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Abstract

Covariate-adaptive designs are often implemented to balance important covariates in
clinical trials. However, the theoretical properties of conventional statistical meth-
ods are usually unknown under covariate-adaptive randomized clinical trials. In
literature, most studies are based on simulations. In this dissertation, we provide
theoretical foundation of statistical inference under covariate-adaptive designs based
on linear models and generalized linear models.

In Chapter 2, we derive asymptotic distributions of the test statistics of testing
both treatment effects and significance of covariates under null and alternative hy-
potheses in the linear model framework. Under a large class of covariate-adaptive
designs, we find that: (i) the hypothesis testing to compare treatment effects is
usually conservative in terms of small Type I error; (ii) the hypothesis testing to
compare treatment effects is usually more powerful than complete randomization;
and (iii) the hypothesis testing for significance of covariates is still valid. The class
includes most of the covariate-adaptive designs in literature, for example, Pocock
and Simon’s marginal procedure (Pocock and Simon, 1975), stratified permuted
block design, etc. Numerical studies are also conducted to assess their correspond-
ing finite sample properties.

In Chapter 3, theoretical properties of hypothesis testing under linear models
are studied based on more general assumptions. In particular, the assumption used
in Chapter 2 that all covariates are independent of each other is relaxed in this
chapter by taking into consideration of the correlation between covariates. Under
such general assumptions, we prove that the hypothesis testing to compare treatment
effects is still conservative, while the estimators of covariate coefficients are biased

under covariate-adaptive designs.
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Covariate-adaptive designs are often used in clinical trials where outcome is not
continuous. In these scenarios, generalize linear models can be used to perform
statistical inference. For example, logistic regression is used when outcome is a
binary variable. In Chapter 4, we concentrate on hypothesis testing for treatment
effects based on logistic regression under covariate-adaptive designs. We propose a
framework to derive theoretical properties of test statistic for stratified covariate-
adaptive designs and conclude that the Type I error is also conservative. Numerical

studies are also carried out to study power for several tests.
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Chapter 1

Introduction

1.1 Overview of covariate-adaptive randomized clin-

ical trials

1.1.1 Randomization

In medical research and drug development studies, clinical trials are implemented
to evaluate safety and efficacy of an intervention treatment, such as a medication,
diagnostic test or medical device, and to compare the new treatment with an es-
tablished treatment or placebo. It is generally agreed that an ideal clinical trial
should be randomized. There are several advantages of randomization. For exam-
ple, randomization can eliminate selection bias during assignment of patients to each
treatment groups. Different randomization procedures are used in clinical trails. In
general, we have three types of randomization, complete randomization, restricted
randomization and adaptive randomization.

Complete randomization is a randomization method that assigns patients to each

treatment group with equal probability. Suppose a clinical trial is studied with two



treatments 1 and 2. Let N be the total number of patients involved and a binary
variable I; indicting the treatment of the ith subject, where I; = 1 for treatment 1
and I; = 0 for treatment 2. Under these notations, the assignment I;s of complete
randomization are independent with Pr(/; = 1) = 1/2 for i = 1,2,..., N. Complete
randomization is easy to implement, however, it is likely to lead to severe imbalance
between different treatment groups, which limits its application in real clinical trials.

In clinical trials, balanced allocation is often desired so that any difference ob-
served between two groups of patients can be attributed to treatment effect. If no
covariates or prognostic factors are taken into consideration, balanced allocation
can be achieved by restricted randomization. Restricted randomization imposes
constraints on treatment assignments to obtain approximately equal number of pa-
tients in different treatment groups. Two popular restricted randomization methods
are permuted block design and biased coin design proposed by Efron (1971). For
permuted block design, with two treatments 1 and 2, the assignments of patients are
conducted within a sequence of blocks with block size equal to 2m (m € Z*1). Every
block consists of 2m patients and the assignments are determined by a permutation
of m A’s and m B’s. The perfect balance is achieved within each full block and
imbalance may only happen if the last block in a clinical trial is not filled. Biased
coin design was also proposed to achieve balance between the number of patients
in two treatment. Let D; is the difference between the number of patients assigned
to treatment 1 and the number of patients assigned to treatment 2 after ¢ subjects

have been enrolled in a clinical trial, then the probability of the (i + 1)th subject



assigned to treatment 1 is,

1/2, it D; =0

where 1/2 < p < 1 is the biased coin probability.

Besides complete randomization and restricted randomization, a broad family of
randomization methods, adaptive randomization, are widely used in clinical trials.
Since a clinical trial is a sequential process, one can take use of information from all
previous patients already enrolled in the study when a new patient enters the trial.
Because of the efficiency and flexibility of adaptive designs, they have gained more
and more popularity both in literature and in practice in last few decades. An brief

introduction to adaptive designs will be given in Section 1.1.2.

1.1.2 Adaptive design

According to Gallo, et al. (2006), an adaptive design is referred to “a clinical study
design that uses accumulating data to decide how to modify aspects of the study as it
continues, without undermining the validity and integrity of the trial”. Furthermore,
they pointed out that “the goal of adaptive designs is to learn from the accumulating
data and to apply what is learned as quickly as possible”. Based on the kinds of
data and adaption used, there are various adaptive designs. One type of adaptive
design sequentially changes assignment probabilities of subjects in order to achieve
balance with respect to treatments and covariates and/or to increase efficiency and
ethics. We mainly focus on this type of adaptive designs in this section. Other

adaptive designs include adaptive dose finding, sample size re-estimation, seamless



Phase II/III designs and so on (Gallo, et al., 2006).

Adaptive designs can employ accumulating information to adaptively change
consequent treatment assignments. Several kinds of historical information can be
obtained throughout the process of a clinical trial, including previous assignments
of patients, previous responses of patients, and covariate information of previous
patients and the current patient. Depending on the kinds of history information used
for adaption, there are at least three types of adaptive designs, which are response-
adaptive design, covariate-adaptive design and covariate-adjusted response-adaptive
design (CARA) (Hu and Rosenberger, 2006).

Response-adaptive designs utilize response information from previous patients in
the study to modify the allocation probabilities of consequent patients. The objec-
tives of response-adaptive designs include enhancing ethics by assigning more pa-
tients to the superior treatment arm shown by all information so far for the ongoing
trial, maximizing power to detect treatment difference, and achieving multiple op-
timal criteria simultaneously (Hu and Rosenberger, 2003). In particular, two types
of response-response adaptive designs are popular in literature, urn model based
design and doubly-adaptive biased coin design (DBCD). Urn models are extensively
used in response-adaptive designs, which are originally developed from an ethical
point of view, i.e., to assign more patients to the better treatment. Two typical urn-
model-based methods are “randomized play-the-winner” model (Wei and Durham,
1978) and “drop-the-loser” model (Ivanova, 2003). For DBCD, the allocation prob-
ability of the next patient is determined by an allocation function with arguments of
the current allocation proportion and the estimate of target allocation proportion.
By doing this, the current allocation is forced to go towards the estimated target
proportion that is usually derived based on a certain optimality criterion. DBCD

was firstly proposed by Eisele (1994) and Eisele and Woodroofe (1995). Hu and



Zhang (2004) proposed a general family of allocation functions and established the
asymptotic properties of DBCD based on widely satisfied conditions. More discus-
sion about DBCD and optimal allocation proportion can be found in Melfi and Page
(2000), Melfi, Page and Geraldes (2001), Hu and Rosenberger (2006), Tymofyeyev,
Rosenberger and Hu (2007) and references therein.

Covariate-adaptive designs are randomization procedures that incorporate co-
variates of patients to balance treatment allocation over covariates. In clinical trials,
covariates are referred as factors associated with outcomes of patients. Some typical
covariates include gender, age, clinical center, blood pressure, stage of disease at
the baseline and even gene expressions in some biomarker studies. During the pro-
cess of a covariate-adaptive design, the assignment of the current patient depends
on covariate information of all previous patients and the current patient’s covari-
ate information as well as the history of previous treatment assignments. Several
covariate-adaptive designs are introduced in Section 1.1.3 in detail.

Covariate-adjusted response-adaptive design is proposed by Zhang, et al. (2007)
and is a relatively new topic in literature. Instead of assuming homogeneity for
patients in a treatment, CARA allows heterogeneity of patients based on their char-
acteristics even though they belong to the same treatment group. Taking both
covariate and response information into consideration, patients can be assigned to

better treatment based on their own covariate profiles.

1.1.3 Covariate-adaptive design

In clinical trials, it is usually important to balance treatment arms with respect
to key covariates. There are several advantages to apply covariate-adaptive ran-

domization to clinical trials. As pointed out by Kundt (2009), a balanced trial can



give more efficient comparison of treatment effects from statistical point of view and
deliver more convincing results to a general audience. In addition, achieving bal-
ance is also desirable in other situations, including trials with interim analysis, trials
that terminate early and trials where the subgroup analysis is considered important
(McEntegart, 2003; Toorawa et al., 2009).

A natural idea to achieve balance over covariates is stratification. Strata are
defined as different combinations of covariates’ levels. To get balanced trail, we
could apply separate restricted randomization within each stratum to obtain good
balance within each stratum and further to obtain overall balance. Depending what
restricted randomization is used, we have stratified permuted block design using
permuted block design within strata and covariate-adaptive biased coin design using
Efron’s biased coin design within strata. Stratified permuted block design is the most
popular method to balance covariates and is used in most of clinical trials, such as
Tacono et al. (2006), Jakob et al. (2012) and so on. However, it only works well for
a trial with a few strata and large number of patients, otherwise a large portion of
incomplete strata would cause imbalance on stratum level and further on the overall
level (Pocock, 1982).

To deal with many covariates, several marginal methods (also referred as min-
imization, dynamic allocation in literature) were proposed. Taves (1974) proposed
a minimization method to deal with large number of covariates, but his method
didn’t involve randomness. Pocock and Simon (1975) generalized Taves’ method
by incorporating randomness, which has been more popular thereafter. Instead of
attempting to eliminate imbalance within each stratum, their method achieves bal-
ance by reducing weighted sum of marginal imbalances. A simper version of Pocock
and Simon’s marginal procedure with two treatments can be described as follows.

Suppose N;jx(n) is the number of patients on treatment & in level j of covariate



Zivt =1,...,1, 5 =1,....m;, k = 1,2, after n patients are enrolled in the study.
Let (21, ..., zr) be the covariate information for the next patient. Then the marginal
imbalance with respect to covariate i is defined as D;(n) = Ni.,;1(n) — Nis2(n).
The next assignment is based on the weighted average of all marginal imbalances

D(n) = Y1, w;D;(n) by using the biased coin allocation,

D, if D(n) <0
Pr(lp11=1)=1q 1—p, if D(n) >0
1/2, it D(n)=0

where 1/2 < p < 1 is the biased coin probability.

The usage of Pocock and Simon’s marginal procedure had increased in last
decades. According to Taves (2010), Pocock and Simon’s marginal procedure was
implemented in over 400 clinical trials from 1989 to 2008. Some recent examples in-
clude Anderson et al. (2000), Gridelli et al. (2003), Krueger et al. (2007), Molander
et al. (2007), Ohtori et al. (2012) and so on. However, despite its broad applica-
tions, the theoretical properties of Pocock and Simon’s marginal procedure remain
unknown ever since it was proposed. Recently, Hu and Zhang (2013) theoretically
proved that, under Pocock and Simon” marginal procedure, the marginal and overall
imbalances are bounded in probability, while the within-stratum imbalance increase
with the rate of y/n as the sample size increases. These conclusions provide founda-
tion for us to further study theoretical properties of statistical inference under these
randomization methods.

Recently, Hu and Hu (2012) proposed a new family of covariate-adaptive proce-
dures which simultaneously eliminate imbalances at three different levels, including

overall imbalance, marginal imbalance and within-stratum imbalance. When a new



patient enters the trial and is read for randomization, the assignment will be based
on the weighted average of the above three imbalances, D(n) = wiDgyum(n) +
W2 Dinarginal () + WsDoyerau (1), where Diyygpginai(n) is defined as in Pocock and Si-
mon’s marginal procedure, D pym(n) and Dyyerqu(n) are within-stratum imbalance
and overall imbalance, respectively. Theoretically, they proved that overall imbal-
ance, marginal imbalance and within-stratum imbalance are all bounded in proba-

bility under the new covariate-adaptive designs.

1.2 Statistical inference for covariate-adaptive de-
signs

Even though many covariate-adaptive designs have been proposed and implemented
in clinical trials, the discussion of statistical inference associated with those methods
is limited. In practice, conventional tests are often employed without consideration
of covariate-adaptive randomization scheme. It remains a concern if conventional
tests are still valid under covariate-adaptive designs. It is now generally accepted
that covariates used in trial design should also be incorporated in inference proce-
dures. Forsythe (1987) suggested all covariates used in minimization method should
be included into analysis to achieve a valid test through simulation studies. Shao,
Yu and Zhong (2010) theoretically pointed out that “one way to obtain a valid test
procedure is to use a correct model between outcomes and covariates, including
those used in randomization”.

However, in practice, not all covariate information used in randomization can be
fully utilized in inference procedures. In a clinical trial described in Anderson et al.

(2000), Pocock and Simon’s marginal procedure is implemented to balance alloca-



tion over three covariates including clinical centers, performance status and disease
extent. A continuous primary endpoint is compared between two treatment groups
using the two sample t-test, without adjusting covariate effects at all. In practice,
some randomization covariates are omitted in final analysis due to: (i) it is diffi-
cult to incorporate some covariates in the analysis model, for example, investigation
sites, etc.; (ii) adjusting too many covariates usually means more complicated mod-
eling techniques; and (iii) it requires correct model specification, which is usually
unknown in practice.

There have been doubts about validity of statistical inference for covariate-
adaptive designs, especially when covariates are fully or partially omitted in inference
procedures. Birkett (1985) and Forsythe (1987) had raised concerns about validity
of unadjusted analysis under covariate-adaptive designs. They found that the two
sample t-test is conservative in terms of small type I error if Taves’ minimization
is used to allocate patients to treatments through simulation studies. They also
found that the two sample t-test is less powerful for minimization than complete
randomization for small treatment difference, but more powerful if larger treatment
difference exists. In Shao, Yu and Zhong (2010) some theoretical work are done to
study conservativeness of the two sample t-test. The following linear model with
outcomes Y;; for patient ¢ under treatment j, j = 0,1, is assumed for covariate-

adaptive biased coin design,

Y;j = Hj + bZ,L +5ij

where Z; is a univariate covariate, Z;s are independent and identically distributed,
i; and b are unknown parameters and ¢;;s are independent and identically dis-

tributed random errors and independent of Z;s. They theoretically proved that the
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two sample t-test is conservative by assuming responses follow the above simple
homogeneous linear model. Moveover, a bootstrap test is proposed to adjust Type
I error under covariate-adaptive biased coin design.

Most work mentioned above is in the linear model framework where outcomes
of clinical trials are continuous. When responses are binary, Feinstein and Landis
(1976) and Green and Byar (1978) studied statistical problems comparing success-
ful rate between two treatment groups on a special case where there are two strata
and two treatment considered. Under this restricted assumption, they showed that
Type I error is smaller than the nominal level under stratified randomization. Gail,
Wieand and Piantadosi (1984) studied estimates of treatment effect in randomized
experiments with nonlinear regression and omitted covariates. Gail (1988) studied
properties of the score test for perfectly balanced studies across strata (not random-
ization) on a large family of generalized linear models. The following underlying

model between response and treatment is assumed,

EY|T,X =i) = h(aT + 3;),

where Y is the response variable, « is the treatment effect, and f; is the stratum
parameter for X = i. This covers a large range of generalized linear model. For
example, h(n) = exp(n)/[1 + exp(n)] in logistic regression. The properties of the
score test is studied under perfectly balanced studies with no covariates included in

analysis, so the working model is

E(Y|T,X =i) = h(u+ aT).

The properties of Type I error for several kinds of generalized linear models are
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given under the studies that are perfectly balanced. For example, Type I error
is shown to be conservative for logistic regression. However, the properties of the
score test and other tests, such as the Wald test and the likelihood ratio test, are
unknown for general covariate-adaptive designs. More discussions about inference
for covariate-adaptive designs can be found in Simon (1979), Tu, Shalay and Pater

(2000), Aickin (2009) and so forth.

