Magnetic Resonance Imaging Lesion Count as a
Surrogate Endpoint in Relapsing-Remitting Multiple
Sclerosis Clinical Trials

by
Lang Qin
B.Sc., Jinan University, 2009
A THESIS SUBMITTED IN PARTIAL FULFILLMENT
OF THE REQUIREMENTS FOR THE DEGREE OF
Master of Science
in

The Faculty of Graduate Studies

(Statistics)

THE UNIVERSITY OF BRITISH COLUMBIA
(Vancouver)

August 2011

(© Lang Qin, 2011



Abstract

The count of active lesions based on magnetic resonance imaging (MRI) is of-
ten used as a potential surrogate endpoint in phase 2 clinical trials for relapsing-
remitting multiple sclerosis (RRMS) patients. However, this surrogacy relation-
ship has not been completely validated. In this report, we study whether at the
trial level, the MRI lesion count is a good surrogate endpoint for the relapse rate,

the usual clinical endpoint for RRMS clinical trials.

Two different approaches to assess this surrogacy relationship are applied to
the dataset used by Sormani et al. [1] (SBRCMB) which contains the summary re-
sults from 23 randomized, placebo-controlled clinical trials in RRMS. The SBR-
CMB approach uses simple linear regression with weighted least squares estima-
tion, while our more comprehensive approach develops a detailed model for the
endpoints and the treatment effects to take into account estimation errors and the
correlated contrasts. Both approaches are based only on the summary results from

each clinical trial.

The shortcomings of the SBRCMB approach are discussed and the results
from the two approaches are compared. Both approaches show that the MRI le-
sion count is a good surrogate endpoint, while our more comprehensive approach
shows a nearly perfect surrogacy relationship. When the estimated surrogacy rela-
tionship is used to predict the true treatment effect on the clinical endpoint for the

trials in the SBRCBM dataset, the approaches give similar point predictions, but
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the approximate 95% prediction intervals from the comprehensive approach are
generally shorter. In practice, the estimated surrogacy relationship based on the
comprehensive approach can give a precise prediction for the true treatment effect
on the clinical endpoint if the treatment displays a large effect on the surrogate

endpoint, but may otherwise lead to an inconclusive result.
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Chapter 1

Introduction

1.1 Whatis a Surrogate Endpoint?

In clinical trials, a clinical endpoint generally refers to occurrence of a disease, a
symptom, a sign or a laboratory abnormality that constitutes one of the target out-
comes of the trial. It directly measures how a patient feels, functions or survives
and thus, is used to determine whether the treatment being studied is beneficial.
A surrogate endpoint is an outcome which can be used as a substitute for a clin-
ical endpoint. When assessing the treatment effect, a surrogate endpoint can be
used to generate reliable conclusions instead of using the corresponding clinical
endpoint directly. Examples of potential surrogate endpoints include CD4 cell
count for HIV-related disease progression in clinical trials of anti-HIV treatments,
progression-free survival time for survival time in clinical trials of treatments for
advanced ovarian cancer and serum cholesterol levels for survival in clinical trials
of treatments for cardiovascular disease. More examples of potential surrogate

endpoints can be found in Burzykowsky et al. [4].

Why are surrogate endpoints required? The principal reason is that in many
clinical trials, it is difficult to use the desired clinical endpoints directly. The clin-

ical endpoint may be rare, so a large number of patients would be required for



a trial with adequate power (e.g. short-term mortality in patients with suspected
acute myocardial infarction). The clinical endpoint may need a very long follow-
up time to be detected (e.g. survival of patients in early-stage cancers), but too
many patients might then be lost to follow-up. The clinical endpoint may also be
difficult or costly to measure. In contrast, surrogates endpoints are outcomes that
occur more often or are easier to measure. The motivation for the use of a surro-
gate endpoint is therefore the possibility of a reduction in the number of required

patients or in the required trial duration.

In order to effectively substitute for a formal clinical endpoint, a surrogate
endpoint must have the potential to yield unambiguous information about differ-
ential treatment effects on a clinical endpoint. The formal definition of a surrogate
endpoint is given by Prentice [5] as “a response variable for which a test of the
null hypothesis of no relationship to the treatment groups under comparison
is also a valid test of the corresponding null hypothesis based on the clinical
endpoint”. The Prentice definition means that if a treatment has an effect on a
clinical endpoint, then the treatment also has an effect on the surrogate endpoint,
and the converse is also true. Mathematically, if S and C denote the surrogate
endpoint and the clinical endpoint respectively, and Z denotes the treatment. then

the Prentice definition can be written as:

f(812) = f(8)  f(C|Z) = f(C), (1.1

where f(X) denotes the probability distribution of the random variable X and
f(X]Z) denotes the probability distribution of X conditional on the value of Z.

1.2 Surrogate Endpoints in Multiple Sclerosis

Multiple sclerosis (MS) is a chronic and often disabling disease of the central ner-

vous system. MS affects the ability of nerve cells in the brain and spinal cord



to communicate with each other. Nerve cells communicate by sending electrical
signals called action potentials down long fibers called axons, which are wrapped
in an insulating substance called myelin. In MS, the body’s own immune system
attacks and damages the myelin. When myelin is lost, the axons can no longer
effectively conduct signals. The name multiple sclerosis refers to scars particu-
larly in the white matter of the brain and spinal cord, which is mainly composed

of myelin.

MS results in symptoms including difficulties in moving and coordination, de-
terioration of sensory functions, problems in bowel and bladder functions, among
many others. MS onset usually occurs in young adults, and it is more common in
women. Although much is known about the mechanisms involved in the disease
process, the cause remains unknown, and there is no known cure for the disease
to date.

There are several types of MS characterized by disease progression in terms of
severity of disability. Relapsing-remitting MS (RRMS), the most common type,
is characterized by unpredictable relapses followed by periods of months to years

of relative quiet (remission) with no new signs of disease activity.

Until now, the only accepted primary endpoints for pivotal clinical trials of
new treatments for RRMS are clinical outcomes, including relapse rate and ac-
cumulation of permanent disability, usually measured by the Extended Disability
Status Scale (EDSS). There is no fully validated surrogate endpoint for RRMS yet.
In RRMS clinical trials, magnetic resonance imaging (MRI) scans of the brain are
often utilized to help monitor patients’ health and the progression of their disease.
McFarland et al. [6] argue that changes in MS brain lesion patterns determined
by MRI scans, which reflect the underlying disease pathology, may be the best

candidate for a surrogate endpoint in RRMS.



1.3 Outline of the Report

The objective of our study is to address the question: Are changes in brain lesion
patterns determined by MRI a good surrogate endpoint for the relapse rate, the

clinical endpoint in RRMS clinical trial?

This chapter has provided some background information about surrogate end-
points and MS. Chapter 2 provides a general review of how to validate a potential
surrogate endpoint. We first discuss the importance of validation and then review
different approaches, in situations where data is from a single clinical trial and
data is from multiple clinical trials respectively. In the situation of multiple clini-
cal trials, we focus on the scenario where only summary statistics for each trial are
available. We review the methods adopted in Daniels and Hughes [2] and Korn
et al. [3] in detail.

Chapter 3 considers validation in the RRMS setting. The specific potential
surrogate endpoint we will focus on is the MRI lesion count, and the correspond-
ing clinical endpoint is the annualized relapse rate. Information is presented on
the dataset of Sormani et al. [1] (hereafter referred to as SBRCMB) used to assess
the surrogacy relationship. The methodology of SBRCMB is discussed in detail,

as well as the potential drawbacks of their approach.

In Chapter 4, we develop a related but different model to assess the surrogacy
relationship. We focus on dealing with the issue of measurement error existing in
estimating the surrogate endpoint and the clinical endpoint, and the context where
data is available from several clinical trials, including some having more than two
arms. We compare the results from the SBRCMB model and from our model.
We also evaluate the prediction ability of the estimated surrogacy relationship to
determine whether the surrogate endpoint is useful in practice. Chapter 5 summa-

rizes the overall findings and discusses problems that remain to be investigated.



Chapter 2

Literature Review: Validation of

Surrogate Endpoints

2.1 Importance of Validating a Potential Surrogate
Endpoint

It is essential to validate a potential surrogate endpoint before using it as the pri-
mary outcome in a clinical trial. A surrogate endpoint should be able to assess
the treatment effect in a clinical trial and the result obtained from the surrogate
endpoint should be consistent with that obtained from the corresponding clini-
cal endpoint. Inconsistent results will lead to an incorrect conclusion about the
treatment effect, and thus misuse of the treatment in future, which may cause in-
effective or even harmful impact on patients. For example, in some clinical trials
regarding cardiologic disorder, blood pressure is used as a surrogate endpoint for
actual survival of a patient. However, some treatments that are useful in lowering
a patient’s blood pressure have been shown to have no effect in reducing the risk
of death from myocardial infarction. More examples of misuse of potential surro-

gate endpoints can be found in Fleming and DeMets [7].



Most potential surrogate endpoints are prognostic biomarkers, which means
there is a strong association between the biomarker and the clinical endpoint at
the level of the individual patient. Such association reflects a potential biolog-
ical relationship between the biomarker and the clinical endpoint. However, as
many studies have shown, a strong association is not enough. Surrogate endpoints
are about assessing treatment effects. This means, at the trial level, the treatment
effect obtained from a surrogate endpoint must reliably predict the treatment ef-
fect obtained from the clinical endpoint. Examples of the misuse of prognostic

biomarkers as surrogate endpoints can be found in Fleming and DeMets [7].

Focusing on the Prentice definition of a surrogate endpoint (1.1), we require
that if a treatment has an effect on a surrogate endpoint, then it also has an effect
on the clinical endpoint. However, we also require that if a treatment doesn’t have
an effect on the surrogate endpoint, then it doesn’t have an effect on the clinical
endpoint either. Biologically, this implies the surrogate endpoint is on the sole

causal pathway of the disease process to the clinical endpoint.

