displayed, where;, and 1, are the lower and upper alternative references, respectively.
The horizontal axis displaysc; values for lower hypothetical reference® ¢; ;1 andc; values for upper
hypothetical referencesD ¢ 14.

Note that for a symmetric two-sided design, only average sample numbers under the hypothetical references
D ¢ 1, are derived.
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Sequential Boundary Plot

The PLOTS=BOUNDARY option displays boundary values and the acceptance and rejection regions at each
stage for each design separately in the “Detailed Boundary Information” graph. The BOUNDARYSCALE=
option is used to specify the scale of the boundaries on the vertical axis. The keywords MLE, SCORE, STDZ,
and PVALUE in the BOUNDARY SCALE= option correspond to the boundary with the MLE scale, score
statistic scale, standardized norrdadcale, ang-value scale, respectively.

The stage numbers are displayed on the horizontal axis. In addition, the HSCALE= option in the
PLOTS=BOUNDARY option can be used to specify the scale on the horizontal axis. The keywords

INFO and SAMPLESIZE in the HSCALE= option correspond to the information levels and sample sizes,
respectively.

Combined Sequential Boundary Plot

The PLOTS=COMBINEDBOUNDARY option displays boundary values. The boundary values are con-
nected for each boundary in each design, and these connected curves for all designs are displayed in the
“Sequential Boundary Information” graph. The BOUNDARY SCALE= option is used to specify the scale

of the boundaries on the vertical axis. The keywords MLE, SCORE, STDZ, and PVALUE in the BOUND-
ARYSCALE= option correspond to the boundary with the MLE scale, score statistic scale, standardized
normalZ scale, angb-value scale, respectively.

The HSCALE= option in the PLOTS=COMBINEDBOUNDARY option can be used to specify the scale on
the horizontal axis. The keywords INFO, SAMPLESIZE, and STAGE in the HSCALE= option correspond to
the information levels, sample sizes, and stage numbers, respectively.

Sequential Error Spending Plot

The PLOTS=ERRSPEND option displays the cumulative error spending at each stage on each boundary in
the “Sequential Error Spending Plot” graph. A legend table uses the design labels to identify the curves for
the corresponding design in the plot. Another legend table uses symbols to identify boundaries in the plot.

Sequential Power Plot

The PLOTS=POWER option displays the powers under various hypothetical references. The powers are

connected for each design, and these connected curves for all designs are displayed in the “Sequential Power
Plot” graph.

For a one-sided design, powers under hypothetical referenbes; i are displayed, wherg are the values
speci ed in the CREF= option and, is the alternative reference. The horizontal axis displaysithvalues
of these hypothetical references.

For a two-sided design, powers under hypothetical referendesc; ;; and D ¢ 1, are displayed,
where 5, and 3, are the lower and upper alternative references, respectively. The horizontal axis displays

¢; values for lower hypothetical referencedD ¢; 1, andc; values for upper hypothetical references
D¢ 1.

Note that for a symmetric two-sided design, only powers under hypothetical refererigeg 1, are
derived.
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ODS Graphics

Statistical procedures use ODS Graphics to create graphs as part of their output. ODS Graphics is described
in detail in Chapter 21, “Statistical Graphics Using ODS.”

Before you create graphs, ODS Graphics must be enabled (for example, by specifying the ODS GRAPH-
ICS ON statement). For more information about enabling and disabling ODS Graphics, see the section
“Enabling and Disabling ODS Graphics” on page 606 in Chapter 21, “Statistical Graphics Using ODS."

The overall appearance of graphs is controlled by ODS styles. Styles and other aspects of using ODS
Graphics are discussed in the section “A Primer on ODS Statistical Graphics” on page 605 in Chapter 21,
“Statistical Graphics Using ODS”

PROC SEQDESIGN assigns a name to each graph it creates. You can use these names to reference the graphs
when using ODS. To request these graphs, ODS Graphics must be enabled and you must spgtifpshe
indicated in Table 89.13.

Table 89.13 Graphs Produced by PROC SEQDESIGN

ODS Graph Name Plot Description Option

ASNPIot Average sample numbers PLOTS=ASN

BoundaryPlot Detailed boundary values PLOTS=BOUNDARY
CombinedBoundaryPlot Boundary values PLOTS=COMBINEDBOUNDARY
ErrSpendPlot Error spending PLOTS=ERRSPEND

PowerPlot Power curves PLOTS=POWER

Examples: SEQDESIGN Procedure

The following examples demonstrate the usage of group sequential methods. Example 89.1 uses the
NSTAGES=1 option to derive boundaries of critical values for a xed-sample design. The remaining
examples use different methods to create boundaries for various group sequential designs.

