Southern Methodist University

SMU Scholar

Statistical Science Theses and Dissertations Statistical Science

Summer 8-6-2019

Sample Size Calculation of Clinical Trials with Correlated
Outcomes

Dateng Li
Southern Methodist University, datengl@smu.edu

Follow this and additional works at: https://scholar.smu.edu/hum_sci_statisticalscience_etds

b Part of the Biostatistics Commons, Clinical Trials Commons, and the Longitudinal Data Analysis and
Time Series Commons

Recommended Citation

Li, Dateng, "Sample Size Calculation of Clinical Trials with Correlated Outcomes" (2019). Statistical
Science Theses and Dissertations. 8.

https://scholar.smu.edu/hum_sci_statisticalscience_etds/8

This Dissertation is brought to you for free and open access by the Statistical Science at SMU Scholar. It has been
accepted for inclusion in Statistical Science Theses and Dissertations by an authorized administrator of SMU
Scholar. For more information, please visit http://digitalrepository.smu.edu.


https://scholar.smu.edu/
https://scholar.smu.edu/hum_sci_statisticalscience_etds
https://scholar.smu.edu/hum_sci_statisticalscience
https://scholar.smu.edu/hum_sci_statisticalscience_etds?utm_source=scholar.smu.edu%2Fhum_sci_statisticalscience_etds%2F8&utm_medium=PDF&utm_campaign=PDFCoverPages
http://network.bepress.com/hgg/discipline/210?utm_source=scholar.smu.edu%2Fhum_sci_statisticalscience_etds%2F8&utm_medium=PDF&utm_campaign=PDFCoverPages
http://network.bepress.com/hgg/discipline/820?utm_source=scholar.smu.edu%2Fhum_sci_statisticalscience_etds%2F8&utm_medium=PDF&utm_campaign=PDFCoverPages
http://network.bepress.com/hgg/discipline/822?utm_source=scholar.smu.edu%2Fhum_sci_statisticalscience_etds%2F8&utm_medium=PDF&utm_campaign=PDFCoverPages
http://network.bepress.com/hgg/discipline/822?utm_source=scholar.smu.edu%2Fhum_sci_statisticalscience_etds%2F8&utm_medium=PDF&utm_campaign=PDFCoverPages
https://scholar.smu.edu/hum_sci_statisticalscience_etds/8?utm_source=scholar.smu.edu%2Fhum_sci_statisticalscience_etds%2F8&utm_medium=PDF&utm_campaign=PDFCoverPages
http://digitalrepository.smu.edu/

SAMPLE SIZE CALCULATION OF CLINICAL TRIALS WITH CORRELATED
OUTCOMES

Approved by:

Dr. Jing Cao
Associate Professor in Department of
Statistical Science, SMU

Dr. Daniel Heitjan

Professor in Department of Statistical
Science, SMU & Population & Data
Sciences, UTSW

Dr. Hon Keung Tony Ng
Professor in Department of Statistical
Science, SMU

Dr. Song Zhang
Associate Professor in Department of
Population & Data Sciences, UTSW



SAMPLE SIZE CALCULATION OF CLINICAL TRIALS WITH CORRELATED
OUTCOMES

A Dissertation Presented to the Graduate Faculty of the
Dedman College
Southern Methodist University
in
Partial Fulfillment of the Requirements
for the degree of
Doctor of Philosophy
with a
Major in Statistical Science
by
Dateng Li

B.S., Mathematics, Oklahoma State University

August 6, 2019



Copyright (2019)

Dateng Li

All Rights Reserved



ACKNOWLEDGMENTS

Firstly of all, |1 would like to express my most sincere gratitude to my advisors Drs.
Jing Cao and Song Zhang. They are the greatest mentors | could imagine: worked with
me closely on my research and always provided the help and advice | needed. Their
enthusiasm for statistics and science inspired me in all the time of my research. Without
their training, | would not be able to become a statistician. They do not only train me in
statistics, but also showed me how to treat people with respect and kindness.

Secondly, | would like to thank the rest of my thesis committee members Drs. Daniel
Heitjan and Hon Keung Tony Ng, for their time and academic efforts to help me greatly
improve my dissertation. | also want to thank all the other faculty members in the Depart-
ment of Statistical Science at SMU for their excellent teaching and help during my PhD
study.

| would also like to take this moment to express my deep appreciation to all of my
friends. Thank you for listening to me, offering me advice and supporting me throughout
the journey. You have made my life in Dallas so enjoyable.

Finally, | would like to acknowledge with gratitude, the support and love of my parents
and my family. Thank you all for encouraging me in all of my pursuits and inspiring me to
follow my dreams. You are the most important people to me in the world and | dedicate

this dissertation to you.



Li, Dateng B.S., Mathematics, Oklahoma State University

Sample Size Calculation of Clinical Trials with Correlated
Outcomes

Advisor: Dr. Jing Cao
Doctor of Philosophy degree conferred August 6, 2019
Dissertation completed July 10, 2019

In this thesis, we investigate sample size calculation for three kinds of clinical trials:
(1). Randomized controlled trials (RCTs) with longitudinal count outcomes; (2). Cluster
randomized trials (CRTs) with count outcomes; (3). CRTs with multiple binary co-primary
endpoints.

Statistical inference based on RCTs with longitudinal count measurements are fre-
quently performed in biomedical studies. Most of existing sample size calculation meth-
ods for count outcomes are developed under the Poisson model. Deviation from the
Poisson assumption (equality of mean and variance) has been widely documented in
practice, which makes it more desirable to have sample size methods with more realis-
tic assumptions to ensure valid experimental design. In this thesis we investigate sam-
ple size calculation for clinical trials with longitudinal count measurements based on the
negative binomial distribution. This approach is flexible to accommodate over-dispersion
and unequal measurement intervals, as well as arbitrary randomization ratios, missing
data patterns, and correlation structures. In addition, the derived sample size formulas
have closed forms for the comparison of both slopes and time-averaged responses, which
greatly reduces the burden of implementation in practice.

Pragmatic clinical trials are designed to test intervention in real-world health system
practice in order to maximize the applicability and generalizability [45]. One common fea-
ture of pragmatic clinical trials is the use of clustered randomization, where clusters of

patients (formed by physicians or clinics, for example) are the units of randomization to



avoid “contamination” between intervention and control participants. For example, in stud-
ies of dietary change, participants in the control group might learn about the experimental
diet and adopt to the experimental diet themselves. For CRTs with count outcomes, we
propose to directly incorporate pragmatic issues (e.g., over-dispersion, variability of clus-
ter sizes, etc.) into sample size calculation. The proposed method is developed based on
the GEE approach and it is advantageous in that the sample size formula has a closed
form, which facilitates its implementation in pragmatic CRTs. We also show in theory that
ignoring these pragmatic features will under-estimate the sample size, which leads to an
under-powered trial.

Recently, with increasing complexity of medical therapies and technological advances
in monitoring multiple outcomes, many clinical trials attempt to evaluate multiple co-
primary endpoints. In this study we also present a sample size calculation method for
CRTs with K > 2 binary co-primary endpoints. Three types of correlation structures are
considered: inter-subject correlation within endpoint, intra-subject correlation across end-
points, and inter-subject correlation across endpoints. A closed-form joint distribution of
the K test statistics is derived, which facilitates the evaluation of power and type | error
for arbitrarily constructed hypotheses. We further present a theorem that characterizes
the relationship between the correlation structures and testing power.

Extensive simulations are conducted to demonstrate that the proposed methods can
maintain the nominal levels of power and type | error over a wide range of design configu-
rations. We also illustrate the applications of the proposed approaches using real clinical

trials.

Vi
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CHAPTER 1
INTRODUCTION

At the design stage of a clinical trial, one of the key considerations is sample size
calculation. On one hand, insufficient sample size will lead to under-powered clinical
trials to detect a difference between experiment groups. On the other hand, redundant
sample size will introduce unnecessary expenditure of resources or expose participants
to possible clinical risks. In this thesis, we investigate sample size calculation for three
kinds of clinical trials: (1). Randomized controlled trials (RCTs) with longitudinal count
outcomes; (2). Cluster randomized trials (CRTs) with count outcomes; (3). CRTs with
multiple binary co-primary endpoints. The rest of this chapter is organized as follows. In
Sections 1.1 - 1.3, we provide the literature review on sample size calculation for each of
the three kinds of clinical trials, respectively. The limitations of current methods are also

discussed. In Section 1.4, we give an overview on our proposed work.

1.1. Sample Size Calculation for RCTs with Longitudinal Count Outcomes

Statistical inference based on longitudinal count measurements are frequently con-
ducted in biomedical studies [2]. For example, in oncology trials the number of adverse
events are closely monitored throughout the follow-up period [56], while in epilepsy trials
the number of seizure episodes are periodically recorded from each patient [19]. The
goal in such longitudinal studies is to determine whether the slopes (i.e., rates of change)
are significantly different between the control and treatment groups. On the other hand,
researchers may measure the response multiple times, hoping that the time-averaged re-
sponses (TAR) can be more accurate than a single measurement [34]. Most of existing
sample size calculation methods for count outcomes are developed under the Poisson

1



model. Ogungbenro & Aarons [42] and Amatya et al. [3] employed mixed-effects Pois-
son models to compute sample sizes for repeated count outcomes. Note that under the
mixed-effects model approach, the various correlation structures (specified through ran-
dom effects) are assumed at the level of the latent log-link function, not at the level of
observed counts. Alternatively, the generalized estimating equation (GEE) approach [33]
has been employed in sample size calculation, where correlation is directly modeled in
the distribution of count measurements. Patel & Rowe [44] developed a GEE sample size
formula for comparing two linear curves of longitudinal count outcomes under the Poisson
model, which requires complete observations from every patient. Lou et al. [35] pro-
posed a more flexible sample size method based on GEE that accommodates arbitrary
missing data patterns and correlation structures under the Poisson assumption. All the
aforementioned sample size methods are derived for the comparison of slopes between
two experiment groups. Sample size calculation for the comparison of TAR has received
relatively less attention. In the context of continuous and binary outcomes, sample size
calculation for the comparison of TAR has been investigated by Liu & Wu [34] and Zhang
& Ahn [62]. In terms of count outcomes, Asendorf et al. [5] proposed a sample size
approach for longitudinal count data based on a binomial thinning model. This approach
accommodates marginal Poisson or negative binomial (NB) distribution, but it only con-
siders the first order autoregressive correlation structure.

One limitation of the Poisson model stems from its underlying assumption that the
mean and variance of the count outcome are equal. In practice this assumption might be
too restrictive. Deviation from this assumption has been widely reported in biomedical re-
search [11, 12]. Specifically, researchers have frequently encountered the phenomenon
of over-dispersion where the variance of a count variable is greater than the mean. Im-
posing a Poisson model on over-dispersed data will result in under-estimated variance
and incorrect conclusion. As an alternative to the Poisson model, the NB model is gaining
popularity due to its flexibility to accommodate over-dispersion. Zhu & Lakkis [63] devel-

oped sample size calculation methods to compare the rates of two NB distributions. Tang



[54] investigated sample size methods for comparing NB rates in noninferiority and equiv-
alence trials with unequal follow-up times. These two methods, however, only consider
independent NB measurements. They are not applicable to clinical trials where longitudi-

nal design is employed.

1.2. Sample Size Calculation for CRTs with Count Outcomes

Pragmatic clinical trials are designed to test intervention in the full spectrum of real-
istic clinical settings in order to maximize the applicability and generalizability [45]. The
research question of interest is whether an intervention actually works in real-world health
system practice. One common feature of pragmatic clinical trials is the use of clustered
randomization, where clusters of patients (formed by physicians or clinics, for example)
are the units of randomization to avoid “contamination” and to allow the intervention to
be applied as it would be in real-world practice [48]. One example of contamination is
that when a physician simultaneously provides care to patients enrolled in different arms,
leakage of treatments might occur between two arms, resulting in an observed interven-
tion effect that is diluted and biased toward the null. Thus in CRTs, an individual physician
would only provide care to patients in one treatment arm.

When conducted in pragmatic settings, CRTs create unique design and analytic chal-
lenges to biostatisticians. A well recognized statistical issue in CRTs is that responses
tend to be more similar within clusters than those across clusters. This within-cluster
similarity is quantified by the intraclass correlation coefficient (ICC) [39], and there has
been extensive investigation in design methods for CRTs to properly account for ICC.
See for example, Roberts & Roberts [50] and Eldridge et al. [15]. Amatya et al. [3] pro-
posed a sample size calculation method for CRTs with a count outcome. It was developed
based on the Poisson regression model under the assumption that the number of patients
(cluster size) is equal across all clusters. Such an assumption might be too restrictive,

especially for pragmatic CRTs conducted in realistic clinical settings. The clusters are
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usually formed naturally with different cluster size due to practice scale, patient base, and
logistics, etc. Many researchers have shown that ignoring cluster size variability in sample
size calculation can lead to under-powered studies [1, 20]. Wang et al. [60] proposed to
incorporate cluster size variability into sample size calculation for CRTs with count out-
comes, where a correction term defined based on the coefficient of variation in cluster
size is included [37].

It is noteworthy that the methods in Amatya et al. [3] and Wang et al. [60] were both
developed under the Poisson model, which by definition imposes the restriction that the
mean and variance of the count outcome are equal [17]. In practice, however, the phe-
nomenon over-dispersion has been widely reported in biomedical research [11, 12]. In its
presence, employing a mis-specified Poisson model will lead to under-estimated sample
sizes. One common approach to account for over-dispersion is to model the count data
using the quasi Poisson distribution [61], which assumes the variance is a linear function
of the mean, with a slope greater than one to accommodate over-dispersion. Alternatively,
methods based on the negative binomial (NB) model, which assume the variance follows
a quadratic function of the mean [21], are gaining popularity.