Figure 2.1 illustrates the perfect scenario for a surrogate as well as some im-
perfect scenarios: D, S and C stand for the disease, the surrogate endpoint and the
clinical endpoint in a clinical trial respectively, while Z stands for the treatment
applied in this clinical trial. Panel (a) shows the situation of a perfect surrogate
endpoint, in which § is on the sole causal pathway from D to C. So the entire
effect of Z on S will extend to C, and Z cannot affect C without affecting S. Panels
(D), (c) and (d) show some situations of imperfect surrogate endpoints. Note that,
in all these 3 situations, S is associated with C since they both are influenced by
the same disease process D. However, in panel (), S is not on the causal path-
way from D to C. In the case illustrated, Z could affect S but not C, so S is not a
surrogate endpoint for C. In panel (c), there are two pathways from D to C, and
S is on one of them. If Z affects C only through X on the second pathway, then
S is not a surrogate endpoint for C; if Z can affect C through both S and X, then
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Figure 2.1: Scenarios of Perfect (a) and Imperfect (b,c,d) Surrogates

S is an imperfect surrogate endpoint for C. In such a case, an effect of Z on §
could imply an effect of Z on C. However, since Z can bypass S and still influence
C through X, it is possible that there is an effect on C but no effect on S. On the
other hand, the effect of Z on S and the effect of Z on X may counteract each other,
leading to no net effect of Z on C. In panel (d), it is possible that the effect of Z
on S doesn’t extend to C, but to X instead. In this case, if there is no treatment ef-

fect on S, then there is no treatment effect on C, but the converse is not always true.



2.2 Methods of Validating Surrogate Endpoints

2.2.1 The Prentice Operational Criteria for Validation

Prentice [5] proposed 4 operational criteria to validate a potential surrogate end-
point. Recalling his definition of a surrogate endpoint (1.1): f(S|Z) = f(S) <
f(C|Z) = f(C), and using the same notation, we can express the Prentice opera-

tional criteria as:

f(81Z) # f(S) 2.1)
f(Clz) # f(C) (22)
f(CIS) # f(C) (2.3)
f(CI$,Z) = f(CIS) 24)

Essentially, (2.1) requires that the treatment has an effect on the surrogate end-
point, (2.2) requires that the treatment has an effect on the clinical endpoint,
(2.3) requires that different values of the surrogate endpoint result in different
values of the clinical endpoint, which means the surrogate endpoint is a prognos-
tic biomarker, and (2.4) requires that the surrogate endpoint should completely

capture the dependence of the clinical endpoint on the treatment.

In practice, (2.1) and (2.2) are considered as necessary conditions for an out-
come to be a surrogate endpoint, but not “actual” validation criteria. Note that
(1.1) is equivalent to f(S|Z) # f(S) < f(C|Z) # f(C), so (2.1) and (2.2) need to
be satisfied or not simultaneously. Criteria (2.3) and (2.4) are the “actual” valida-
tion criteria. Usually, (2.3) is examined before (2.4), because a surrogate endpoint
is expected to be a good prognostic biomarker. Criterion (2.4) is the essential part
of the Prentice operational criteria. It means the treatment effect on the clinical
endpoint can be entirely captured by the surrogate endpoint. A common way to

examine (2.4) is to assume a regression model of form C = o+ BZ + yS+ € and



to check if the estimated regression coefficient for S is significantly different from
0 and that for Z is not. For this approach to be valid, one has to believe that the

regression model describes the true relationship among C, S and Z.

Buyse and Molenberghs [8] show that (2.3) and (2.4) are necessary and suf-
ficient conditions to establish (1.1) when the surrogate endpoint of interest is a
binary outcome. When the surrogate endpoint is not binary, the criteria are only
sufficient but not necessary; that is, if (2.3) and (2.4) are satisfied, then a treatment
effect on the clinical endpoint ensures a treatment effect on the surrogate end-
point, but a treatment effect on the surrogate endpoint may not imply a treatment
effect on the clinical endpoint. In terms of Figure 2.1, (2.3) and (2.4) exclude the
situations (b) and (c), but not (d). (In (d), (2.3) holds because both S and C are
influenced by D, and (2.4) holds because Z cannot affect C without affecting S.)

Some counter examples are given in Buyse and Molenberghs [8] and Berger [9].

2.2.2 Validation in a Single Clinical Trial

To check the criterion (2.4), one needs to show that the statistical test for the treat-
ment effect on the clinical endpoint to be nonsignificant after adjustment for the
surrogate endpoint. However, this requirement raises a conceptual difficulty in
validation since a nonsignificant result may simply be due to insufficient power
of the statistical test. Hence, (2.4) is useful in rejecting a poor surrogate end-
point (the statistical test leads to a significant result), but is inadequate to validate
a good surrogate endpoint. To overcome this difficulty, Freedman and Graubard
[10] proposed a quantity called “proportion of the treatment effect explained by

the surrogate” (PE) to measure the quality of a potential surrogate.

Let B and f3; be the parameters representing the treatment effect on the clinical

endpoint C without and with adjustment for the surrogate endpoint S respectively.



Then PE is defined as:
B—Bs _ . B

B B

It is expected that B; = 0 when the surrogate is perfect; in this case, PE = 1. Nat-

PE =

(2.5)

urally, PE being closer to 1 implies the surrogate endpoint explains more of the
treatment effect on the clinical endpoint. In practice,  and fB; are replaced by
their estimates, and the 2-sided 95% confidence interval for PE is constructed.
Freedman and Graubard [10] suggested the lower limit of the interval should be
greater than a critical value, say 0.5, for the surrogate endpoint to be considered

useful.

For example, in a clinical trial, let & and 8 denote the treatment effect on the
surrogate endpoint and the clinical endpoint respectively, and let S;, C; and Z;
denote the surrogate endpoint, the clinical endpoint and the treatment received for
the jth patient. Here, Z; is an indicator variable, which can be either 1 (the jth
patient is in the active arm) or O (the jth patient is in the control arm). We often
refer to the combination of an active arm and a control arm as a “contrast”. So, &
and [ are the treatment effects obtained from the contrast in this clinical trial (i.e.,

by comparing the active arm and the control arm).

Assume the model:

Sj :,Lts—l-OCZj—l-&‘sj,
Cj:,Llc—i-ﬁZj-f—Ecj, (2.6)

where the error terms (&; and &) have a bivariate normal distribution with mean

0 and variance-covariance matrix

g0 % 27
GSC GCC

Then, one can obtain the conditional distribution of C; given S;, which is param-

10



eterized as:
leSj=H+ﬁst+’}/Sj+8j, (2.8)

where f; = B — 2a. In this model, PE is given by:

B _oea

PE—1-D_ 0%
B Oys B

(2.9)

Despite PE’s description as the “proportion” of the treatment effect explained
by the surrogate endpoint, it is not actually a “proportion”. Molenberghs et al. [11]
point out that the range of PE is not between 0 and 1 and discuss the interpretation
problems of PE. For instance, the PE defined by (2.9) can take any value on the

real line, because the range of % 1s unrestricted.

Buyse and Molenberghs [8] propose two quantities to replace PE in validating
a potential surrogate endpoint. The first is the “adjusted association” p4, a mea-
sure of the association between the surrogate endpoint and the clinical endpoint
after adjustment for the treatment. In terms of model (2.6), p4 can be expressed

as:
GSC

V/Oss0cc

The adjusted association p4 measures how good a surrogate endpoint performs at

pa = (2.10)

the level of the individual patient. In the above model, if p4 = 1, then the variance
of € in (2.8) is 0. So, C; becomes a linear function of §;, which means given
the value of §;, one can estimate the value of C; without error. In this case, the
surrogate endpoint and the clinical endpoint contain equivalent information about
the treatment, hence one can determine the treatment effect on the clinical end-
point exactly from the treatment effect on the surrogate endpoint, and the Prentice
definition (1.1) is satisfied [12].

11



The second quantity Buyse and Molenberghs [8] propose is the “relative ef-
fect” (RE), which is defined as the ratio of the treatment effect on the clinical
endpoint to the treatment effect on the surrogate endpoint. In terms of model

(2.6), RE is defined as:

B
RE=". 2.11)

The relative effect RE is useful in predicting the treatment effect on the clinical
endpoint from that on the surrogate endpoint. In practice, @ and 3 are replaced
by their estimates and a confidence interval for RE is constructed. A narrow con-
fidence interval results in a good prediction of the treatment effect on the clinical
endpoint. For example, based on the data from the current trial, one can obtain
RE = g. For a future trial, one can estimate its treatment effect on the surrogate
endpoint as &y. Then, the treatment effect on the clinical endpoint from that fu-
ture trial can be estimated as f)’o = 0 - RE. However, to make use of RE for such
predictions, it is necessary to assume that the relationship (2.11) also holds in the
future trial. This assumption may not be correct and cannot be checked in a single

clinical trial.

2.2.3 Validation in Multiple Clinical Trials

When multiple clinical trials study the efficacy of the same treatment or treatments
with a similar mechanism on the same disease, the validation procedure can use
the information from these multiple trials. In this section, we review the methods
used when the individual patient level data is available from each trial. In the next
section, we discuss the methods used when only summary information from each

trial is available.

Buyse et al. [13] consider the situation where individual patient level data is

available and the surrogate endpoint and the clinical endpoint are both continu-

12



ously, normally distributed. Let S;;, C;; and Z;; denote the surrogate endpoint, the
clinical endpoint and the treatment received for the jth patient from the ith trial.

Assume the model:

Sij = Us + Wsi + QZjj + iZ;j + iy,
Cij :uc+“ci+ﬁzij+ﬁizij+86ij, (2.12)

where (i, and u. are fixed intercepts, o and 3 are the fixed effects of treatment on
the surrogate endpoint and the clinical endpoint, t; and U.; are random intercepts
and o; and fB; are the random effects of treatment on the endpoints in trial i. The
error terms &;; and €.; are assumed to follow the joint normal distribution with
mean O and variance-covariance matrix given by (2.7), and the random effects
(Usi, Ui, @, B;)T are assumed to follow a joint normal distribution with mean 0

and variance-covariance matrix D given by:

(2.13)

Buyse et al. [13] suggest to evaluate the surrogate endpoint at two different
levels. One is at the trial level, the other is at the individual patient level. At the
trial level, the surrogacy relationship is assessed by the conditional variance of
B + B; given uy; and o;. From (2.12) and (2.13), the conditional variance is given

by:
dg\ (d dg\  [d
Var(B + Bilpisi, 04) = dgp — | P o G B (2.14)
docﬁ dsa  daa daﬁ

13



This conditional variance describes how precisely one can predict the treatment
effect on the clinical outcome given the treatment effect on the surrogate outcome

in a certain trial. Equivalently, a proportion type measure of “trial level” surrogacy

T —1
dyp dys  dsg dyp
R2 . daﬁ dSOt da(x daﬁ

trial — :

dpp

is defined as:

(2.15)

Moreover, one can quantify the relationship between the treatment effects on
the surrogate endpoint and on the clinical endpoint by using the conditional ex-

pectation of 8 + fB; given L and ¢, which is:

T —1
d; dss ds(x Ui
E(B+Bilus, o) =B+ | P . (2.16)
dogp dsq. daa s

The equation (2.16) characterizes how the treatment effect on the clinical endpoint
changes with the treatment effect on the surrogate endpoint. Given a new trial, af-
ter estimating the treatment effect on the surrogate endpoint, fl;; and &, one can
predict the expected treatment effect on the clinical endpoint through (2.16). Note
that if we only have one trial, then we are not able to characterize this relationship.