Example 89.1: Creating Fixed-Sample Designs

This example demonstrates a one-sided xed-sample design and a two-sided xed-sample design. The
following statements request a xed-sample design with an upper alternative:

ods graphics on;
proc seqdesign pss

OneSidedFixedSample: design nstages=1
alt=upper
alpha=0.025 beta=0.10

samplesize model=onesamplemean(mean=0.25);
run;
ods graphics off;
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In the DESIGN statement, the lalb@heSidedFixedSample identi es the design in the output tables. The
NSTAGES=1 option speci es that the design has only one stage; this corresponds to a xed-sample design.
In the SEQDESIGN procedure, the null hypothesis for the desigyi¥Vv D 0 and the ALT=UPPER option

speci es an upper alternative hypothekis W D 1 > 0. The MEAN=0.25 option in the SAMPLESIZE
statement speci es the upper alternative referenc 0:25

The options ALPHA=0.025 and BETA=0.10 specify the Type | error probability lev@l 0:025and the
Type Il error probability level D 0:10 That s, the design has a power D 0:90at ; D 0:25

The “Design Information” table in Output 89.1.1 displays design speci cations and the derived statistics
such as power. As expected, the derived statistics such as maximum information and average sample
number (in percentage of its corresponding xed-sample information) are 100 for the xed-sample design
(NSTAGES=1). Also, for a xed-sample design, the STOP= and METHOD= options in the DESIGN
statement are not applicable.

Output 89.1.1 One-Sided Fixed-Sample Design Information

The “Method Information” table in Output 89.1.2 displays theand eHor levels. It also displays the
derived drift parameter, which is the standardized reference improvementy, where ; is the alternative
reference antly is the maximum information for the design. If eitheror | g is speci ed, the other statistic
is derived in the SEQDESIGN procedure. For a xed-sample design,

P —
1 loD~ 1 /c~ 1 /D" toogrs/ict 1.0:90/ D 3:2415

Output 89.1.2 Method Information
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The “Boundary Information” table in Output 89.1.3 displays information level, alternative reference, and
boundary value at each stage. The information proportion indicates the proportion of maximum information
available at the stage. With only one stage for a xed-sample design, the proportion is 1. With the
SAMPLESIZE statement, the required sample $\zis also displayed under the heading “Information
Level”

Output 89.1.3 Boundary Information

By default (or equivalently if you specify BOUNDARYSCALE=STDZ), output alternative references and
boundaries are displayed with IShe standardized nofhsalale. The alternative reference on the standardized
Z scale at stage 1 is given by 11, wherel ; is the information level at stage 1. With a boundary value
1.96, the hypothesis of D 0is rejected if the standardized normal statigic 1:96.

With ODS Graphics enabled, a detailed boundary plot with the rejection and acceptance regions is displayed,
as shown in Output 89.1.4. The boundary values in the “Boundary Information” table in Figure 89.1.3 are
displayed in the plot.
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Output 89.1.4 Boundary Plot

The “Sample Size Summary” table in Output 89.1.5 displays parameters for the sample size computation of
the test for a normal mean.

Output 89.1.5 Sample Size Summary
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The “Sample Sizes (N)” table in Output 89.1.6 displays the derived sample sizes, in both fractional and
integer numbers. With the resulting integer sample sizes, the corresponding information level is slightly
larger than the level from the design. This can increase the power slightly if the integer sample size is used in
the trial.

Output 89.1.6 Derived Sample Sizes

The following statements request a two-sided xed-sample design with a speci ed alternative reference:

ods graphics on;
proc seqdesign altref=1.2
pss

TwoSidedFixedSample: design nstages=1
alt=twosided
alpha=0.05 beta=0.10

samplesize modeI:twosamplemean(s'tddev:Z weight=2);
run;
ods graphics off;
In the SEQDESIGN procedure, the null hypothesis for the desighyi8V D 0. The ALT=TWOSIDED
option speci es a two-sided alternative hypothddisW D 1 @ 0. The ALTREF=1.2 option in the PROC
SEQDESIGN statement speci es the alternative referende 1.2

The ALPHA=0.05 option (which is the default) speci es the two-sided Type | error probability leizl0:05
That is, the lower and upper Type | error probabilitigsD | D 0:025 The BETA=0.10 option (which is
the default) speci es the Type Il error probability levelD 0:10, and the design has a powker D 0:90
at the alternative reference D 1:2