1.3 Motivation and organization of the disserta-
tion

In literature, the results of statistical inference for covariate-adaptive designs are
restricted in several aspects. (1) Conclusions are mainly drawn by simulations, the-
oretical work is very limited. Shao, Yu and Zhong (2010) proved the property of
the two sample t-test based on covariate-adaptive biased coin design, which is a
stratified design and less commonly used in practice. (2) When outcomes of clinical
trials are continuous, only the two sample t-test is discussed, where no covariate
information is incorporated in final analysis. In practice, it is often that a sub-
set of randomization covariates are used in final statistical inference procedures.
The corresponding theoretical properties remain unknown. (3) All studies focus on
hypothesis testing for comparing treatment effects. There is very little, if any, dis-
cussion about inference of covariates under covariate-adaptive designs in literature.
In view of the importance of inference of covariates in clinical and medical studies,
for example, in some personalized medicine and biomarker finding studies, we also
want to study inference properties for covariates under covariate-adaptive clinical

trials. (4) The discussion of statistical inference under generalized linear models



12

with balanced covariates are very limited. The results are either based on a very
restricted setting (Green and Byar, 1978) or only focused on some special types of
studies, for example, studies that are not even randomized (Gail, 1988). Since lo-
gistic regression and other generalized linear models are commonly used to analyze
clinical trial data when outcomes are not continuous, it is of importance to study
the inference properties of more advanced models under covariate-adaptive designs.

Over the past several decades, scientists have identified more and more biomark-
ers (Ashley, et al., 2010; Li, et al., 2010; Lipkin, et al., 2010; etc.) that may link
with certain diseases in the fields of translational research (genomics, proteomics,
and metabolomics). Based on these biomarkers, we would like to develop per-
sonalized medicine that helps patients to receive better treatment regimens based
on their individual characteristics (which could be biomarkers or other covariates).
Balancing treatment allocation for influential covariates has become more and more
important in today’s clinical trials (Hu, 2012). Therefore it is essential to study the
theoretical behavior of testing hypotheses of both treatment effects and covariates
under covariate-adaptive randomized clinical trials.

In view of importance to study statistical inference for covariate-adaptive ran-
domized clinical trials and limitations of relevant discussions in literature, my disser-
tation endeavors to establish a theoretical foundation of statistical inference under
both linear models and generalized linear models. For a general family of covariate-
adaptive designs, the large sample theory of testing treatment effects and significance
of covariates are derived. Our work provides a general framework to further study
inference properties for covariate-adaptive designs and to address the concerns of
how to conduct valid statistical inference when covariates are balanced.

In Chapter 2, we first study the testing hypotheses based on linear models for

covariate-adaptive designs. Two types of hypothesis testing, comparing treatment
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effects and testing significance of covariates, are examined under general condi-
tions of covariate-adaptive designs. In particular, theoretical properties of these
testing hypotheses are given for the scenario covariate information is fully or par-
tially omitted from analysis procedures. We show (i) the hypothesis testing to
compare treatment effects is usually conservative in terms of small Type I error; (ii)
the hypothesis testing to compare treatment effects is usually more powerful (than
complete randomization); and (iii) the hypothesis testing for significance of covari-
ates is still valid. Extensive simulations are conducted to illustrate Type I error
and power. Other topics, such as adjusting methods, model selection and model
mis-specifications, are also discussed.

In Chapter 3, statistical inference is also studied under linear model framework
but with more general assumptions. The results in Chapter 2 are based on the
assumption all covariates are independent of each other, which does not necessar-
ily hold in practice despite its importance in theory. By incorporating correlation
structure between covariates, similar inference problems as Chapter 2 are studied.
We show that the hypothesis testing to compare treatment effects is also conser-
vative in terms of small Type I error. In fact, the conclusion of testing treatment
effects in Chapter 2 can be considered as a special case of this chapter. However, the
estimators of covariate effects are biased and the hypothesis testing for significance
of covariates is not valid anymore.

In Chapter 4, hypothesis testing is studied for logistic regression with omitted
covariates under covariate-adaptive designs. We mainly focus on the properties of
the Wald test to compare treatment effect. The asymptotic distribution of the test
statistic under the null hypothesis is given for the covariate-adaptive designs with
within-stratum imbalances bounded in probability, such as stratified permuted block

design. Both Type I error and power are also illustrated via simulations.
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Chapter 2

Statistical Inference for Linear
Models with Independent

Covariates

2.1 Introduction

Statistical inference of covariate-adaptive randomized clinical trials is discussed for
linear models in this chapter. For a large family of covariate-adaptive designs,
we derive asymptotic distributions of test statistics for testing treatment effects and
significance of covariates under null and alternative hypotheses. We find that: (i) the
hypothesis testing to compare treatment effects is usually conservative in terms of
small Type I error; (ii) the hypothesis testing to compare treatment effects is usually
more powerful (than complete randomization); and (iii) the hypothesis testing for
significance of covariates is still valid.

This chapter is organized as following. In Section 2.2, the general framework

based on linear models is given to study hypothesis testing properties for a large
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class of covariate-adaptive designs. In particular, both an underlying model and
a working model are proposed to represent the situation that covariates used in
randomization are fully or partially omitted in statistical inference. Two types of
hypothesis testing are studied, comparing treatment effects between two random-
ization groups and testing covariate effects. How to handel continuous covariates
and definition of imbalances of different levels are also discussed. Furthermore, in
Section 2.3, theoretical results are presented for the two types of hypothesis testing.
We show that comparing treatment effects is conservative under covariate-adaptive
designs, while covariate effects remain valid. Extensive simulations are carried out
in Section 2.4 to study Type I error and power. Other practical issues, such as model
selection and model mis-specification, are also covered and discussed. In Section 2.6,

conclusions are given and some possible future work is mentioned.

2.2 Framework

In this section, we study hypothesis testing based on a linear model framework for
covariate-adaptive designs. Suppose two treatments 1 and 2 are studied under a
covariate-adaptive randomized clinical trial, p; and ps are parameters measuring
the main effects of treatment 1 and 2, respectively. Let N be the total number
of patients enrolled in the study. Let I; be the assignment of the ith patient, i.e.,
I; = 1 for treatment 1 and I; = 0 for treatment 2, ¢ = 1,2,..., N. The following

linear model is assumed for the response of the ith patient Y,

}/; = ,ullz + M2<1 — [Z) + 51X¢71 + ...+ ﬂpXLp -+ ’7121',1 + ...+ ’}/qZLq -+ Ei, (21)

where
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- X, s and Z, js are discrete or continuous covariates which are independent and

identically distributed as X}, and Z;, k =1,...,pand j =1, ..., ¢

- both X s and Z; ;s are used in the randomization procedure, but only X; s

are used in final statistical inference, k =1,...,pand j =1, ..., ¢;

- all covariates are independent of each other, and EX;, = 0 and EZ; = 0 for all

kand j, k=1,..,pand j=1,...,q;

- ¢;s are independent and identically distributed random errors with mean zero

and variance ¢ and independent of X, and Z;,k =1,...,pand j =1,...,q.

Notice both X; ; and Z; ; are assumed to be scalers in model (2.1). If X ; (or Z; ;) is a

discrete covariate, X, x (or Z, ;) is a scaler that can take several values corresponding

to different categories. In practice, a vector is usually used to represent a discrete

covariate with multiple categories. For example, a covariate that has 3 categories

can be coded as a two-dimensional vector with values of (0,0), (0,1) and (0,1). In

this chapter, X, ;, (or Z; ;) is assumed to be a scaler for simplicity, but all the results

can be extended to the situation where discrete covariates with multiple categories

are represented by vectors.

We define vectors Y = (Y3, Y5, ...

v =715 ’yq)T, and matrices

I
I

1-14
1—-1
1—1In

X1

Yo' e = (g1, 69, ...

Xl,p
X27p

and Z =

7€N)T7 ﬁ = (:ulalu%ﬁla

7/8p)T7
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With the matrix representation, the underlying model (2.1) can be written as

Y =XB8+Zvy +e.

In this chapter, we study statistical inference for covariate-adaptive designs if only
partial randomization covariates are implemented into the analysis step. The fol-

lowing working model is used to do statistical inference,

or in the matrix form,

E[Y] = X3.

Under the working model (2.2), the ordinary least squares (OLS) method is used to

obtain the estimator of 3, which has the explicit form,

B = X'X)'X'Y = (XTX)'X"(XB + Zvy +¢).

When model (2.2) is constructed to study patients’ data from a covariate-adaptive
randomized clinical trial, the primary interest is usually to compare treatment ef-
fects between different groups. The following hypothesis testing is used to compare

treatment effects of p; and ps.

Hy: g — pg =0 versus Ha @ g — o # 0. (2.3)
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The test statistic for the above hypothesis testing (2.3) is

~

Lp
(62L(XTX)_1LT)1/Q )

T= (2.4)

where L = (1,—1,0,...,0) and 6% = (Y — X3) (Y —= XB)/(N —p —2). If |T| >
Z1—aj2, Where Zi_o9 is (1 — «/2) quantile of a standard normal distribution, we
will reject the null hypothesis, otherwise accept the null hypothesis.

On the other hand, we consider general forms of hypothesis testing for signifi-
cance of covariates. Let C be an m x (p + 2) matrix of rank m with m < p, where
entries of the first two columns of C' are all zeros so that C'3 doesn’t include any

treatment effects. Then the hypothesis testing of interest is,

Hy: CB =&y versus Hy : C3 = &; # &. (2.5)

The test statistic for hypothesis testing (2.5) is,

. m(CB-&)T[CXTX)'CTI(CB ~ &)

2

T

(2.6)

g

IE 7% > X3, 1o /m, Where X2, is (1 — @) quantile of a x* distribution with

1-a
degree of freedom m, we will reject the null hypothesis, otherwise accept the null
hypothesis.

A special case of testing (2.5) is evaluating significance of a single covariate
(biomarker). This is usually important in personalized medicine (Hu, 2012). With-

out loss of generality, we consider the hypothesis testing for 3y, the coefficient of

X;. To test the significance of 31, the hypothesis is

Hy: p1 =0 versus Hy : 57 # 0. (2.7)
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The test statistic for hypothesis testing (2.7) can be reduced to,

3

T =
1 (620(XTX)~1€T)1/2’

(2.8)

where € = (0,0,1,0,...,0). If |T}| > Zi_q/2, where Zy_o)2 is (1 — o/2) quantile of
a standard normal distribution, we will reject the null hypothesis, otherwise accept
the null hypothesis.

In clinical trials, covariate-adaptive designs are usually based on discrete co-
variates (Taves, 2010). If a continuous covariate is to be used in randomization,
a continuous-discrete conversion need be performed to breakdown the continu-
ous covariate into a discrete variable with several subcategories. Let C' = {j |
Z; is continuous, j = 1,....,q} and C* = {k | X} is continuous,k = 1,...,p}. If
k € C* or j € C, the covariate-adaptive design is applied with respect to discrete

variables, dj.(Xy) or d;(Z;), where dj, d; are discrete functions. In such case, define

5Zk == Xi,k — E[Xz,k|d]:(Xz,k)] and 5i,j == Zi,j — E[Z%]Id](ZZJ)] Let

- X, if k¢ C*
X =
di(Xg), ifkeC*
and
- Z; ifj&C
7 _ j J ¢

dj(Z;), ifjeC

Here, X}-,k and Zm are ith observations of covariates X and Zj, k=1,..pand
17=1,...q. )N(Z;C and Z” are used in the covariate-adaptive randomization process.

We further define three levels of imbalance between patients in two treatments.
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Consider X have s levels and Z; have s; levels, resulting in [[2_, s;, [[}_, s; strata
in total. Let W; = ()N(i,l, e X}-,p, ZM, ey Zm) represents the covariate profile of the
ith patient used in randomization, i.e., W; = (2%, 2%, ..., x;”, 2N 202 2" if sz; is
at level x',;k and Zi,j is at level z;j. For convenience, we use (t1,ta, ..., tp, 1, T2, ..., Tg)
to denote the stratum formed by patients who have the same covariate profile
(o, 2k, o T 21N 252, 2¢"), and use (k;t) to denote the margin formed by pa-
tients with X, = xfj, and similarly (j,7;) to denote the margin formed by patients

with Zj = z;] Then let

- Dy be the difference between the numbers of patients in treatment group 1 and

2 as total, i.e., the number in group 1 minus the number in group 2;

- Dy(k;t) and Dy (j;r;) be the differences between the numbers of patients in the

two treatment groups on the margin (k;¢;) and (j,7;), respectively;

- Dy(t1,ta, ..., tp, 71,72, ..., 7q) be the difference between the numbers of patients in

the two treatment groups within the stratum (¢y, %o, ..., ¢y, 71,72, ..., 7).

These differences play important roles in properties of statistical inference for covariate-

adaptive designs (see Section 2.3 for details).

2.3 Theoretical properties

Two types of hypothesis testing will be considered in this section, one is comparing
main treatment effects between two groups and the other is testing significance of
covariates. The testing hypotheses are conducted based on working model (2.2)
when data are generated from the true model (2.1). Properties of those hypothesis

testing are studied under both null hypothesis and alternative hypothesis. A test is
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said to be (asymptotically) conservative, if its true Type I error is smaller than the
significance level under the null hypothesis.
First, we consider the hypothesis tests for comparing treatment effects. We have

the following main theorem.

Theorem 2.3.1. Suppose that a covariate-adaptive design satisfies following two

conditions:
(A) the overall imbalance is bounded, that is, Dy = Op(1);

(B) the marginal imbalances for all covariates are bounded in probability, that is,

DN(katk) - Op(l) and DN(jaTJ) = Op(1)7 k= 1727 - Dy ] = 1727 g
Then
(1) under Hy : p3 — pg = 0,

2T,
T2 N(0,7?), 7 = ¢ =7 (2.9)

q
o2+ ZI’yJZVar(Z]-) z
J:

q

where 02 = 0243 7:Var(Z;), 05 = a2+ vjos,; and o5 ; = E[Var(0;;|d;(Zi ;))].
j=1 jeC

Hence,

(1) Ifv; =0,5=1,2,...,q, then T = 1. Thus, when all covariates Zs are not

related to Y, the hypothesis testing (3) can achieve correct Type I error.

(2) If at least one v; # 0, j = 1,2,...,q, then T < 1. In this case, the

hypothesis testing (3) is conservative.

(11) under Ha : py—pua # 0, consider a sequence of local alternatives, i.e., g — g =

6/V/N for a fized § # 0, then
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T -2 N(A, %), A= 0 (2.10)

20,

Hence, the power increases as more covariates are incorporated into model.

In Theorem 2.3.1, theoretical properties of hypothesis testing for treatment ef-
fects are obtained under covariate-adaptive designs. In a covariate-adaptive ran-
domized clinical trial, covariate information is incorporated in the design process to
reduce imbalance of different levels (within-stratum, within-covariate-margin, and
overall). Two mild conditions of covariate-adaptive designs are assumed to derive the
asymptotic distribution of the test statistic for comparing treatment effects. Condi-
tion (A) states that the overall imbalance is bounded in probability and condition
(B) requires that all marginal imbalances are all bounded in probability. These
conditions are satisfied by various covariate-adaptive designs (see Corollary 2.3.2 for
examples). Under these conditions, it can be shown in the proof that numerator
of the test statistic, L,é(: fi1 — fi2), has a smaller variance than the model-based
variance estimator in the denominator if important covariates are omitted from the
working model. Based on the asymptotic distributions of the test statistic under
both the null hypothesis and the alternative hypothesis, Type I error is smaller than
the nominal level if at least one v; # 0, and power performance can be discussed as
well.

Now consider the power of the hypothesis testing (2.2), under the alternative

hypothesis, the power is

o Jzzl—a 2 ) Uzzl—a 2
Pr(|T| > Zi_oy2) = q’(ga - 0—5/) + CD(_TQ; - 0—5/) + o(1).
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The power of test (2.2) under complete randomization (based on the same setting

as described in Section 2.2) is

) )

Pr(|T’ > Zl—a/Z) = (D(2O_ - Zl_a/2> + ®<_20_

— Z1-aj2) +o(1).

From the power expressions for both covariate-adaptive designs and complete ran-
domization above, we can conclude that the limiting power under covariate-adaptive
designs is smaller than that under complete randomization when ¢ is relatively small,
and it is larger than complete randomization when ¢ is large. This conclusion agrees
with some simulation studies about two sample ¢-test in literature (Forsythe, 1987;
Shao, Yu and Zhong, 2010) for certain covariate-adaptive designs. Our conclusion
is more general, which can be applied to linear models under a large family of
covariate-adaptive designs.