Finally, both Amatya et al. [3] and Wang et al.[60] assume that all patients contribute
an equal length of follow-up, during which the counts of a certain event are measured.
In pragmatic trials, patients may experience treatment discontinuation or dropouts, leads
to different length of follow-up periods. For example, in a phase Il trial [9] of a novel
phosphodiesterase 4 (PDE4) inhibitor for chronic obstructive pulmonary disease (COPD)
treatment, the primary endpoint was the incidence count of moderate or severe COPD
exacerbation. The enrolled patients were initially scheduled have a follow-up period of 52
weeks. However, roughly 30% of them withdrew early from the studies. As a result, the
incidence counts are measured over different lengths of follow-up across patients. In the
context of individual randomization trials, there has been some development in sample
size methods for count outcomes measured over different follow-up periods [31, 54]. To

the best of our knowledge, there is no such development for CRTs.



1.3. Sample Size Calculation for CRTs with Multiple Binary Co-Primary Endpoints

Extensive research on power/sample size calculation has been conducted for CRTs
with a single primary outcome. For example, Lake et al. [28] investigated sample size
re-estimation for CRTs; Manatunga et al. [37] and Wang et al. [59] explored the impact
of random variability in cluster size on sample size requirement; Raudenbush [49] stud-
ied the optimal allocation of resources within and between clusters. More comprehensive
reviews can be found in Gao et al. [18] and Murray et al. [40].

Recently, the increasing complexity of medical therapies and technological advances
in obtaining a wider variety of measurements from study subjects have made multiple
endpoints and multiple testing increasingly important in clinical trials [8]. Sample size
calculation for RCTs with multiple co-primary endpoints have been studied by many re-
searchers. For example, Sozu et al. [52, 53] investigated sample size calculation ap-
proaches for RCTs with multiple binary endpoints or a mixture of continuous and binary
endpoints. Lafaye de Micheaux et al. [27] considered the case where multiple continu-
ous correlated endpoints are of primary interest. However, to the best of our knowledge,
there has been very limited research on investigating sample size calculation for CRTs
when multiple co-primary endpoints are evaluated. The challenge lies in the fact that
when co-primary endpoints are measured in a CRT, it gives rise to multiple types of de-
pendence. For example, the measurements of two endpoints from the same subject are
dependent in a way different from that of two measurements of the same endpoint from
two subjects within the same cluster. Therefore, an exchangeable correlation structure
which only accounts for the ICC becomes inadequate to model the correlation structure
in CRTs involving multiple endpoints. The multiple layers of the correlation structure re-

quests proper accomodation in data analysis and experimental design.



1.4. The Proposed Work

The thesis contains three parts, which are respectively presented in Chapter 2-4.

In Chapter 2, we investigate sample size calculation for RCTs with longitudinal count
measurements based on the NB distribution under the GEE approach framework. Our
proposed approach is flexible to accommodate over-dispersion and unequal measure-
ment intervals, as well as arbitrary randomization ratios, missing data patterns, and corre-
lation structures. The derived sample size formulas have closed forms for the comparison
of both slopes and time-averaged responses, which greatly reduces the burden of imple-
mentation in practice. We have conducted extensive simulation study to demonstrate that
the proposed method can maintain the nominal levels of power and type | error over a
wide range of design configurations. We illustrate the application of this approach using
a real epileptic trial.

In Chapter 3, we consider the problem of sample size calculation for CRTs with a
count outcome. Particularly, we propose to directly incorporate pragmatic issues (e.g.,
over-dispersion, varying cluster sizes, etc.) into the calculation. The proposed method is
developed based on the GEE approach and it is advantageous in that the sample size
formula has a closed form, which facilitates its implementation in pragmatic CRTs. We
also show in theory that ignoring these pragmatic features will under-estimate the sample
size, which leads to an under-powered trial. We assess the performance of the proposed
sample size method through extensive simulation studies. An application example based
on a real clinical trial is presented.

In Chapter 4, we present a sample size calculation method for CRTs with K > 2 binary
co-primary endpoints. It is developed based on the GEE approach, where three types of
correlation was considered: inter-subject correlation within an endpoint, intra-subject cor-
relation across endpoints, and inter-subject correlation across endpoints. A closed-form
joint distribution of the K test statistics was derived, which can be used to evaluate power

and type | error for arbitrarily constructed hypotheses. We further present a theorem that



characterizes the relationship between the correlation structures and testing power. We
assess the performance of our proposed method based on extensive simulation studies,
finished with application to a real clinical trial is presented.

Finally, some discussion and concluding remarks are presented in Chapter 5.



CHAPTER 2
SAMPLE SIZE CALCULATION FOR CLINICAL TRIALS WITH LONGITUDINAL COUNT
MEASUREMENTS BASED ON THE NEGATIVE BINOMIAL DISTRIBUTION

In this chapter, we investigate sample size calculation for clinical trials with longitu-
dinal count measurements based on the negative binomial distribution. This approach is
flexible to accommodate over-dispersion and unequal measurement intervals, as well as

arbitrary randomization ratios, missing data patterns, and correlation structures.
2.1. Statistical Model and Sample Size Approach for Comparing TAR

Suppose in a clinical trial patients are randomized to the treatment and control groups.
Let t = (t4,---,t,) be the time of patient visits. For the ith (i = 1,---,n) subject, the
primary outcome, denoted by y;;, is the count of a certain event (eg., epilepsy episode
or adverse drug reaction) during an interval of length 7;. Here n is the total sample
size, m is the number of measurements observed from each subject, and the lengths

of measurement intervals (7}’s) can be unequal. We model y;; by a negative binomial

distribution,

Plys) = Py +v7") ( Ui )yij ( 1 )vl, 2.1)

yij!F(v—l) 1 +U,uij 1 +U/Lij

where 1;; and v are model parameters and I'(-) is the gamma function. Under this specifi-

cation, we have E(y;;) = u;; and Var(y;;) = m]-+vu§j. Parameter v controls how much the
variance deviates from the mean, which is called the dispersion parameter. It has been
shown that the Poisson model is a limiting case of a NB model with v — 0 [46]. When

making inference about TAR, we assume that the mean of y,; to be constant over time,



and model p;; by

log(pij) = log(T}) + B + Bari,

where r; = 1/0 indicates that subject i is assigned to the treatment/control group, log(7})
is the offset to account for potentially non-equal measurement intervals across visits, /;
is the rate of the control group on the log scale, and g, models the ratio between the
treatment and control groups, representing the treatment effect. Define Z;; = (1,r;)' = Z,

and 3 = (54, f2)’, we have

1i(B) = Tjexp(Z;;8) = T; exp(ZB3).

Let the within-subject correlation be Corr(yij,vij) = p;;» With p;;; = 1 for j = 7.
Observations from different subjects are assumed to be independent. We are interested
in testing H, : 5, = 0 versus H, : 5, # 0. In clinical trials researchers are frequently faced
with the problem of missing data due to missed clinic visits or patient dropout, etc. We
directly incorporate missing data into sample size calculation. First we define indicator
A;j, which takes value 1 if the jth outcome of the ith subject is observed, and value O if it
is missing. Then §; = E(A,;) is the probability of the jth outcome being observed, which
is assumed to be equal across all subjects. It’s also reasonable to assume §; > §, > --- >
dm. Furthermore, §;;, = E(A;;A;;) is the joint probability that a subject has observations
at both times ¢; and t;. Note that §;; = ¢,. The introduction of ¢; and ¢;; allows us to
accommodate a wide range of missing patterns. For example, under the independent
missing pattern (IM), missing data occur independently over time, so we have d;;; = 0,6,
(7 # j'). Under the monotone missing pattern (MM), a subject missing the observation at
t; misses all subsequent observations, hence ¢;;; = dmaxy;,;;3- The following derivations

are presented under the missing completely at random (MCAR) assumption.



Utilizing an independent working correlation structure, it can be shown that the GEE

estimator 3 = (61, 3.) is solved from the following estimating equation,

=n Z Z BT (@) Wi ~ HiBZ: =0, (2.2)

=1 j=1

which, with the introduction of A;;, can accommodate missing data. Equation (2.2) is

generally solved through the Newton-Raphson algorithm. At the [th iteration,

BO =17 + 7z AT (BIY)S,(B7Y), (2.3)
where
3 e Hij (:8>
A, (B)=n"" N, Z,Z] —0 (2.4)
; jzl 1+ op(8)
Under the special case of equal measurement intervals, 7} = ... = T}, = T, 3 can be

solved analytically,

5o Doim (L =m) D200 Aijyig
B = lo <TZZ (=) ]ijl A, ) ’ (2.5)
52 — log D i i Zj:l A — log Do (1 —13) Z;n:1 Aijyis

2 e T Z;r;l Aij > (=) Z;n=1 Ay ]

Derivation of Equation (2.5) is presented in Appendix A.1.
Note that /n(8 — 3) approximately follows a normal distribution with mean 0 and
variance X, = A 'V, A ' [33], where

-1 , 1 /
V.(B)=n ZZZA”A” emem[ —H}u”(ﬁ)]?ZZ

i=1 j=1 j'=1

Here, €; = vi; — exp(@'Z;). Let 62 be the (2,2)th element of X,,. We reject Hy : 3, = 0 if

|fg—52| is greater than z;_, /2, where z,_,, is the 100(1 — «/2)th percentile of the standard

10



normal distribution. Let A and V denote the limits of A,, and V,, as n — oo, it follows that
3, converges to ¥ = A1V A~ Let o2 denotes the (2,2)th element of 3. Then given
the true treatment effect 5, = B, the sample size to achieve power 1 — ~ at two-sided

significance level a can be calculated by

Ug(zl—am + 21_4)?

B0

Here we show that a closed-form expression of 2 can be derived, which results in a

closed-form sample size formula. Specifically, as n — oo, we have

m 1 r
pij (B ¢
A = E ZA” J( )
o 1+ vpi;(8) 9
N~y T [P0 S T | P
= (1-7)) 86—~ +rYy 62
Jj=1 1+U7}M1 0 0 Jj=1 1—|—’UY}/L2 1 1
_ m _ m T;
| O-nEhem AT e T S
TZ] 1 Jl+;%2u2 TZ] 1 Jl—i—;;;/w

where 11 = exp(f1) and ps = exp(f;1 + [B2). Similarly,

m m 1 1 Tj ,

= E A,Z','Ai'/ i,' i'/i
\ %4 ZZ i Qg €ij€ij [1+Uﬂij(,6)]2

j=1j'=1 ) .
J o Tiry

_ 1frzm:zm: 855055 ka~/T; Ty 10 +Fi§: 8550 pj51 12/ Ty Tjr 1
j=1j'=1

= VO T+ Tm) | (14 vT;p2) (1 + 0Ty piz)
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Here we use the fact that E(e;;e;;) = pjjry/ (1 + vTu) (1 + Ty ;). Because A and V' are
2 x 2 matrices, it is easy to show that

Z Z 8550 Pjjt 1/ T Ty zm Zm 955! Pigt 2/ T Ty
j=1 j=122j

2 =1 \/(1+va><1+vT,m) I'=1 SO Ty p2) (10T )

L ) () S
j=1 JI—HJT]'/Ll r Zj:l 3 10T

(2.7)

It follows that the closed-form sample size formula for the comparison of TAR is:

Z;nzl Zm 5jj/ij/l‘1« /TjTj/ Z] ) Z (5]J/p”/,u21 /TjTj/

=1 /0 1+UTJM1)(1+vTj/m) 7'=1 ./ 1+ngu2 (+oTyp2) | (21-a/2 + Z1-y)?

(1= ) () 6 s )? PSS O ) E
(2.8)
When 77 = ... =T,, = T, Formula (2.8) can be simplified to
n— (1= 7T + 7Tz + UT2M1N2](Z] 1 Z _1 055 Pjjr )(Zl—a/Q + 21—7)2 (2.9)

(1- T)TT2M1M2520(Z]: 0;)?

Formula (2.9) explicitly shows that the sample size is an increasing function of the
dispersion parameter v. Here are some useful facts about the sample size formulas (2.8)

and (2.9):

e Longitudinal observations are usually positively correlated. In such scenarios, stronger
correlation (larger p,;) is associated with larger sample size requirement for the

comparison of TAR.

e When within-subject correlation is non-negative (p;;; > 0), given the same set of

marginal observation probabilities § = (¢4, - - -, d,,), missing data pattern MM is as-
sociated with a larger sample size than IM, because when j = ;' we have 6](§M) =
oMM = 5;, and for j # 5

(MM) _ (M) _
Ojj " = Omaxtjyy 2 055 = ;05
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For sample size calculation, we assume that the dispersion parameter v is known. In
practice, we need to obtain an estimate of v which we denote as 4. Note that E(e;;) =
E[(ylj — ,uij)Q] = VCLT'(yij> = 45 + U,U/?j, I’esul’[ing in E(G?j — M5 — U/L?j) = 0. We follow the

approach of Kong et al. [25], which finds © by minimizing

ZZAW — i (B) — i (B)?)?,

i=1 j=1

given 3. It is easy to verify that

~

Z?:l Z;n:l Aij [612] — Hij (B)]MU (/6) .
Dict Z;nzl Aijpii (B)*

0=

(2.10)

A complete estimation procedure for (3, v)" is listed as follows:

1. Initial values of 3 and ¢ can be obtained through the maximum likelihood estimation

by treating all observations as independent. We denote the initial values as B© and

50,

2. Plug 8© and 4 into Equations (2.3)-(2.4) to update 3 which we denote as 3.

Given 81, we use Equation (2.10) to update 4, denoted as o(1).

3. Repeat Step 2 until 3 and @ converge.

2.2. Statistical Model and Sample Size Approach for Comparing Slopes

For comparing the slopes between two experimental groups, we assume that

log(pij) = log(T}) + B1 + Bari + Bstj + Barit;.

Note that 3, is the difference in slope between the control and treatment groups, repre-

senting the treatment effect. We are interested in testing Hy : 5, = 0vs H; : B4 # 0. Let
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Zzg (1 rlﬂtjvrl ) and ﬁ (51752753764) hence
1ij(B) = T exp(B'Zy).