At the individual patient level, the surrogacy relationship is evaluated using the
adjusted association p4 used in the single trial situation. The conditional variance
of C;; given §;; and the random effects is O — 620, !. Thus, a proportion type
measure of “individual level” surrogacy is defined as:

o2

—= (2.17)

2 2
R: , = = .
ind Pa OsOec

A surrogate endpoint is considered to be perfect when both thn. ., and Rl.zn g are
equal to 1. Large values of thrl- ., implies precise prediction of the treatment effect

on the clinical endpoint, while large values of R%n 4 implies strong association be-

14



tween the surrogate endpoint and the clinical endpoint, which is useful in patient

management. It is possible that thn. . 18 large and Rl.zn 4 18 small, or vice versa.

2.3 Validation in Multiple Clinical Trials with
Individual Data Unavailable

In some contexts, only summary data of each trial, not the individual patient data,
is available. For example, only results about the estimated treatment effect on
the endpoints and the corresponding estimated standard errors may be available,
not the outcomes of each patient. Then, the surrogacy relationship can only be
evaluated at the trial level. Since we don’t know the outcomes of each patient, we
cannot evaluate the strength of the association between the surrogate endpoint and
the clinical endpoint at the individual patient level (e.g., calculate R;,; in (2.17)).
However, we are still able to assess the relationship between the treatment effect

on the clinical endpoint and on the surrogate endpoint.

When only summary results from each trial are available, caution must be
taken in the validation procedure because these summary results are only “esti-
mates”, which are different from the “true” quantities. For example, an estimated
treatment effect on the endpoint from one trial is different from the true treatment
effect on the endpoint from this trial. The true treatment effect is the effect ob-
tained when the clinical trial includes an infinite number of patients. In practice,
due to the limited number of patients, there always exist non-negligible estima-
tion errors between the estimated and the true effects. How to appropriately model
these estimation errors is important in assessing surrogacy relationships at the trial
level. In the following subsections, we will review papers by Daniels and Hughes
[2] (DH, hereafter) and Korn et al. [3] (KAM, hereafter), in which models are
constructed to evaluate surrogacy relationships in multiple clinical trials for the

situation when individual patient level data is unavailable.
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2.3.1 Review of Daniels and Hughes [2]

Suppose N trials are used to analyze the performance of the surrogate endpoint of
interest. In the ith trial, denote the true treatments effect on the surrogate endpoint
and on the clinical endpoint as X/ and Y/ respectively. Correspondingly, let
X; and Y; denote their estimates, i.e. the summary results obtained from the ith
trial. Generally, unless the the number of patients in the ith trial is very large, X;

and Y; are different from X" and Y/

Given the ith trial, X; is assumed to be normally distributed with mean X/
and variance 5,2 and Y; is assumed to be normally distributed with mean ¥/ and
variance 0'i2. Furthermore, the correlation between X; and Y; is assumed to be
pi. Here, 51‘2 and 61.2 represent the effect of estimation error in the ith trial, and
pi represents the correlation between the estimation errors on X/™¢ and Y/""¢. In
mathematical form:

Yi Yitrue Yitrue GZ te 61'

NN2 ) '

true true S 52 (218)
Xi) | \Xi X; piCi0; O

The surrogacy relationship of interest is the relationship between the true treat-

ment effects X; and ¥;. DH assume the following structure:
Yitrue|Xitrue ~ N((X + ﬁXitrue, ”52). (219)

Here, B measures the association between the true treatment effects on the clinical
and the surrogate endpoint. If B = 0, then there is actually no such surrogacy re-
lationship. When f # 0, a perfect surrogacy relationship also requires that o = 0
so that the treatment having no effect on the surrogate endpoint suggests no effect
on the clinical endpoint. Having « # 0 implies that there is a treatment effect

on the clinical endpoint unexplained by the surrogate endpoint. The variance 72
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represents the uncertainty of using X! to predict ¥/™. If 2 = 0, then ¥/ will

be perfectly determined when X/ is given.

At this stage, DH assume the X/"“s are fixed quantities. The reason why they
choose X/™“s as fixed rather than random is to avoid having to propose specific
distributions for the X/"“s, which they think may not be appropriate. (Though
later, they put very flat prior distributions on X/“s when estimating the model
parameters in the Bayesian framework.) Then combining (2.18) and (2.19), we

obtain the bivariate normal model for ¥; and X;:

Y: o+ BX!irue o?+1% p;0;5;
A +B’> PtT PiCio (2.20)

— pi6i5i 81'2

. true
X; X!

In some clinical trials, there may be more than one active arm, in addition to
the control arm. A common situation is that different patients receive different
levels of dosage of a treatment. For example, if a treatment is applied at 2 dosage
levels, then this clinical trial consists of 3 arms. Patients on the first arm receive
treatment with dosage level one, patients on the second arm receive treatment with
dosage level two, and patients on the third arm receive control. Since the com-
bination of any active arm and a control arm yields a contrast, this clinical trial

consists of 2 contrasts.

From a clinical trial with multiple contrasts, we obtain multiple estimated
treatment effects on both endpoints. Suppose there are 3 arms in the ith trial,
which can generate 2 contrasts. Let ¥;; and X;; be the estimated treatment effects
on the clinical and surrogate endpoints from the first contrast, and Y;; and Xj; be
those from the second contrast. Correspondingly, let Y"¢, X!"¢ yI“¢ and X"
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be the true treatment effects. Then model (2.18) can be generalized to:

Y yime Y o] Pi110i16i1  PiyCitCi  Pi120i10p
Xi1 Xive ~ N4 Xime Pi110i16i1 53 Pi216i10  PixGi1 Opp
Y yire vyee [ 7| piyoincn piidion o Pi22026
Xi> Xve X Pi120i10n  Pibitdp  Pin2Cndp 53

(2.21)

The off-diagonal blocks of covariance terms in (2.21) are allowed to be non-zero,

reflecting the possibility of correlations among the two pairs of estimated treat-

ment effects arising because they all involve comparisons to the same control arm.
true

Also, assuming X/[“¢ and X}J" are fixed, (2.19) is generalized (M. J. Daniels, per-

sonal communication) as:

Yitlrue Xitlrue N o+ BXitlrue ,L.Z 0 599
ytrue Xlrue ~a2 X1rue ’ 0 2 ’ ( : )
2 2 o+ pX; T

From (2.22), we can see that the marginal distributions of Y}/ and Y, have the
same form. This is because all the treatments included in the analysis have similar
mechanism of action; whether two contrasts are from one trial or different trials,
they should reflect the same surrogacy relationship. DH assume the covariance
between Y and Y is 0 in (2.22). In principle, this covariance could be non-

zero and (2.22) can be replaced by substituting the O by an non-zero parameter.

Combining (2.21) and (2.22), we get:

Y o+ BXme o} +1? Pi16i18i1  PiyCi1On+T° Pi12071 6
X | N Xive Pi110i16i1 53 Pi216i101 Pix6i16p
Y o+ BX;He 7 PiyCi10i2 + 2 pn16i10n Gl-zz + 12 Pi220720p
Xi Xxhne Pi120i1 62 Pix6i16;2 Pi220:26p2 53
(2.23)

For a clinical trial with 3 or more contrasts, a similar extension can be applied.

DH assume a joint normal structure for the summary results (estimated treat-
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ment effects) from each trial included in the study. To estimate the model pa-
rameters, they adopt a Bayesian approach. In the estimation procedure, all the
within trial variances and correlations are assumed known and replaced by their
estimates. The variance estimates for each trial are obtained from the summary re-
sults of that trial. For the correlation estimates, if the individual patient level data
for one trial is available, the correlation estimates in this trial are calculated from
the individual patient data. Otherwise, the correlation estimates for that trial are
set to the average value of the correlation estimates from trials which individual
patient level data are available. In the Bayesian procedure, priors are then placed
on o, 3,72 and all the true treatment effects on the surrogate endpoint (i.e. Xlrue

in single contrast trials and Xi’}”es in multiple contrast trials).

To assess the surrogacy relationship, DH propose to examine if the 95% cred-
ible intervals for a, B and 72 exclude 0. Also, DH suggest to compute Bayes
factors [14] to test if a, B and 72 are 0. If the tests reject the null hypothesis of
B = 0 and don’t reject the null hypotheses of & = 0 and > = 0, then the surrogacy

relationship is considered to be validated.

2.3.2 Review of Korn et al. [3]

KAM discuss different models to assess the surrogacy relationship for two dif-
ferent types of clinical trials. One type of trial involves unordered treatment arms
(i.e. there is no control arm in the trial), and the other type of trial involves ordered
treatment arms (i.e. there is one control arm in the trial). Since the dataset we will
use in the next chapter consists of only ordered trials, and also to make KAM’s
model comparable with DH’s model, we only discuss their model for ordered tri-

als.

In contrast to DH, KAM start their model at the arm level instead of at the con-

trast level. In the ith clinical trial, let C;; and S;; be the observed clinical endpoint
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and the observed surrogate endpoint from the jth arm, where j =0,1,2,... (j =0
represents the control arm in the trial). Similarly, let C;jf“e and SZ’” be the true
clinical and surrogate endpoints. KAM’s model begins by describing the estima-
tion errors in estimating the endpoints. Correspondingly, let ¢;; and f;; denote the
estimation errors in the surrogate endpoint and the clinical endpoint respectively.
Then:

Sij= Sé;ue +eij

Cij = CH" + fijs

, (2.24)

Since the estimation errors happen in different arms with different patients, they
. jid
are assumed to be independent. KAM further assume that e;; ~ N(0, Gizj) and

fij YN (0, 51%), and that ¢;; and f;; are independent.