The following theorem shows that hypothesis tests regarding significance of co-
variates can still catch correct Type I error in covariate-adaptive designs, even
though the power would be affected if not all covariates are incorporated in the

analysis model.
Theorem 2.3.2. Under the same conditions as in Theorem 2.5.1,

(i) under Hy : C3 = &,
« D 2
T" — X/ M- (2.11)

Hence, the hypothesis testing (2.5) can achieve correct Type I error.

(i1) under Hy : C3 = &, consider a sequence of local alternatives, i.e., (& — &) =
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n/V'N for a fized n # 0, then

« D - —
T* == X{my(N)/m, A=nT[CM'CT] 'n/o?, (2.12)
where M = diag(1/2,1/2,Var(Xy),...,Var(X,)) and X is the noncentral pa-
rameter. Therefore, the power increases as more covariates are incorporated

mto model.

Theorem 2.3.1 and Theorem 2.3.2 imply that the overall difference and marginal
imbalances play important roles in statistical inference for covariate-adaptive de-
signs. For stratified permuted block design, the difference between the number of
patients in two treatments within any stratum is the half of block size at maximum.
Since the number of strata is finite for any covariate-adaptive design, the overall
and marginal imbalance are less than a constant, thus the conditions (A) and (B)
are satisfied. The theoretical properties for Pocock and Simon’s marginal procedure
remains unknown for decades and recently are derived by Hu and Zhang (2013). In
their paper, the authors demonstrate the marginal imbalances and overall imbal-
ance are bounded in probability for Pocock and Simon’s marginal procedure, thus
the conditions (A) and (B) are also satisfied. Furthermore, Hu and Hu (2012) pro-
posed a large class of covariate-adaptive designs, which satisfy the conditions (A)

and (B). Here we summarize these results in the following corollary.

Corollary 2.3.1. Both Theorem 2.3.1 and Theorem 2.3.2 hold under the following

covariate-adaptive designs:

(i) Pocock and Simon’s marginal procedures (Pocock and Simon, 1975);
(i1) stratified permuted block designs; and

(iii) the class of covariate-adaptive designs proposed by Hu and Hu (2012).
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REMARK 2.3.1. If we consider complete randomization as a special case of covariate-
adaptive design, it does not satisfy the conditions in Theorem 2.3.1, because the
marginal imbalance Dy (j;7;) = O,(N'/?) for complete randomization. The numer-
ical study in the next section shows that the test of treatment effect under complete

randomization s not conservative.

Based on Theorem 2.3.2, we can see that hypothesis testing of covariates is
still valid in the sense of Type I error under covariate-adaptive designs. A linear
regression model can be directly used to test significance of prognostic factors with
a working model only containing partial covariate information. One the other hand,
however, the power may be harmed by omitting important covariates in the working
model. Consider the non-central parameter in (2.12), it increases with o2 reduced,
so the power increases with fewer important covariates omitted from the model.
Therefore, it is helpful of incorporating more important covariates, if possible, to
obtain a more powerful test.

Corollary 2.3.2 gives an important special case of testing covariates, where only

a single coefficient is considered.
Corollary 2.3.2. Under the same conditions as in Theorem 2.3.1,

(i) under Hy : 1 =0,

T 25 N(0,1). (2.13)

Hence, the hypothesis testing (2.7) can achieve correct Type I error.

(i1) under Hy : By # 0, consider a sequence of local alternatives, i.e., ; = 551/\/N
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for a fized éa,, then

Ty 25 N(Ag,, 1), Ag, = 5ﬁ1"1,

z

where o7 = Var(X1). Hence, the power increases as more covariates are in-

corporated into model.

According to Theorem 2.3.1 and Theorem 2.3.2, a model with only influential
covariates can achieve valid tests. It is known that too many unnecessary variables in
the model will increase variations of estimators and affect statistical results. Hence,
if only influential variables are incorporated in the model, it will not only reduce
unnecessary variations, but also give valid inference. Some numerical studies are
performed in Section 2.4 about model selections.

To prove Theorem 2.3.1, the asymptotic properties of both the numerator and
the denominator of test statistic T are studied. In the Appendix, we show that,

under the conditions in Theorem 2.3.1,

A~

VNIL(B ~ B)] = VN[(ju — i) — (11 — p2)] =2 N(0,4(> " ~20%, + 02)), (2.14)

jec
where O'ij = E[Var(5i,j|dj(Zi’j))], j e C.
On the other hand, for the denominator part of T,
. _ 1
FPLX"X)'LT = — (o2 + Z 2Var(Z;)) + o,( ) (2.15)

Combining the results of (2.14) and (2.15), the asymptotic distributions (2.9) and

(2.10) can be obtained. Further notice v;Var(Z;) > viE[Var(d;|d;(Zi;))] if v # 0
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and j € C, we have

O—zzlfa/2

Pr(|T| > Zl_a/g) — 2@(— ) <« (216)

g5

where ® is the cumulative distribution function of a standard normal distribu-
tion,which proves the conservativeness of the test if not all ;s are zeros. Detailed

proofs of Theorem 2.3.1 and Theorem 2.3.2 are in the Appendix.

2.4 Simulation study

Case 1: Testing Treatment Effects. First, we consider simulations to study Type I
error of the hypothesis testing for comparing treatment effects under three designs:
Pocock and Simon’s marginal procedure, stratified permuted block design and com-
plete randomization. For each type of design, both continuous case and discrete
case are considered. The following linear model including two covariates Z; and Z

is assumed for responses Y;,
Y =l + po(1 — L) + 51 Zi1 + BaZio + €,

where ¢; is distributed as N(0,1), 51 = 52 = 1. No difference in treatment effects
is assumed to study Type I error, i.e., u; = po. For the discrete case, Z; follows
Bernoulli(p;) and Z, follows Bernoulli(p,); for the continuous case, both Z; and Z,
follow normal distributions N(0,1). If covariates Z; and Z are continuous, they
are discretized into bernoulli variables Z] and Z) with the probabilities p; and ps in
order to be used in randomization. More specifically, if Z; < Z,,), where Z(, ) is p;
quantile of a standard normal distribution, then Z| = 0, otherwise Z; = 1. Original

variables (without discretization) are used in statistical inference procedures.
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To carry out simulations, the biased coin probability 0.75 and equal weights are
used for Pocock and Simon’s marginal procedure, and the block size 4 is used for
stratified permuted block design. The significance level is @« = 0.05 and sample
size N is 100, 200 or 500. The hypothesis tests include the two sample t-test (¢-
test), the linear model with a single covariate Z; (Im(Z;)), the linear model with
a single covariate Zy (Im(Z,)) and the linear model with both covariate Z; and Z,
(Im(Zy, Z,)). By choosing (p1,p2) = (0.5,0.5), the simulation results for Pocock
and Simon’s marginal procedure, stratified permuted block design and complete
randomization are demonstrated in Table 2.1.

In each simulation, Type I error of covariate-adaptive randomization meth-
ods is also examined with the bootstrap t-test described in Shao, Yu and Zhong
(2010). To do the test, B bootstrap samples (Y;*, Z{%, Z1%), ....(Y3", Z31. Z3)),
b = 1,2,...,B, are generated independently as simple random samples with re-
placement from (Y1, Z11,Z12), ..., (Yn,Zn1,Zn2). The covariate-adaptive proce-
dure on the original data is applied on the covariates of each bootstrap sample
(235, Z7%), -y (ZR1,Z3},), from which the bootstrap analogues of treatment as-

signments, I;°....I3%, can be obtained. Define

1 N N
Vi— Yy = anZY ”%Zlu DYi, ny = ZL, ny = ;1—1),

and

N N

N
_ nly{b le*byl*b *b Z 1— I*b }/Z*b’ nl _ Z[:b’ 7L2 _ Z(l . Iz*b)
i=1

=1 =1

The bootstrap estimator of the variance of Y; — Y5 is then the sample variance of

é*(b), b=1,2,..., B, represented by vg. Then the bootstrap t-test has the form of



29

Table 2.1: Simulated Type I error for Pocock and Simon’s marginal procedure (PS),
stratified permuted block design (SPB) and complete randomization (CR) in %.
Simulations based on 10000 runs.

Z Method N t-test Im(Zy) Im(Zy) Im(Zy,Z,) BS-t
Discrete PS 100 1.75 3.05 3.09 5.21 5.18
200  1.62 2.78 2.86 4.99 4.88
500  1.66 2.81 2.77 4.87 4.90
SPB 100 1.85 2.86 3.05 5.29 5.67
200 1.54 2.69 2.73 4.84 4.95
500 1.55 2.77 2.65 4.84 5.60
CR 100  5.04 5.27 5.11 5.31 -
200 5.00 4.95 5.12 5.21 -
500 4.73 4.83 4.68 4.77 -
Continuous PS 100 1.43 2.15 2.02 4.98 5.16
200 1.07 1.74 1.80 4.53 5.62
500 0.91 1.72 1.73 4.72 4.79
SPB 100 1.22 1.83 2.05 5.01 5.68
200  0.98 1.86 1.77 5.08 5.19
500 1.15 1.98 1.84 5.48 5.61
CR 100 5.20 5.31 4.82 4.92 -
200  5.06 5.14 4.85 5.46 -
500 4.87 5.05 4.71 4.77 -

Ty = (Y1 — Y3)/03/%. In Shao, Yu and Zhong (2010), it is shown that the bootstrap ¢-
test can maintain nominal Type I error under covariate-adaptive biased coin design.
B =500 is used in all following simulations.

Several conclusions can be drawn from Table 2.1. First, the Type I error is
close to 5% under the full model Im(Z;, Z;) for covariate-adaptive designs. This
is consistent with the theoretical results in Section 2.3, when no randomization
covariate is omitted to construct the final analysis model. Secondly, under both
Pocock and Simon’s marginal procedure and stratified permuted block design, the
two sample t-test, Im(Z;) and Im(Z;) are all conservative. Among these three

tests, the two sample t-test is the most conservative one with the least Type I error.
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Figure 2.1: Simulated power for Pocock and Simon’s marginal procedure (PS) and

complete randomization (CR) under discrete and continuous cases. Simulation
based on 10000 runs and number of patients N = 100.
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Thirdly, the Type I error of the bootstrap t-test (BS-t) is close to the nominal level
5% under both Pocock and Simon’s marginal procedure and stratified permuted
block design. Furthermore, under complete randomization, the Type I error is close
to 5% for all four tests. We also tried different (p1, p2), similar results are obtained
and are not shown here.

Case 2: Power Comparison. Now we compare power for different hypothesis
testing methods under Pocock and Simon’s marginal procedure and complete ran-

domization. The same model as in Case 1 is used, except that difference exists



31

between treatment effects p; and po, ie., uy — ps # 0. Sample size N = 100 and
(p1,p2) = (0.5,0.5) are used in simulations. Several hypothesis testing methods
for treatment effects are compared under covariate-adaptive randomization. All
the results of power are given in Figure 2.1, from which several conclusions can be
made. The two sample t-test is less powerful than (Im(Z;)) and (Im(Z5)), and all
those three methods are less powerful than (Im(Z;, Z;)) under Pocock and Simon’s
marginal procedure. The bootstrap ¢-test has similar power performance to the full
model (Im(Zy, Z,)) with correct model specification when covariates are discrete.
However, the bootstrap t-test is less powerful than (Im(Z;, Zy)) if covariates are
continuous. Furthermore, the power of each test can also be compared between
covariate-adaptive randomization and complete randomization. For example, the
two sample t-test has smaller power under Pocock and Simon’s marginal procedure
than that under complete randomization when |y — sl is relatively small due to
conservativeness, but has larger power when |u; — ps| becomes larger. We also
tried stratified permuted block randomization (not reported here), all tests consid-
ered have similar power performance as Pocock and Simon’s marginal procedure.
Based on Table 2.1 and Figure 2.1, we can see that the theoretical properties in
Theorem 2.3.1 hold for sample size around 100.

We further consider the power comparison for small sample sizes 32 and 64. The
simulated power is reported in Table 2.2 under the same model as in Case 1. In
Pocock and Simon’s marginal procedure, the probability of biased coin assignment
is 0.8 and equal weights are assigned on two covariates. The hypothesis testing is
based on the model (Im(Z;, Z3)) with both covariates Z; and Zy. Table 2.2 indicates
the advantages of covariate-adaptive designs over complete randomization for small
sample size.

Case 3: Significance of Covariates. Type I error of testing (2.7) for significance
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Table 2.2: Power Comparison for Pocock and Simon’s marginal procedure and Com-
plete Randomization. Simulation based on 10000 runs and sample size N = 32, 64.

N =32 N =64
M1 — Ko CR PS CR PS

0.0 496 5.03 517 5.08
0.1 2.86 6.35 6.50 6.48
0.2 7.81 851 12.12 12.68
0.3 12.34 13.26 22.06 22.21
0.4 18.15 19.44 34.46 34.76
0.5 25.28 26.54 4799 49.35
0.6 33.96 36.98 63.04 65.53
0.7 4416 47.83 76.72 78.13
0.8 53.74 57.28 86.97 87.95
0.9 64.30 68.70 93.14 94.24
1.0 73.63 77.10 97.02 97.51

of covariates is studied under Pocock and Simon’s marginal procedure and complete
randomization. As the same model in Case 1, we set f; = 0, S5 = 1 and py = ps.
To run simulations, the biased coin probability 0.75 and equal weights are used for
Pocock and Simon’s marginal procedure. The significance level is o = 0.05 and
sample size N is 100, 200 or 500. Hypothesis testing of the significance of 3, are
conducted based on the two models with or without Zs, i.e., Im(Zy, Z,) and Im(Z;).
The results of Type I error are given in Table 2.3, from which it can be seen that the
tests of 31 are valid in terms of Type I error for both Pocock and Simon’s marginal
procedure and complete randomization. Figure 2.2 reports the power of testing
under two randomization methods, which indicates that the model Im(Z;, Z;) with
Zy in the analysis is more powerful than [m(Z;). This agrees with Theorem 2.3.2.
Case 4: Model Selection. So far, all simulation results are based on linear models
with up to two covariates. Now we consider a linear model with more than two
covariates. In this situation, variable selection techniques can be applied to select

a subset of influential covariates on outcomes to be used in inference procedures.
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Table 2.3: Simulated Type I error for Hy : 5y = 0 versus Hy : 1 # 0 for Pocock
and Simon’s marginal procedure (PS) and complete randomization (CR) in %. Sim-
ulations based on 10000 runs.

lm(Zl) lm(Zl,Zz>
A N PS CR PS CR

Discrete 100 496 498 493 4.88
200 5.35 5.28 4.76 4.82
500 5.55 5.55 5.22 5.20

Continuous 100 4.98 490 5.10 4.98
200 5.14 5.14 5.05 5.18
500 5.11 5.15 5.28 5.29

Suppose outcomes Y; follows the following model with five covariates,

Vi= L+ pa(1 = L) + X1 B + XioBs + XisBs+ Zinyi + Zioya + i, (2.17)

where X is a binary covariate with the probability of 0.5 to take 0 or 1, X5 is a
discrete variable with four possible values (0, 0, 0), (1, 0, 0), (0, 1, 0) and (0, 0,
1) for equal probabilities 0.25, Z; is a discrete covariate with three possible values
(0, 0), (0, 1) and (1, 0) for equal probabilities 1/3, X3 and Z, are standard normal
distributed variables, which are discretized to bernoulli variables with the probability
0.5 for randomization process. Also, it is assumed §; = 3, B = (2,3,4), f3 = 2,
B4 = (0,0), B5 = 0, so that only X;, X, and X3 have effects on the outcome Y. ¢;
is normally distributed with a mean of 0 and a standard deviation of 2. Here only
Pocock and Simon’s marginal procedure is considered, since there are too many
strata if stratified permuted block design is implemented.