The “Design Information” table in Output 89.1.7 displays design speci cations and the derived power. With
a speci ed alternative reference, the maximum information is derived.
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Output 89.1.7 Two-Sided Fixed-Sample Design Information

The “Method Information” table in Output 89.1.8 displays thand errors, alternative references, and
drift parameter. For a xed-sample design, the derived drift parameter

P —
1 loD” 11 E/C‘ 11 / D" 10975/Cc” 1.0:90/ D 3:2415

Output 89.1.8 Method Information

With a speci ed alternative reference D 1:2, the maximum information

3:2415 2
loD =2 D 7:2968
1:2

The default “Boundary Information” table in Output 89.1.9 displays information level, alternative reference,
and boundary values. By default (or equivalently if you specify BOUNDARYSCALE=STDZ), the alternative

reference and boundary values are displayed with the standardized osoae. Thus, the standardized
alternative references 1 ¢ are displayed.



7424 F Chapter 89: The SEQDESIGN Procedure

Output 89.1.9 Boundary Information

With boundary values of —1.96 and 1.96, the hypothesis Df O is rejected if the standardized normal
statisticZ  1:96o0rZ 1.96

With ODS Graphics enabled, a detailed boundary plot with the rejection and acceptance regions is displayed,

as shown in Output 89.1.10 . The boundary values in the “Boundary Information” table in Figure 89.1.9 are
displayed in the plot.

Output 89.1.10 Boundary Plot

The “Sample Size Summary” table in Output 89.1.11 displays parameters for the sample size computation of
the test for a normal mean.
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Output 89.1.11 Sample Size Summary

The “Sample Sizes (N)” table in Output 89.1.12 displays the derived sample sizes, in both fractional and
integer numbers. With the WEIGHT=2 option, the allocation ratio is 2 for the rst group and 1 for the second
group. With the resulting integer sample sizes, the corresponding information level is slightly larger than the
level from the design. This can increase the power slightly if the integer sample size is used in the trial.

Output 89.1.12 Derived Sample Sizes

Example 89.2: Creating a One-Sided O'Brien-Fleming Design

This example demonstrates a group sequential design for a clinical study. A clinic is conducting a study on
the effect of vitamin C supplements in treating u symptoms. The study groups consist of patients in the
clinic with their rst sign of u symptoms within the last 24 hours. These individuals are randomly assigned
to either the control group, which receives the placebo pills, or the treatment group, which receives large
doses of vitamin C supplements. At the end of a ve-day period, the u symptoms of each individual are
recorded.

Suppose that from past experience, 60% of individuals experiencing u symptoms have the symptoms
disappeared within ve days. The clinic wants to detect a 75% symptoms disappearance with a high
probability in the trial. A test that compares the proportions directly is to specify a null hypothgdig

D pa pp D Owith a Type | error probability level D 0:025 wherep, andpy, are the proportions of
symptoms' disappearance in the treatment group and control group, respectively. A one-sided alternative
H1 W >0 is also speci ed with a power df D 0:80atH; W D 0:15

For a one-sided xed-sample design, the critical value for the standardizedt statistic is given by

C D~ 11 / D 1:96 Thatis, at the end of study, if the test statigtic C , then the null hypothesis is
rejected and the ef cacy of vitamin C supplements is declared. Otherwise, the null hypothesis is not rejected
and the effect of vitamin C supplements is not signi cant.

To achieve d D 0:80power atH; W D 0:15for a xed-sample design, the information required is
given by
~ 1 /ct i /% 1:96C 0:8416F

oD - D D 348:84
0 015 0:0225
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With an equal sample size on the treatment and control groigp® Ny, the sample size required for each
group undeH 1 is computed from the informatiolry:

Na D Np D .p1a.1 p1a/ Cpip.1 puwl//lo

wherep1a D 0:75andp,, D 0:60are proportions in the treatment and control groups ukiderThat is,

Na D N, D .0:75 0:25C 0:6 0:4/ 348:84D 149:13

Thus, 150 individuals are required for each group in the xed-sample study. See the section “Test for the
Difference between Two Binomial Proportions” on page 7399 for a detailed derivation of these required
sample sizes.