As a next step, KAM model Sf;“e and ijr.“e. Let y; represent the expected level
of the true surrogate endpoint on the control arm, and ug represent the expected
difference on the true surrogate endpoint between the active and control arms.
Let m;; be the random effect representing the uncertainty in the true surrogate

endpoint for each arm. KAM express Sj;"“ and S}/ as:
i = i+mp and S = p;+ ps+myj,  for j#0. (2.25)

KAM assume mjp ~ N(0,A3), m;; ~ N(0,A2) (j # 0), and all m,s are indepen-
dent. Note that although m;;s (j # 0) are the random effects for different active
arms, they are assumed to have the same distribution. Similarly, all m;ys are as-
sumed to have the same distribution. Furthermore, m;; is assumed to be indepen-
dent of ¢;; and f;;, which means the estimation errors are not affected by the value

of the true endpoints.

KAM assume there is a linear relationship between Cf]’.’” and Sﬁ;"e , specifi-

cally:
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Cid" = a; + BSiy* +gio  and Cf;”e =o;+ Uc+ ﬁSﬁ;“e +gij, forj#0,

(2.26)
where [ represents the linear relationship between CI?J’.“" and Sﬁ;’“, and o; and
o; + Uc are the intercepts in the control arms and the active arms respectively.
Here, uc represents the expected difference on the clinical endpoint between the
active and control arms that cannot be explained by the influence of the true sur-
rogate endpoint on the true clinical endpoint. The random effects g;; account for
the fact that ijr-”e and Si.;“e are not perfectly linearly related and are assumed to
be independent and normally distributed with mean 0 and variance 72/2. Note
that all the g;;s are assumed to have the same distributions though they are from
different arms. Since g;;s are not estimation errors, g;;, ¢;j and f;; are assumed to

be independent.

The treatment effect is estimated as the difference between the endpoints from
the active arm and from the control arm. Let X;; = §;; — Sjp and Y;; = C;; — Cjp
denote the estimated treatment effects on the surrogate and on the clinical end-
points respectively (j # 0). Corresponding, let X/[*¢ = i — Si7¢ and Y[ =
Cf jr.”e — Cl%“e denote the true treatment effects. From (2.24), (2.25) and (2.26), we

have:

XU = Xtrue + (eij — el'()) where Xtrue = Us+ (mlj miO)
Yij =Y+ (fij = fio) Y = pe+ BX[ + (8ij — o)
(2.27)
From (2.27), we obtain:
(Ytrue|X;jrue) — ﬂC‘*‘ﬁXitjme (2.28)

Var(Y/["|X[/") = 12,

which describes the surrogacy relationship between the true treatment effects on

the clinical endpoint and on the surrogate endpoint. We now see the interpreta-
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tions of pc, B and 72 in the KAM model are the same as the interpretations of
«, B and 72 in the DH model. As before, 8 measures the association between the

true treatment effect on the clinical endpoint and on the surrogate endpoint.

For a trial with single contrast, from (2.27) we can obtain the joint distribution
of the estimated treatment effects:

Ya pe+Bus\ (B4 +2%)+ 7>+ (o] + o) B(A5 +22)
~Ns , .
X; s B(A5 +2%) (g +A%) + (87 + 87)
(2.29)

For a trial with 2 contrasts, from (2.27), after similar calculation:

X1 Xs;
(Y1, X1, Yo, Xi) T ~ Ny ((ﬁ ) , (Z . )) , (2.30)
3i 2i

where
w= (.Uc+l3ﬂs>
Us
and
. B2(A3 +A%) + 12+ (0} +03) B(A3+A%)
; B2 +A%) (A +A2)+ (83 +62) )
s, (BPA+A+ TP+ (05 +07)  BAGT+AY)
. B +A2) (AZ+A%) +(83+82) )

2
5, BAG+5 405 PAG |
’ B2 Ad + o

For a trial with 3 or more contrasts, a similar extension can be applied.

When fitting their model, KAM use the maximum likelihood estimators ob-

tained from the joint normal distributions (2.29) and (2.30). The estimation error
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terms Gl%- and 5,%- are assumed known and replaced by their estimates when fitting
the model.

To assess the surrogacy relationship, in addition to evaluating the estimates
and the confidence intervals for ¢, B and 72, KAM suggest that one can use a R?-
type measure. From (2.27) and (2.29), we know Var(Y/[*¢) = B2(AG +A%) + 12,
and Var(Y/["|X[["¢) = 72. So, the R>-type measure is defined as:

> B2 (A5 +4%)

trial — ﬁz(ﬂ«oz—F/lz) +T2~ (2.31)

This quantity is analogous to thn. .1 10 (2.15). Large values of thn. ,, indicate a good
surrogacy relationship.

Furthermore, to evaluate how a surrogate endpoint performs in practice, KAM
suggest to estimate the parameter E (Yl’]r “¢|X;;), which is useful in predicting the
true treatment effect on the clinical endpoint given the estimated treatment effect
on the surrogate endpoint. This parameter is analogous to E(B + Bi|lsi, o) in
(2.16). However, KAM suggest to condition Yl’f “¢ on X;j, rather than on Xi’j’ ue
From (2.27), the parameter of interest is:

B(AZ +A2?)

A = E(Y;{*|Xij) = (e + Bus) + Xij— bs)- (2.32)
/ ((zg+zz)+(5}j+5i% /

To estimate A, KAM plug in the estimates for (3, us, Uc, lg, A?) and the observed
value of X;; from a new trial and replace 61-3. and 6% by their estimates from that

trial.
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2.3.3 Comparison of These Two Approaches

The first difference between DH and KAM is that their models start from different
levels: DH start directly from the treatment effects (contrast level, since treatment
effects are obtained from contrasts), where they build the model for (V;,X;) given
(y/re XI™e) and for Y/™¢ given X/™. In contrast, KAM start from the endpoints
(arm level, since the endpoint values are obtained from the arms), where they first
specify the joint distribution for (S;;,Ci;, S, Ci7"*¢), and take the difference to
obtain the joint distribution for ¥;; and X;;. Building the model from the arm level
requires a more detailed specification. However, in (2.26), KAM assume the same
coefficient B for control arms and active arms, which implies the relationships
between the true surrogate endpoint and the true clinical endpoint are the same
regardless of the arm. This assumption may not be very realistic in some situa-
tions, where a treatment may substantially influence the association between two
endpoints and thus it may be more reasonable to assume different s for control
and active arms. In contrast, DH don’t make assumptions about the relationship
between the endpoints but model the surrogacy relationship directly in (2.19). We

think the DH approach is more reasonable from this perspective.

Both papers deal with the estimation errors in the same way in the sense that
the estimation errors are assumed to be independent of the true treatment effects.
In (2.18), DH assume O'i2 and 3i2, the within trial estimation errors, do not depend
on Y/™¢ and X!™¢. This means the estimation errors on the treatment effects are
not affected by the true treatment effects. Similarly, in (2.25), KAM assume m;;
are independent of ¢;; and f;;, which means the estimation errors on the endpoints
are not affected by the true endpoints. This assumption implies that (m;; —m;o) are
independent from (e;; —ejo) and ( f;; — fio), which also means the estimation errors
on the treatment effects are not affected by the true treatment effects. However, it
is possible that a large true treatment effect is associated with a large estimation
error, while a small treatment effect is associated with a small estimation error.

Thus, this independence assumption may not hold in some clinical trials.
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To compare how these models differ in characterizing the treatment effects,
we can compare the joint distributions for the treatment effects. For example, we

can compare (2.20) with (2.29). Alternatively, from (2.27), we obtain:

Yi ~ N2 Yitlrue Gl% + Gl% 0 (233)
Xi (Yitlme 7 X[tlrue) Xit]rue 0 3121 + 51%)

Yilli’lzt€|Xit1VM€ ~ N(.LLC _+_BX{{M€7 72). (2.34)

and

Comparing (2.33) and (2.34) with (2.18) and (2.19), it is evident that the DH
model and the KAM model are essentially the same. One difference is that X"
follows a normal distribution with mean ug and variance lg + A% in the KAM
model, while DH treat X/ as fixed when specifying their model but then give
it a prior distribution when carrying out the estimation. The prior is chosen to be
normal with mean O and a very large variance, meaning it is “non-informative”.
Besides this, the conditional covariance in (2.33) is 0, while the conditional co-
variance in (2.18) is allowed to be non-zero. This is because KAM assume the
within trial estimation errors e;; and f;; are independent, but DH allow a correla-
tion p;. It is likely that the two estimation errors are correlated in general. How-

ever, without individual patient level data, it is difficult to estimate this correlation.

In the following chapters, we will discuss validation of the surrogate endpoint
in the MS context. Our dataset consists of multiple clinical trials and only sum-
mary results from these trials are available. We will discuss two approaches to
validate the surrogate endpoint of interest: the SBRCMB approach and a more
comprehensive approach. The comprehensive approach is similar in spirit to the
DH and KAM models.
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Chapter 3

Lesion Counts as a Surrogate
Endpoint in RRMS: the SBRCMB
Approach

3.1 Introduction and the SBRCMB Dataset

Recently, MRI measures of brain lesion counts on RRMS patients are widely used
in clinical trials as a potential surrogate endpoint. One important clinical endpoint
in RRMS clinical trials is the annualized relapse rate. A relapse is defined as ap-
pearance of new symptom or worsening of an existing symptom, attributable to
MS, accompanied by an appropriate new neurologic abnormality. However, the
surrogacy relationship between such MRI measures and this clinical endpoint has
remained incompletely validated. Petkau et al. [15] show that the correlation be-
tween MRI lesion counts and the annualized relapse rate at the individual level
is weak. The low degree of correlation at the individual level indicates that MRI
measures would be unreliable predictors of the annualized relapse rate for an in-
dividual patient. However, this result does not exclude the possibility that the
treatment effects on MRI measures and on the annualized relapse rate are highly

associated, which means that MRI measures may still be useful for assessing the
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treatment effect at the trial level.