The GEE estimator 3 = (51, (s, 33, 31)" is solved from

) =n QZZ zg1+w ﬁ)[yz‘j—mj(ﬂ)]zz‘jzoa (2.11)

=1 j=1

similarly based on the Newton-Raphson algorithm as described in Section 2.1. \/E(B —
3) approximately follows a normal distribution with mean 0 and variance matrix X, =
AV, Al where A

B _ 71ZZA”Z Z’ 15 (8) :

=1 j=1 1 + Vhij (/3)
and
. n m m 1 1
Va(B) =n"" AijAijéijéiy ; 5 ZiZiy-
222 o B B

Let 62 be the (4,4)th element of X,,. We reject Hy : 85 = 0 if |\%B4] is greater than
z1_q2. Let of denote the (4,4)th element of 3. Under the true treatment effect 5, = S0,

with a predetermined type | error o and power 1 — ~, the required sample size is

03 (21—a/2 + 21-4)?

n= e . (2.12)

In order to calculate the sample size, we need to derive the expression of A and V. As

n — oo, we have
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1 r; tj ’ritj
m - ri o or?oorit; it
A = E Z i Nz](ﬁ) J J
—~ 1+ ou;(B) 9 9
J t] Titj tj Titj
Titj Tl-ztj th? T?t?
10t 0 11t t
L~ T 0000 e T:ssi 11 ¢t ¢
= 1— 5 J51 +7 5 J>4] :
( >; 1T, 2 Z:;]l‘l'UijzJ S
t; 0 120 j t; t; 128
0000 ty t; t t

where &; = exp(f1 + Bst;) and &; = exp|fr + B2 + (B + S4)t;] are the time-specific rates

in the control and treatment groups, respectively. Similarly we have

1 T tj/ Titj/
m m 2 2
1 1 rioor Tty ity
2 2 A T B T iy (B
r= tj Titj tjtj/ T’itjtj/
Tz‘t]‘ T‘-Qtj T’Z'tjtj/ T’,L-Qtjtj/

7
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It follows that, V' = (1 — 7)V; + 7V5, where

/T, Ty &6, 00 0 O
ZZ(SJJ "Pjj’

V(4 0TiE5) (14 vTjéy)

i=1y'=1 t; 0 tjty O
00 0 0

and
1 1 tp ity

/7"],7"]./52].62]., 1 1 t]/ tjl
I ey

L+ 0T;€;) (1 + vTji&y)

J=1j'=1

<~

With some algebra, we can show that

2 Doiey 2y Og iy (ty — t)(ty — th) N Doiy 2y Oggpigmagnag (ty — t2)(ty — t2)
2

(1 _T)[Zg 1 3771](7f —t1)?]? f[Z]:1 53772j(t —t2)?]? 7
(2.13)
\/Tj€1; Ti&;  + ) )
where 7,; = SRVAU ST Ny = VAL B M and t, = M Therefore,
1+7JTJ'£1J‘ \/1+UTj§2j Z J 13 Z J 2]
the closed-form sample size formula for comparing slopes is
Z;nzl E?:l 5jj’ij/771j771j’(tj_il)(tj’_fl) Z;n:l Z;}:1 5jj’ﬂjj/7]2j772j’(tj _52)(%"_{2) 2
AT, 0,17, (617 + T 0, (6 —12)7)2 (21-a/2 + 21-7)
n =
B
(2.14)

The derivation of Equation (2.13) is presented in Appendix A.2.

To compute a sample size using Formulas (2.8) or (2.14), we need to specify the
number of measurements m, the visit times ¢, the measurement intervals T', the random-
ization scheme 7, the parameter vector 3, the overdispersion parameter v, the correlation
structure and the correlation parameter p, the observational probability vector § and the

missing pattern, and pre-determined levels of type | error a and power 1 — .
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2.3. Simulation

We conduct the following simulation study to evaluate the performance of the pro-
posed sample size methods. First we assume that each patient is scheduled to con-
tribute m=5 measurements with visit times ¢ = (1,...,5). Without loss of generality, we
explore two types of measurement intervals: equal-length T' = (1,1, 1,1, 1), and unequal-
length T = (0.8,1,1,1,1.2). The nominal levels of type | error and power are set at
a = 0.05 and 1 — v = 0.8, respectively. The marginal observation probabilities are set
at é = (1,0.95,0.9,0.85,0.8). That is, we assume no missing data at the initial measure-
ment, and an additional 5% missing at each of the subsequent visits. We set 7 = 0.5, i.e.,
a balanced randomization. We consider two missing data patterns (IM and MM), and two
correlation structures, compound symmetry (CS) and AR(1). Under CS, within-subject
correlation is constant regardless of time, p;;; = p for j # 5. Under AR(1), the correlation
is assumed to decay over time, p;; = pl’~l. Three values of the correlation parameter
are evaluated: p = 0.1,0.3,0.5. For the comparison of TAR between two groups, we set
intercept at 5; = 0.2 and explore two levels of true treatment effects By= 0.25 and 0.3.
For the comparison of slopes, we set (51, 82, 53) = (0.1,0,0.1) and explore two treatment
effects 5, = 0.1 and 0.15. Finally, we consider two values of the dispersion parameter,
v =0.5and 1. For each combination of design parameters, we compute sample size, and
then conduct simulation to evaluate the empirical power and type | error. The simulation

algorithm for a particular design configuration is described as follows:

1. For the comparison of TAR, we calculate sample size n by plugging the set of design
parameters into Equation (2.8). For the comparison of slopes, we calculate sample

size n by Equation (2.14).
2. We run 5000 iterations. For each iteration:

(a) Generate a dataset of size n under the the alternative hypothesis (5, = a9 or

B4 = Bao). Every patient has a vector of correlated count outcomes, (i1, - -, Yim)-
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Each outcome marginally follows a negative binomial distribution with parame-
ters (ui;, v), while jointly they are correlated with assumed correlation structure
and p. The correlated negative binomial data are generated using the R pack-

age "corcounts" [16].

(b) For each subject, we generate missing indicators (A1, -+, A;,) based on the
specified marginal observation probabilities and missing pattern.

(c) For comparing the TAR between groups, we obtain 3, and &,; for comparing

the slopes between groups, we obtain 3, and 4.

3. The empirical power is estimated as the proportion of iterations that reject the null
hypothesis. That is, the proportion of iterations |\/ﬁ%|> 21-0.05/2 for comparing the

TAR, and |\/ﬁ%|> 21-0.05/2 for comparing the slopes.

4. We repeat Steps 2-3 to assess the empirical type | error by setting the value of 3,
or 54 to 0 in Step 2(a).

Tables 2.1—2.2 present the sample size, empirical type | error, and empirical power un-
der different combinations of design parameters for comparing TAR, while Tables 2.3 — 2.4
are for comparing slopes. Under the combinations of design parameters considered, the
sample sizes range from 111 to 691. The empirical powers and type | errors are gen-
erally close to the nominal levels, which indicates good performance of the proposed
sample size method. Tables 2.1 — 2.2 confirm the theoretical properties of sample size for
comparing TAR, that the sample size increases as v increases, a stronger correlation is
associated with a larger sample size, and that the sample size under MM is greater than
that under IM. For comparing slopes, Tables 2.3 — 2.4 help us empirically assess the im-
pact of different design parameters. We observe that a larger v is associated with a larger
sample size requirement, and that the MM missing pattern results in a larger sample size
than IM. It can be analytically shown that under the CS correlation structure, there is a
linear relationship between sample size and parameter p. The relationship is less clear

under the AR(1) structure. In Figure 2.1 we graphically explore the association between
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sample size and correlation parameter (p). It shows that under the CS correlation struc-
ture, the sample size always decreases as p increases. Note that the sample size for TAR
has an opposite direction of association with p. Under the AR(1) correlation structure, the
association between sample size and p is no longer monotone. As p increases, the sam-
ple size first increases and then decreases, following a (] shape. The above observation
suggests that at the design stage, it is important to have a good understanding about the
correlation structure and the strength of correlation, which could be learned from prior

experiments.

2.4. Application

We apply the proposed sample size method to an epileptic study [55]. A total of 59
epileptic patients were enrolled, among which 31 patients received the anti-epileptic drug
(treatment) and the other 28 patients received the placebo (control). The outcome is the
number of epileptic seizure episodes recorded at four time points over two-week intervals.
Suppose researchers want to design a new randomized trial where the design parameters
are based on the data generated from this study. The research question is to compare
the slopes between the treatment versus control group.

We code the visit times as t = (1,2,3,4) with T" = (1,1,1,1). Using the GEE ap-
proach, the regression coefficients are estimated as B = (2.257,0.006, —0.043, —0.033)’
and dispersion parameter # = 2.07. The difference in slope (5.) is not significantly dif-
ferent from 0, with a p-value of 0.617. Based on the QIC criteria [43], we determine that
the CS structure provides a better fit and the correlation parameter (p) is estimated to be
0.8059.

Suppose for the new study, the treatment is considered clinically meaningful if the
magnitude of j, is at least 0.2. Therefore, we assume g’ = (2.257,0.006, —0.043, —0.2)’
and v = 2.07 for sample size calculation. The correlation structure is assumed to be CS

with p = 0.8059. Other design parameters are specified as 7 = 0.5 (a balanced random-
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ization), two-sided type | error o = 0.05, power 0.8, and marginal observation probabilities
d = (1,0.95,0.9,0.85). The corresponding sample sizes are 98, 103, 69 under IM, MM,

and complete data, respectively.
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Figure 2.1: Association between sample size and correlation parameter p with IM missing
pattern, 3 = (0.1,0,0.1,0.1), t = (0,1,2,3,4,5), T = (1,1,1,1,1),v = 0.5

300 400 500
|

Sample Size

100 200

0
|
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Table 2.1: Sample size (empirical type | error, empirical power) for comparing TAR with

v=05,T =(1,1,1,1,1),and To = (0.8,1,1,1,1.2)

Ba p=0.1 p=0.3 p=05
Complete | 0.25 173(0.053,0.797) 272(0.057,0.804) 371(0.057,0.806)
0.3 119(0.054,0.812) 187(0.056,0.800) 254(0.049,0.799)
CS IM 0.25 187(0.053,0.806) 285(0.058,0.806) 384(0.058,0.799)
0.3 128(0.054,0.799) 196(0.050,0.801) 263(0.057,0.797)
MM 0.25 189(0.055,0.803) 293(0.051,0.803) 397(0.057,0.803)
T, 0.3 130(0.054,0.803) 201(0.057,0.801) 272(0.053,0.800)
Complete | 0.25 145(0.053,0.806) 200(0.052,0.802) 275(0.059,0.803)
0.3 100(0.056,0.803) 137(0.054,0.810) 189(0.054,0.805)
AR(1) IM 0.25 159(0.053,0.801) 213(0.054,0.797) 289(0.060,0.808)
0.3 109(0.054,0.817) 146(0.054,0.815) 198(0.052,0.807)
MM 0.25 161(0.054,0.822) 219(0.052,0.809) 299(0.055,0.797)
0.3 110(0.059,0.813) 150(0.053,0.809) 205(0.055,0.802)
Complete | 0.25 174(0.053,0.809) 273(0.058,0.804) 372(0.052,0.800)
0.3 119(0.060,0.806) 187(0.056,0.792) 255(0.060,0.792)
CS IM 0.25 189(0.052,0.806) 288(0.053,0.808) 387(0.056,0.799)
0.3 129(0.054,0.799) 198(0.050,0.806) 266(0.053,0.790)
MM 0.25 191(0.059,0.808) 296(0.052,0.796) 401(0.051,0.783)
T, 0.3 131(0.051,0.814) 203(0.057,0.805) 275(0.051,0.797)
Complete | 0.25 146(0.052,0.811) 200(0.055,0.795) 276(0.055,0.795)
0.3 100(0.060,0.813) 137(0.053,0.803) 189(0.057,0.814)
AR(1) M 0.25 160(0.054,0.800) 215(0.053,0.807) 292(0.051,0.802)
0.3 110(0.054,0.804) 148(0.053,0.807) 200(0.051,0.803)
MM 0.25 162(0.052,0.804) 221(0.050,0.806) 302(0.051,0.805)
0.3 111(0.055,0.809) 152(0.055,0.807) 207(0.058,0.811)
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Table 2.2: Sample size (empirical type | error, empirical power) for comparing TAR with
v=1,T = (1,1,1,1,1),and T, = (0.8,1,1,1,1.2)

5o p=0.1 p=0.3 p=0.5
Complete | 0.25 244(0.048,0.811) 382(0.052,0.785) 521(0.057,0.790)
0.3 168(0.056,0.804) 263(0.060,0.798) 359(0.048,0.791)
CS M 0.25 263(0.052,0.793) 401(0.053,0.816) 540(0.059,0.799)
0.3 181(0.053,0.801) 276(0.055,0.790) 372(0.051,0.804)
MM 0.25 266(0.057,0.799) 412(0.054,0.797) 558(0.055,0.792)
T 0.3 183(0.052,0.805) 284(0.052,0.803) 384(0.054,0.804)
Complete | 0.25 204(0.055,0.808) 281(0.058,0.807) 387(0.056,0.806)
0.3 141(0.058,0.813) 193(0.060,0.808) 266(0.057,0.795)
AR(1) M 0.25 224(0.055,0.807) 300(0.055,0.807) 406(0.051,0.812)
0.3 154(0.053,0.807) 207(0.053,0.814) 280(0.054,0.813)
MM 0.25 226(0.052,0.811) 307(0.054,0.814) 420(0.055,0.799)
0.3 156(0.058,0.809) 212(0.054,0.806) 289(0.055,0.800)
Complete | 0.25 244(0.051,0.808) 384(0.055,0.785) 523(0.062,0.793)
0.3 168(0.052,0.813) 264(0.052,0.796) 360(0.057,0.799)
CS IM 0.25 265(0.053,0.809) 405(0.056,0.795) 544(0.057,0.797)
0.3 182(0.054,0.810) 279(0.058,0.794) 375(0.053,0.799)
MM 0.25 268(0.056,0.800) 416(0.062,0.800) 563(0.057,0.792)
T, 0.3 185(0.058,0.805) 286(0.050,0.797) 387(0.057,0.792)
Complete | 0.25 205(0.052,0.805) 282(0.053,0.818) 388(0.055,0.810)
0.3 141(0.055,0.813) 194(0.053,0.805) 267(0.054,0.801)
AR(1) IM 0.25 225(0.063,0.805) 302(0.055,0.807) 410(0.054,0.809)
0.3 155(0.059,0.813) 208(0.053,0.809) 282(0.054,0.812)
MM 0.25 228(0.056,0.803) 310(0.051,0.808) 424(0.055,0.820)
0.3 157(0.055,0.804) 214(0.055,0.820) 292(0.057,0.796)
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Table 2.3: Sample size (empirical type | error, empirical power) for comparing slopes with

v=05,T, =(1,1,1,1,1),and To = (0.8,1,1,1,1.2)