To adjust conservative Type I error, one way is incorporating all randomization
covariates into the analysis model (Imb), where there is no loss of information used

in hypothesis testing compared to randomization. A more efficient approach ac-
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Figure 2.2: Simulated power for Hy : f1 = 0 versus Hy : 51 # 0 for Pocock and
Simon’s marginal procedure (PS) and complete randomization (CR) in %. Simula-
tions based on 10000 runs and number of patients N = 100.
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By

cording to Theorem 2.3.1 is only incorporating the covariates those are influential

on outcomes, i.e., constructing the model with X;, X5 and X3 (Im3). In Table 2.4,

the model selection with BIC by stepwise algorithm is used to select the analysis

model to do statistical inference. The algorithm is realized with “stepAIC” function

in R by specifying k = log(N). Stepwise selection can be implemented backward,

forward or with both directions. Here we only report the results for the backward

selection (backward). Similar results are obtained from the other two stepwise se-

lection methods (not shown). These methods are able to automatically achieve a
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Table 2.4: Simulated Type I error under model (2.17) with backward model se-
lection techniques for Pocock and Simon’s marginal procedure (PS) and complete
randomization (CR). The number in parenthesis is the percentage of correct selec-
tion. Simulation based on 5000 runs.

N t-test Im3 Imb backward BS-t

PS 50 112 4.64 4.74 4.88(84.34%) 5.44
100 0.74 4.98 5.06 5.02(94.30%) 5.08
200 040 4.96 4.96 4.94(96.70%) 4.70
500 0.38 5.24 5.18 5.26(98.84%) 5.06

100  5.54 5.26 5.44 5.36(94.40%
200 5.06 4.98 4.82 5.02(97.12%
500 4.80 4.92 4.94 4.92(98.76%

)
( )
( )
( )

CR 50 532 494 494 566(83.60%) -

( )
( )
( )

final model from a bunch of candidate models with different combinations of mul-
tiple covariates, based on which treatment effects can be compared. The results of
Type I error of Im3, Im5 and backward are given in Table 2.4. The results of the
two sample ¢-test (t-test) and the bootstrap t-test (BS-t)are also included. Power
comparison results are shown in Figure 2.3. From the results of Table 2.4 and
Figure 2.3, hypothesis testing for treatment effects based on conventional stepwise
model selection techniques has valid Type I error and has similar power performance
compared to the hypothesis testing with all randomization covariates used in the
analysis, as long as the model selection techniques are able to identify the subset of
all influential covariates.

Case 5: Model Mis-specification. In Section 2.2, the underlying response model
(2.1) is assumed to have a form of linearly additive covariate effects in addition to
treatment effects. Based on the model, theoretical properties of hypothesis testing
are studied under covariate-adaptive designs. It is shown in Theorem 2.3.1 that
valid Type I error can be obtained by utilizing a linear model incorporating all

randomization covariates (the full model). This is within expectation since the full
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Figure 2.3: Simulated power under model (2.17) with backward model selection
techniques for Pocock and Simon’s marginal procedure (PS) and complete random-
ization (CR). Simulation based on 5000 runs and number of patients N = 100.
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model has the correct model specification that coincides with the assumed model.

However, the underlying response model is usually unknown in practice and it is

possible that covariate effects are not linearly additive on responses. For example, a

covariate may have a non-linear form or have interaction effect with other covariates.

Under these scenarios, the full model with all randomization covariates in a linearly

additive pattern no longer has the correct model specification. In this section, a

nonlinear response model with covariate effects in an exponential function is assumed

to investigate properties of hypothesis testing for comparing treatment effects. Other
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Table 2.5: Simulated Type I error under model (2.18) for Pocock and Simon’s
marginal procedure (PS), stratified permuted block design (SPB) and complete ran-
domization (CR). Simulation based on 10000 runs.

N t-test Im(Zy,Zy) BS-t

PS 100 1.70 3.87 3.90
200  2.28 4.01 4.70
500  2.32 4.11 4.25

SPB 100 1.59 3.66 4.96
200 1.70 3.27 4.46
500 1.98 3.55 4.70

CR 100 3.33 3.90 -
200 4.01 4.03 -
500  4.47 4.11 -

situations of model mis-specification can be studied similarly and will be left for
future research projects. The following model is assumed for the responses Y. Two
covariates Z; and Z, have a non-linear effect on the response Y in addition to

treatment effects.

Y; = padi + po(1 — L) + exp{Z;1 + Zip} + €, (2.18)

where ¢; is distributed as N(0,4). Z; and Z, are distributed as normal distributions
N(0,1), which are discretized into bernoulli variables with the probability 0.5 in
order to be used in randomization procedures. Three randomization methods are
investigated, including Pocock and Simon’s marginal procedure, stratified permuted
block design and complete randomization. The two sample t-test (t-test), the linear
model incorporating both covariates (Im(Zy, Z5)) and the bootstrap t-test (BS-t)
are used to compare treatment effects. The results of Type I error and power are
given in Table 2.5 and 2.6, respectively.

From Table 2.5, the two sample t-test is conservative under covariate-adaptive
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Table 2.6: Simulated power under model (2.18) for Pocock and Simon’s marginal
procedure (PS), stratified permuted block design (SPB) and complete randomization
(CR). Simulation based on 10000 runs and number of patients N = 100.

PS SPB CR

1 — po  ttest Im(Zy,Zs) BS-t t-test Im(Zy,Zs) BS-t t-test Im(Zy, Zs)
0.0 1.87 3.67 4.14  1.40 3.13 4.92  3.60 4.37
0.4 4.21 8.31 771  3.01 6.35 7.57  5.69 7.73
0.8 10.71 19.56 16.85 9.26 17.63 17.14 12.66 18.39
1.2 21.91 35.81 29.90 19.79 34.39 30.61 21.85 33.71
1.6 35.79 53.98 44.25 34.73 52.37 46.14  35.60 51.25
2.0 50.37 66.52 57.94 49.97 66.99 60.75 48.32 64.83
2.4 62.81 77.09 69.23 62.34 76.80 70.67 60.48 75.32
2.8 71.56 83.22 76.54 71.30 83.59 77.96  69.56 82.37
3.2 79.88 87.99 83.16 79.09 88.32 83.93 76.86 87.27
3.6 84.69 91.36 87.39 84.22 91.25 87.85 82.97 91.06
4.0 88.47 93.30 90.37 87.87 93.25 90.43 86.97 92.48

designs. Due to model mis-specification, the Type I error of the linear model

(Im(Zy, Zy)) is deviated from the nominal level 5% , which is particularly obvi-

ous under stratified permuted block design. However, the bootstrap t-test tend

to be robust under covariate-adaptive designs with the Type I error closer to 5%.

Under complete randomization, the Type I error should be close to 5% as sample

size increase based on the central limit theorem. Regarding the power comparison

in Table 2.6, the model (Im(Zy, Z2)) has better performance than the two sample

t-test by utilizing more covariate information under all these three design methods.

In addition, the power of the model (Im(Z;, Z,)) is slightly larger than the bootstrap

t-test under covariate-adaptive designs.
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2.5 Conclusion

Covariate-adaptive designs have shown several advantages in applications to clinical
trials, but the randomization scheme that is different from complete randomization
may have influences on corresponding statistical inference results. In particular, the
treatment comparison test based on linear models is shown to be conservative for
a large class of covariate-adaptive designs, including Pocock and Simon’s marginal
procedure and stratified permuted block design, if an influential randomization co-
variate is not incorporated in the final analysis. The results in this chapter provide a
way to better understand statistical inference for covariate-adaptive designs in the-
ory and allow us to implement covariate-adaptive designs appropriately to achieve
valid statistical conclusions in practice.

The theoretical results in this chapter are based on several assumptions, among
which all covariates are assumed to be independent of each other. However, there is
no good way to guarantee that all covariates used in randomization are not correlated
in practice. In view of that, similar problems will be studied with the independence
assumption relaxed in Chapter 3. Moreover, generalized linear models are also
used for covariate-adaptive designs when outcomes are not continues. For example,
logistic regression is used if responses are binary variables. These topics will be

covered in Chapter 4.

2.6 Appendix: proof of theorems

To prove Theorem 2.3.1 and Theorem 2.3.2, we first prove the following two lemmas.
Lemma 2.6.1. Under the assumptions of Theorem 2.3.1, then

1. S L/N 172, 51— L)/N 25 1/2;
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2. N LX) /N 5 EXi/2, So(1— L) Xin/N =5 EX,/2, SS L7 /N -5 EZ;/2,
and (1 — 1) Z;; /N -5 EZ;/2.

Proof. To prove part 1, it is easily seen that

Now, we prove part 2. We first discuss the case when X}, is a discrete variable. Then

% ZIiXi,k = %[% ZXi,k + % 2(21

Notice that

—Z 2L, — )X, = — ZDkrtk

tkl

The marginal imbalances D(k;t;,) = O,(1) and z}*s are discrete values, which to-

gether with the weak law of large numbers implies that
! S LXi — Lex
N i<,k 9 k-
If X} is a continuous variable, then 6;; = X, — E[Xk|di (X, k)], thus

S X = o S+ S REXGId (X))

Since E(X; x|d; (X)) is discrete, according to the proof of discrete case above,

1 . p 1
~ > LE(Xipldp(Xix) — X



jo . .
To prove > I, X; /N — %EX r for a continuous covariate, we also need show

1 . P
Define
X ={Xipi=1,2,...,Nk=1,2,..,p}.

Notice 97 and [; are independent given X,

E(1:074X) = E(LIX)E(0}4]X) = E(LIX)E[S | di (X))

By the law of large numbers, for any 7,

| 1 * .
Aim Pr| > L5, =0l >n|X] =0

almost surely. By the dominated convergence theorem,

%Zm;k o,

=0.
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which finishes the proof of > I, X; /N LN EX}/2. By symmetry, Y (1—1;) X, LN

%EXk /2. The proofs on Z; are similar.

O

Lemma 2.6.2. Under the assumptions of Theorem 2.5.1, B 18 a consistent estimator

of 5.

Proof. By the definition of 3,

XX _,X"Zy X'X _ X'e

B=p8+

S S I
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Notice EX, = EZ; = 0 for all k¥ and j, by the weak law of large numbers and

independence of covariates,

1

11
XX N diag(y, 5. Var(Xy), -, Var(X,))
and
Z IiZz',l tee Z [iZi,q %EZl
Z(l_[i)zi,l Z(l_[z’>Zi,q %EZl
1 1
XZ=5| TXuZi - YXaZ, | | EXEZ
| Y X Zin o S XipZig | | EX,EZ

Further, by the independence of I; and ¢;, for i =1, ...V,

Z Lig;
> (1= 1L)e;
1 1
NXTEI = N ZXi,lgi L 0.

> Xip€i

Hence,

XX _X'Z X'™X X'
( N )71 N7+( N )71 Nsi)()

Then it follows that,

EZ,
1EZ,
EX,EZ,

EX,EZ, |
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Proof of Theorem 2.3.1. The following test statistic is used for hypothesis testing
(2.3),

N

Lp
(62L(XTX)~1LT)1/2’

where L = (1,—1,0,...,0) and 6% = (Y = X3)T(Y —=X8) /(N —p—2), p is the total
number of independent variables in the model (2.2) besides p; and ps.

The numerator is equal to

XX, [ XTZ~y LI X™X, [ XTe

LB = ju — fia = i — 2 + L( N ) N (— ) N

We have shown that in the proof of Lemma 2.6.2,

1 11
—xX'x 2 diag(=, =, Var(Xy),---,Var(X,)) = M.
N 2 2
Let
X'Zy X'e
A=LM™
Y 2
and
XTX X'Zy X'e
B=1L -1 M—l .
() =2+ )
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By some matrix calculations,

ZZ %ZZJ—FZQ]—leZ - ZZ 1)7;6.

]GC i
+ZZ (21 = DyE[Zigldy (Zig) + ) 0> L= 1)y Zi; + Y (21 — 1)),
jec 1 ‘]QC’ i )
Apply condition (B) to all margins with respect to each covariate Z;,j = 1,2, ..., ¢,
we have
8]' .
Y @L=1)yZi; = Dr)z = 0p(1), j & C,
i rj=1

and

> @I = D)yE(Zildi(Ziy) = ZJ D(j;15)vE[Zi|d;(Z;) = 2] = Op(1), j € C.

7 'r‘jzl

It follows that

ZZ 21, — 1)v,E[Zi;1d;(Z: +ZZ = 0,(1).
Jjec 1 j¢C i
Then

ZZ 21; — 1)v;E[Zi51d;(Zs +ZZ )_Op(Nilﬂ)-

]EC’ i j¢C i

Define Z = {Zi,j,i = 1,2,..N,j = 1,2,....,q¢} and I = {I;;i = 1,...,N}, then

(6;;,¢;) are conditionally independent of I given Z. Notice E(g;|Z) = E(g;) = 0,
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and E(6;;|Z) = E[0:|d;(Z; ;)] = 0 by the definition of & ;, then

—E ZZ 1)7y;0;; + Z 21, — 1)e;|Z) = 0.

jeC 1

Further, by the conditional independence of (; ;,¢;) and I given Z,

Cov(— ZZ 1), ”,%Z(ﬂi—l)siﬁ) =0

]GC % i
and notice (2I; — 1)* =1,

2
do?

Var(% Z(Zli — 1)5,-|Z) = E(% Z(le‘ - 1)2512|Z) =

i
and

Var( 3 3021 = 1)30,12) = B Y@k~ DPe12) = 5 3 43V

jEC 7 jeC 1 JGC

where V5, = N~ >~ Var[d; ;|d;(Z; ;)]. Therefore,

(ZVVM"'U)

Var[~ ZZ 1,05 +Z (21, - ei|2)] = =

]EC i

By the central limit theorem, given (f ),

ZZ fyjéu%—z 2I; — 1)e;}

jeC 1

is asymptotically normal with mean zero and variance 4() ’YJZVM + ¢2), which
jec
converges to 4(Y_ yjo3; + 0Z), where of; = E[Var(; ;/d;(Z;;))]. Since the limit-
jeC
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ing distribution is independent of (I, Z), the convergence in distribution also holds

unconditionally. Hence, by Slutsky’s theorem,

VNA 2 N(O,4(Z Vioy; +02)).

jec
For part B, we will show vV NB L4 0. To prove this, it suffices to show

X2y XTe _
VN VN

Op(1),

since we have already known

XX _

(=) Mt Do

Notice that

Z E Iz'Zi,j’Yj + Z Iiéfi
j o1 i

22 (L =1)Zijvy + 32(1 = L)e;
X2y, X'e | ’ Sy Xz S x
= i14i575 T i,1€3

VN vN VN ra T4

Z Z Xi,pZi,j'Yj + Z Xi,pgi
Jj ot ¢

By the central limit theorem, for any k, k =1,2,....p

1
\/_N<ZJ: ZZ: Xi,kZi,j’Yj + ZZ: Xi,k5i> = Op(l)
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Also,
1 1.1 1
ﬁ(; EZ: 1iZ; v + EZ: Ligi) = 5[\/_N 2]: ; Zijv; + Wi z@: €
1 1
N ; ;(211' = 1)Z; ;v + N ;(2@ — Deil.
Again by the central limit theorem,
=Yz = Y a = 0,0
i i

Notice that

\/LN EJ: ;(23 —1)Zijv; + \/LN Z:(QIZ- —1)e; = gA,

It follows from v/ N A converges to a normal distribution that,

\/LN Z Z(Z[i —1)Zii; + \/LN Z(ﬂi — e = 0,(1).

Hence,

1
\/_N(; ; LiZ; jv; + ; Lig;) = O,(1).

By symmetry,

2=

(D2 (=1 Zigys+ 3 (1= 1)) = Op(1),

J 7
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It follows that

X2y XTe _
VN VN

0,(1).

Hence, we can conclude v N B N 0, which together with Slutsky’s theorem implies

that,

VN[(jin = fiz) = (11— p12)] = N(0,4(> " 203, + 02)),

jeC

On the other side, we show 62L(X"X) !L" is an inflated estimator of the variance

of LB, which means it is larger than 4( 3 vios,; 4 o2). Notice that

jec
1. X™X 4 1
T =17 T o L Ry 4 L
L(X'X)"'L —NL( N )L N—f—op(N)

and

2 = Yy XA T(Y-XB) = (Y _XB8) (Y -
7= o, (Y XA (Y - XB) = (Y - Xp) (Y - XB)

b BB TXX(B )+

~(B—B)X" (Y ~XB) +0,(1),

By consistency of B proved in Lemma 2.6.2,
L 3 TvTYx/(A P
HB-BTXX(@B-B) 0
and

X'Z N X'Te
BB

ZB-BXT(Y -Xp) =23 )



It follows from the law of large numbers and independence of Z and e that,

LY - XB) (Y~ XB) = Lz 4 o) (2 0) Do o 3 Var(2).