To evaluate whether MRI measures are useful in assessing treatment effects,
SBRCMB collected summary information from multiple MS clinical trials. The
SBRCMB dataset includes 23 randomized, double-blind, placebo-controlled tri-
als. The treatments in the trials are believed to have similar mechanism of action.
There are 2 trials including both secondary progressive multiple sclerosis patients
and RRMS patients. The remaining 19 trials include only RRMS patients. Among
the 23 trials, there are 9 trials of 2 arms, 14 trials of 3 arms, 1 trial of 4 arms and
1 trial of 5 arms. Each trial has only 1 control arm but 1 to 4 active arms. In total,
there are 63 arms, 40 contrasts and 6591 patients. The detailed SBRCMB dataset
is included in Appendix A.
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Figure 3.1: Scatter Plot of Estimated Treatment Effects
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The SBRCMB dataset contains no individual patient level data, only the sum-
mary results from each clinical trial. The observed clinical endpoint for an arm
is defined as the observed annualized relapse rate for this arm (it is assumed that
all the patients in the same trial have the same follow-up time) and the observed
surrogate endpoint for an arm is defined as the observed MRI lesion count per pa-
tient per scan from this arm (all the patients in the same trial are assumed to have
the same scan times). The estimated treatment effect on the clinical endpoint is
then defined as the log ratio between the observed clinical endpoints in the active
and control arms. Similarly, the estimated treatment effect on the surrogate end-
point is then defined as the log ratio between the observed surrogate endpoints in
the active and control arms. Since one contrast is formed by comparing one active
arm and one control arm, we can obtain one estimated treatment effect on the clin-
ical endpoint and one estimated treatment effect on the surrogate endpoint from
each contrast. In total, we have 40 pairs of estimated treatment effects. Figure 3.1
shows the scatter plot of these pairs of estimated treatment effects. Note that, the
observed endpoints are not equal to the true endpoints (unless the arm includes
infinite number of patients), and thus the estimated treatment effects are not equal
to the true treatment effects. The task is to assess the surrogacy relationship be-
tween the true treatment effects, which are not observable, based on the estimated

treatment effects.

3.2 The SBRCMB approach

SBRCMB adopt a simple linear regression model and use weighted least squares
(WLS) to assess the surrogacy relationship. The explanatory variable is the es-
timated treatment effect on the surrogate endpoint and the response variable is
the estimated treatment effect on the clinical endpoint. In order to account for
the influence of differences in trial size and trial duration for the contrasts, differ-

ent weights are given to different contrasts. Specifically, let w; denote the weight
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given to the ith contrast, where i = 1,2,3...,40. Then:

follow-up (months);
Wi = Ncomplete[ : \/ ?2 1’ (3.1)

where follow-up (months); is the duration of the MRI follow-up in months of the
patients in the ith contrast, and Neomplete, 1S @ number which SBRCMB choose to
represent the total number of patients in this contrast. For a contrast from a trial
with only 2 arms, Neomplete, 18 €qual to the total number of patients in these two
arms. For a contrast from a trial with more than 2 arms, Neomplete, 1 Obtained by
equally dividing the number of placebo patients between the treatment arms. For
example, for a trial with 20 patients on each of the 3 arms, 2 contrasts are created
with Neomplete, = 20 + % = 30 for both contrasts.

Let ¥; and X; represent the estimated treatment effect on the clinical endpoint
and surrogate endpoint from the ith contrast. SBRCMB assume the following

regression model to describe the surrogacy relationship:
E(Y) = a+BX;, (3.2)
and estimate the regression coefficients based on WLS; that is:

min ) wi(¥; — a — BX;)*. (3.3)

SBRCMB also carry out a sensitivity study, an interaction study and a valida-
tion study. The sensitivity study aims to check whether the regression coefficients
are sensitive to the choice of the weights, or to the choice of the contrasts included
in the analysis. To check the sensitivity with respect to the choice of the weights,
SBRCMB refit the regression line with 2 other weights w/ and w/, where w!. gives

more weight to the duration of the contrast:

follow-up (months);
12 ’

(3.4)

!
wW; = Ncompletei :
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P =

to the choice of the contrasts, SBRCMB divide the whole dataset into different

and w! is a constant weight (i.e. w 1). To check the sensitivity with respect
subsets with different features, and fits regression lines based on those subsets
separately, all using the weights in (3.1). The first subset is a “highest contrasts”
subset, which includes only data from “the active arm with the highest dose level
versus control arm” contrast. The second subset is a “RRMS contrasts” subset,
which includes data only from trials with only RRMS patients. The third subset
is a “large effect contrasts” subset, which includes only data from the contrasts
with estimated treatment effect on the clinical endpoint greater than 20%. Table
3.1 shows the results we reproduced for the sensitivity study; these are almost the
same as those from SBRCMB.

Table 3.1: Results of the Sensitivity Study

Analysis | No. of trials | No. of contrasts o* B* R?
w; 23 40 -0.02 (0.05) | 0.55 (0.04) | 0.80
Wi 23 40 -0.02 (0.05) | 0.58 (0.04) | 0.84
w! =1 23 40 0.12 (0.07) | 0.50 (0.06) | 0.65
highest 23 23 -0.06 (0.08) | 0.53 (0.06) | 0.77
RRMS 21 36 -0.03 (0.05) | 0.56 (0.05) | 0.80
large effect 18 25 -0.01 (0.10) | 0.58 (0.07) | 0.75
* estimate (estimated standard error)
The values in the R? column are the weighted coefficients of determination:
ZW'( 0. v)2
g = LWl y) (3.5)
Y wi(yi—y)*

where y; is the fitted value and w; can be replaced by wg when (3.4) is used.

In the sensitivity study, none of the &s are significantly different from 0 but all
the ﬁs are. Furthermore, SBRCMB claim that all the estimates of s are close (all
between 0.50 and 0.58) and all the R%s are close (between 0.65 and 0.84). They

interpret these findings as indicating that the fitted regression line is not sensitive
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to the choice of weights or to the choice of contrasts involved.

The SBRCMB interaction study aims to check whether the regression coeffi-
cients depend on the characteristics of the trials. For example, Let /; be an indi-
cator variable, which takes the value 1 if the ith contrast is from a trial conducted
after year 2000 and O otherwise. Then SBRCMB fit the following regression

model with weight w;:
E(Y;) = o+ B1X; + Bol; + B31; - X;. (3.6)

Through assessing 3, and B3, one can see whether there is a difference in the re-

gression coefficients between the contrasts before year 2000 and after year 2000.

In addition to this “time period” factor, SBRCMB also examine the factors
“drug class” (whether a contrast is from a trial whose treatment is an interferon)
and “annualized relapse rate” (whether the observed annualized relapse rate in
the placebo arm of a contrast is larger than 1). The reproduced results of the
interaction study are shown in Table 3.2. The “P-value” column shows the P-

values of testing if the coefficient of the interaction term is O (e.g. test if B3 =0 in

(3.6)).

Table 3.2: Results of the Interaction Study

indicator variable class No. of contrasts | P-value
) . > 2000 15
time period <2000 75 0.30
with interferon 12
drug class not interferon 28 0.20
annualized relapse rate >1 4 0.36
P <1 3] :

In the interaction study, as all these P-values are greater than 0.05, SBRCMB

claim that there is no indication of differences in the slope of the fitted line for
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contrasts with different characteristics, though SBRCMB also note that the power

of this test is quite low due to the limited sample size.

Finally, SBRCMB carry out a validation study, where 4 new clinical trials are
introduced, which result in 4 new contrasts (each of these trials has only 2 arms).
Their estimated treatment effects on the clinical endpoint are compared with the
predict counterpart obtained from the regression model with weight w;. The repro-
duced results of the validation study are shown in Figure 3.2, where the hollow
points represent the 40 actual contrasts used in the regression model, the solid
line is the estimated regression line with weight w;, the solid points represent the
4 new contrasts, and the bars are the 95% prediction intervals for the estimated
treatment effects on the clinical endpoint for the 4 new contrasts. The prediction
intervals are calculated by the standard regression approach: the X;s are assumed
to be fixed, and the weights w;s are assumed to be proportional to the inverse of

the variance of the Y;s.

It can be seen that all the solid points lie within the prediction intervals (ex-
cept for the 2nd one from the left, which is at the very edge of the prediction
interval). SBRCMB claim that the estimated regression model is able to give sat-
isfactory predictions. However, these 4 new trials use active control arms rather
than placebo-controlled arms. So, these 4 trials have different designs from the 23
trials in SBRCMB'’s dataset, and may not tell us whether the estimated regression

equation can produce satisfactory predictions.

Based on all of these results, SBRCMB conclude that in RRMS, the treatment
effect on MRI lesion count can be used to predict the treatment effect on the
annualized relapse rate. They state that these results support for the use of MRI
lesion count as a surrogate endpoint in RRMS clinical trials with treatments of

analogous mechanism.
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Figure 3.2: Results of the Validation Study

3.3 Critique of the SBRCMB Approach

In this section, we discuss shortcomings of the SBRCMB approach in assessing
the surrogacy relationship. The fundamental issue is the WLS estimates may not

be appropriate for the dataset. There are several reasons.

First, the explanatory variable X; used in the SBRCMB model is defined as the
log ratio between the observed MRI lesion counts per patient per scan in the active
and the control arms, and the response variable Y; used is defined as the log ratio
between the observed annualized relapse rates in the active and the control arms.
Since the observed endpoints are not equal to the true endpoints, X; and Y; are just
estimates of the true treatment effects. If X/ and ¥/ denote the corresponding

true treatment effects, then the surrogacy relationship is the relationship between
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X! and Y/™¢, not that between X; and ¥;. The SBRCMB approach doesn’t take
into account the influence of estimation errors in both X; and ¥;, which may lead

to a biased result.

Second, 14 of the 23 trials have more than 2 arms, which leads to correlated
contrasts since the contrasts from the same trial share the same control arm. There-
fore, even if we believe the estimation errors are negligible so that the relationship
between Y; and X; should be an excellent approximation to the relationship be-
tween ¥/™¢ and X/"™¢, the WLS approach is still not appropriate because some of

the Y;s are correlated.

Third, the SBRCMB choices for the weights used in the WLS estimation are
quite mysterious. SBRCMB simply state that the weights are chosen because they
reflect the information conveyed by each trial. Suppose that there is no estimation
error, and all the ¥;s are independent so that it is reasonable to use the WLS ap-

proach. Then are these weights appropriate?

In the following subsections, we discuss each of these potential problems. We
start with the appropriateness of the weights under the assumption that the WLS
approach is reasonable. Then we discuss the correlation issue. Finally, we discuss
the more fundamental issue of the influence of estimation errors in estimating the

surrogacy relationship.

3.3.1 The Appropriateness of the Weights

In this section, we focus on the relationship between Y; and X;, and assume that all

the Y;s are independent. Furthermore, we assume that all the X;s are fixed.
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We assume the following regression model:
Yi= o+ Bxi+&, (3.7)

where E (&) = 0, Var(g;) = 7 and all the &;s are independent. Then theoretically,
the weight w; for Y; should be proportional to the inverse of the variance of g, i.e.

W; o< Ti—z_ We use x; instead of X; here because x;s are assumed to be fixed.