By p=0.1 p=0.3 p=0.5
Complete | 0.1 311(0.053,0.801) 243(0.053,0.804) 175(0.059,0.800)
0.15 135(0.057,0.805) 105(0.057,0.802) 76(0.062,0.803)
CS M 0.1 350(0 046,0.804) 282(0.058,0.808) 214(0.059,0.808)
0.15 152(0.054,0.807) 122(0.056,0.810) 93(0.062,0.799)
MM 0.1 351(0.056,0.806) 285(0 055,0.799) 219(0.059,0.794)
T 0.15 152(0.054,0.803) 124(0.061,0.799) 95(0.059,0.799)
Complete | 0.1 371(0.046,0.818) 412(0 050,0.808) 415(0.052,0.803)
0.15 161(0.050,0.806) 178(0.051,0.818) 180(0.056,0.817)
AR(1) M 0.1 411(0.053,0.811) 452(0.054,0.803) 455(0.054,0.808)
0.15 178(0.054,0.814) 196(0.054,0.813) 197(0.049,0.815)
MM 0.1  413(0.056,0.806) 458( .047,0.807) 464(0.052,0.813)
0.15 179(0.056,0.799) 198(0.058,0.799) 201(0.057,0.809)
Complete | 0.1 319(0.050,0.808) 251(0.051,0.800) 183(0.060,0.799)
0.15 138(0.053,0.809) 109(0.059,0.811) 80(0.062,0.800)
CS IM 0.1 359(0.051,0.805) 291(0.053,0.794) 223(0.060,0.804)
0.15 156(0.061,0.814) 126(0.064,0.812) 97(0.058,0.814)
MM 0.1 360(0.050,0.794) 293(0.052,0.801) 226(0.055,0.793)
T, 0.15 156(0.058,0.795) 127(0.059,0.802) 98(0.058,0.808)
Complete | 0.1 380(0 054,0.803) 423(0.052,0.809) 426(0.053,0.795)
0.15 165(0.053,0.806) 183(0.060,0.802) 185(0.057,0.808)
AR(1) IM 0.1 421(0.049,0.806) 464(0.054,0.808) 468(0.052,0.806)
0.15 183(0.053,0.798) 201(0.056,0.813) 203(0.056,0.806)
MM 0.1 423(0.050,0.804) 469(0.052,0.807) 476(0.050,0.802)
0.15 183(0.059,0.815) 203(0.055,0.809) 206(0.058,0.809)
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Table 2.4: Sample size (empirical type | error, empirical power) for comparing slopes with
v=1,T = (1,1,1,1,1),and T, = (0.8,1,1,1,1.2)

B4 p=0.1 p=0.3 p=0.5
Complete | 0.1 453(0.051,0.805) 353(0.061,0.802) 253(0.060,0.799)
0.15 198(0.056,0.804) 154(0.059,0.805) 111(0.061,0.800)
CS IM 0.1 511(0.052,0.801) 411(0.056,0.793) 311(0.061,0.799)
0.15 223(0.049,0.805) 180(0.055,0.808) 136(0.064,0.810)
MM 0.1 513(0.051,0.814) 416(0.056,0.802) 319(0.058,0.791)
T 0.15 224(0.051,0.798) 182(0.056,0.803) 140(0.054,0.791)
Complete | 0.1 542(0.052,0.810) 601(0.046,0.809) 604(0.053,0.792)
0.15 237(0.051,0.809) 262(0.048,0.805) 264(0.054,0.811)
AR(1) M 0.1 600(0.049,0.815) 659(0.055,0.811) 662(0.051,0.802)
0.15 262(0.053,0.808) 288(0.052,0.804) 289(0.051,0.802)
MM 0.1 603(0.052,0.805) 668(0.055,0.810) 676(0.048,0.804)
0.15 263(0.052,0.807) 292(0.049,0.806) 295(0.055,0.800)
Complete | 0.1 462(0.054,0.814) 362(0.056,0.795) 261(0.056,0.799)
0.15 202(0.055,0.816) 158(0.059,0.809) 114(0.063,0.802)
CS IM 0.1 522(0.052,0.809) 421(0.052,0.799) 320(0.067,0.800)
0.15 228(0.057,0.803) 184(0.061,0.806) 140(0.065,0.804)
MM 0.1 523(0.058,0.797) 425(0.055,0.807) 326(0.054,0.807)
T, 0.15 229(0.054,0.808) 186(0.057,0.799) 143(0.056,0.808)
Complete | 0.1 553(0.052,0.800) 614(0.050,0.804) 618(0.055,0.801)
0.15 242(0.058,0.800) 268(0.055,0.804) 270(0.055,0.813)
AR(1) IM 0.1 613(0.049,0.810) 674(0.052,0.805) 678(0.050,0.803)
0.15 268(0.055,0.810) 295(0.053,0.819) 297(0.050,0.811)
MM 0.1 616(0.054,0.801) 683(0.053,0.804) 691(0.052,0.804)
0.15 269(0.058,0.808) 298(0.056,0.813) 302(0.053,0.806)
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CHAPTER 3
INCORPORATING PRAGMATIC FEATURES INTO SAMPLE SIZE CALCULATION FOR
CLUSTERED RANDOMIZATION TRIALS WITH A COUNT OUTCOME

In this chapter, we propose a sample size calculation method for CRT with a count
outcome, which is capable of handling pragmatic issues such as over-dispersion and

varying cluster size.

3.1. Statistical Model and Sample Size Approach

Suppose in a CRT, N clusters are randomized to a control or a treatment arm. In the
following, we use C and 7 to denote the set of clusters assigned to the control and
treatment arm, respectively. We further use m; (i =1, ..., N) to denote the cluster size and
m; is assumed to independently follow a certain discrete distribution Prob(m;=m) = g(m)
with outcome space M. We further define mean n,, = F(m;) and variance 7 = V ar(m;).
The primary outcome, denoted by y;; , is the count of a certain event (e.g. infections,
exacerbation episodes, hospital visits, etc.) for the jth patient in the ith clun;ter during a
follow-up period of length ¢;;. We assume that there is a common planned follow-up time
(denoted by t*) for every patient. However, each patient has a probability to drop out from
the study. The time to drop out from the study, which we denote as d;;, is independent
and identically distributed with a certain continuous distribution. Hence the true follow-up
time is t;; = min(t*, d;; ), with f(¢;; ) as the density function. We model y;; by a quasi
Poisson distribution [61], where the first two moments are defined by E(y;; ) = p;and V
ar(y;; ) = 0u;; . Here 8 > 1 is the over-dispersion parameter. The mean parameter p;; is

modeled by

log(pij) = log(ti;) + B + Bari. (3.1)
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In the model, »; = 1/0 indicates that cluster i is assigned to the treatment/control arm,
log(t;;) is the offset to account for variable lengths of follow-up, 3; is the event rate under
control on the log scale, and 3, models the difference between the treatment and control
arms, representing the treatment effect. A cluster is assigned to the treatment arm with
probability 7 = E(r;). Intraclass correlation (ICC) is denoted by p = Corr(y;;, y;;) for j # j'
and observations are assumed to be independent across clusters. The primary interest

istotest Hy: fo =0VvS Hy : B, # 0. Let Z;; = (1,r;) = Z, and B = (1, =)', we have

11 (B) = tij exp(Z;;B) = tij exp(Z;3).

Let yv; = (vi1, -, vim,) be the response vector of the ith cluster and similarly define
pi(B) = (1 (B), - - -, im,(3))". Utilizing an independent working correlation structure, the
GEE estimator 3 = (54, 3,)' is obtained from

N
N(B) = N2 DWW, [y; — n;(8)] = 0, (3.2)
=1
where D; is a m; x 2 gradient matrix defined as D, = ”{}ﬁﬁ) nd W; = 0S?°1,,.5%5. Here

S; = diag[u;(8)] is a m; x m; diagonal matrix and I,,,, is the m; x m; identity matrix. With

some algebra, we can simplify (3.2) to
Sn(B) = N7207 3" [y — 115(8)) Z; = 0. (3.3)

Solving Equation (8.3), we obtain the GEE estimator:

5 > iec Z] 1 Yij

1 = lo ~ —m 3.4
B g <ZZ€C ST 6 ) (3.4)
B — log ZzeT Z] 1 Yij ~log Zzec Z] 1 Yij

? ZZET Zml t ZZEC Zmz t
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VN(B — ) approximately follows a normal distribution with 0 mean, and the variance

matrix can be estimated by 32, = A 'V, A-!, with

N m;

Ax(B) = NN (822,

=1 j=1

and

N m; my

B N~to2 ZZZEZ]Q]/Z Z..

i=1 j=1 j'=1
where é; = y;j — [ (B) denotes the residual. It is easy to show that the over-dispersion
parameter 0 in A,,(83) and V,,(3) are cancelled when calculating ,,, hence we can rewrite

A, (B) and V,(B3) as

An(B) = n ZZM p)Z.Z,, (3.5)

i=1 j=1

VN(B) = n_lzzzéijéij’zizz{"

i=1 j=1 j'=1

Let 52 be the (2,2)th element of 3,,. With straightforward matrix algebra, it can be shown

that

52 — Zzec Z Z iy €ij€ijr n ZZGTZ Z =1 %‘5%3
L e S i (B))2 [ ier S i (B)]2

Furthermore, define y;, = Y7y, ti. = Y1 t;; and 1. (8) = ST g (B) as the cluster-

(3.6)

level aggregated data, then estimators (3.4) and (3.6) can be re-written as

Bio= (T, 8.7
ieC V.

5 zz‘eT Yi. Ziec Yi

& 10g<2i67ti-)_1g(zi6ct )7



and

0 DicelVi— 1:.(B)]? 2ierl¥i — MZ(B)P (3.8)

62 = - + -

[>icc 1i(B)]? D ier i (B))?
It is noteworthy that Equations (3.4)-(3.8) do not include the over-dispersion parameter 6
or the correlation parameter p. Furthermore, Equations (3.7)-(3.8) suggest that although
the model (3.1) is specified at the patient level, the treatment effect estimate 3, and its

variance 63 can be obtained using cluster-level aggregated data.

We reject Hy : 5o = 0 if |¢;L2/32| is greater than z,_,/», where z,_, is the 100(1 — a/2)th

percentile of the standard normal distribution.

To derive the sample size formula, first we define A and V to be the limits of Ay and
Vy as N — oo, then Xy converges to X = A~'V A~!. Let o2 denote the (2,2)th element
of 3. Then, given H; : 35 = s, With specified two-sided type | error o and power 1 — ~,

the required number of clusters is calculated by

Ug(zl—a/Q + 21—7)2

B0

N = (3.9)

In the following, we show that a closed-form expression of o2 can be derived, even after we
take into account pragmatic features of over-dispersion, unbalance randomization, as well

as random variability in cluster size and length of follow-up. To facilitate the derivation, we

denote v, = E(t;;), € = Var(ty), and x, = E(t}/”

value of square root under the density function f(t;;) assumed for length of follow-up. First

) as the mean, variance, and expected

we have
. ) N Lo
ANB) =N 0> py(B8) + 0p(1).
i=1 j=1 ry e

As N — oo, Ay(B) approaches
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i 1 T;
A = E|Y puy(B) (3.10)
J=1 ri 1’
1 0 11
= (1 — f) Z /Ll’ytmg(m) +7r Z M?fytmg(m>
meM 00 meM 11
10 11
= (1 =7)mvnm + T2V m
0 0 11

(1 = 7)paYelm + Fl2Yelm TH2Yelm

T2V m T2Vt m

A~

where 11 = exp(f:1) and py = exp(f; + f2). For Vy(3), we have

. N m; my 1 T;
VaB) =N 3 [y — 1 (B)] iy — i (B)) + 0p(1).
i=1 j=1 j'=1 i 12
As N — oo, Viv(3) approaches
mi o My 1 T
Vo= E|) Y Wy 1y(0) iy — miy(8)) . (3.11)
g=1j'=1 ri r?
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where

10
Vv, = [ (Opaye + pii€;) + (7 + 02 — 1) PO K7, (3.12)
00
and
11
V, = [ (Opiaye + pi€;) + (1o + 0 — 1) POp2 7). (3.13)
11

More details of the derivation for V; and V; can be found in Appendix B.1.

Using matrix algebra, we can obtain the (2,2)th element of ¥ = A~'V AL

52 = MmO ul(L =7 + 7] + i piapiz + (T + 1 — )00 = Thpis 7] g 49
? (1 = 7)7pa pan v

Plug (3.14) into Equation (3.9) and we obtain the closed-form sample size formula

_ {107 [(1 = F)pr + Ppa] 4+ et papie + (775, + 07, — 1) pORE[(1 — 7)p1 + Fo]} (21—as2 + 21-4)?

N
(1 - F)ﬁ“flﬂﬂ]?n%?ﬂ%()

(3.15)

The pragmatic features accommodated by sample size formula (3.15) include: unbal-
anced randomization (through parameter 7), over dispersion (), varying cluster size (1,
and 72), and varying length of follow-up (v, €, ;). To account for random cluster size
only the first two moments are required, while to account for random length of follow-up
in addition the expected value of /%;; is needed. In practice, it would be easier to supply

such information based on prior data than fully specifying the distributions of cluster size
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and length of follow-up.
In the following, we summarize the impact of different design parameters on sample

size (3.15):

e The sample size is an increasing linear function of ICC p (because m > 1 and u; > 0

and ps > 0).