7=1

Hence,
62 —><7 —l—nyfVar Z;)
7=1
and thus,
. _ 1
FLXTX)'LT = —(o? + Z 2Var(Z;)) + )+ 0n(7):
Then under Hy : p1; — po =0,
oz + ;}%OM 2
T = N(0,7%), 72 = ’ ==

where 02 = 02 + Z viVar(Z;) and of = 02 + Y vio3,.
jec
Notice, for v; # O and jedl,

PVar(Z;) > V2ENar(8,,1d;(Z,,))) = 303

it follows, when N — oo,

ZZ —a
Pr(T| > Zyoap) — 20(— 22222y <

s

where ® is the cumulative distribution function of standard normal distribution.

49
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Similarly, under H4 : p1 —pe # 0 with a sequence of local alternatives, i.e., g — g =

§/v/N for a fixed § # 0,

which completes the proof of Theorem 2.3.1. O]

Proof of Theorem 2.3.2. The test statistic can be written as

. m'VN(CB — &) [C(XTX/N)"'CT]"'VN(CB — &)

6-2

T

Under Hy : C3 = &, it holds
VN(CB - &) = VNC(B - B),
and Hy : C3 = &, it holds
VN(CB - &) = VN(CB—CB+& — &) =VNC(B—8)+VN(& —&).
Notice

1 11
NXTX LM = diag(é, §,Var(X1)7 ., Var(X,)),
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we have

XTX)_lXTny N (XTX)_IXTs]
N N N N
X'7Z X7

= VNCM™| N7+ N€]+op(1)

222 LiZigy + 3o Lis

J 1 7
22 (1= 1) Zi g + 201 = L)
J ot )

YodXinZijvi + > Xiae + 0,(1).
Jj ot i

VNC(B-p8) = VNC[(

5-

Z Z Xi,pZi,ijj + Z Xi,pgi
J ot v

Let C = [Omxg,é], where 0,,x2 is an (m x 2) matrix with all entries zero, and

M = diag(1/2,1/2, M), then

22 XiaZigvy + 32 Xiaes
J ot 1
VNC(B—-B)=CM™! + 0,(1).

1
VN

Z Z Xi,pZi,j'}/j + Z Xi,pgi
L ) 1

7

By the central limit theorem, together with fact CM~'CT = CM~'CT,
VNC(B8 - B8) -2 N(0,52CM'C").
Moreover, it can shown that,

[C(X'X/N)"'CT]™! _P, 2CcM-'CT]

6-2
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Hence, under Hy : C3 = &,
T i> X?n/m7

and under H, : C3 = &, with a sequence of local alternatives, i.e., (é,—&) = n/vV N
for a fixed n # 0,

T 25 X2, (V) /m, A=nT[CM™'CT] 'n/d?,

which finishes the proof of Theorem 2.3.2. n
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Chapter 3

Statistical Inference for Linear

Models with Correlated Covariates

3.1 Introduction

In Chapter 2, the properties of statistical inference are studied for linear models
under a large family of covariate-adaptive designs. Among several assumptions in
the framework to derive theoretical results, it is assumed that all the covariates used
in randomization are independent of each other. Based on this critical assumption
of independence and other assumptions, we proved that the hypothesis testing to
compare treatment effects between two groups is conservative and that the hypoth-
esis testing for a linear combination of covariates remains valid. However, despite
its importance in theory, the assumption that all covariates are independent is very
strong and may be not satisfied in practice. Therefore, there are concerns that
the properties of statistical inference may be different from the independence case
and whether the conclusions established in the last chapter still hold if covariates

are correlated. The objective of this chapter is to address these concerns regarding
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statistical inference for linear models with correlated covariates.

Under complete randomization, patients are allocated to each treatment group
of a clinical trial with equal probability. It can be shown that, if covariates are corre-
lated under complete randomization, the hypothesis testing for comparing treatment
effects remains valid, however, the estimators for coefficients of covariates are biased
if important covariates are omitted and are not included in the analysis model.
The corresponding properties of statistical inference under covariate-adaptive de-
signs will be studied in this chapter. In particular, biasedness and consistency will
be given with regards to the estimators of treatment effects and covariate effects
(Theorem 3.3.1). Moreover, the properties of hypothesis testing of treatment effects
will also be established (Theorem 3.3.2).

In Section 3.2, the framework to study statistical inference for linear models with
correlated covariates is described in details. In Section 3.3, theoretical properties
of estimators and testing hypotheses are given and discussed for covariate-adaptive
designs. Type I error and power are evaluated and are compared with complete
randomization via simulations in Section 3.4. Conclusions and remarks are given in

Section 3.5, and technical proofs of theorems are attached in the end of this chapter.

3.2 Framework

In this section, the general framework is proposed to study inference properties of
linear models with correlated covariates for covariate-adaptive randomized clinical
trials. By incorporating a covariance matrix into the underlying model, the as-
sumption of independent covariates is relaxed and the covariates are allowed to be
correlated with each other in the new framework, which enables us to study infer-

ence properties under a more general setting. Analogous to the independence case,
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an underlying model and a working model are given to represent the situation that
only partial covariate information used in randomization is employed to construct
the final analysis. The main difference from Chapter 2 is that the covariance matrix
of covariates can be any symmetric positive semi-definite matrix, instead of being
restricted to a diagonal matrix.

Similar to Chapter 2, it is supposed that there are two treatment groups in a
covariate-adaptive randomized clinical trial, which are treatment 1 and treatment
2. The main treatment effects are measured by p; and po for treatment 1 and 2,
respectively. Let N be the total number of subjects enrolled in the study, I; be the
assignment of the ith subject, where I; = 1 for treatment 1 and I; = 0 for treatment

2,1=1,2,..., N. The following linear model is assumed to be the underlying model,

Yi=wmli+p(l—0L)+5Xii+ ...+ 6 Xip+nZin + ... + v Zig+ei,  (3.1)

where

X s and Z; ;s are discrete or continuous covariates which are independent and

identically distributed as X and Z;, k=1,...,pand j =1,...,¢;

- both X; s and Z; ;s are used in the randomization procedure, but only X; s

are used in final statistical inference, k =1,...,pand j =1,...,¢;

- all covariates have means equal to zero, i.e., EX; = 0 and EZ; = 0 for all k

and j, k=1,..,pand 5 =1,...,¢;

- g;s are independent and identically distributed random errors with mean zero

and variance o2 and independent of Xy and Z;, k=1,..,pand j =1, ...,q.

- let X = (Xy,...,X,)" and Z = (Z4,..., Z,) ", then the covariance matrix of the
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covariate vector (X7, ZN)T = (Xy,...,X,, Z1,..., Z,) " is

COV(Xl, Xl) s COV(Xl, Xp) COV(Xl, Zl) s COV(Xl, Zq)
5 Cov(X,,Xy) --- Cov(X,,X,) Cov(X,, Z;) --- Cov(X,,Z,)
COV(Zl, Xl) tee COV(Zl, Xp) COV(Zl, Zl) L COV(Zl7 Zq)
Cov(Z,, X1) --- Cov(Z,,X,) Cov(Z,,Z,) --- Cov(Z,Z,)
Ex,z 21 z
_ , (3.2)
Zz,a: Ez,z

where ¥, , = Var(X), 3., = Var(2), ¥,. =Cov(X,2Z) and X, , = E;Z.

REMARK 3.2.1. The assumptions of the underlying model (3.1) are similar to those
of the independence case in Chapter 2, except that a dependence structure of covari-
ates is defined in (3.2), which allows us to study inference properties of covariate-
adaptive designs for a more general covariate profile. This assumption is much
closer to the situation in practice where covariates considered in a clinical trial are
not necessarily independent. In addition, similar to Chapter 2, all covariates are
assumed to be a scaler, however, our results can be easily extended to the case where

discrete covariates are represented by vectors.

Further, define’ Y = (Y1, Ys, ..., Yn) ", € = (1,69, ..,en) "y B = (w1, a2, B1, -, Bp)

Y= s I= ., In)",and 1 = (1,...,1)" with all of N entries equal to
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1. In addition, define matrices

Ziy - Zig
’ Zoy o0 Zag
I Zn1 - Zng |
and
L 1-5L Xy - Xy,
Iy, 1-1, Xo; -+ Xy,
_IN 1—Iny Xy1 -+ XN,p_
where
X1 o Xy,
Xo1 o+ Xop
X =
I Xn1 - Xnp |

Therefore, the matrix Z includes the covariate information which is used in
randomization but is not used in analysis. The matrix X are the data used to
construct the analysis model, including treatment assignments of all patients I and
covariate information X that is employed both in randomization and inference.

Under these notations, it is straightforward to rewrite the underlying true model
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with the matrix representation, which is equivalent to model (3.1),

Y =XB+Zvy + ¢,

Our interest is to study the properties of statistical inference for a covariate-adaptive
design if all or partial randomization covariates are omitted from the linear model
for final analysis. For this purpose, a working model (analysis model) with partial
covariate information is defined to do statistical inference based on the data obtained

from a clinical trial. The working model to do analysis is assumed to be,

ElYil =l + po(1 — L) + 51X + .. + 5o Xip, (3.3)

or with the matrix representation,

E[Y] = X3.

In the working model (3.3), there are in total (p 4+ 2) unknown parameters to esti-
mate, including the treatment effects p; and ps, as well as p coefficients of covariates
Bi1;-...0p. The ordinary least squares (OLS) method can be used to obtain the esti-
mate of B, which has the closed expression, 3 = (X" X)"!XTY, in matrix form.
When we studied statistical inference for linear models with independent covari-
ates under covariate-adaptive designs in Chapter 2, two types of hypothesis testing
are considered. One is comparing treatment effects, which is usually the primary goal
of a clinical study, the other one is to test if a covariate is influential on outcomes
of patients in the study. Both testing hypotheses are studied based on the facts
that the corresponding estimators, the treatment difference and covariate effects,

are unbiased if covariates are independent to each other. Under the assumption of
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correlated covariates in this chapter, however, we will show in the next section that,
even though the treatment difference is still unbiased, the covariate effects are not
unbiased anymore. Therefore, we only consider the hypothesis testing to compare

treatment effects between p; and po, which is described below.

Hy: pig — po = 0 versus Ha : g — s # 0. (3.4)

The corresponding test statistic for (3.4) is

~

Lg

T =
(62L(XTX)_1LT)1/Q )

(3.5)

where L = (1,—1,0,...,0) and 6% = (Y — X3) (Y —= XB)/(N —p —2). If [T| >
Z1—aj2, Where Zi_o/9 is (1 — «/2) quantile of a standard normal distribution, we
will reject the null hypothesis, otherwise accept the null hypothesis.

The imbalances of different levels (within-stratum imbalance, marginal imbal-
ance, overall imbalance) are defined exactly the same as in Chapter 2. Let C' =
{j | Z; is continuous, j = 1,...,q} and C* = {k | X} is continuous, k = 1, ...,p}. If
k € C* or j € C, the covariate-adaptive design is applied with respect to discrete
variables, dj(Xy) or d;(Z;), where dj, d; are discrete functions. In such case, define

5:k = X@k — E[Xz7k|d]:(XZ7k)] and 62',j = Zz‘,j — E[Zz,]ldj(Zz,])] Let

) X, ifk¢CF
X =
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and

. Z; if ¢ C
P j Jé
dj(Zj)J ifjed

Here, X@k and Zi,j are ith observations of covariates X and 2]-, k=1,..pand
7=1..4q. X’i,k and Zi,j are used in the covariate-adaptive randomization process.
We further define three levels of imbalance between patients in two treatments.
Consider X have s; levels and Z; have s; levels, resulting in [[2_, s, [[}_, s; strata
in total. Let W; = (Xi,l, - Xl-yp, Zi,l, ey Zm) represents the covariate profile of the
ith patient used in randomization, i.e., W; = (2%, 2%, ..., x;”, 2N 252 2" if sz is
at level :1:",;’“ and Zi,j is at level z;j. For convenience, we use (t1,ta, ..., tp, 1, T2, ..., Tg)
to denote the stratum formed by patients who have the same covariate profile
(ot 2k, o T 210, 202, . 2¢"), and use (k;t) to denote the margin formed by pa-
tients with X, = xfj, and similarly (j,7;) to denote the margin formed by patients

with Zj = z;] Then let

- Dy be the difference between the numbers of patients in treatment group 1 and

2 as total, i.e., the number in group 1 minus the number in group 2;

- Dy (k;t) and Dy(j;7;) be the differences between the numbers of patients in the

two treatment groups on the margin (k;¢;) and (j,r;), respectively;

- Dy(ty,ta, ..., tp, 71,72, ..., 74) be the difference between the numbers of patients in

the two treatment groups within the stratum (¢y, s, ..., ¢y, 71,72, ..., 7).
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3.3 Theoretical properties

In this section, the theoretical properties of statistical inference are given under the
framework described in Section 3.2 where covariates are assumed to be correlated. In
particular, point estimators and hypothesis testing are studied based on the working
model (3.3) where outcomes of patients follow the underlying true model (3.1) under
covariate-adaptive designs. The inference of both treatment effects and covariate

effects are of interest. The following theorem concerns about point estimators.

Theorem 3.3.1. Suppose that a covariate-adaptive design satisfies following two

conditions:

(A) the overall imbalance is bounded, that is, Dy = O,(1);

(B) the marginal imbalances for all covariates are bounded in probability, that is,

Dy(k;tr) = Op(1) and Dn(j;7;) = O,(1), k=1,2,....,p, 1 =1,2,....q.
Then

(1) fi1 — fiz is a consistent estimator of puy — po, i.e.,

. . P

M1 — f2 — pi1 — Ho.
1) Al 3 18 a biased estimator of (01, ... wi 1a8 2 -3, .7, i€,
() (6 ) 7ﬁp)—r b d t t f(ﬂ ) ﬁp)—r thb 2:{:7;2 ) v,

(Bl: ceey B;ﬂ)T - (ﬁla "'ﬁp)T i) 2;71321‘727'

REMARK 3.3.1. Theorem 3.3.1 implies that the estimator of the difference between

treatment effects is unbiased no matter covariates are correlated or not. In this
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sense, we can always achieve consistent estimator of treatment effects despite the
fact that we may not fully understand the correlation structure between covariates

and just omit several important covariates in analysis.

REMARK 3.3.2. On the other hand, the estimators of covariates’ coefficients are
biased if only partial covariate information is used under covariate-adaptive designs
by Theorem 3.3.1. For some studies where the interest is to identify influential co-
variates on outcomes, such as biomarker finding studies, we need hesitate to make
conclusions about estimates of covariate effects due to bias. Notice that the esti-
mators are also biased under complete randomization if the omitted covariates are
correlated with the covariates in the analysis model. In other word, the estimators
of covariates have similar behaviors under covariate-adaptive designs and complete

randomization.

Theorem 3.3.2. Suppose that a covariate-adaptive design satisfies following two

conditions:

(A) the overall imbalance is bounded, that is, Dy = Op(1);

(B) the marginal imbalances for all covariates are bounded in probability, that is,
Dy (k;tr) = Op(1) and Dy(j;r;) = Op(1), k=1,2,....,p, 1 =1,2,....q.

Then

(i) under Hy : p3 — pg = 0,

2 T Ty—1 2 2
. L o ENar(ZT - XATECIS, D) o
T Py N _ ’ ~ 7 (s,
— N0, 77, 7 2 Varl(ZT —ATS.LS, ] o (36)

where o2 = o2 + E[Var((ZT — XT8;1%, )v|D)], 03 = o2 + Var[(ZT —
XTE;}CELZ)'V] and D = {f(k, Zj, k=1,2,...p,j=1,2,....q}.
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(11) under Ha : iy —pug # 0, consider a sequence of local alternatives, i.e., jg —jig =
0/V'N for a fized 6 # 0, then
D 2

T — N(A, %), A= —. (3.7)

REMARK 3.3.3. Notice that oi < o3 in general, the test statistic under the null
hypothesis has an asymptotic normal distribution with a mean zero and a standard
deviation smaller than 1. Hence, the hypothesis testing to compare treatment effects
1s conservative in terms of a smaller Type I error than the nominal level, which

means it is more difficult to reject the null hypothesis under the null hypothesis.

This conclusion is consistent with the result of Theorem 2.3.1.

REMARK 3.3.4. Theorem 3.53.2 includes Theorem 2.3.1 as a special case. If the
covariance matrix ¥ is a diagonal matrix, then the results of Theorem 3.3.2 is
equivalent to Theorem 2.3.1 where all covariates are independent. In fact, it can be
shown that the asymptotic distributions of testing statistics derived in this chapter
are identical to the distributions in Theorem 2.3.1 either under the null hypothesis

or the alternative hypothesis.