Instead of a xed-sample design for the trial, a group sequential design is used to stop the trial early for
ethical concerns of possible harm or an unexpected strong ef cacy outcome of the new drug. It can also save
time and resources in the process. The following statements invoke the SEQDESIGN procedure and request
a four-stage group sequential design that uses an O'Brien-Fleming method for normally distributed statistics.
The design uses a one-sided alternative hypothésiwith early stopping to reject or acceidty.

ods graphics on;
proc seqdesign altref=0.15

OneSidedOBrienFleming: design nstages=4
method=obf
alt=upper stop=both
alpha=0.025 beta=0.20

samplesize model(ceiladjdesign=include)
=twosamplefreq(nullprop=0.6 test=prop);
ods output AdjustedBoundary=Bnd_Prop;
run;
ods graphics off;

At each interim stage in a sequential design, a hypothesis can be rejected, accepted, or continued to the next
time point. The STOP=BOTH option speci es early stopping to reject or accept the null hypothesis. The
CEILADJDESIGN=INCLUDE option creates an additional design that corresponds to the integer-valued
sample sizes at the stages. The option adds this ceiling-adjusted design information to the design information
table and displays the ceiling-adjusted design boundary information in a separate boundary information table.

The ADJUSTEDBOUNDARY=BND_PROP option in the ODS OUTPUT statement creates an output data
set that contains the resulting ceiling-adjusted boundary information. After the actual data from the clinical
trial are collected and analyzed at each stage by a procedure such as PROC GENMOD, you can use the
SEQTEST procedure to test the resulting statistics at stage 1 by using the boundary information that is stored
in theBOUND_PROP data set.

The “Design Information,” “Method Information,” and “Boundary Information” tables are displayed by
default. The “Design Information” table in Output 89.2.1 displays design speci cations and derived statistics
such as power and maximum information. If you specify an alternative reference (for example, AL-
TREF=0.15), the maximum informatidry is derived.
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Output 89.2.1 Design Information

The Max Information (Percent Fixed-Sample) is the ratio in percentage between the maximum information
for the group sequential design and the information required for a corresponding xed-sample design:
I x 389:15

100 — D 100 ——— D 111:56
lo 348:84

That s, if the group sequential trial does not stop at any interim stages, the information needed is 11.56% more
than is needed for the corresponding xed-sample design. For a two-sample test for binomial proportions,
the information is proportional to the sample size. Thus, 11.56% more observations are needed for the group
sequential trial.

The Null Ref ASN (Percent Fixed-Sample) is the ratio in percentage between the expected sample size
required under the null hypothesis for the group sequential design and the sample size required for the
corresponding xed-sample design. With a ratio of 56%, the expected sample size for the group sequential
trial under the null hypothesis is 56% of the sample size in the corresponding xed-sample design.

Similarly, the Alt Ref ASN (Percent Fixed-Sample) is the ratio in percentage between the expected sample
size required under the alternative hypothesis for the group sequential design and the sample size required
for the corresponding xed-sample design. With a ratio of 79.7%, the expected sample size for the group
sequential trial under the alternative hypothesis is 79.7% of the sample size in the corresponding xed-sample
design.
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The CEILADJDESIGN=INCLUDE option creates an adjusted design that has ceiling sample sizes at the
stages. The “Design Information” table also includes design information for this adjusted design. Only the
Type | error level is maintained for the adjusted design when BOUNDARYKEY=BOTH (the default) in the
DESIGN statement.

For a one-sided design that has an upper alternative and early stopping to reject or accept the null hypothesis,
upper and boundaries are created. The “Method Information” table in Output 89.2.2 displays the Type |
error probability , the Type Il error probability , and the derived drift parameter. The drift parameter is the
standardized reference improvement between the alternative and null hypotheses at the nal stage. Itis also
the standardized alternative reference at the nal stage if the null reference is zero.

Output 89.2.2 Method Information

With the METHOD=0BF option, the O'Brien-Fleming method is used for each boundary. The O'Brien-
Fleming method is one of the uni ed family methods, and the “Method Information” table displays the
corresponding parametelin the uni ed family method. The table also displays the critical valGe<D
1:9495for the boundary andC D 1:0096for the boundary. These critical values are used to create the
boundary values.