¢ In practice we usually have ICC p > 0, and the sample size is an increasing linear

function of over-dispersion 6.

e Given the same averaged cluster size (7,,), larger variability (measured by variance

72) is associated with a larger sample size.

e Given the same averaged length of follow-up (v;), larger values of ¢? and x? are

associated with a larger sample size.

e For individual randomized trial where p = 0, varying lengths of follow-up affect sam-

ple size through the first two moments: , and €?.

If there is no variability in cluster size (i.e., 72 = 0 and m; = 7,,), the sample size

formula (3.15) can be simplified to

_ {0y [(1 = )y + Tpaa] + et pia + (5, — 1) pOs7 (1 — 7)pn + Tpa]}(21—ay2 + 21-7)°

N, ——
" (1 — 7)Tu1pan2,72 85,

(3.16)

It is obvious that N > N,, for 72 > 0. That is, the variability in cluster size leads to larger

sample size. The magnitude of increase, however, is jointly determined by all the other
design parameters.

On the other hand, if we ignore drop-out (i.e., t;; = t* V4, j), then ¢ = 0 and k? = t*,

and the sample size is simplified to

O[(1 — 7)pr + To)(Z1-ay2 + 21-4)? { 1—p ( T2 > }
N, = . + 1+ = ) 3.17
f (1 — )it B2, . g 3.17)

32



Ny is proportional to 1/¢t* and 6, and it can be shown that N, < N (see Appendix B.2).
Furthermore, the second term is identical to the correction term derived by Manatunga
et al. [37] for conventional cluster randomization trials with varying cluster sizes where
Tm/Mm 18 the coefficient of variation.

Finally, if there is no variability in cluster size or length of follow-up, the sample size

can be further simplified to

n = O O = D= P b Tl 210 ) (3.18)

(1 — 7)) pammt* B2

It is easy to verify that V,,,; < N,, < N and N,,; < N; < N.

In CRTs, the number of clusters is usually limited. For example, Ivers et al. [23] re-
viewed a random selection of 285 CRTs and reported that the median number of clusters
was 21. When N is small, the sandwich-type variance estimator (3.8) is known to be bi-
ased downwards, leading to an inflated type | error [32]. Alternatively, o3 can be estimated
using re-sampling based methods [14]. Sherman & Cessie [51] showed that for clustered
data, confidence intervals of the parameters built based on the bootstrap method are su-
perior to the normal confidence intervals built upon the sandwich estimator of variances.
In the context of stepped-wedge trials, a special case of CRT, Hussey & Hughes [22]

showed that a jackknife estimate of the variance helps to control the size of the test when

the number of clusters is limited. Define 527°*) to be the Jackknife estimate of o2,
N
~2(Jack N -1 A(—1 A
63" = == B~ )

Here 5™ denotes the estimate of 3, based on partial data where the ith cluster is ex-
cluded. We perform the re-sampling step on the cluster level instead of the patient level,
which retains the within-cluster correlation structure [51]. Using the closed-form solution

33



for 3, in Equation (3.7), with some algebra, we are able to show that

N-1 : t\1° : t:\1°
&;%("“ck):T[ {Z[log <1—z”c‘)—log (1—15;)] +Z[log (1—z;'>—log (l—t;ﬂ }7
: ieT

(3.19)
where yo = >, .. vi. and yr = > .. yi.. For the rest of the paper, we denote the approach
using Equation (3.8) to estimate o2 as "GEE-Naive", and the approach using Equation
(3.19) as "GEE-Jackknife". The performance of both approaches will be evaluated by

simulation study.
3.2. Simulation

In this section, we conduct simulations to assess the performance of the proposed
sample size method. Suppose N clusters are randomized with 1:1 ratio (7 = 0.5) to the
control and treatment arms. We consider three distributions for the cluster size m;: (1)
A truncated Poisson distribution with a mean parameter \ = 45 over a range of [20, 70].
We denote this distribution as TrunPoisson with corresponding 7,, ~ 45 and 72 ~ 44.8;
(2) A discrete uniform distribution (DU) with a lower bound 34 and an upper bound 56.
The corresponding parameters are 7,, = 45 and variance 72 = 44; (3) A DU distribution
with a lower bound 10 and an upper bound 80. Its corresponding mean is 7,, = 45 and
variance is 72 = 420. For the length of follow-up, we assume that the count outcome is
supposed to be measured over a follow-up period of length 1. During the trial, however,
patients are likely to drop out, and the potential dropout time (d;;) follows an exponential
distribution with rate A, = 0.356. Hence the actual follow-up time is ¢;; = min(1, d;;). Under
the above specification, the probability of early dropout is roughly 30% with x; =~ 0.893,
v ~ 0.842, and € ~ 0.084. We explore three values for the over-dispersion parameter
0: 2, 2.5, and 3. Similarly, three values of ICC are explored: p = 0.02,0.04, and 0.06,
which represent small ICCs commonly reported in CRTs [39]. The nominal levels of

type | error and power are set at « = 0.05 and 1 — v = 0.8, respectively. We set the
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true value of regression parameter 3; = 0.6 and exploring three values of 3, under the

alternative hypothesis: 5y = —0.35, —0.38, —0.4. Given a particular combination of design

parameters, the simulation scheme is as follows:

1. Plug the design parameters into Equation (3.15) to compute sample size N.

2. For each scenario, we run L = 5000 iterations. In the [th iteration,

(@)

(b)

Generate a random dataset of cluster size N under the alternative hypothe-
sis (By = [9). For each cluster, we first generate cluster size m; from the
corresponding TrunPoisson or DU distribution. An m,-length vector of follow-
up times t; = (¢, ..., tim,) iS generated according to the assumed mechanism
of dropout. Randomize the N cluster into control and treatment arms, which
determines the mean vector u;. An m;-length vector of correlated count re-
sponse y; = (vi1, .-, Yim;) IS generated using the lognormal-Poisson approach
[36] given over-dispersion parameter 6 and ICC p.

~ 2(Naive)

Based on the generated dataset, we obtain 3, using Equation (3.7), -

using Equation (3.8) and 62** using Equation (3.19).

3. Empirical power of the "GEE-Naive" approach is computed as the proportion of

iterations where the null hypothesis is rejected, |v/N —2— |> 21_0.05/2- The empirical
02

power of the "GEE-Jackknife" approach is computed similarly.

4. Empirical type | errors of the two approaches are computed by the same procedure

of Steps 2 and 3, except for setting 3, = 0 in Step 2(a).

Tables 3.1-3.3 present the number of clusters, empirical type | error, and empirical

power for the "GEE-Naive" approach and the "GEE-Jackknife" approach under different

combinations of design parameters. Across all the scenarios considered, the numbers of

clusters N range from 14 to 56. As expected, the empirical type | error and power of the

"GEE-Naive" approach tend to be larger than the nominal levels due to under-estimated
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variances. The "GEE-Jackknife" approach performs better in terms of maintaining the em-
pirical type | error and power at the nominal level under small sample sizes (e.g., N < 20).
The two approaches start to yield comparable results when the sample sizes are relatively
large (e.g., N > 45). Since in practice researchers frequently encounter relatively small
numbers of clusters in CRTs [23], the "GEE-Jackknife" approach can be very useful. In
Tables 3.1 and 3.2 we explore two different distributions of varying cluster size, one being
truncated Poisson and the other being discrete uniform distribution, but with comparable
means and variances. The two tables show similar performance in preserving the type
| error and power close to the nominal level. It shows that the proposed sample size
method is robust to accommodate randomly varying cluster sizes following different dis-
tributions. On the other hand, Tables 3.2 and 3.3 assume cluster sizes to follow the DU
distribution with the same mean but different variances, and the resulting sample sizes
are quite different.

In Tables 3.4 and 3.5 we present the sample size under the similar configurations as
in Tables 3.2 and 3.3, respectively, with certain pragmatic features ignored: N,, (ignoring
the variation in cluster size), N, (ignoring the variation in length of follow-up), and N,
(ignoring the variation in both cluster size and length of follow-up). The results suggest
that ignoring such pragmatic features can lead to severe underestimation (up to 26.67%)
of sample size under the design configurations considered. We also observe that the dif-
ferences between N and N,, in Table 3.4 are smaller than that in Table 3.5, because the

variation in cluster size is smaller under DU(22,38) than that under DU(10, 80).

3.3. Application

We apply the proposed sample size approach on the CRT presented in Amatya et al.
[3], which evaluated the effectiveness of an educational intervention aiming at improving
the management of lung disease in adults attending South African primary-care clinics.

The planned follow-up time for all patients was 3 months and the primary endpoint was
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the number of clinic visits. Forty clinics were included as clusters and randomized into
treatment or control groups. For each of the clinics, the goal of enrollment was to recruit
50 patients. Without loss of generality, let us standardize the follow up time, and set
t* = 1. The analysis in Amatya et al. [3] reported 5, = 1.47, 5, = —0.18, and ICC p = 0.32.
Over-dispersion was not evaluated because a marginal poisson regression model was
employed.

Suppose we want to design a new CRT. The desired power and two-sided type | error
are set at 80% and 5%, respectively. We set 3, = 1.47 which corresponds to a mean
of exp(1.47) ~ 4.35 clinical visits under control. Suppose researchers consider the new
intervention to be clinically meaningful if the mean is reduced by at least 30%, which
corresponds to 5, = —0.36. We further assume that the new trial adopts a balanced
design (7 = 0.5) and the ICC is p = 0.32. The mean cluster size 7,, is expected to be
50. In addition, we assume each patient may withdraw from the study, and the withdraw
time follows an exponential distribution with A\; = 0.356. Under the above specification, if
the variation in cluster size and the over-dispersion parameter are relatively small, say m;
following DU(40, 60) and 6 = 1.5, then the required number of clusters equals to 40. If we
ignore pragmatic features like varying cluster size and patients’ dropout, the calculated
number of clusters becomes 34, resulting in a 15% under-estimation of sample size. If
the variation in cluster size and the over-dispersion parameter are relatively large, say m;
following DU(20, 80) and 6 = 3, then we have N = 87. Ignoring the variation in cluster
size and patients’ early dropout leads to a sample size of 68, which is a 21.84% under-

estimation.
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Table 3.4: Sample size (N, N,,, Ni, N,:) assuming cluster size m,; follows either

DU(34,56) or DU(10,80) distributions

DU 0 By p = 0.02 p = 0.04 p=0.06
-0.35 (18,18,15,15) (25,25,22,21) (33,33,28,28)

f=2 |-0.38 (15,15,13,13) (22,22,19,19) (29,28,25,24)

0.4 (14,14,12,12) (20,20,17,17) (26,26,23,22)

-0.35 (22,22,18,18) (32,31,27,27) (41,41,35,35)

DU(34,56) | # = 2.5 | -0.38 (19,19,16,16) (27,27,23,23) (36,35,31,30)
0.4 (17,17,15,15) (25,25,21,21) (33,32,28,28)

-0.35 (26,26,22,22) (38,37,32,32) (49,48,42,42)

§=3 |-0.38 (23,22,19,19) (33,32,28,28) (42,42,37,36)

0.4 (21,21,17,17) (30,29,26,25) (39,38,34,33)

-0.35 (19,18,16,15) (28,25,24,21) (37,33,32,28)

f=2 |-0.38 (17,15,14,13) (25,22,21,19) (32,28,28,24)

0.4 (15,14,13,12) (22,20,19,17) (30,26,26,22)

-0.35 (24,22,20,18) (35,31,30,27) (46,41,40,35)

DU(10,80) | # = 2.5 | -0.38 (21,19,17,16) (30,27,26,23) (40,35,35,30)
0.4 (19,17,16,15) (28,25,24,21) (37,32,32,28)

-0.35 (28,26,24,22) (42,37,36,32) (56,48,48,42)

§=3 |-0.38 (24,22,21,19) (36,32,31,28) (48,42,42,36)

0.4 (22,21,19,17) (33,29,29,25) (44,38,38,33)
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CHAPTER 4
SAMPLE SIZE CALCULATION FOR CLUSTER RANDOMIZED TRIALS WITH
MULTIPLE BINARY CO-PRIMARY ENDPOINTS

In this chapter, we investigate sample size calculation for CRTs with K > 2 binary co-

primary points.

4.1. Statistical Model and Sample Size Approach

Suppose in a CRT, N clusters are randomized to two arms: control or experimental.
For simplicity, we assume a common cluster size (number of subjects in each cluster) and
denoted by m. Researchers want to evaluate K primary binary endpoints simultaneously.
Let v, denote the observation of the kth primary endpoint from the jth subject in the ith

cluster. Let E(y;ji) = pijr, and p;;; is modeled by a logit model,

log (M) = Bk + Bk, (4.1)

where r; = 0/1 indicates that the ith cluster is assigned to the control/experimental arm.
We define 7 = E(r;) to be the probability of a cluster receiving the experimental interven-
tion. The parameter 5, represents the log-transformed odds for the kth endpoint under
control, while ;. denotes the log-transformed odds ratio between the experimental and
control arms, representing the intervention effect on the kth endpoint. What makes the de-
sign of CRT with multiple endpoints challenging is that within each cluster, there are mul-
tiple sources of dependence among the responses. We define: (1) pk = corr(yij, vijix)
for j # j’, which is the inter-subject correlation within endpoint. It can also be consid-

ered as an endpoint-specific ICC; (2) pf* = corr(yijx, yijw) for j # 5’ and k # k', which
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characterizes the inter-subject correlation across endpoints. (3) pi* = corr(yijk, yii) for
k # k', which characterizes the intra-subject correlation across endpoints. It is obvious
that pi* = p'* and pk* = pk'*. In the following, we define p**" and p&* in such a way that
k < K. Note that, p}* = pf and p5* = 1. Hence we have three sets of correlation coeffi-
cients: py = {pk}, p1 = {P*'}, and p, = {p*¥'}, where p, is of size K and both p; and p,
are of size K(K — 1)/2. Let Yix = (vi1x, ---» ¥imx)' b€ the cluster-specific response vector
for the kth endpoint, and R be the correlation matrix of Y; = (Y}, ..., Y% )', the correlation

matrix R can be expressed as

Rll R12 e RIK
R12 R22 e RQK
RlK R2K RKK
where
and

Ry = (p§% — "I, + ¥ T,

Throughout the derivation, I, is defined as a u x u identity matrix and J, is defined as
a u x u matrix with all elements being 1. There are constraints on the values of the
correlation parameters {py, p1, p2} so that R is positive definite. To check whether R is
positive definite, it is equivalent to check whether all eigenvalues of R are greater than
0. For randomized trials with multiple endpoints, researchers [10, 26] have modeled the
dependence among endpoints assuming a common correlation p. This parsimonious cor-
relation structure inspires us to consider a parsimonious matrix R for CRTs with multiple

endpoints, which is p = po, pi*" = p1, p§¥ = py, ¥V k, k'. For this special case, R can be
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succinctly presented as

(1 —po+p1— p2) Lk + (p2 — p1) Ik @ Ly + (po — p1) I @ o + prJmi, (4.2)

where ® is the Kronecker product operator. Li et al. [30] showed that (4.2) has four distinct

eigenvalues,

7 = 1—=po—p1—pa,
Y2 = 1—=po— (K —=1)(p1 — p2),
3 = 1+ (m—1)(po— p1) — p2,

Yo = 1+ (m—=1)po+ (K —=1)(m —1)p1 + (K —1)ps.