Based on the asymptotic distribution under the alternative hypothesis, the power
of hypothesis testing (3.4) can be studied and compared to the power under complete
randomization. Similar to the power comparison discussed in Section 2.3, the power

of hypothesis testing (3.4) under covariate-adaptive designs is,

) O'QZlfa/Q ) 0'221,(1/2
Pr(|T| > Zi—ap) = B(=—— — —222) 4 @(—— — 221202 1),
(7] > Zioajs) = @5 = 2202 a5 = B 1 o(1)

and the power of hypothesis testing (3.4) under complete randomization (with the
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same setting as described in Section 3.2) is,

d 0
PI‘(|T| > Zl—a/2> - q)(% - Zl—a/Q) + @(—T& - Zl_a/Q) + 0(1)

These power expressions are similar to those in Chapter 2, despite the definitions of
o1 and oy are somehow different. Therefore, it can be concluded that the power of
hypothesis testing (3.4) under covariate-adaptive designs is smaller than that under
complete randomization when the difference of treatment effects is relatively small,
which becomes larger than complete randomization when the difference of treatment
effects is relatively large. Simulation studies are carried out in the next section to
illustrate these conclusions numerically.

Theorem 3.3.1 and Theorem 3.3.2 hold under the same conditions stated in The-
orem 2.3.1: condition (A) the overall imbalance is bounded in probability; condition
(B) all marginal imbalances are all bounded in probability. Then we have the fol-

lowing corollary similar to Corollary 2.3.1.

Corollary 3.3.1. Both Theorem 3.3.1 and Theorem 3.3.2 holds under the following

covariate-adaptive designs:
(i) Pocock and Simon’s marginal procedures (Pocock and Simon, 1975);
(i1) stratified permuted block designs; and

(1ii) the class of covariate-adaptive designs proposed by Hu and Hu (2012).

The proofs of Theorem 3.3.1 and Theorem 3.3.2 are similar to Theorem 2.3.1 and
its corresponding lemmas, but need consider the correlation structure in covariates.

See the Appendix for the detailed proofs.
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3.4 Simulation study

Case 1: Testing Treatment Effects. In this case, Type I error of hypothesis testing
(3.4) for comparing treatment effects is studied under three randomization design
methods: Pocock and Simon’s marginal procedure, stratified permuted block design
and complete randomization. Both continuous case and discrete case are considered
under each design. The following linear model with two covariates Z; and Zj is

assumed to be the underlying model,
Yi=wli+pe(l— L) + Bi1Zin + BaZin + i,

where ¢; is distributed as IN(0,1), 51 = 3 = 1. No difference in treatment effects
is assumed here to study Type I error, i.e., 1 = po. For the discrete case, Z;
and Z, follow Bernoulli(0.5) with the correlation between Z; and Z, equal to p;
for the continuous case, Z; and Z, follow a standard normal distribution N(0,1)
with the correlation between Z; and Z; equal to p. When covariates Z; and Z; are
continuous, they are discretized to bernoulli variables Z] and Z} with the probability
0.5 to be used in randomization. Specifically, if Z; < Z(o5), where Z5) is the 0.5
quantile of a standard normal distribution, then Z] = 0, otherwise Z{ = 1. Similar
process applies on Z, to obtain the discrete variable Z5, then Z] and Z) are used in
the corresponding covariate-adaptive design. Original variables Z; and Z (without
discretization) are used in statistical inference procedures.

To carry out simulations, the same setting of parameters is used as in Chapter
2. In Pocock and Simon’s marginal procedures, equal weights are assigned to two
covariates and the biased coin probability is equal to 0.75. The block size 4 is used

for stratified permuted block design. The significance level is a = 0.05 and sample
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Table 3.1: Simulated Type I error for Pocock and Simon’s marginal procedure (PS),
stratified permuted block design (SPB) and complete randomization (CR) in % with
p = 0.5. Simulations based on 10000 runs.

Z Method N t-test Im(Zy) Im(Zy) Im(Zy,Zs) BS-t
Discrete PS 100  1.07 3.34 3.40 4.90 5.24
200 0.82 3.27 3.23 4.98 5.17
500 0.82 3.12 3.27 4.88 4.89
SPB 100 1.10 3.42 3.63 2.15 2.92
200 1.07 3.36 3.37 5.11 2.57
500 0.86 3.38 3.40 5.13 5.69
CR 100 5.05 4.97 4.99 5.08 -
200 5.27 5.10 5.44 5.36 -
500 4.90  4.98 4.89 4.67 -
Continuous PS 100 0.50  2.80 2.85 5.08 5.60
200 0.48 2.63 2.71 4.69 5.24
500 0.44 2.81 2.61 5.24 5.09
SPB 100 0.44 2.69 2.73 4.85 5.35
200 041 2.58 2.61 5.23 5.84
500 0.48  2.71 2.65 5.35 5.27
CR 100 5.12 5.24 4.88 4.92 -
200 4.69 5.14 5.07 .46 -
500 4.73 4.95 4.78 4.77 -

size N is 100, 200 or 500. The hypothesis tests are based on the two sample ¢-
test (t-test), the linear model with a single covariate Z; (Im(Z;)), the linear model
with a single covariate Z, (Im(Z3)), the linear model with both covariate Z; and Z
(Im(Zy, Z,)) and the Bootstrap t-test (BS-t) with B = 500. The simulation results
of p = 0.5 are presented in Table 3.1 for Pocock and Simon’s marginal procedure,
stratified permuted block design and complete randomization.

Several conclusions can be drawn from Table 3.1. (1) The Type I error is close
to 5% under the full model Im(Z;, Zs) for all three randomization. Such result is
expected because Im(Z;, Z3) captures the underlying true model. (2) Under the

two types of covariate-adaptive designs considered, the two sample t-test, Im(Z;)
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Table 3.2: Simulated Type I error for Pocock and Simon’s marginal procedure (PS)
and complete randomization (CR) in % with different values of p. Simulations based

on 10000 runs and sample size N = 100.

Z Method p  t-test Im(Zy) Im(Zy) Im(Zy,Z,) BS-t
Discrete PS 0.8 0.71 4.25 4.22 4.98 5.23
0.5 1.12 3.72 3.51 5.00 5.40
0.2 146  3.05 2.93 4.78 5.16
0 198 295 3.13 5.11 5.39
-0.2 237 3.04 3.23 5.21 5.41
-0.5 332  3.65 3.63 5.24 5.57
-0.8  4.19 4.22 4.19 4.83 5.21
CR 0.8 521  4.99 5.02 4.90 -
0.5 494 487 4.86 4.67 -
0.2 490  4.60 5.20 4.98 -
0 493  4.77 4.97 4.76 -
-0.2  4.60 4.80 4.84 5.02 -
-0.5 5.03  5.06 5.04 5.24 -
-0.8 482 484 4.94 5.02 -
Continuous PS 08 0.34 4.22 4.23 5.01 5.38
0.5 053 243 2.86 4.90 5.15
0.2 0.78 2.28 2.07 4.71 5.05
0 0.12 1.98 2.00 5.21 5.17
-0.2  1.66  2.00 1.96 4.75 5.27
-0.5 283 288 2.89 5.19 5.44
-0.8 413 4.08 4.05 4.78 5.45
CR 0.8 4.83 4.70 4.95 4.79 -
0.5 5.06  5.02 5.35 5.04 -
02 525 504 5.06 4.99 -
0 466  4.76 4.89 4.69 -
-0.2 487 4.72 5.11 4.94 -
-0.5 499 495 5.15 5.36 -
-0.8  4.92 4.84 4.79 4.85 -
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and Im(Z,) are all conservative with Type I error less than 5%. These findings
are consistent to Theorem 3.3.2 with regards to hypothesis testing for linear models
with omitted covariates. (3) Under covariate-adaptive designs, the two sample ¢-test
is the most conservative one with the least Type I error. However, the bootstrap
t-test has a Type I error close to the nominal level 5%, which provides a way to
capture the true Type I error when the covariates are correlated. (4) Under complete
randomization, the Type I error is close to 5% for all four tests.

Type I error for more values of p (0, 0.2, 0.5, +0.8) are examined in Table 3.2,
in which all the results are similar to Table 3.1 and are consistent with Theorem 3.3.2.
The results of stratified permuted block design are similar to Pocock and Simon’s
marginal procedure and are not reported here. In Case 2 with regards to power
comparison, only p = 0.5 is used to study power of hypothesis testing based on
linear models with correlated covariates under covariate-adaptive designs.

Case 2: Power Comparison. Now we compare power for different hypothesis
testing methods under Pocock and Simon’s marginal procedure and complete ran-
domization. The same model is used as in Case 1, but difference exists between
treatment effects py and ps, i.e., uy — pe # 0. Sample size N = 100 and p = 0.5
are used in simulations. The results of power comparison are given in Figure 3.1,
and the conclusions are summarized below. (1) Under Pocock and Simon’s marginal
procedure, the two sample ¢-test is less powerful than (Im(Z;)) or (Im(Z,)), and
all those three methods are less powerful than (Im(Z;, Z;)). Therefore, including
more covariates into analysis leads to larger power and allows us to detect differ-
ence between treatment effects more efficiently. (2) The bootstrap ¢-test has similar
power performance as the full model when covariates are discrete, since they are
using the same amount information of covariates. However, the bootstrap t-test is

less powerful than (Im(Z, Z,)) if covariates are continuous because there is loss of
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Figure 3.1: Simulated power for Pocock and Simon’s marginal procedure (PS) and
complete randomization (CR) under discrete case and continuous case with p = 0.5.
Simulation based on 10000 runs and number of patients N = 100.
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information due to discretization. (3) Compared to complete randomization, the

two sample t-test under Pocock and Simon’s marginal procedure has smaller power

when the treatment difference is relatively small, and has larger power when the

treatment difference becomes larger. We also tried stratified permuted block ran-

domization (not reported here), all tests considered have similar power performance

as Pocock and Simon’s marginal procedure.

Combined the results in Figure 3.1

and Table 3.1, 3.2, the theoretical properties in Theorem3.3.2 hold for sample size

around 100.
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3.5 Conclusion

In this chapter we proposed theoretical properties of statistical inference for linear
models with correlated covariates. Under the assumption that the covariates are
correlated instead of independent of each other, the asymptotic distributions of
testing statistics are derived under both the null hypothesis and the alternative
hypothesis. Based on the asymptotic distributions, we show that the hypothesis
testing for comparing treatment effects is conservative with smaller Type I error than
the nominal level if partial covariate information is not incorporated in analysis. This
conclusion is similar to the results of independent case in Chapter 2. Theorem 3.3.2,
together with Theorem 2.3.1 provides theoretical basis to understand the hypothesis
testing for treatment effects under covariate-adaptive designs.

The properties of covariate effects are affected by whether covariates are inde-
pendent or not. If covariates used in randomization are correlated and important
covariates are omitted from analysis, the estimators of covariates’ coefficients are bi-
ased, which cause the hypothesis testing not valid anymore. Therefore, we should be
careful when we conduct statistical inference for covariates under covariate-adaptive
designs because we may not be aware of whether covariates are independent or not
in practice.

In this chapter, the same conditions are used as in Chapter 2 to discuss sta-
tistical inference for covariate-adaptive designs, which are (A) overall imbalance is
bounded in probability; (B) marginal imbalances are bounded in probability. These
conditions are relatively mild and satisfied by a broad family of covariate-adaptive
designs, including commonly used designs such as stratified permuted block design
and Pocock and Simon’s marginal procedure. Our work in Chapter 2 and 3 provides

guidance on applications of linear models under covariate-adaptive designs.
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3.6 Appendix: proof of theorems
Lemma 3.6.1. Under the assumptions of Theorem 3.3.1, then
1. S L/N 25172, 51— 1) /N 25 1/2;

2. LX) /N -5 EXi/2, So(1— L) Xin/N =5 EX,/2, SS 1,7 /N -5 EZ;/2,
and S°(1 — 1) Z; /N -5 EZ;/2.

Proof. The proof is the same as for the proof of Lemma 2.6.1 in Chapter 2. O]

Proof of Theorem 3.3.1. By the definition of the OLS estimator,

XX, [ XTZ~v XX, [ XTe

B=B+(—F) "+ ) "5

Notice EX, = EZ; = 0 for all k¥ and j, by the weak law of large numbers and

Lemma 3.6.1,
oI 0 Yo LiXi T > 1iXip
0 YA=05) Y (A-1)Xix - Y (1-1)Xip
1 1
NXTX = N ZXi,IIi ZXi,l(l—]i) ZXi,lXi,l ZXi,lXi,p
| D Xipli Y Xip(L—1) Yo XipXin o 2 XipXip
11
— diag(z,=,X,.)
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and
Y 1iZ;y > 1iZiy
(1 -1)Ziy - Y.(1-1)Z;, 0
1o+, 1 P
NX Z = N Z Xi,lzi,l te ZXi,lzi,q — 0
Ex,z
Z Xi,pZi,l T Z Xi,pZi,q

Further, by the independence of I; and ¢;, for i = 1,...N,

Z Lig;
1 1
NXTéf = N ZXi,lgi L 0.
i > Xipti
Hence,
0
(XTX)_IXTZ')/ (XTX)_lXTs P 0
N N N N ’
DI D
that is
0
A P
B—B— 0
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It follows that,

. . P

M1 — f2 — {1 — [h2
and

(Bl: "'7/812)—'— - (Bla "'6}))—'— i> Em_;gm,z’%

then the proof is complete. O

Lemma 3.6.2. Suppose a = (ay,...,a,)"

1s a constant vector consisting of q el-
ements, b = (b, ...,bp)T 15 a constant vector consisting of p elements, and c s a

constant number, then

1

\/—N(ZI —1)"(Za + Xb + ce) - N(0,E[Var(ZTa + X Tb|D)] + 20?),

Proof.

(21 —1)(Za+Xb+ce) =Y Y (2L - Dadij+ Y Y (21 E[Z:;]d;(Z:;)]

jeC 1 Jjec 1
j¢c i keC* i keC* 1
+ZZ2I—1kazk+ZQI_1C€1

k¢C* k

Apply condition (B) to all margins with respect to each covariate Z;,j = 1,2, ...,q,

we have

Z(QL — 1)CL]'ZZ'J = Z D(j;rj)ajz;j = Op(l), j ¢ C,

7 'rjzl
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and
> @25 — 1)a,E[Zij|d;(Z: ZD (Jim7)a;E[Z;]d;(Z;) = 2] = O,(1), j € C.
7 rj=1

It follows that

DD @6 - VaE(Zldi(Zig) + ) > (21 = 0,(1).

jeC 1 j¢C i

Similarly,

SN @6 = DOEXpld (Xon)] + D 0> (21— DbpXix = Oy(1).

keC* i kg¢C* i

Define Dy = {sz, it =12 ..Nj=12..,¢k=12 ..p} and I = {I;;i =
1, ..., N}, then (d; 5,67, €;) are conditionally independent of I given Dy. In addition,
E(ei|Dx) = E(&;) = 0, E(0;|Dn) = E[6;;|d;(Zi ;)] = 0 by the definition of ; ;, and
similarly E(ézk\f)]\z) = 0. Then

—E O > e a]5”+222[—1bk5:k+2 21, — 1)ce;|Dy) = 0.

jeC i keC* i

Further, notice the fact that (9, ;, 6} e € g;) and I are independent of each other given
Dy and (2I; — 1)% =1,

Cov(—= ZZ 1)a;o; ; + Z Z \/LN Z(?Ii — 1)cei]1~)N) =0

]EC ) keC* 1 7
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and

1 2 1 2.2 2|1 2 2
Var(\/—N > (2L = 1)cz;|Dy) = E( > (21, = 1)*¢¢}|Dy) = *o?

i

and

Var(—— ZZ Da;di;+ > Y (2L — 1)bid;,)| D)

JGC 7 keC* 1
_ NE(Z Z Z(2[i — D%a;a;0,,0i0 + > Y 2(211- — 1)%byby 07107
jeC j'eC 1 keC* k'eC* i
+30 D0 D@L~ 1 ahid, 554 D) = V.,
jeC keC* 1

where V.= N1 3" Var(3) 6 5a; + 5;kbk]]_:)N). Therefore,
i j k

Vol 7% ZZ %6”+ZZQI = 1)brdi +Z (2L —1 CEz)|DN)_0202+V

]GC i keC* i

By the central limit theorem, given (I, Dy),

Nm{zz —Dagbiy + > > (21— Db, +Z (21, — Des;}

jeC 1 keC* 1

is asymptotically normal with mean zero and variance (2% + V'), which converges
to (c2o?+ E[Var(ZTa+X"b|D)]), where D = {X, Zj,j =1,2,..,¢,k=1,2,....,p}.
Since the limiting distribution is independent of (I, Dy), the convergence in distri-

bution also holds unconditionally. Hence, by Slutsky’s Theorem,

1
VN

21— 1)T(Za + &b + ce) = N(0,E[Var(ZTa + X 'b|D)] + 20?),

which completes the proof of Lemma 3.6.2. m
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Proof of Theorem 3.3.2. The following test statistic is used for hypothesis testing
(3.4),

N

L3
(62L(XTX)~1LT)1/2’

where L = (1,—1,0,...,0) and 6% = (Y = X3)T(Y —=X8) /(N —p—2), p is the total
number of independent variables in the model (3.3) besides p; and ps.