In the following text, we omit the subscript i on every quantity to simplify
notation. Let R, and R, be the observed annualized relapse rate in the active and
the control arms respectively from a certain trial. Let R/"¢ and R be the corre-
sponding true annualized relapse rates. Then Y = log 2—‘: and Y =log %. Note
that since R, and R, are from different arms with diffefent patients, it is rclatural to
consider them to be independent. Similarly, we consider R'"¢ and R¢ also to be

independent.

Suppose that there are N, and N, patients in the active and control arm re-
spectively, and assume that all N, + N, patients have the same number of years of
follow-up for the relapse data, namely T'. Then, let F; denote the total number of

relapses of the jth patient in the active arm. We assume:
E(F;|R™) =TRJ™, Var(Fj|RI") =¢ - TR, (3.8)

where ¢ is a dispersion parameter, describing how the variance of the number of
relapses is related to its expectation. If ¢ = 1, this corresponds to a Poisson as-
sumption. We assume that ¢ is the same for all the patients in all the trials. Thus,

¢ has neither subscript j nor subscript i.

Then, = is this patient’s annualized relapse rate. From the above assumption,

we have: e
. Ra

T

F; F;
E(|RG) = Rg", Var(Z2|R7"™) = ¢ (3.9)
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By definition, the observed annualized relapse rate in the active arm is:

. Fi+F+.. +Fy,

R
“ TN,

(3.10)

Then, by the delta method and the Central Limit Theorem, we obtain the following

approximation to the conditional distribution of logR;:

¢

logRa|Rl‘a}’ue %N(lOgRZrueaw) (311)
Similarly, for the control arm, we have:
¢
loch‘RtCrue %N(IOgR[Cme,W)' (3.12)

Unconditionally, we have:

Var(logR,) = Var(E(logR,|R¢)) + E(Var(log Ry |R.["¢)) (3.13)

~ Var(logR!I"®) + %E(@)’

and similarly, for the control arm, we have:

Var(logR.) = Var(E(logR.|R!""¢)) + E(Var(log R.|R."¢)) (3.14)
~ Var(logRl'"e) + TLME(#)

The independence assumption for R, and R, leads to:

Var(Y) = Var(log 2—‘;) = Var(logR,) + Var(logR.)
~ Var(logR"") + Var(log RI"¢) + %(iE(ﬁ) + ]%E(R,}ue ).

!
a

(3.15)

From the above formula, we can see that the variance of Y depends on the distri-

bution of R/™¢ and R!/™¢ as well as on the unknown parameter ¢.
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If we include the subscript i, (3.15) is actually Var(Y;) = Var(logR!"¢) +
Var(logRIM¢) + %(Nl E(Rtm) + 5 E(R,m)), fori=1,2,...,40. Now we assume
all the R'*“s are 1dent10ally distributed. We think all the treatments included in
the SBRCMB dataset have similar mechanism of action, so the distribution of the
R!¢ describes how the true clinical endpoint varies across contrasts. Similarly,
we assume all the thﬁ?’ “s are identically distributed. As a result, the variances and

the expectations in (3.15) are constant across trials.

One way to estimate E ( me) and E( R"W) is to average all the R,s and all the
R.s across the contrasts and take their inverse. For the SBRCMB dataset, we ob-
tain £ (i) ~ 1.43 and E (77 ) ~ 1.10.

Let 6 denote Var(logR!["¢) + Var(logR¢). Then the variance of ¥ can be

written as:
143 1.10

2
7=V 0+ . 3.16
ar(Y) = 0 +9 (0 + 70 (3.16)
The values of T, N, and N, all depend on the contrast leading to Y. If we let
c= lT;\‘; + IT}\,Z and include the subscript i, we have:
7 =0+ ¢c;. (3.17)

Based on (3.17), we can examine the appropriateness of the weights used in
the SBRCMB approach. If w; = Neomplete, - \/ f"llow‘uliz(momhs)i is appropriate, then

w; should be proportional to the inverse of the variance of the estimated clinical

outcome; that is:

a a 1 6 ¢
i= = —=—+T¢, 3.18
W 2 0+¢c = w; a+acl ( )

where a is an arbitrary proportionality constant. The above result implies that if

we draw the scatter plot of (c;, i) the points should gather around a straight line.
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Figure (3.3) compares w;s to ¢;s and Figure (3.4) compares wfs to ¢;s. In both
scatter plots, the points approximately gather around a straight line. This suggests,
if the assumptions we made in this section are reasonable, then both weights used
by SBRCMB also seem reasonable. From these two plots, we would expect the

w;s and w's to perform similarly.

3.3.2 Correlation of the Contrasts

The WLS approach is appropriate when the response variables are independent.
However, this is not the case for the SBRCMB data. As mentioned before, 14
of the 23 trials have more than 2 arms. So, if two contrasts are from the same
trial, then the estimated treatment effect on the clinical endpoint from these two

contrasts are correlated, because the two contrasts share the same control arm.

For example, let Y| and Y, be two estimated treatment effects on the clinical
endpoint from the same three-arm trial. Then, Y} = log %1 and ¥> =log %2’ where
R,1,R4 and R, are the observed annualized relapse rates in the first active arm, the
second active arm and the control arm respectively. Because R,; and R, are from

different arms with different patients, we assume they are independent. Then:

R R
Cov(Y1,Ys) = Cov(log =L Tog ~*2) = Var(logR.). (3.19)
R, R,

Now, it is clear that Y| and Y, are correlated. An immediate way to address this
correlation in the regression model is to use generalized least squares. However,

from the last section, we know that:

¢

1.10¢
TN,

TNC '

Var(loch) ~ Var(logRtC”‘e) + ) P~ Var(]ogRtCme) +

E( (3.20)

true
RC

To make use of generalized least squares, we need to estimate the covariance be-

tween any two correlated ¥; and Y;. But the estimate of that covariance requires
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an estimate of Var(log R!"¢), the variance of the logarithm of the true annualized
relapse rate across all the trials, and the unknown parameter ¢. These two quan-
tities are difficult to estimate without assuming a more complicated model. We
will address this question in the next chapter by developing a more comprehen-

sive model.

3.3.3 Influence of Estimation Errors

As mentioned at the beginning of this chapter, the relationship of real interest is
between Yi’ e and Xit e However, we cannot observe Ylf "¢ and Xl-’ e directly, but
can only use Y; and X; to estimate them. Suppose the true surrogacy relationship
is:

E(Y[™|X!™) = o+ BX!™ (3.21)

Then, the question is: when we use ¥; and X; in place of Yl-’ "¢ and X{’”e to estimate
o and f3 as was done by SBRCMB, how good are these estimators?

In this section, we consider X{ "¢ as random rather than fixed. We think it is a
reasonable assumption for the SBRCMB dataset. Since all the patients included in
the study received treatments that are considered to be of the same type, it is then
natural to think of all the true treatment effects from the different trials as coming
from a single probability distribution. To simplify the discussion, we assume ¥/
and X/ are bivariate normally distributed. The conditional expectation of ¥/
given X/ is given in (3.21), and the conditional variance of Y/""¢ given X" is
denoted as 72. Also, let ux and G)% represent the expectation and the variance of

X!™¢_Then, the bivariate normal distribution of ¥/™¢ and X!™* is:
y!irue Q 2 (72 T2 62
) o [ (P (ProxET Bo)) 3
X; Hx Box Ox
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If we could observe Y/™¢ and X!"™, then the OLS estimators based on Y/

and X/™¢ for B and o are unbiased and consistent. Because:

Z (X;rue o X'true) (Y.true . Ytrue)
i i

ﬁ - y (Xfrue _)_(true)Z ’
l

(3.23)

where X" and ¥/ are the averages of all X/"““s and Y/"*s included in the study,

then:
E(B)=E(E(B|IX"))=E(B) =B, (3.24)

where X'"¢ represents the collection of all X/"“s. For consistency, note that

Y (Xitrue _Xtrue)z/n ﬁ) Var(Xitrue) _ 0.)% and ¥ (Xitrue _Xtrue) (Yitrue o Ytru;)/n ﬂ)

Cov(Y!™e X!"¢) = B2, where n is the number of contrasts. So, f3 RS % =B.
A similar argument can be made for &. Note that:

(’\x — Ytrue _ BXtrue‘ (325)

Then it is clear that E(&) = E(E(&|X"™"¢)) = E(o.+ BX"™ — BX"") = E(at) =
o, and & 5 (o0 + Bux) — Bux = a.

However, if we can only observe Y; and X;, then the OLS estimator for 3

becomes: _ _
s LXi—X)(Yi—7Y)

P (20

where X and Y are the average of all X;s and Y;s included in the study. Conse-

quently & =Y — BX . Are these estimators still unbiased and consistent?

Consider the following simple model. Let e; and f; represent the estimation

errors on X/™¢ and Y/ respectively:

Xi=X"+e; and Y;=Y/™+f. (3.27)
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. y
We assume e; ~ N(0,8%) and f; YN (0, 62). Furthermore, we assume that ¢; and
fi are independent and are independent of X/“¢ and Y/ for all i. As a result, we

obtain the joint distribution for the estimated treatment effects:

B\ o, ([ PRY Bog+7+o®  Pog |\ (3.28)
X; Ux ﬁG)% G§+52

It follows that:

E(Y|X) = a+pB +B—G’%(x~— )
i|Ai) — ,uX G§+52 i .uX
Bog ) ( o} >
_ _ _PO% % \x. 3.29
(OHB“X ol ot )" g o2 + 82 .29

Analogous to (3.23) and (3.24), we now have E(f) = f8 which means f3

. Ox

03 +682°

. . . . .. ~ S, P

is not an unbiased estimator of 3. For consistency, it is also clear that § = ¢> —
XX

2 ~
B—X. So, B is also not a consistent estimator of 8. Similar conclusions hold
0z+62

for &.

2
%
p
ox+0

under this model, when there exist estimation errors in the regressor, the expecta-

Note that the coefficient

is always less than 1 unless % = 0. Hence,

tion of the OLS estimator is always smaller than its true value. This is called the
attenuation effect in regression. As demonstrated, this effect does not disappear
even when the sample size goes to infinity. So, when the estimation error is not
negligible (i.e. 87 is not very small relative to G)%), the OLS estimator is not a
good estimator. On the other hand, we see the estimation errors in the response
variable don’t affect the unbiasedness and consistency property of the OLS esti-

mator.
For more complex situations such as when the estimation errors are not iden-

tically distributed, or the Xi” “¢ is fixed rather than random, it can be shown that

the OLS estimator is still biased and inconsistent. The WLS estimator can also
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be shown to be biased and inconsistent when there exist estimation errors in
the regressor, no matter what kind of weights are applied to the data. For the
SBRCMB dataset, since some trials included only a modest number of patients,
non-negligible estimation errors must exist in the estimated treatment effects from
those trials. Therefore, the OLS (WLS) estimator will tend to underestimate the

true regression coefficient.