Therefore, the condition of R being positive definite is min{~1, 2, 73,74} > 0.

Define mean vectors E(Y;x) = pu and E(Y;) = wp; = (ply, -, ttix). Under Model
(4.1), the parameter 1, does not depend on the subscript j, hence we write p;, = piglm,
where 1,, is a vector of length m with all elements being 1. Furthermore, we have p;;, =
O = —=2WB1)_ ynder control (r; = 0), and p; = 64 = _o®Bietbar)  ynder experimental

exp(Bik)+1 exp(Bir+Pak)+1

intervention (r; = 1). Finally, we define variance matrix
vy = Cou(Yiy) = Vi " Ry Vi (4.3)
and covariance matrix

Uikl = COU(Y% Yik/) = Wi'stk/ ‘/;2}5, (4-4)
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where Vj;, = diag (i (1 — pix)1m] IS @an m x m diagonal matrix.
Let Br = (B, B2r) and B8 = (34, ..., B%)’. Based on the GEE approach, utilizing an

independent working correlation structure, the parameters 3 can be estimated by solving:

S(8) = N i DBV, Y — m(B)} =0, (4.5)
where
DaB) Omer - Oua
D.() = - e Dalfa) e O (4.6)
Omx2 Omx2 -+ Dik(Bk)

with D;.(8B) = %%i: = wir(1 — pig) L [1, ] for k= 1,---, K, and

‘/;1 0m><m o 0m><m
0m><m ‘/;2 e 0m><m

= (4.7)
0m><m Om><m T ‘/iK

Equations (4.6) and (4.7) imply that the score function (4.5) can be decomposed into
K sub-functions. That is, for each endpoint k, the parameters G, can be separately

estimated from
N
Sk(Br) = N2> " Dir(Bi)" Vi, [Yir — pin(Br)] = 0.
=1

With some derivation, the solution is
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B, = log ( R =) S v ) |
mNo — 32,0 (1 —73) 2200 Yign

Box = log ( sz\il TLZ;‘”l Yijk ) ~1og ( Zfl(zlv_ Ti) D e Yijk > |
mNy =D T Z;nzl Yijk mNo — > ._ (1 —r;) Z;”Zl Yijk

where N, = vazl r; and No = N — N; are the number of clusters receiving the experi-
mental and control intervention, respectively.

Through Taylor expansion, Liang & Zeger [33] showed that N'/2(3;, — 3;) can be ap-
proximated by T';'S;(3y.), where

N

[, = lim N°'Y Du(B)" Vi ' Di(Br) (4.8)

N—oo -
=1

(1 =) + 7k T

TEok &

Here &1x = Oor(1—00) and & = 01,(1—0y,). On the other hand, as a linear combination of
Y., it is straightforward to show that Sy.(3;) asymptotically has a zero-mean multivariate

normal distribution with variance

N
Q. = N Z Dy(Br) Vi v Vi ' Di(Br)

i1
(1 —7)uk + 7or Tk
= [m+m(m—1)pf]

T&ok o
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The asymptotic normality of S,(3,,) implies that N/2(3,, — 3,,) also asymptotically follows

a normal distribution with zero-mean and covariance
¥, =T'Q, 0" (4.9)

Define o3, to be the (2, 2)th element of 3. We can show that

, _ L+ (m—1)pf 1+ (m—1)p§

4.1
2 m(1 —7)&i mr&ag (4-10)

A Wald-type test statistic for 3, can be constructed as w;, = %Qf’% where 65, denotes
the estimate of o9;. In practice, 63, can be obtained from the (2,2)th element of the robust

sandwich type estimator 3, which is given by

A A

3, =D (4.11)
where
A N A~ A~ ~
Ly =N Di(B)" Viy ' Dir(Br), (4.12)
i=1
and
A~ N A~ A ~ A~
Q=N Di(Br)" Vi €€l Vi ' Dis(By)- (4.13)
=1

In (4.13), €, = Yirx — 1 is the residual vector of the ith cluster on the kth endpoint.

Note that, the vector of test statistics W = (wy, ...wg)" asymptotically follows a multi-

N/265 NY2Byk
o21 7 ook

variate normal distribution with mean vector n = ( >/ and we denote the
covariance matrix by ®. Let ¢, be the (k, k')th element of ®. It is obvious that ¢, = 1 for
k=1,---, K. To make joint inference on the K co-primary endpoints, we need to learn
o = Cov(wg, wy) for k £k, i.e., the covariance of test statistics between endpoints.

To derive ¢y, we first derive Xy = Cov[NY2(8), — B5.), NY/2(B — Bi)]. Note that
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Siw ~ Cov[Ty'Sk(Be), T Si(Bi)]
= T, 'Cov[Sk(By), Sk (Br) T4

-1 -1
— TI;'QTL,

where

N
Qi =Nt Z Dy(Br)" Vi it Vi Dt (B).
i—1

Recall that v;;, is defined in (4.4). With some simplification, we have

k! ! (1= 7) & + Tppr Topnr
Qe = [mpy" +m(m —1)pi" |

T2k T2k

where {1y = V&€ and Sopr = v Eorbow -
Recall that T, is presented in (4.12). Then we obtain o2,,, = Cov[N/2(Bo,— L), N'/2(Bow —
Bars)], which is the (2, 2)th element of 3

ol — [ng/ + (m — 1>p11€k/]€1kk’ I [ng/ + (m — 1)p]1€k/]£2kk/.
2k m(1 — 7)1 mréarSan

Then the (k,k’)th element of the covariance matrix for the vector of test statistics W has

the following expression,

e =9,
K o oL

O02k09/
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With the distribution of W fully characterized, joint inference about the co-primary end-
points can be performed to evaluate arbitrarily constructed hypotheses. For example, the

intersection-union (IU) hypothesis has been frequently employed [10, 52, 53]

Hy : Por, =0, for at least one k (4.14)

H1 . 52k>07 Vk

The rationale for the IU hypothesis is that, in order to avoid “cherry picking” or “by chance”
findings that may mislead the conclusion, it is appropriate to require statistical significance
on all primary endpoints [52]. The cost, however, is that achieving significance simultane-
ously becomes more difficult as the number of endpoints increases. Given the number of
clusers N, allocation ratio 7, cluster size m, true parameters {3, ..., Bk} and correlation

{po, p1, p2}, the power to detect the intervention effect can be calculated by

K 00 00
power = Prob (R = ﬂ{wk > ck}> = / / fw(wi, o wg) dy, -+ dyye,  (4.15)
k=1 “a CK

where ¢ = {¢,---,cx} are endpoint-specific critical values for rejection, fu (-) denotes
the density function of a multivariate normal distribution with mean n and variance matrix
®, and R represents the rejection region corresponding to a particular hypothesis. In
(4.14) we assume that the desired treatment effect is represented by 55, > 0. It can easily
accommodate treatment effect in the opposite direction, such as an adverse event, by
changing the definition of the outcome. Another example is the union-intersection (Ul)
hypothesis, which considers the experimental treatment to be effective if any one of the

endpoints shows statistical significance [6]. It is expressed as
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HO : /62k = 07 Vk7

H, : (5, >0, for at least one k.

For a Ul hypothesis, the rejection region is R = (H - ﬂ,ﬁil{wk < ck}) where II indicates
the full space on W.

To account for the uncertainty in estimating the asymptotic variance of (., we may
alternatively assume wy, to follows a t¢-distribution. Then the power function (4.15) can be

modified as

K o o
power = Prob (R: ﬂ{wk >ck}> :/ / fov (w1, ey i) dy - - diye,  (4.16)
k=1 “a CK

where f};/(-) denotes the density function of a multivariate ¢-distribution with location pa-

rameter n, shape matrix ¢, and N — 2K degrees of freedom.

Equation (4.10) implies that as m — oo, o3, converges to (1—/)75)5% + % instead of
shrinking to 0. That is, when the number of clusters (N) is fixed, there is an upper limit of
power increase that can be achieved by enlarging the cluster size (m) to infinity. This fact
reflects an important point for the design of CRTs in practice. For CRTSs, the limiting factor
for power is usually the number of clusters N instead of the cluster size m. Therefore,
an under-powered trial because of insufficient recruitment of clusters can not always be
compensated by increasing the cluster size m. Motivated by this point, in the rest of the
study, we discuss sample size calculation in terms of determining the number of clusters
N given cluster size m and other design factors.

In practice, one convenient approach to specifying the critical values is to set ¢; =

- = cxg = z4, Where z, is the (1 — «a)th quantile of the standard normal distribution

[52, 53]. Such an approach controls the type | error rate strictly below « over the null
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space (Hy : far, = 0 for at least one k). The upper limit of type | error («) is reached under
the special scenario where one endpoint shows no treatment effect and the other K — 1
endpoints show large effects. Researchers [10, 26] have proposed other methods to ob-
tain less conservative critical values c. For example, rather than controlling the type | error
rate strictly below o over the null space, [10] proposed a method to calculate a common
critical value ¢ among all endpoints which controls the “average type | error rate" to be
less than or equal to the nominal level « over the null space. In this study we assume that
c has been specified through a certain existing approach, the implementation of which is
straightforward with n and ® fully characterized. Given a particular sample size N, evalu-
ating the power only involves integration of a multivariate normal or ¢ distribution through
(4.15) and (4.16). By calculating power for an increasing series of N, we can identify the
smallest sample size to achieve the desired power.

It is noteworthy that there is a monotone relationship between correlation parameters

and sample size requirement, described by the following theorem.

Theorem 4.1 With all other design parameters fixed, a larger pt Vk is always associated
with a smaller power (larger sample size); on the other hand, a larger p*' or p5* Yk # k'

is always associated with a larger power (smaller sample size).

Note that Theorem 4.1 holds for power calculated based on either multivariate normal or
t distribution. The proof is presented in Appendix C.1.

In practice, the ICCs (pf) are usually positive, and Theorem 1 suggests that ignoring
the ICCs (i.e., setting pf = 0) will lead to an under-estimated sample size and an under-
powered trial. On the other hand, the consequence of ignoring the correlations between
endpoints (i.e. setting p1 = p» = 0) is uncertain depending on the direction and magni-
tude of the true correlation.

When the number of clusters N is small, the uncorrected robust sandwich estimator
of o2, (4.11) is known to be biased downwards, leading to an inflated type | error [32].

Many researchers [24, 38] have proposed bias-corrected variance estimators to address
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this problem. To introduce these bias-corrected variance estimators, we use a general

expression of £

N
Y =N"'Y DulB)" Vi Buén€ BV Di(By)- (4.17)

=1
Note that with B;, = I,,, Equation (4.17) corresponds to the uncorrected sandwich es-
timator (4.11). We denote this uncorrected robust sandwich estimator as BC,;,.. By
setting By, = (I, — Hy,)™', where Hy, = Dy (BT Di(B)7V;. !, we have the bias-
corrected variance estimator proposed by Mancl & DeRouen (2001) [38] which we de-
note as BCyp. Finally, with By, = (I, — H;,)~'/?, (4.17) becomes the bias-corrected
variance estimator proposed by Kauermann & Carroll [24] which we denote as BCk¢. As
was shown in Preisser et al. [47], we have BC, .. < BCke < BCyp. In the simula-
tion study, we will explore the performance of these three approaches in preserving the

desired power and type | error under small sample sizes.
4.2. Simulation

We conduct simulations to evaluate the performance of the proposed sample size
method. In clinical trials that evaluate multiple co-primary endpoints, most studies con-
sider less than or equal to 3 endpoints [41]. Hence we explore two scenarios: K = 2
and 3. We assume balanced randomization, i.e. 7 = 0.5. In practice, even for K = 3,
it is difficult to specify every elements of {p, p1, p2}. In this simulation we consider the
simplified case where pf = po, P = p1, p5* = py V k, k'. For py, we explore the values of
0.01,0.05 which reflect small ICCs commonly reported in CRTs [39]. We further assume
p1 to be smaller than pg, and set p; = py/2. For p,, we consider values of 0.2 and 0.5
which represent moderate within-subject correlation. For the case of K = 2, we set b, =
(B11, B12)" = (0,0.3)". We explore two sets of treatment effects by = (a1, f22)" = (0.6,0.6)’
or (0.6,0.7). For the case of K = 3, we similarly set b; = (511, f12,f13) = (0,0.1,0.3)’,
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and explore treatment effects by = (521, fa2, B23)" = (0.6,0.6,0.6)" or (0.5,0.6,0.7)". We set
the critical values ¢; = --- = ¢, = ¢ at the 95th percentile of the standard normal or ¢
distribution. For the cluster size m, we explore values of 60 and 80. For each combi-
nation of design parameters, the intersection-union hypothesis (4.14) will be evaluated.
The simulation algorithm for a particular combination of design parameters is described

as follows:

1. Numerically search for NV, which is the smallest even number of clusters that achieves
power> 0.8. The powers calculated based on (4.15) or (4.16) are recorded as the

theoretical powers.
2. We run 5000 iterations, and for each iteration:

(a) Generate a dataset of NV clusters with cluster size m and K binary endpoints.
Given the set of design parameters, every cluster has a vector of correlated

binary outcomes Y;, generated using the R package “MultiOrd” [4].