The numerator is equal to

A XX, , XTZ~ X™X. . XTe
LB =iy — (1o =pu; — L -1 L(——)! )
3M1M2M1M2+(N)N+(N)N
We have shown that in the proof of Theorem 3.3.2,
1 p 11
— XX = diag(=,=,%,.) = M.
N lag(27 27 ZL',JJ)
Let
XZy X'e
S, =LM!
1 [ N + N ]
and
XX X"Zy X'e
= gV :
S2 = L[( N ) Il v T ]



For S2, notice that

XTZ'y+XT€_ 1
N N N

then S5 can be written as,

0
XX
S> = L[( N )t — M 0
XZv/N
22 LiZijy + 3 Lies
) 7
22 (=1 Zijy + 3(1 = L)e;
XTX N I '
+ L( N )M 1]N > Xies
> Xip€i
- Sz,l‘i‘Sz’z.
where
0
XX
S2,1 = L( N )t =M 0

22 LiZigy + 3o L

j i )
222 (L =1)Z; v+ 20(1 = L
J 1 7

Z Z Xi,IZz’,ijj + Z Xi,lgi

J K3

Z Z Xi,pZi,jﬁ)/j -+ Z Xi,psi
J i t

7



and
22 LiZijvy + 3o Lie
i i i
22 (= 1) Zijvy + >2(1 = Le
XTX I '
52,2 :L[( N ) - M I]N ZXi,lgi
> XipEs

For part Sz 1, to get the inverse of XX /N in Sy 1, let

ZL‘ 0 ZIiXi,l
0 >(1-1) Y1 —-1;)Xi
1 1
NXTX = N ZXi,lli ZXi,l(l - Ii) in,lXi,l
| D Xipli Y Xip(L—1L) > XipXia
A B
c Dl
where
I,/N 0
| =
0 > QA-L)/N
BocT = Z [iXi,l/N e Z [Z-Xi,p/N

Y. (1=1)Xiy/N - > (1=1)Xip/N

Z [iXi,p
Z (1 - [i)Xz}p
Z Xi,lXi,p

Z Xi,pXLp
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and

X'X
p_2 &
N

By matrix blockwise inverse,

-1

A B (A—-BD™1C)™! —(A—-BD1C)"1BD!
D —-D I C(A-BDC)™t D' +DIC(A-BDC)'BD!
Therefore, by matrix calculations,
0

XX XZ

Saa =L =M | 0 | = -D-(A-BD0) T BD ST
XZ~/N
It is easy to show
1/2 0 1/2 0
a-spicts | Y — 03,0 = /
0 1/2 0 1/2
In addition, notice that
> Xigk
— = 0,(1
\/N p( )

by the central limit theorem and

S5 — D)X
VN

= 0y(1)

according to Lemma 3.6.2 by letting @ = 0, ¢ = 0 and b is a vector with the kth



element equal to 1 and all other elements equal to 0, then

VNB = 0,(1).

It follows that
-1
1/2 0
—(A-BD'C)'BD ! = / B, + 0,(N71/?)
0 1/2
and further,
2
Soq = N(Z(ﬂi — D)X, Y (2L = DX )5 5,y + 0,(N712).

% %

For part Ss 2, we will show Sq 5 = op(Nfl/Q). To prove this, it suffices to show

22 LiZijvy + 3o L
V) 7
Z Z(l —1;)Zi jy + Z(l —ILj)e;
1 J ot 7
\/_N ZXi,lgi = Op(1)7
ZXi,pEi

since we have already known

XX

(——) LM —o0.
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By the central limit theorem, for any k, k =1,2,...,p

1
\/_N ZXi,kgi = Op(]_)
Also, we can show
S iz + ) = A=Yz =Y
VN i 7 i 2VN i 7 VN i
1 1
+ = Z 2(211' - DZijvi+—= Z(2[i —1&;].
VN i VN i

Again by the central limit theorem,

LZZZM"Y]' + LZ& = Op(l).

VN i 7 VN i
Apply Lemma 3.6.2 by letting @ = (1,1,...,1), b=0 and ¢ = 1,

1 1
\/NEJ:;( ) 375 \/NZZ:( ) (1)
Hence,
1
i i

By symmetry,

(D2 (1= 1)Zigys+ 3 (1= 1)=) = Op(1),

J 7

2=
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It follows that

22 LiZigvy + 3o L
Jj i i
22 (= 1) Zijv; + >2(1 — Le;
1 Jj i 7
\/_N ZXi’1€i = Op(1)7
> Xipei
hence,
52’2 == 0p<N_1/2).
Therefore,

A~

L(B—B) = 21— 1) (Zy ~ XS5,y +€) +0,(N %)
By Lemma 3.6.2,
VNL(B — B) = N(0,4{E[Var((Z" — X %1%, .)9|D)] + o2}),

On the other hand, we show 62 L(XTX)™'LT is an inflated estimator of the variance

of L3, which is larger 4{E[Var((Z — X318, .)v|D)] + 02}. Notice that

_ 4 1
LT = o)

1. X™X
LX'X)'LT = —L(—=
( ) N ( N
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and

2 = Yy XA (Y -XB)= (Y- XB8)T(Y -
7 = o, (Y XD (Y - XB) = (Y - Xp) (Y - XB)

L - T~T~ /A 2 4 T~T
+ SB-BTXX(B-B)— (B B)X (Y~ XB)+0,(1).

By Theorem 3.3.2,

0
1 . o P B ] 11
N(/B - B)TXTX(/B - ﬁ) — (Oa 07 ’7T2;—,z2x,i&)dlag<§7 57 EI,CE) 0
E;;Ex,z'y
= ’YTEQIZE;’in’Z’Y,
and similarly,
2 A T~ T A + X Zy A +X'e p T T y—1

It follows from the law of large numbers and independence of Z and € that,

1

N(Z'y + s)T(Z'y +e) LN af + ')/TEZ,/y.

1
N(Y -XB) (Y -XB) =

Therefore,
5 oty (2., —SLEIE, )y =0 + Var[(ZT - X818, )]

and

4 1
FLXTX)TILT = N(ag + Var[(Z" — XTE;}CZW)V]) + op(ﬁ).
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Then under Hy : 1 — po = 0,

o2 + ENVar((Z" - XS} %,.)7|D)] o}

D 2 2
T — N(0 = o}
( T )7 T gg -+ Var[(ZT - XTE;j}Ex,Z)7] 0-%’

where 02 = 02+E[Var((Z"-X"2;1%, .)y|D)] and 03 = o2+ Var[(ZT-X 2,15, . )7].

Notice that
Var[(ZT - XTE;;E:E,Z)’Y] > E[Var((ZT - XTE;iEw,z)’y,b)]a

which leads to, when N — oo,

0221704/2

Pr(|T| > Zi_ays) — 20(— )< a,

01

where ® is the cumulative distribution function of standard normal distribution.
Similarly, under H4 : pu; —ps # 0 with a sequence of local alternatives, i.e., p; — s =

§/V/'N for a fixed § # 0,

which completes proof of Theorem 3.3.2. O
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Chapter 4

Statistical Inference for Logistic

Regression

4.1 Introduction

In Chapter 2 and 3, statistical inference for linear models are studied under covariate-
adaptive designs. The discussion concentrates on the scenario of continuous re-
sponses on which linear models can be applied. However, the response variable of
interest is not limited to continuous variable in clinical trials. For example, the
outcome of a clinical trial can be a binary variable indicating whether a patient is
a responder or non-responder to a newly developed therapy. In this case, a logis-
tic regression can be utilized to model the relationship between patients’ responses
and treatment assignments adjusted by covariates, if any. Other types of responses
in clinical trials include count data or time-to-event data where Poisson model or
survival model should be appropriately applied. Considering wide applications of
clinical trials with response variables that are not continues, it is necessary to study

the inference properties of generalized linear models and even more advanced models
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under covariate-adaptive randomized clinical trials.

In this chapter our discussion focuses on statistical inference for logistic regres-
sion, which is one of the most important and commonly used analysis model in
the family of generalized linear models. When responses are binary in a covariate-
adaptive randomized clinical trial, logistic regression can be utilized to test the sig-
nificance of treatment effects or covariates. Thus a natural question arises whether
the conclusions regarding treatment effects in Chapter 2 and 3 still hold for logistic
regression. Corresponding theoretical properties are explored in this chapter.

In Section 4.2, a general framework is proposed to study properties of the Wald
test if logistic regression is used for analysis with all randomization covariates omit-
ted in the working model. In Section 4.3, theoretical properties of hypothesis testing
for comparing treatment effects are proposed. Simulations are carried out in Section
4.4 to investigate Type I error and power. In Section 4.5, conclusion remarks are

given and possible future directions are also discussed.

4.2 Framework

In this section, we study the properties of the Wald test on treatment effect for
logistic regression under covariate-adaptive randomized clinical trials. Response
Y is a binary variable with possible values 1 (success) and 0 (failure). Suppose
there are two treatments, treatment 1 and treatment 2, and in total N patients
are enrolled in the study. Covariate profile of patients is denoted by X, which
can be either univariate or multivariate. The covariate-adaptive randomization is
implemented directly on X if X is discrete, or on D(X) if X is continuous, where
D(-) is a discrete function. The treatment assignment I can take values of 1 and 0,

corresponding to treatments 1 and 2, respectively. The following model is assumed
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to be the underlying true model,

p=h(p+ ol + BX) = h(n), (4.1)

where p is the success probability given treatment assignment and covariate informa-
tion, which is equal to E(Y'|I, X) since Y is a bernoulli variable. h(-) is the function
h(n) = exp(n)/[1 + exp(n)]. The treatment effect is represented by «, which is equal
to the log odds ratio of success for a patient assigned to treatment 1 compared to
treatment 2. The underlying model (4.1) is equivalent to,

P

) =p+al + X,
1—p

logit(p) = log(

In this chapter, the discussion is focused on testing treatment effect for logistic
regression under covariate-adaptive designs. Covariate effects are not our main
interest, and we only consider the scenario where all covariate information of X is
omitted in analysis. Then the following model is assumed to be the working model

for statistical analysis,

p=nh(p+al). (4.2)

Based on the working model (4.2), there are several ways to test if the treatment
effect is significant, including the Wald test, the score test and the likelihood ratio
test. Among these three tests, the Wald test is most wildly used and is available in
most statistical package, so we only consider the Wald test in this chapter. Under

the working model, the Wald test has the following form to test the treatment effect.

Hy:a=0versus Hy: o #0. (4.3)
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The test statistic for (4.3) is

(4.4)

where se(a) is the estimated standard deviation of a derived from the inverse of the
estimated information matrix. If |T'| > Z;_,/2, where Z;_q /2 is (1 — o/2) quantile of
a standard normal distribution, we will reject the null hypothesis, otherwise accept

the null hypothesis.

4.3 Theoretical properties

The hypothesis testing for treatment effect is discussed based on the linear model
framework in Chapter 2 and 3 (Theorem 2.3.1, Theorem 3.3.2). In this section, the
similar problem is studied for logistic regression under covariate-adaptive designs. In
particular, the Type I error of hypothesis testing (4.3) based on the working model
(4.2) is evaluated if the underlying model (4.1) holds. Compared to the conditions
(A) and (B) in Theorem 2.3.1 (Theorem 3.3.2), a relatively strong condition is

assumed to derive asymptotic properties. The main results are given below.

Theorem 4.3.1. Suppose that a covariate-adaptive design satisfies the condition

that all within-stratum imbalances are O,(1), then under Hy : a = 0,

r 2, 0, SO0,

(4.5)

Hence, the hypothesis testing (4.3) is conservative.

REMARK 4.3.1. Since E[Var(Y|D(X))] is generally smaller than Var(Y'), the asymp-

totic distribution of test statistic T under the null hypothesis is not a standard normal
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distribution as under complete randomization. Instead, it is a normal distribution
with a mean zero and a standard deviation smaller than 1. Based on the decision
rule of hypothesis testing (4.3), the Type I error is smaller than the nominal level.
In the other word, the hypothesis testing for treatment effect is conservative, causing

more difficult to reject the null hypothesis even though the null hypothesis is true.

REMARK 4.3.2. The condition regarding within-stratum tmbalances in Theorem 4.3.1
is satisfied by several covariate-adaptive randomization methods. A few typical ex-
amples include covariate-adaptive designs balancing covariates by stratification, such
as stratified permuted block design and covariate-adaptive biased coin design. In ad-
dition, by choosing appropriate weights in the new designs developed by Hu and Hu
(2012), the condition in Theorem 4.5.1 can also be satisfied. Moreover, this condition
is stronger than the conditions in Theorem 2.3.1 or Theorem 3.3.2. A covariate-
adaptive design with all within-stratum imbalances O,(1) will automatically have

marginal imbalances Oy(1) and overall imbalance Op(1).

REMARK 4.3.3. Pocock and Simon’s marginal procedure doesn’t satisfy the condi-
tion in Theorem 4.3.1. Hu and Zhang (2013) proved that, even though marginal
imbalances and overall imbalance are O,(1) for Pocock and Simon’s marginal pro-
cedure, within-stratum imbalances increases with the order of O,(N'?). However,
all within-stratum imbalances are O,(1) is only a sufficient condition, but not nec-
essary, to derive the conservativeness of hypothesis testing (4.3). Even though The-
orem 4.3.1 cannot be applied, we will further look at the properties for Pocock and

Simon’s marginal procedure by conducting simulations in Section 4.4.

In Theorem 4.3.1, we only consider a special scenario that all randomization
covariates are omitted in the working model. Theoretical properties remain unknown

if only partial covariate information is excluded from analysis based on the logistic
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regression, even though simulations show that the hypothesis testing for treatment
effect is also conservative. Moreover, the asymptotic distribution of test statistic
(4.3) under the alternative hypothesis is not given due to technical difficulties and
will be left as a future research topic. However, the power of logistic regression
under covariate-adaptive designs are studied via simulations in the next section.
To prove Theorem 4.3.1, the asymptotic behaviors of the numerator & and the
denominator se(a) in test statistic (4.4) are studied. Refer to the Appendix in

Section 4.6 for detailed proofs.

4.4 Simulation study

Case 1: Type I error. Simulations are carried out to study Type I error of the
hypothesis testing of treatment effect when a logistic regression model is used. Two
types of covariate-adaptive designs, including stratified permuted block design and
Pocock and Simon’s marginal procedure, are considered in this case. Results for
complete randomization are also attached for comparison. For each type of design,
both continuous and discrete cases are studied. The following model including two

covariates Z; and Z, is assumed to be the underlying true model,
logit(p;) = pali + po(1 — L) + B1Zi1 + BoZ; 2,

where 81 = By = 1. To evaluate Type I error, treatment effects are assumed to be
identical between two groups, i.e., u; = pus = 0. For the discrete case, Z; and Z,
are independent and follow Bernoulli(0.5); for the continuous case, Z; and Z, are
independent and follow a standard normal distributions N(0,1). If covariates Z;

and Zy are continuous, they are discretized to bernoulli variables Z| and Z; with



91

the probability 0.5 to be used in randomization. More specifically, if Z; < Z,,),
where Z(,,) is p1 quantile of a standard normal distribution, then Z] = 0, otherwise
Z} = 1. Original covariates without discretization are used to do analysis.