The “Boundary Information” table in Output 89.2.3 displays information level, alternative reference, and
boundary values at each stage. By default (or equivalently if you specify BOUNDARYSCALE=STDZ), the
alternative references and boundary values are displa}sed with the stand@rdiagidtic scale. The resulting
standardized alternative reference at staggegiven by 1 I, where ; is the alternative reference ahg

is the information level at stagek D 1;2;3;4

Output 89.2.3 Boundary Information

By default (or equivalently if you specify INFO=EQUAL), equally spaced information levels are used. An
information proportion is the proportion of maximum information available at each stage. With the derived
maximum information, the actual information level at each stage is also displayed. With the SAMPLESIZE
statement, the required sample dités also displayed under the heading “Information Level.”
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At each interim stage, if the standardiZzédest statistic is larger than or equal to the corresponding upper

boundary, then the hypothesiyy W D 0is rejected. If the test statistic is less than the corresponding upper
boundary, then the trial is stopped and the hypothdsiss accepted. Otherwise, the process continues to

the next stage. At the nal stage, stage 4, the trial stops and the hypokhgsssrejected if the standardized

Z statisticZ,  1:94947 Otherwise, the trial is accepted.

With ODS Graphics enabled, a detailed boundary plot with the rejection and acceptance regions is displayed,
as shown in Output 89.2.4.

Output 89.2.4 Boundary Plot

The horizontal axis indicates the information levels for the design. The stages are indicated by vertical lines
with accompanying stage numbers. If at any stage a test statistic is in a rejection region, the trial stops and the
hypothesis is rejected. If a test statistic is in an acceptance region, then the trial also stops and the hypothesis
is accepted. If the statistic is not in a rejection region or an acceptance region, the trial continues to the next

stage. The boundary plot also displays the information level and the critical value for the corresponding
xed-sample design.

The SEQDESIGN procedure derives the drift parame;grﬁ, where 1 is the alternative reference ahgd
is the maximum information. If either, or | x is speci ed, the other can be derived. With the SAMPLESIZE
statement, the maximum information is used to compute the required sample size for the study.
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The “Sample Size Summary” table in Output 89.2.5 displays parameters for the sample size computation.
With the MODEL=TWOSAMPLEFREQ( NULLPROP=0.6 TEST=PROP) option in the SAMPLESIZE
statement, the total sample size in each group for testing the difference between two proportions is computed.
By default (or equivalently if you specify REF=PROP in the MODEL=TWOSAMPLEFREQ option), the
required sample sizes are computed under the alternative hypothesis. That is,

NaDNpD.p1a.l p1a/Cpip.1 piw//lIx

wherep, D 0:60andpia D p1p, C 1 D 0:75are the proportions in the control and treatment groups,
respectively, under the alternative hypothdsis See the section “Test for the Difference between Two
Binomial Proportions” on page 7399 for a detailed description of these parameters.

Output 89.2.5 Sample Size Summary

The “Sample Sizes (N)” table in Output 89.2.6 displays the required sample sizes at each stage, in both
fractional and integer numbers. The derived fractional sample sizes are under the heading “Fractional N.”
These sample sizes are rounded up to integers under the heading “Ceiling N.” In practice, integer sample
sizes are used, and the resulting information levels increase slightly. Thus, 42, 84, 125, and 167 individuals
are needed in each group for the four stages, respectively.

Output 89.2.6 Derived Sample Sizes

When CEILADJDESIGN=INCLUDE in the SAMPLESIZE statement, the “Ceiling-Adjusted Design Bound-

ary Information” table in Figure 89.2.7 displays boundary information, similar to Figure 89.2.3 but with
ceiling sample sizes at the stages.
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Output 89.2.7 Adjusted O'Brien-Fleming Boundary Information

Because the sample sizes have integer values, the information levels at the stages are not equally spaced in
this example, but the design is still an O'Brien-Fleming design.

The CEILADJDESIGN=INCLUDE option displays the adjusted-design information in the “Design Informa-
tion” table and the adjusted boundary information in the “Ceiling-Adjusted Design Boundary Information”
table. You can use the SEQTEST procedure to create other tables, such as error spending tables. For example,
when you specify ADJUSTEDBOUNDARY=BND_PROP in the ODS OUTPUT statement, the following
statements create the error-spending information table for the adjusted design:

proc seqtest Boundary=Bnd_Prop
errspend

run;

Example 89.3: Creating Two-Sided Pocock and O'Brien-Fleming Designs

This example requests two 4-stage group sequential designs for normally distributed statistics with equally
spaced information levels at all stages. One design uses Pocock’'s method and the other uses the O'Brien-
Fleming method. The following statements invoke the SEQDESIGN procedure and request these two
designs:

proc seqdesign altref=0.4
pss
stopprob
errspend

TwoSidedPocock: design nstages=4 method=poc;
TwoSidedOBrienFleming: design nstages=4 method=obf;
samplesize model=twosamplemean(stddev=0.8 weight=2);
run;
By default (or equivalently if you specify ALT=TWOSIDED and STOP=REJECT in the DESIGN statement),
each design has a null hypothekig with a two-sided alternative with early stopping to rejele.