(b) For each endpoint, we calculate the test statistics wy.

3. The empirical power is computed as the proportion of iterations with 7 (ﬂle wy > c)

=1, where ¢ = zp 5 Or 10.95, N2 -

4. The empirical type | error is evaluated by setting the last element of b, to 0 (e.g.,
if b, = (0.6,0.6,0.6)", we set it to b, = (0.6,0.6,0)") and repeat Steps 2-3. Note
that, setting one element of b, to 0 will lead to a theoretical type | error close to the
nominal level «. The theoretical type | error is calculated using the same settings
based on (4.15) or (4.16).

Tables 4.1-4.4 summarize the simulation results for all combinations of design param-
eters and the two power functions (Equations (4.15) and (4.16)). In terms of power, the
empirical power under the BC, ... adjustment approach is consistently larger than the
theoretical power across all scenarios, while the empirical power under the BCyp ap-

proach is consistently smaller than the theoretical power. Overall the empirical power
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under the BC'k¢ approach is most close to the theoretical level. In terms of type | error,
the empirical type | errors under BC,.;,. IS consistently larger than the theoretical level.
This is especially true under the normal distribution. The inflation of the type | error is
less severe under the t-distribution. Under the BC',,, approach the empirical type | error
is consistently smaller than the theoretical level across all scenarios. For the BCk ¢ esti-
mator, the empirical type | error under the normal distribution seems to be slightly larger
than the theoretical level, while under t-distribution the empirical type | error generally
agrees with the theoretical level. The simulation results suggest that overall using the
t-distribution with the BCx ¢ adjustment approach has the best performance in terms of

maintaining both power and type | error at the nominal levels.

4.3. Application

This section illustrates the application of the proposed method to a CRT study [29]
where the research goal is to evaluate whether a cancer Screening Office System (can-
cer SOS) intervention can improve participation in cancer screening tests. This study
includes three binary endpoints, each indicating participation in one of three targeted
cancer screening tests: Papanicolaou (Pap) smears (denoted by £ = 1), mammograms
(k = 2), and fecal occult blood tests (k = 3). All tests are recommended to be per-
formed annually for women of age 50 or older. Eight clinics participated in this study,
and the average number of participants in each clinic is 150. It is reported that, dur-
ing a 12-months follow-up, the estimated probabilities of taking the three screening tests
are (0.484,0.709,0.123) under control, and (0.624,0.758,0.397) under cancer SOS. The
corresponding regression parameters are 8, = (—0.064,0.571), B, = (0.891,0.251), and
Bs = (—1.964,1.546), respectively. The estimated intraclass correlations (p), p2, pi) are
(0.069,0.003,0.16). However, the estimations of correlation parameters p; and p, are not

reported.
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Suppose researchers want to design a new CRT to evaluate the effect of a new inter-
vention on encouraging patients to take the three cancer screening tests. To test the IU
hypothesis Hy : B3, = 0 for at least one k& vs H;p : o, > 0 V k with a 0.8 power at the
0.05 significance level. Based on the preliminary data obtained from the aforementioned
trial, we use the following design parameters to calculate the required sample size. We
assume a balanced design (7 = 0.5) with cluster size m = 150. The regression parame-
ters are specified as 3; = (—0.064,0.683), B> = (0.891,1.307), and B3 = (—1.964, 0.865).
We consider a parsimonious correlation structure, that is pf = po, o = p1, pi*¥ = p, for
Vk k. We set py = 20800084016 — (0,077 and assume p; = 0.055 and p, = 0.5. Using
the power function (4.16), the required number of clusters is N = 26. Under this setting, if
the correlations among the endpoints are ignored (i.e. setting p; = p, = 0), the calculated

sample size becomes N = 30, which leads to a 15.38% inflation in sample size.
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Table 4.1: Simulation results. In each cell, the first row shows the number of clusters
and (theoretical power, empirical powers under BC,,qive; BCyp, BCke). The second row
shows (theoretical type | error, empirical type | errors of BC,,4ive; BCrip, BCkc) based on
multivariate normal distribution with K = 2.

(Ba1, Baz) m (po, p1) p2 =0.2 p2 = 0.5
(0.01,0.005)|12(0.860,0.880,0.804,0.847) 12(0.867,0.896,0.818,0.859)
0.049,0.081,0.051,0.066) (0.050,0.080,0.052,0.064)
0.810,0.820,0.781,0.802) 26(0.815,0.834,0.797,0.817)
0.050,0.056,0.043,0.049) (0.050,0.067,0.053,0.061)
0.855,0.880,0.775,0.836) 10(0.863,0.890,0.789,0.848)
0.049,0.086,0.045,0.063) (0.050,0.091,0.051,0.069)
) 24( )
) )
) 10( )
) )
) 24( )
) )

60

(0.05,0.025) |26
(0.6, 0.6)

(0.01,0.005) (10
80

(0.05,0.025)|24(0.803,0.821,0.779,0.802) 24(0.807,0.822,0.782,0.805
0.050,0.065,0.050,0.057)  (0.050,0.064,0.048,0.055
0.839,0.870,0.762,0.820) 10(0.848,0.885,0.787,0.848
0.049,0.087,0.050,0.067)  (0.050,0.095,0.052,0.075
0.831,0.841,0.800,0.822) 24(0.835,0.845,0.808,0.823
0.049,0.063,0.048,0.056)  (0.050,0.067,0.053,0.061
(0.01,0.005)| 8(0.818,0.864,0.723,0.806) 8(0.827,0.861,0.724,0.806)

(0.049,0.103,0.049,0.074)  (0.050,0.107,0.055,0.081)
(0.05,0.025)|22(0.821,0.851,0.806,0.832) 22(0.825,0.841,0.797,0.823)

(

0.049,0.061,0.048,0.055) (0.050,0.072,0.052,0.062)

(0.01,0.005) |10
60

(0.05,0.025) |24

_ e~~~ N~~~ N~ =~~~

(0.6,0.7)

80

56



Table 4.2: Simulation results. In each cell, the first row shows the number of clusters
and (theoretical power, empirical powers under BC,qive; BCyp, BCke). The second row
shows (theoretical type | error, empirical type | errors of BC,,4ive; BCrip, BCkc) based on
multivariate t-distribution with K = 2.

(Ba1, Baz) m (po, p1) p2 =0.2 p2 = 0.5
(0.01,0.005)|14(0.866,0.902,0.837,0.872) 12(0.801,0.850,0.748,0.807)
0.050,0.059,0.035,0.046 (0.050,0.059,0.035,0.045)
0.819,0.842,0.803,0.821) 28(0.823,0.855,0.820,0.840)
0.050,0.057,0.042,0.049 (0.050,0.064,0.051,0.056)
0.859,0.898,0.807,0.859) 12(0.866,0.895,0.810,0.860)
0.050,0.056,0.031,0.042 (0.050,0.056,0.030,0.042)
0.812,0.829,0.781,0.808) 26(0.816,0.841,0.801,0.820)
0.050,0.057,0.042,0.049 (0.050,0.057,0.043,0.050)
0.843,0.882,0.787,0.842 (0.851,0.879,0.782,0.839)
( )
( )
( )
( )
( )
( )
( )

60

(0.05,0.025) |28
(0.6, 0.6)

(0.01,0.005)|12
80

(0.05,0.025) |26

(0.01,0.005) |12 12

60 0.049,0.060,0.031,0.046 0.050,0.062,0.033,0.047
0.804,0.821,0.777,0.797) 24(0.809,0.835,0.792,0.813
0.049,0.049,0.035,0.042 0.050,0.054,0.041,0.047
0.814,0.863,0.733,0.809) 10(0.822,0.875,0.745,0.815
0.049,0.059,0.028,0.044 0.050,0.048,0.037,0.043
0.830,0.857,0.818,0.837) 24(0.834,0.849,0.809,0.832

0.050,0.050,0.037,0.042 0.050,0.055,0.041,0.046

(0.05,0.025) |24
(0.6,0.7)

(0.01,0.005) |10
80

(0.05,0.025) |24

_— e~~~ N~~~ N~ N~~~ A~~~
~_— [~ e |~ | — |~ —a— |~ ~— |~ ~— |~ ~—
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Table 4.3: Simulation results. In each cell, the first row shows the number of clusters
and (theoretical power, empirical powers under BC,,,ive, BCyp, BCke). The second row
shows (theoretical type | error, empirical type | errors of BC,,4ive;, BCrip, BCkc) based on
multivariate normal distribution with K = 3.

(Ba1, P22, B23) ™ (Pos p1) p2 =0.2 p2 = 0.5
(0.01,0.005)|12(0.810,0.853,0.753,0.809) 12(0.827,0.845,0.750,0.802
0.049,0.077,0.044,0.058 0.050,0.079,0.048,0.063

60

(0.05,0.025)|30(0.823,0.837,0.799,0.818) 30(0.830,0.841,0.808,0.824

(0.6,0.6,0.6) 0.049,0.070,0.058,0.065 0.050,0.062,0.052,0.056

(0.01,0.005)|10(0.805,0.844,0.713,0.785) 10(0.821,0.855,0.733,0.805

80 0.049,0.085,0.047,0.063 0.050,0.083,0.044,0.061

(0.05,0.025)|28(0.821,0.828,0.796,0.814) 28(0.827,0.841,0.805,0.823

(0.01,0.005)(14(0.840,0.863,0.790,0.830) 14(0.850,0.871,0.806,0.840

60 0.048,0.071,0.048,0.059 0.050,0.082,0.054,0.067

(0.05,0.025)|32(0.811,0.821,0.790,0.807) 32(0.816,0.832,0.801,0.818

(0.5,0.6,0.7) 0.049,0.059,0.047,0.052 0.049,0.066,0.053,0.060

(0.01,0.005){12(0.847,0.873,0.796,0.839) 12(0.856,0.883,0.788,0.844

80 0.049,0.082,0.046,0.060 0.050,0.085,0.047,0.065

(0.05,0.025)|30(0.811,0.828,0.793,0.811) 30(0.815,0.827,0.794,0.810

(

(

(

(

(

(

(
0.050,0.063,0.051,0.057)  (0.050,0.056,0.047,0.050

(

(

(

(

(

(

(
0.049,0.062,0.052,0.058)  (0.049,0.067,0.054,0.062

)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)

_ e~~~ e~~~ o~~~ N~ AN~ N~~~
~— [~ ~ [~ ~ |~ ~ [~ ~ [~ ~ |~ ~ |~ ~
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Table 4.4: Simulation results. In each cell, the first row shows the number of clusters
and (theoretical power, empirical powers under BC,,,ive, BCyp, BCke). The second row
shows (theoretical type | error, empirical type | errors of BC,,4ive;, BCrip, BCkc) based on
multivariate t-distribution with K = 3.

(6217 6227 623)

m

(IOOv Pl)

Py = 0.2 ps =05

(0.6, 0.6, 0.6)

60

(0.01,0.005)

14(0.806,0.849,0.757,0.807) 14(0.823,0.923,0.789,0.834

0.049,0.056,0.034,0.045 0.050,0.054,0.031,0.043

(0.05,0.025)

32(0.830,0.867,0.816,0.832) 30(0.807,0.871,0.776,0.796

0.050,0.059,0.045,0.050 0.050,0.052,0.041,0.047

30

(0.01,0.005)

14(0.878,0.873,0.845,0.892) 12(0.803,0.840,0.724,0.783

0.050,0.058,0.034,0.046 0.050,0.054,0.029,0.040

(0.05,0.025)

30(0.829,0.879,0.808,0.824) 28(0.802,0.879,0.775,0.799

(0.5,0.6,0.7)

60

(0.01, 0.005)

16(0.839,0.844,0.797,0.834) 16(0.849,0.861,0.814,0.841

0.049,0.058,0.038,0.047 0.050,0.054,0.034,0.045

(0.05,0.025)

34(0.818,0.836,0.807,0.823) 34(0.823,0.842,0.805,0.818

0.049,0.050,0.041,0.045 0.050,0.055,0.047,0.050

80

(0.01, 0.005)

14(0.840,0.862,0.796,0.839) 14(0.849,0.862,0.806,0.847

0.049,0.053,0.031,0.041 0.050,0.050,0.030,0.039

(0.05,0.025)

32(0.818,0.834,0.807,0.824) 32(0.822,0.834,0.800,0.817

) 14(
)
) 30(
)
) 12(
)
) 28(
0.050,0.053,0.041,0.049)  (0.050,0.063,0.049,0.056
) 16(
)
) 34(
)
) 14(
)
) 32(
0.049,0.054,0.042,0.048)  (0.050,0.048,0.040,0.043

)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)

_ e~~~ e~~~ ~\ N~ N~~~ N~~~
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CHAPTER 5
CONCLUSION

In this study, we investigate sample size calculation for three kinds of clinical trials: (1).
Randomized controlled trials with longitudinal count outcomes; (2). Cluster randomized
trials with count outcomes; (3). Cluster randomized trials with multiple binary co-primary
endpoints.