In stratified permuted blocked designs, the block size 4 is used. In Pocock and
Simon’s marginal procedure, the probability of biased coin assignment is 0.75 and
equal weights are assigned on two covariates. Other parameters in simulations are:
the significance level is a = 0.05 and sample size N is 100, 200 or 500. The analysis
models studied here include a logistic model with no covariate (glm0), a logistic
model with a single covariate Z; (glm(Z)), a logistic model with a single covariate
Zy (glm(Z3)) and a logistic model with both covariate Z; and Zy (glm(Z1, Z2)).
The simulation results for stratified permuted block design, Pocock and Simon’s
marginal procedure and complete randomization are given in Table 4.1.

Several conclusions can be obtained from Table 4.1. (1) The logistic regression
with no covariates included (glm0) under stratified permuted block design has Type
[ error less than 5%. This is consistent to the conclusion of Theorem 4.3.1 that the
hypothesis testing for treatment effect is conservative if within-stratum imbalances
are bounded in probability. (2) Under stratified permuted block design, the results
of Type I error of glm(Z;) and glm(Zs) are also conservative, where only partial
covariate information is implemented into analysis. (3) The Type I error of the full
model (glm(Zy, Zs)) is close to 5% under all three randomization methods, which
makes sense since the full model is the underlying true model. (4) In Table 4.1,
glm0, glm(Z,) and glm(Zs) all have Type I error smaller than the nominal level
5% under Pocock and Simon’s marginal procedure. Notice that within-stratum im-
balances of Pocock and Simon’s marginal procedure are O,(N'/?) and thus don’t
satisfy the condition in Theorem 4.3.1. It is still not clear about theoretical prop-

erties of testing hypothesis for Pocock and Simon’s marginal procedure and further
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Table 4.1: Simulated Type I error for stratified permuted block design (SPB), Pocock
and Simon’s marginal procedure (PS) and complete randomization (CR) in %. Sim-

ulations based on 10000 runs.

Z Method N glm0 glm(Zy) glm(Zs) glm(Zy, Zs)
Discrete SPB 100 3.73 4.43 4.51 5.18
200 4.05 4.46 4.38 5.01
500 3.90 4.36 4.31 4.85
PS 100  3.80 4.53 4.48 4.97
200 4.08 4.58 4.44 5.00
500 4.04 4.55 4.56 5.09
CR 100 4.51 4.55 4.62 4.73
200 5.08 5.00 5.14 5.19
500 4.92 4.80 4.75 4.74
Continuous SPB 100 3.28 3.59 3.63 4.67
200 3.57 3.89 3.91 5.16
500 3.14 3.44 3.41 4.55
PS 100  3.65 4.24 3.90 5.11
200 3.78 4.06 4.09 5.23
500 3.27 3.93 3.72 5.08
CR 100 5.21 5.83 4.73 5.04
200 5.15 4.67 5.16 4.93
500 5.22 4.99 5.64 5.47

theoretical results are desired. (5) The Type I error of all hypothesis testing are

around 5% and valid under complete randomization.

Case 2: Power Comparison.

In this case, power are compared for different

hypothesis testing methods under stratified permuted block design and complete

randomization. The same model as in Case 1 is used, however, it is assumed that

difference exists between treatment effects py and po, i.e., pg —po # 0. The following

model including two covariates Z; and Z5 is used as the underlying model,

logit(p;) = L + pe(1 — L) + p1Ziq + PoZ; 2,

where f; = P = 2 and uy = —3. Treatment effects are assumed to be different to
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Figure 4.1: Simulated power for stratified permuted block design (SPB) and com-
plete randomization (CR) under discrete and continuous cases. Simulation based
on 10000 runs and number of patients N = 100.
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study power, i.e. p; # pe. Other parameter settings are the same as Case 1. The
power results are presented in Figure 4.1.

Figure 4.1 implies a few conclusions which are summarized below. (1) Among
all hypothesis testing methods considered, glm(Z;, Z3) is the most powerful one
under either stratified permuted block design or complete randomization. glm0 and
glm(Z,) are less powerful than glm(Z, Z,), and glm0 is the least powerful one.
These conclusions are not surprising since more covariates in the analysis model

allow us to better detect difference between treatment effects. (2) The power of
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the full model glm(Z;, Z3) under stratified permuted block design is slightly larger
than that under complete randomization. (3) The power of glm0 under stratified
permuted block design is smaller than that under complete randomization when
treatment effect is relatively small. However, the power of stratified permuted block
design becomes larger than that of complete randomization when treatment effect is
getting larger. The power of glm(Z;) has similar pattern under stratified permuted

block design and complete randomization.

4.5 Conclusion

In this chapter, we studied the properties of statistical inference for logistic regres-
sion under covariate-adaptive designs. We showed that the hypothesis testing of
treatment effect is conservative when covariates are fully omitted from inference pro-
cedures. The asymptotic distribution of test statistic is given for stratified permuted
block design and other covariate-adaptive designs with within-stratum imbalances
bounded in probability. However, the theoretical properties remain unknown for
covariate-adaptive designs which don’t satisfy the conditions in Theorem 4.3.1. In
view of that, simulations are carried out to study Type I error under Pocock and
Simon’s marginal procedure. The results imply that the test of treatment effect
is also conservative for Pocock and Simon’s marginal procedure if covariates used
in covariate-adaptive design are omitted from the analysis model. Corresponding
theoretical work is a promising future research topic.

The discussion in this chapter focuses on statistical inference solely for one type
of generalized linear model, logistic regression whose outcome is a binary variable.
Other kinds of outcomes often occur in clinical trials as well. For example, Poisson

model and Cox model also have broad applications in practice. Gail (1988) examined
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the properties of the score test for a large family of generalized linear models based on
perfectly balanced studies, but the conclusion cannot be applied to most of covariate-
adaptive randomized clinical trials. The theoretical properties of statistical inference
(such as the Wald test and the likelihood ratio test) for generalized linear models
are mostly unexplored under covariate-adaptive designs. Our work in this chapter

provides a framework for further research in this area.

4.6 Appendix: proof of theorems

In this section, Theorem 4.3.1 will be proved based on the following three lemmas.

Lemma 4.6.1. Under the assumptions of Theorem 4.3.1, then

1 p 1

Proof. Let the overall imbalance, denoted by Dy, be the difference between the
numbers of patients in treatment group 1 and 2 as total, then Dy = > (2I; — 1).
Since the overall imbalance Dy is the sum of all within-stratum imbalance, then
the overall imbalance is also bounded in probability, i.e., Dy = O,(1), if all within-

stratum imbalances are all bounded in probability. It follows that,

1 1 >@L—-1) 1 1Dy p 1
— L=—+=4——"-=_—+_—— —.
N2 li=gt TNy 273N 32
The proof of Lemma 4.6.1 is completed. O

Lemma 4.6.2. Under the assumptions of Theorem 4.3.1, if the null hypothesis
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Hy : o =0 1s true, then

= 20— Y s NOE(+ X) (1 = b+ AX)). (@)

Proof. Define D ={D(X;),i=1,2...,N}and Z ={I;,;i=1,2,..., N}. Then

N @L-1)Y; =Y (25— 1)[Y; — E(Y;|D)] + Y (2L — DE(Y;|D)

Since E(Y;|D) = E(Y;|D(X;)) can only take a finite number of values corresponding

to each strata and within-stratum imbalances are all bounded in probability, then
>~ (21 = DE(YID) = 0,(N7).

Further, notice that I; and (Y; — E(Y;|D)) are independent given D under the null

hypothesis, then

E% > 21 = 1)(Y; - E(Yi|D))[D] = %Z E[(21; — 1)|DIELY; — E(Y;|D)|D] = 0,

and using the fact (2I; — 1)* = 1,

> E[(21 - 1)*(Y; — E(Yi|D))*[D] _ 3 Var[Yi|D]

Varl - S (21— 1)(¥; ~ E(V[D))|D] = e N

By the central limit theorem, the conditional distribution of
1
— 21, - 1)(Y; — E(Y;|D
N > ( ) (YilD))

given (D, Z), is asymptotically normal with mean zero and variance »  Var[Y;|D]/N,

which converges to E[Var[Y'|D(X)]] by the law of large numbers. Thus, it also holds
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unconditionally that
= (21— 1)(¥; ~ E(¥[D)) 2 N(0. E[Varly [D(X)]).
Using the fact E[Var[Y|D(X)]] = E[A(u+5X)(1—h(u+5X))] and Slutsky’s theorem,
1 D
o > (21— 1)Y; — N(0, E[A(p + BX)(1 = h(p + X)),

which completes the proof. O

Lemma 4.6.3. Under the assumptions of Theorem 4.5.1, if the null hypothesis

Hy : =0 1s true, then
1ZIYi>1EY (4.8)
N idq 9 . .

Proof. 1t is easy to show

1 Y, (2L - 1Y,
— N Ly = .
NZ A T

It follows from the law of large numbers that

Y o p 1
“EY
OoN 2

Further, by Lemma 4.6.2, > (21;—1)Y;/ VN is bounded in probability since it follows

a normal distribution asymptotically, then

SeL-1)Y, 1 SQL-1Y; »p

By Slutsky’s theorem, the proof of Lemma 4.6.3 is completed. [



98

Proof of Theorem 4.3.1. Under the working model (4.2), the log-likelihood for Y,

conditional on 7, is given as

n

1= [Vin: —log(1 + exp(1:))].

i=1

Thus the derivative of the log-likelihood [ with respect to u and « are,

g—i:ZK—Zh(u—l—a[i)

and

g—i =Y LY;= Y Lh(u+al).

Then the MLE estimators of u and « can be obtained by letting 9l /0u = 0l /0 = 0.
Define ny = > I; and ng = > (1 — I;) = N — ny, then

p (S0 WY,

U

=

and

Using Taylor expansions,

hil(ZIi}/i) — W UEY) + h’l(l)(EY)(Z LY; EY) + %hm)(a(z LY; EV)?,

ni ni ni

where h~!(") denotes the nth derivative of h, n = 1,2, and ¢ is between >_ I;Y;/n,

and EY.
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Notice that

M—EY = %ZL’Y@'—EY%’ZL‘YA( ! -~

2

~

and

1 2 Z IZY; (n1 — ng)/N _1
Yi(=7 — ) = = 0,(N~/?
since »_ I;/N N 1/2, > LY;/N N EY/2 by Lemma 4.6.1 and Lemma 4.6.3, and
the overall imbalance ny —ng = Dy is O,(1), bounded in probability.
It follows from the law of large numbers and 37 (2I;—1)Y;/v/N = O,(1) by Lemma 4.6.2

that

Also, by the central limit theorem and Lemma 4.6.2,

> LY, XY, - NEY  Y(2; - 1)Y,
W(—nl —EY) = Vi + N

+0,(1) = 0,(1).

Thus,

h_l(ZIiY;) =h }EY) + h—l(l)(EY)(% Z]iyi —EY) + Op(N_l/z)
Similarly,

o= I)Yey ey h—m)(Ey)(% S (1 - L)Y, — EY) + 0,(N71/2)

ny
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Thus,

237 (2L - 1)Y;
h0 () 22 N )Z—i-op(N_lﬂ).

o=

Notice that h~'W(EY) = 1/[EY (1 — EY)] = 1/Var(Y), together with Lemma 4.6.2,

4E[Var(Y'|D(X))] )
Var(Y)?

N'2a4 25 N(o,

Next, we consider the asymptotic property of se(&), which is obtained from inverse

of the estimated information matrix I(s, o). Notice that

o’ " I
8_M__Z (1 + aly),

2]
% = — Zh’(u +al)I?,

and

82l ,

Substituting p and a by their MLE estimators (i and &, we can show that

oW (p+aL) = ml(ji+ &) + ol (f1)
= (=T - B g RS DT RO,
N gEY(l —EY) + gEY(l —EY) = NVar(Y).
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Similarly,
SO+ GI)IE = S W (i + QI = S Var(Y).
’ 2
Then we have
) » 1 1/2
I(p, o) — NVar(Y) :
1/2 1/2

which implies that

It follows that

& D 0 E[Var(Y|D(X))])
Var(Y) ’

which completes the proof of Theorem 4.3.1. O
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Chapter 5

Conclusions

In this dissertation, we studied theoretical properties of statistical inference under
general covariate-adaptive designs based on linear models and logistic regression.
In Chapter 2 and 3, we derived the corresponding asymptotic distributions of sev-
eral test statistics under both null and alternative hypotheses. Instead of focusing
on a specific covariate-adaptive design, we studied the problem from the angle of
imbalance measure of different levels (overall, marginal, within-stratum). So the
conclusions can be applied to a broad range of covariate-adaptive designs, including
stratified permuted block design and Pocock and Simon’s marginal procedure. For
example, to apply Theorems 2.3.1 and 2.3.2 to a specific covariate-adaptive random-
ized clinical trial, one just need to check the conditions (A) and (B) to see if they are
satisfied. Furthermore, Chapter 3 allows us to study inference properties based on
more general assumptions that covariates used in randomization are correlated with
each other. The results in this dissertation provide new insights about balance and
efficiency of clinical trials, and the framework can be used to study other statistical
methods under covariate-adaptive designs.

Based on Theorems 2.3.1 and 2.3.2, incorporating all randomization covariates
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in the final analysis model can achieve valid hypothesis testing for treatment effects
and covariates. In practice, model selection techniques can also be used as in Case
4 of Section 2.4 to target the subset of all influential covariates, based on which
valid tests can be obtained. However, sometimes not all important randomization
covariates are used in the inference step for a covariate-adaptive design. Then the
actual Type I error may be not equal to the nominal level when comparing treatment
effects and adjustment is necessary to achieve a valid test in this situation. If no
covariate is incorporated in the final analysis model, a bootstrap t-test as described
in Shao, Yu and Zhong (2010) can be implemented to restore Type I error, and
this method is shown to be more powerful than the conventional two sample t-test
under covariate-adaptive designs. Similar bootstrap adjustment methods can be
considered to correct the variance estimation and to make 7 = 1 in Theorems 2.3.1
and 3.3.2. We leave this as a future research project.

The linear regression model is used to study hypothesis testing in Chapter 2 and
3, where response of patients is a continuous variable. In reality, the endpoints of
clinical trials may be other types of variables. For instance, a clinical trial can be
designed to compare success rates between a new medication and a standard treat-
ment, where the response is a binary variable. In literature, Feinstein and Landis
(1976) and Green and Byar (1978) studied the properties of unadjusted tests under
stratified randomization for binary response based on a very special setting, and
concluded that Type I error would decrease when stratified randomization is used
rather than unstratified randomization. In Chapter 4, we extended their results to
logistic regression under the assumption within-stratum imbalances are bounded in
probability for covariate-adaptive designs. It is shown that the hypothesis testing
for comparing treatment effect is conservative when all covariates are omitted from

the analysis procedure. However, inference properties are not fully clear in the-
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ory for the case only partial covariate information is used in analysis even though
simulations show that Type I error is also conservative. The theoretical results for
other types of covariate-adaptive designs, including Pocock and Simon’s marginal
procedure, remains unknown. As future research projects, we will study behaviors
of conventional statistical inference for different kinds of responses based on gen-
eralized linear models, survival models and so on. There are some other kinds of
covariate-adaptive randomization procedures in literature, including Zelen (1974),
Wei (1978), Begg and Iglewicz (1980), and Atkinson (1982). Theorems developed
in this dissertation may not apply to these designs, because it is unknown whether
the conditions in this dissertation (Theorem 2.3.1, Theorem 3.3.1, Theorem 4.3.1)
remain true for these designs.

The proposed properties of hypothesis testing for covariate-adaptive designs can
be generalized in several ways. (1) All covariate-adaptive designs considered in this
dissertation are based on discrete covariates. We may consider covariate-adaptive
designs (Lin and Su, 2012; Ma and Hu, 2013; etc.) that directly utilize continuous
covariates without discretization. However, related theoretical work is limited in
literature. (2) The covariate effects are assumed to be additive in true models to
derive theoretical results. We may apply the similar idea to more complicated cases,
such as interaction terms, higher order terms. (3) We studied hypothesis testing
for logistic regression by assuming conditions on within-stratum imbalances. More
general properties may be studied under conditions on marginal imbalances similar
to the linear model framework. Moreover, properties of other generalized linear
model are also desired. (4) The proposed properties are based on clinical trials
with two treatments, which can be generalized to multiple treatments (Tymofyeyev,

Rosenberger and Hu, 2007). Those topics are left for future research.
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