The “Design Information” table in Output 89.3.1 displays design speci cations and derived statistics for
the Pocock’s design. With the speci ed ALTREF= option, the maximum informadtjorD 77:6984is also
derived.
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Output 89.3.1 Pocock Design Information

With the corresponding xed-sample information

St1 o =27Cc” Y1 1?7 .1:96C 1:281557
0:4 0:16
the xed-sample information ratio i87:6984=65:6728 1:1831

lo D

D 65:6728

For a two-sided design with early stopping to reject the null hypothesis, lower and uppendaries are
created. The “Method Information” table in Output 89.3.2 displays tlaed errors, alternative references,
and derived drift parameters, which are the standardized alternative references at the nal stage.

Output 89.3.2 Method Information

With the METHOD=POC option, the Pocock method is used for each boundary. The Pocock method is one
of the uni ed family methods, and the table also displays its corresponding paramée@sas a uni ed
family method and the derived paramet€&r® 2:3613for the boundary values.

With the PSS option, the “Power and Expected Sample Sizes” table in Output 89.3.3 displays powers and
expected sample sizes under various hypothetical referenbes 1, where ; is the alternative reference
andc; are values speci ed in the CREF= option. By defaaitD 0;0:5; 1:0; 1:5
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Output 89.3.3 Power and Expected Sample Size Information

Note that aic; D 0, the null reference D 0, and the power 0.025 corresponds to the one-sided Type |
error probability 0.025. At; D 1, D i, the power 0.9 is the power of the design. The expected sample
sizes are displayed in a percentage scale to its corresponding xed-sample size design. With the speci ed
SAMPLESIZE statement, the expected sample sizes for the speci ed model in the SAMPLESIZE statement
are also displayed.

With the STOPPROB option, the “Expected Cumulative Stopping Probabilities” table in Output 89.3.4
displays the expected cumulative stopping stage and cumulative stopping probability to reject the null
hypothesiH at each stage under various hypothetical referenddsc; 1, where 1 is the alternative
reference and; are values speci ed in the CREF= option. By defaaitD 0;0:5;1:0; 1:5

Output 89.3.4 Stopping Probabilities

Note that at; D 0, the cumulative stopping probability to rejédt at the nal stage is the overall Type |
error probability 0.05. At; D 1, the alternative hypothesié; W D 1, the cumulative stopping probability

to rejectHq includes both the probability in the lower rejection region and the probability in the upper
rejection region. This stopping probability to rejétg at the nal stage, 0.90002, is slightly greater than the
powerl D 0:90 which corresponds to the cumulative stopping probability in the upper rejection region
only. See the section “Type | and Type Il Errors” on page 7368 for a detailed description of the Type Il error
probability .

The “Boundary Information” table in Output 89.3.5 displays the information level, alternative references,
and boundary values at each stage. By default (or equivalently if you specify BOUNDARYSCALE=STDZ),
the standardized scale is used to display the aItern%tive references and boundary values. The resulting
standardized alternative reference at stagegiven by 1 T, where ; is the alternative reference ahg

is the information level at stadek D 1;2;3;4
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Output 89.3.5 Boundary Information

By default (or equivalently if you specify INFO=EQUAL in the DESIGN statement), equally spaced
information levels are used. With the SAMPLESIZE statement, the required sampi isizdso displayed
under the heading “Information Level.” With the Pocock method, the standardibedndary values are
identical at all stages for eachboundary.

At each interim stage, the hypothesistb§ W D 0 is rejected if the standardized normal test statistic

z 2:36129the lower boundary, oz  2:36129the upper boundary. Otherwise, the trial continues

to the next stage. At the nal stage, stage 4, the trial stops and the hypothesis is rejected if the test statistic
jzaj  2:36129 Otherwise, the hypothesis is accepted.

The “Error Spending Information” in Output 89.3.6 displays cumulative error spending at each stage for each
boundary. It shows that moreerrors are used in early stages than in later stages.

Output 89.3.6 Error Spending Information

The “Sample Size Summary” table in Output 89.3.7 displays the speci ed parameters for the sample size
computation of the two-sample test for mean difference.

Output 89.3.7 Sample Size Summary
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