For randomized controlled trials with longitudinal count outcomes, we have derived
closed-from sample size formulas for both scenarios of comparison of TAR and slopes.
Our approach is developed based on the negative binomial distribution. Compared with
the traditional Poisson-based approaches, the proposed sample size method offers greater
flexibility to accommodate over-dispersion in count variables, which is frequently encoun-
tered in practice. In addition to simple computation offered by the closed form formulas,
this approach is advantageous in its capability of allowing for arbitrary missing data pat-
terns, correlation structures, and randomization ratios. By including the offset terms, the
proposed sample size method provides additional flexibility to measure the count outcome
over unequal measurement intervals. We would like to point out that the closed-form
sample size formulas are derived based on the MCAR (missing completely at random)
assumption. Under the MAR (missing at random) assumption, however, an additional
model is needed to account for the missing data mechanism which is assumed to de-
pend on observed data. Because each particular study might have a unique missing data
mechanism, it is difficult to derive a general sample size formula under MAR. Hence when
there is strong evidence that the missing data is MAR, researchers need to build a model
that describes the missing data mechanism in their research setting, and conduct simula-

tion studies to assess its impact on sample size. The proposed closed-form sample size
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formula can still be useful by providing the starting point for numerical search or serving
as a benchmark to understand the impact of different missing data mechanisms. It is
noteworthy that when over-dispersion is caused by excessive prevalence of 0’s, assum-
ing the outcome to marginally follow a NB distribution is inappropriate. In such cases,
assuming a zero-inflated Poisson or a zero-inflated NB model might be more appropriate.

For cluster randomized trials with count outcomes, we have proposed a sample size
approach, which, compared to existing methods [3, 60], is advantageous in its flexibility
to incorporate pragmatic features, including over-dispersion, varying cluster size, varying
length of follow-up, and arbitrary randomization ratio. Furthermore, the sample size for-
mula has a closed form, facilitating its implementation by practitioners. We theoretically
demonstrate that ignoring the pragmatic features will lead to under-estimated sample size.
To accommodate the pragmatic features, the proposed method requires the specification
of additional design parameters, including the first two moments of cluster size and length
of follow up and the mean of square root for length of follow up. In practice, these pa-
rameters can be conveniently estimated based on data from previous studies. To address
the concern of under-estimated variance by the GEE sandwich estimator under relatively
small number of clusters, which is frequently encountered in CRTs, we propose a closed-
form variance estimator based on the Jackknife approach. Extensive simulation studies
have been conducted to evaluate the performance of the proposed sample size formula
and the Jackknife inference procedure. The "GEE-Jackknife" approach can maintain the
empirical power and type | error at their nominal levels over a wide range of design con-
figurations.

Finally, in this dissertation, we also investigate sample size calculation for CRTs with
mutilple (K > 2) binary co-primary endpoints. Within each cluster three types of correla-
tions are considered: inter-subject correlation within each endpoint, intra-subject correla-
tion across endpoints, and inter-subject correlation across endpoints. Based on the GEE
approach, we have derived a closed-form joint distribution for the K test statistics, which

can be used to evaluate power and type | error for arbitrarily constructed hypotheses. To
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the best of our knowledge, this is the first attempt to systematically investigate sample size
calculation for CTRs with multiple binary co-primary endpoints. We further present a the-
orem that characterizes the relationship between the three types of correlation and testing
power. Furthermore, a number of approaches to adjust for the underestimation bias of the
GEE variance estimator under small sample size have been compared. The simulation
results suggest that the combination of the ¢-distribution with the adjustment approach
proposed by Kauermann & Carroll [24] achieves the best performance in maintaining
power and type | error. One frequently employed testing strategy in clinical trials with mul-
tiple endpoints is the gatekeeping procedure [7, 13]. It arranges multiple hypotheses into
a hierarchical order (for example, primary and secondary), and the secondary hypothesis
is evaluated only when the primary hypothesis is rejected. The proposed method is differ-
ent from the gatekeeping procedure in that the multiple endpoints are considered equally
important and they are evaluated simultaneously. The proposed method is developed for
scenarios where all co-primary endpoints are binary. In future research, we will work on
its extension to other types of endpoints such as continuous, count, and event times, as

well as mixed types.
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APPENDIX A
APPENDIX OF CHAPTER 2

A.1. Derivation of Equation (2.5)

The GEE estimator 3 = (3, 3»)' is solved from equation
Su(B) =172 Y DiW; [y — 15(8)] = 0,
=1

o -
where D; is a mx2 gradient matrix defined as D; = ug_ﬁ(m and W, = diag[u:(8)+vui(8)?],

which is a m x m diagonal matrix. We can show that

Su(B) =n"z ; ; m[ym — 1ij(B)]Z; = 0.

With missing data, it becomes

1 Z Z 1
S”(B) ! i=1 j=1 Y1+ Vg (6) [y : (ﬂ)]Z !

Without loss of generality, we assume that patients (1,-- -, I;) are assigned to the control

group, and patients (I, + 1,---,n) are assigned to the treatment group.
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For the special case 71 = ... = T,, = T, from Equation (1) we have

)=n"2 i (B) s ,
DI T op @ Vs~ (B2

i=1 j=1 Z]
=n %iiA T exp(B1) ( - — Texp(B)) 1 N
P JTeXp (B1) + vT? exp(p1)? Yii Pl .
e & T exp(f51 + ) 1 -
n i %;rl ; AZJT@X]P (B + B2) + vT? exp(B1 + f2)? (4 — T'exp(b1 + f2)) 1 =0
With some algebra, we have
In m
T exp(51)
21: 2:: "T exp (B1) + vT? exp(pr)? 5 Wiy — Texp(Br)) + (A.1)
Sy Texp(fh + o) B
=Io+ Z zjTeXP B+ B2) + vT? exp(fSy + B2)? 5 (Y — Texp(Br + B2)) =
and
Texp(ﬁ1 + ﬁz) o N B
Z Z ]TeXp (81 + B2) + vT? exp(By + B2)? (yij — T'exp(B1 + Ba)) = 0. (A.2)

i=Ip+1 j=1

Equations (A.1)-(A.2) lead to
Ip m

D> Ai(yi — Texp(b) =0,

i=1 j=1

which implies that

BI — log (Zfil Z;nzl Aij?ﬁa’)
- I m )
T Zzil Zj:l Aij
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and

n m I m
3 ~ log Zz‘:lo—i—l ijl Aijyig log > il ijl AijYis
2 = n ™m - m :
T Zi:[0+1 Zj:l Aij T 21121 ijl Aij

It follows immediately that

i~ log Do (L =) D70 Ay
Ty (L=r) 2000 Ay )

; Din Ti 2oyt Dijyig Do (L =) 300 D
= log — log .

D i T Z;n:1 Ay > (1 =7) Z;nzl Ajj
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A.2. Derivation of Equation (2.13)

To facilitate the derivation of Equation (2.13), we first reparameterize the model as
log(uw) = 10g(7}) + b1 + bz?”i + b3(tij - t_l) + b4ri(tij — t_l)

It is clear that b, = (4. Therefore, Hy : 5, =0vs H; : 54 # 0 is equivalent to Hy : by = 0 vs

H12b47£0.

Under the reparameterization, we can show that

1 r; t; —ti ri(t; —t;)
m . 2 (. — F. 2(4. _ F.
B L (b) T T ri(ty —t) ity — )
A = B[S, tu®
— 1+ vp;(b) _ _ - .
! ti—ti  milt;—t) (4 —t) ralt;— 1)
ri(ty =) ity —t) ity =) ri(t; —4)?

66



: o ity £ XL gmagty
Given t; = LE—42, th = L5242, we have
1 Zj:l jn%j 2 Zj:l‘sj’?%j ’
a; as 0 0
Ao QA9 0 0
A = ,

0 0 as ay

0 0 aq4 Qg

where a; = (1—7) Z;.”:l 5j7ﬁj +f2§":1 jT]gj, ag = fZ}":l 5j77§j, a3 = (1-7) Z}n:l j”%j(tj -
8)? + 700 0m3(t — ), and ay = 73070 6mi; (L — 1),

Similarly, we have

10 ty— 1 0
m . m 0 0 0 0
Vi=>Y"> Sipimimy :
j=1j'=1 tj - fl O (tj - El)(tj/ - El) 0
0 0 0 0
and
1 1 tir — 1o ty — 1o
m.om 1 1 Ly — to tj — to
Vo= ) bipimagey
7= ti—ty tj—ta (t;—t)(ty —t2) (t; —t)(ty — t2)
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With some matrix algebra, we can show that

o Dojer 2yt Oy Py (b — 8 (L — 8) D01 D0y O pimegtey (L — o) (L — t2)

e (1= 7)(250 Gyt (8 — 1)?)? P 03, — 12)*)?
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APPENDIX B
APPENDIX OF CHAPTER 3

B.1. Derivation of Equations (3.12) and (3.13)

We can write V; and V, as

1 0 m m
Vi = Z g(m)E Z yzg sz yzj’ _,uij’) )
0 0 meM Jj=1j'=1
and
1 1 m m
‘/2 = Z g(m E ZZ yzg Nzg yzj’ - ,uij’)
1 1 meM Jj=1j'=1

Note that, for £ [Z}Zl > i Wi — i) (Yigr — uij,)} , we have

m m m m—1 m
E ZZ Yij — /~sz yzj’ - ﬂij’)] = ZE(yij_uij>2+22 Z E yz] :ulj)(ylj Mg )]

Jj=1j'=1 '

j=1 Jj=1 j'=j+1
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Based on the law of total covariance [58], we have

m m

> By — i) =Y EVar(ylty)] + Var [E(y;lt;)] . (B.1)

J=1 J=1

For Equation (B.1), ifi € C,

m

Z EVar(y|ti)] + Var [E(y;lti;)] =

j=1 =1
= m(Omy + pie)).

NgE

E(Qultw) -+ VCLT(/thZ‘j)

Similarly, if i € T,

m

Z E [Var(y;lti;)] + Var [E(yi;|t;)] = m(Opan + pser).

J=1

Furthermore, for 257" 5™ E{(yij — paj) (yijr — hajr)], we have

Z Z [(yij — paig) (i — i) Z Z E{Cov [(yij — pij): (yijr — pijr)|tijs tije] }
+ Cov [E(yij — pajltij), E(yijr — page|tiy)] . (B.2)

Clearly, for Equation (B.2), if i € C, we have

m—1 m m—1 m
2 > Bl — )iy — i)l = 2> Y phmE(/L)E(/Liy)
J=1 j'=j+1 J=1 j'=j+1

= m(m — 1)pOu k2.
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For: € T, we have
Z Z (Y5 — ig) (Wi — pijr)) = m(m — 1) pOpgk?.

Putting the pieces together, we have if i € C,

E > > (i — i) (i — Mz‘j’)] =m0y, + pie)) +m(m — 1)pfur;,
i=1 =1
andforie T
E Y (i — map) (i — Mz‘j’)] = m(Ouaye + pze;) + m(m — 1)pBpaks.

B.2. Proofof NV, < N

We can reparameterize t,; as t;;/t* and multiply ;; and p, by ¢t* to standardize patient’s
follow-up time to be between (0, 1]. Therefore, without loss of generality, we assume that
t* = 1.

To show N, < N, we first re-write NV, as

MmOl = 7)1+ Tpiz] + (7 + 1y = 1) PO[(1 = 7)1 + Tiz]

N, =
K (1 — 7)7pq prom2, t*

Now it is equivalent to show that

Mm0Ye[(1 = T + Tpia] + et prapio + (77 + 05, — M) pOKZ[(1 = 7) iy + Tpao]
(1 — 7)Fpa pom2, e
o Mm0l(1 = P+ Tpao] + (7 + 1y = 0p) POI(L = T)pn + 7] (B.3)
(1 = 7)Tp pron, t* S
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Since t* is the upper-bound of the patient’s follow-up time, given the possibility of drop-
out, we must have v, < t*. Based on the structure of Equation (B.3), to show Equation

(B.3), it is equivalent to show that

(72, 4 12 — M) pORZ[(1 — 7)puy + T o] - (T2, 4+ 12, — M) pO[(1 — 7) puy + 7o)
(1 — 7)Fpa pram2, 7 (1 — 7)) prgm2, t*

Y

which is equivalent to show that i—i > ti Since 0 < t;; < 1, we must have x, > 7, which
t
implies that :—z > 1=
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APPENDIX C
APPENDIX OF CHAPTER 4

C.1. Proof of Theorem 4.1

The proof is based on an important theorem (Theorem 4.3.6) by Tong [57].

Theorem C.1 Let X denotes a L x L positive definite matrix, and assume X to have a

density function f(x) of the form
f(@) =S y(a' S ), (C.1)
where the function ¢(-) satisfies

/ rEtg(r?) dr < oco.
0

Let P = (p;;) and T = (t;;) be two L x L positive definite matrices. If p;; > t;; holds for all

1 and j, then

Ps—p[Ni{X; < a;}] > Po_r[NZ {X; < a;}] (C.2)

holds for every a = (a1, ...,ar)’. Furthermore, the inequality is strict if p;; > t;; holds for

some i and j and if the support of f is unbounded.

First note that, among many other distributions, the multivariate normal and multivari-

ate t-distributions are of the form (C.1).
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Without loss of generality, we give the proof for pt. The conclusions for pi* and pi* can
be shown using similar arguments.

Let k = k*. Equation (4.10) implies that ¢2,. is an increasing function of p&~, and ®(k*, k') =
Off’“—oj;k is a decreasing function of pt". Let n(k*) = % denote the k*th element of 7,
which can be shown to be a decreasing function of p£". Let ; and 7, be two permissible
values for pi", with 7 < 7. Let P = (puw) be the positive definite matrix ® with pf" = 7
and T = (t;) be the positive definite matrix ® with pt° = 7, with all other parameters
fixed. Then we have py«., > tp«p for all &' # k* and pyr = ti Otherwise. Also, we have
n™(k*) > n™(k*) and n™ (k) = n™ (k) for k # k*.

Equation (C.2) also implies that

Ps_plN_{X; > a;}] > Pe—r[NZ {X; > a;}], (C.3)

which can be simply shown by replacing X and a by — X and —a, respectively.

When pt" = 71, we have

Power(® = P) = Probq>:p(ﬂ{wk > c})

k=1

= PTOb@ZP(ﬂ{Zk >cCc— nTl(k)})v

where Z = (2, ..., zx) has zero mean(location) and correlation(shape) matrix P. Equa-

tion (C.3) implies that
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Prob¢:p(ﬂ{zk >c—n"(k)}) > PronZT(ﬂ{zk >c—n"(k)})

k=1 k=1
K

> PTOb@:T(ﬂ{Zk >C— 7772(]?)})

k=1
= Power(® =T).
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