Furthermore, using simple linear regression may lead to incorrect assessment
of the surrogacy relationship. For example, in the above model, if no estimation
errors exist, then the coefficient of determination R? is the square of the sample

correlation coefficient between ¥;/"¢ and X!"™. From (3.22), we have:

[Z (Xitrue - thrue)(Yitrue _ Ytrue)]Z P ﬁ26§

R*= , = :
Z (Xitrue _Xtme)z Z (Yitme _ Ytrue)Z G)%(Bzﬁ)% + TZ)

(3.30)

However, if estimation errors exist, and (3.28) is assumed, the coefficient of de-

termination becomes

oo LE-RDE-TF , po
TLX—XPL TP (0318 (Bog + oY)

(3.31)

When estimation errors exist, 62 and 82 are always larger than 0, so the coefficient
of determination tends to underestimate the square of the correlation coefficient
between Y/™¢ and X/"™¢, which may lead to a false conclusion about the surro-

gacy relationship. The coefficient of determination is 65% from SBRCMB with

wg’ = 1. However, the correlation between the true treatment effects on the clini-
cal endpoint and on the surrogate endpoint may be higher, which means a better

surrogacy relationship.
In the next chapter, we will re-analyze the surrogacy relationship with a more

comprehensive approach to take into account the existence of estimation errors
and the correlated contrasts in the SBRCMB dataset.
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Chapter 4

Lesion counts as a Surrogate
Endpoint in RRMS: A More

Comprehensive Approach

In this chapter, we use the SBRCMB dataset to re-analyze the surrogacy rela-
tionship between the MRI lesion count and the annualized relapse rate at the trial
level. We start with modeling the true treatment effects (the surrogacy relation-
ship) in the single-contrast clinical trials and develop the conditional distribution
of the observed endpoints given the true endpoints to account for the estimation
errors. Similar models are then generalized to the multiple-contrast trials to ad-
dress the issue of the correlated contrasts. Once all components of the model
are constructed, the model parameters are estimated based on “normal estimating
equations”. The results are then compared with those obtained from the SBR-
CMB approach and the estimated surrogacy relationship is evaluated as well as its

usefulness in practice.
In each arm, we define the true clinical endpoint as the true annualized relapse

rate, which is the expected value of the observed annualized relapse rate. In fact,

every patient in the same arm has his/her own observed annualized relapse rate,
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and we assume they all have the same probabilistic distribution whose expectation
is the true annualized relapse rate (as defined in Section 3.3.1). Similarly, we de-
fine the true surrogate endpoint as the true MRI lesion count per scan per patient,
which is the expected value of the observed MRI lesion count per scan per patient.
So, corresponding to the estimated treatment effects defined through the observed
endpoints, we define the true treatment effects on the endpoints as the log ratio
between the true endpoints in the active arm and in the control arm. We aim to

assess the relationship between these true treatment effects.

4.1 Model for the Single-contrast Clinical Trials

4.1.1 Model for the True Treatment Effects

In the SBRCMB dataset, there are 9 single-contrast trials. For each of these 9
trials, let R;"¢ and RU“¢ denote the true annualized relapse rates in the active
arm and in the control arm, and let M/"*¢ and M'™¢ denote the true MRI lesion
counts per scan per patient in the active arm and in the control arm. Then the

rue

true treatment effect on the clinical endpoint is defined as Y'"™¢ = log % and the
true

true treatment effect on the surrogate endpoint is defined as X'™¢ = log A% We

assume the following bivariate normal model for these two true treatment effects:

y!rue 2
X Hx Oyx Oy

Since different trials consist of different patients, we assume that the true treat-
ment effects are independent across trials. The model (4.1) is assumed to be true
for all the contrasts from all the single-contrast trials. This is reasonable because
all the trials in the dataset are included to examine the effects of treatments with
similar mechanisms of action and therefore we hope to see a similar relationship

between the true treatment effect on the the clinical endpoint and on the surrogate
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endpoint across all the trials with this type of treatment. We omit the subscript i

for the ith trial in our notation throughout the following development.

The distribution in (4.1) is specified in an unstructured form. To express the
surrogacy relationship, we represent the moments of the conditional distribution

of Y€ on X' as:
E(Ytrue |Xtrue) _ a+BXtrue and Var(ytrue |Xtrue) — 72 4.2)

The parameter 3 is our primary interest, as it measures the strength of the surro-
gacy relationship. If B is 0, then the MRI lesion count is not a surrogate for the
annualized relapse rate for this type of treatment at the trial level, since knowledge
of the true treatment effect on the MRI lesion count doesn’t help to predict the true
treatment effect on the annualized relapse rate. The parameter « is also of interest
and we expect it to be small. If o is not O, there is a part of the true treatment
effect on the annualized relapse rate that is unexplained by the true treatment ef-
fect on the MRI lesion count per patient per scan. The parameter 72 represents the
precision of this linear relationship; that is, how precisely we can predict the true
treatment effect on the annualized relapse rate given the true treatment effect on
the MRI lesion count.

The Prentice definition (1.1) describes a prefect surrogate relationship: no
treatment effect on the surrogate endpoint implies no treatment effect on the clin-
ical endpoint and vice versa. In our context, (1.1) requires both o and 72 to be
0, while  must not be 0; that is, the relationship between Y"*¢ and X""™¢ is de-
terministic and multiplicative: Y*¢ = BX'"™¢ However, such a perfect surrogacy

relationship will seldom be realized in practice.
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Using the parametrization specified in (4.2), we can rewrite (4.1) as:

rue 2.2 2 2
Yime Ny o+ P ux | B GxﬂzLT ﬁO;X _ 4.3)
X Hx Boy Ox

4.1.2 Model for the Observed Annualized Relapse Rate and
MRI Lesion Count Per Patient Per Scan

Let R;,R. and M,, M, denote the observed annualized relapse rates and the ob-
served MRI lesion counts per patient per scan on the active and control arms. To
derive the probability distribution of R, and R, we use the same assumptions used
in Section 3.3.1 and follow the notation used there (except we use ¢; now instead

of ¢). As a result, we have:

r r (Pl

log Ra| Ry ~ N(l0g Ry, 7o) (44
r " 1

log Re|RI™ ~ N(log R, TR (4.5)

Similarly, for the observed MRI lesion count, let G; denote the cumulative
number of MRI lesions of the jth patient from the active arm on the K scans ob-
tained for this patient during the follow-up time 7. (As in SBRCMB, we assume
the follow-up time for the MRI data is the same as the follow-up time for the re-
lapse data, all the patients in a trial have the same follow-up time 7', and all the

patients in a trial have the same number of scans K.) We then assume:

E(G;|M") = KM™,  Var(Gj|M{™) = ¢p - KMI™, (4.6)
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where ¢, is a dispersion parameter describing how the variance of the MRI lesion
count is related to its expectation. As for ¢y, we assume that ¢ is the same for all

the patients in all the trials. Thus, @, has neither subscript j nor subscript i. Then:

G; G true
E(SLIMI ) =M™, Var(ZL M) = g2 =% @)
By definition, the observed MRI lesion count per patient per scan is:
GI+Gy+..+G
M, — 1+Gy+...+Gp, . 4.8)

KN,

Then, by the delta method and the Central Limit Theorem, we obtain the following

approximation to the conditional distribution of logM,;:

r r ¢
IOgMa |M£I = N(lOngl Me, W) (49)
Similarly, for the control arm, we have:
, . 92
log M. |M"™" ~ N(log M, W> (4.10)

4.1.3 Model for the Estimated Treatment Effects

From (4.4), it is clear that R, and R are not independent, which is reasonable
since the observed clinical endpoint should depend on the true clinical endpoint.
Now, we assume that given R7“¢, the conditional distribution of log R, is indepen-
dent of R™¢, M'™¢ and M™; that is , if we already know R”“¢, the additional

information of R'/"¢, M'¢ and M'™¢ does not help to predict logR,,.

It is natural to think that R"¢ and M'™¢ affect neither R, nor R'"¢. The pa-

tients in the active arm and in the control arm are distinct, and the patients in the
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active arm received the treatment while the patients in the control arm did not, so
it seems obvious that the behavior of the patients in the control arm should not
affect the behavior of the patients in the active arm. For M/"¢, we could think that
if it affects Ry, that effect would be only through R, Therefore, instead of (4.4),

we make the stronger assumption that:

o1

true __ rue frue 7.
log RalU™™ = log Ra|Ry™ ~ N(log Ry™ 7 iz

), 4.11)
where U'"¢ = (RITue Rirve pirue pirue)T’ The same argument leads to the corre-

sponding results for log R.|U"™¢ logM,|U"™¢ and log M, |U""™¢.

Furthermore, we make the additional model assumption that logR,,logR.,logM,,
and log M, are conditionally independent, given U. The motivation for this as-
sumption is the intuitive notion that each observed quantity is only affected by the
corresponding true quantity. So if all the true quantities are given, the observed
quantities are supposed to not affect each other. Then, if U = (Ra,RC,Ma,MC)T,

we have:
lOg Rlarue TNf]lgtarue 0 0 0
log Rirue 0 e 0 0
togulume =Ny | | 225 L S
IOgMa 0 0 W 0
log Mérue 0 0 0 KNCq;lgltme

Let Y =log % and X = log % denote the estimated treatment effects on the
clinical outcome and on the surrogate outcome respectively. We can express Y

and X in terms of U':

Y 1 -1 0 O
=AlogU, where A = . (4.13)
X 0 0 1 -1
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Combining (4.3) and (4.12), we obtain the approximations to the first two
moments of the estimated treatment effects:

o+ Bux

Ux
4.14)

Y
E (X) =E(AlogU) = E(E(AlogU | U"™¢)) = E(AlogU"™¢) =

Y
Var (X) = Var(AlogU) = Var(E(AlogU | U"")) + E(Var(AlogU | U"™¢))

~
~

(B0} +72) + A E (k) + 2 E (k) Bog
Boy 0% + x5, E (e + 507 E (3qoe)
(4.15)

Unlike these marginal moments, the marginal distribution of the estimated
treatment effects is difficult to derive. In fact, to obtain the marginal distribution
of (¥,X)”, we need to make additional distributional assumptions about U’"*¢, On
the other hand, as N, and N,, the number of patients in the active arm and in the
control arm increase, the influence of the estimation errors become small. As a
result, the observed endpoints approach the true endpoints and the estimated treat-
ment effects approach the true treatment effects. Since in (4.1) we assume that the
true treatment effects follow a joint normal distribution, we may think the normal
distribution with moments given by (4.14) and (4.15) is a reasonable approxima-
tion to the true distribution of (¥, X) for large N, and N,.

4.2 Model for the Multiple-contrast Clinical Trials

Besides the 9 single-contrast trials, there are 12 two-contrast trials, 1 three-contrast

trial, and 1 four-contrast trial. In each of the two-contrast trials, there is a control
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arm, a high dose arm and a low dose arm. For each of the 12 two-contrast tri-
als, let R/[* and R represent the true annualized relapse rate in the high dose
arm and in the low dose arm respectively, and let M”*¢ and M’ represent the
true MRI lesion count per patient per scan in the high dose arm and in the low
dose arm respectively. Then, the true treatment effects from the high dose versus
control contrast can be expressed as Y{""¢ = log % and X{"™¢ = log % and the
true treatment effects from the low c%ose versus ccc)ntrol contrast can bé expressed

tr M
as Y, Irue log R"W and X3 frie — log Mrme Here, we also omit the subscript i for the
ith trial.

To take into account the fact that these two pairs of true treatment effects,
(y{™e, x{™e) and (Y3™¢,X3™¢), are correlated, we assume a joint normal distribu-
tion for them. Focusing on (¥{"¢, X{™¢) or (Y3™¢, X1™¢) individually, the marginal
distributions of both of these pairs should be the bivariate normal distribution
(4.3). This is because we are examining the effects of treatments with similar
mechanism of action; whether two contrasts are from one trial or from different
trials, they should reflect the same surrogacy relationship. However, to determine
the joint distribution of these four quantities, we also need to specify the covari-

ance structure between (¥{™¢, X1"™¢) and (Y3™¢, X™¢).

Assuming independence among the true endpoints from different arms, we

have:

Cov(¥{™, Y€)= Cov(log ghir . log e) = Var(logRI™),  (4.16)
Cov(X{r, X}¢) = Cov(log e 10g yiihe) = Var(logMi™™),  (4.17)
Cov(Y{™¢ X"} = Cov(log R,me,log the) = Cov(log R log M'™¢)(4.18)

true true

Cov(Yi™e X{"™¢) = Cov(log er,log Mfrue) = Cov(log R log M!™¢)(4.19)

In principle, these covariances represent 3 new parameters in the joint distri-
bution of (Y{re, xirue yiruwe xirue)T in addition to the parameters @, , iy, 07, T2
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that appear in (4.3). However, note that, Var(Y{™¢) = Var(log R!{**) +Var(log RI"),
where Var(logR!“) represents the variability of the log of the true annualized
relapse rate in the high dose arm across trials and Var(logR"¢) represents the
variability of the log of the true annualized relapse rate in the control arm across
trials. So, even though in a given trial, log R"** and log RI"* may be quite differ-
ent due to the treatment effect, the two variabilities across trials may not differ too
much. To simplify our model, we assume Var(log R"}*) = Var(log R™"¢). Under

this assumption, from (4.3), we obtain:
1 1
Cov(Y!™e Y1) = Var(log R"™) = EVar(yl"m’) = 5(/320)% +12).  (4.20)
The assumption that Var(logM!//**) = Var(log M."*¢) similarly leads to:

1 1
Cov(X[™¢ Xi¢) = Var(logM'™¢) = 5Var(xfm) = Eo,%. (4.21)

. Rt‘rue Ml‘rue
At the same time, note that Cov (Y|, X{"™) = Cov(log ziw,10g 374w ) =

Cov(log R Tog M) 4-Cov(log RI™¢  log M), where Cov(log R . log M"/*¢ )
measures how closely the two true endpoints on the high dose arm are related
across trials, and Cov(log R log M"*¢) measures how closely the two true end-
points on the control arm are related across trials. Even though the true rela-
tionship between the two endpoints on the high dose arm may be quite differ-
ent from that on the control arm, the two measures of closeness may not differ
too much. Thus, to simplify our model, we assume Cov(logR!/[* logM*) =

Cov(log R log M'™¢). Under this assumption, from (4.3), we obtain:

Cov(Y{™e X3"¢) = Cov(Y3"™¢,X{"™¢) = Cov(log R log M"™¢)  (4.22)

= 1Cov(Y{m™e Xx!rue) = 1ol

All these assumptions lead to the joint distribution of the true treatment effects
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in a two-contrast trial:

Yy o+ Bux Brog+1*  Bog 3(B*og+7’) zBog
el AL R
yirue o+Bux || 5(B*ci+1%) iBoi PBZoi+tr  Pop
e M o
(4.23)

To derive the probabilistic structure of the estimated treatment effects in a
two-contrast trial, we first focus on the conditional distribution of the observed
endpoints given the true endpoints. Let U = (Ry1,Ru2,Re,Ma1,Mu,M,)T and
girue = (Ririe Rirue Rirue ppirue ppivie ppirue)T represent the observed and true

endpoints respectively. We assume that logU|U"""¢ has the same stochastic be-
havior as logU|U"™¢ in the single-contrast trials. Then, as in (4.12), we have:

logU|U"™¢ =~ Ng(U"™*, diag o , o , o ; 02 ; L ; iz ),
TNIRT’ TNLR7% TNRI™e " TN,M7 TNyMU3 TN Mirve
(4.24)

where “diag” indicates a diagonal matrix.

Then, combining (4.23) and (4.24), the estimated treatment effects, Y1 = log %1,

AA/{[“C‘ and X; = log Af;cz , have the following approximations to

Y, =log %2, X1 =log

their first two moments:

Y1 X
<Y1,X1,Y2,X2>Tw<<z >,<Zl ;)>, (4.25)
3 2
(13
x

where
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and

o [BrR @)+ 75 E Gse) + 7 E (e Bo?
1:
Box 0% + Ky E Ggpe) + K37 E (e
s _ [BPoxt ) + 7z E () + 7 E () Bo?
2:
Bo? 0X+K¢ E(M,,W)+K¢ E(M,m)

™
o)
I

3(BoE +72) + A E (k) 3Bo%
1o} S0} + &-E (s

Similarly as in the single-contrast trial, the marginal distribution of the esti-
mated treatment effects are difficult to derive, since we need to make additional
distributional assumptions about U""#¢. As before, we may think the normal dis-
tribution with moments given by (4.25) is a reasonable approximation to the true
distribution of (Y1, X,Y2,X>)” for large N,1,N,2 and N,..

For the single three-contrast trial we have 6 estimated treatment effects, and
for the single four-contrast trial we have 8 estimated treatment effects. Deriv-
ing the first two moments of those 6 and 8 estimated treatment effects proceeds
analogously to the above development for the 4 estimated treatment effects in the

two-contrast trial.

4.3 Parameter Estimation

From (4.25), we have approximations to the first two moments of the estimated
treatment effects. In order to estimate the model parameters, we use the normal
estimating equations: that is, we pretend the estimated treatment effects are multi-

variate normally distributed with the mean vector and variance covariance matrix
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given by (4.25). Then maximum likelihood estimates (MLE) of the model param-

eters are obtained by maximizing the “normal likelihood”.

In addition to the parameters of primary interest, o, 3, Ly, G)%, 72, ¢ and ¢»,
there are several nuisance parameters in the covariance matrices that appear in this
“likelihood” function, namely the expectations of the reciprocal of the true relapse
rates and lesion counts such as E( Iﬁ) and E(W) in (4.25). When fitting the

model, to avoid too many parameters to be estimated in the maximization proce-

dure, we treat these terms as known and replace them by estimates.

As mentioned in Section 3.3.1, we assume that all the R/"*s in different con-
trasts have the same distribution and all the R*¢s in different contrasts also have

the same distribution. As a result:
E(R'™) = E(RI{*) = E(R'), for all the contrasts. (4.26)
Also, from (3.8), (3.9) and (3.10), we know that:
E(Ra) = E(E(Ra|R{")) = E(RS™). (4.27)

From the delta method, we have the rough approximation:

1 1 1

=~ = . 4.28
RZrue ) E (RZrue) E (Ra) ( )

E(

This means that we can use the observed annualized relapse rates to estimate the
nuisance parameter E (@) From the total of 40 contrasts, we estimate £ (ﬁ)
by the inverse of the average value of the 40 observed annualized relapse rates
on the active arms. We estimate E (ﬁ) similarly using the observed annualized
relapse rates on the 23 control arms. i%y the same argument, we estimate E (W)
and £ (W) by using the observed MRI lesion counts per patient per scan f;lom

the 40 active arms and the 23 control arms respectively. As a result, we have
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E(gyw) ~ 1.43, E (g ) = 1.10, £ (57 ) = 0.57 and E (gme ) = 0.41.

true true
D MY M

To maximize the “normal likelihood”, we use the R function optim. The max-
imization procedure is based on the Nelder-Mead method [16]. The optimization
process is “two-staged”: after obtaining the optimized parameter estimates from
each initial value, we set these as an initial value and run the optimization again
to obtain a final result. The reason for doing the two-stages is that the first stage

often converges to a local minimum.

To avoid negative estimates for ox and 7 in the optimization, we re-parameterize
them as Ny =log(ox) and 1 =log(7). The first set of initial values for &, B, fix, fix,
f,¢; and ¢ were -0.02, 0.55, -0.69, -0.04, -1.21, 1.5 and 1.5. The values for &
and 3 are from the SBRCMB result, the values for flx, fjx and 1] are based on the

method of moments, and the values for ¢; and ¢, are chosen somewhat arbitrarily.

We then tried 999 different sets of random initial values, generating these ini-
tial values from independent uniform distributions. Specifically, we generate ini-
tial values for &,ﬁ,ﬂx, flx, A, ¢1 and @ uniformly on (—0.5,0.5), (0,1), (—2,0),
(—4.5,0.5), (—5,0), (0.01,10) and (0.01,20) respectively. Nearly all of these
initial values led to convergence to a very similar optimization result. We choose
the estimate which returned the smallest negative log “likelihood” as the final so-

lution.

To calculate the standard errors of the parameter estimates based on the asymp-
totic normality of the MLE, we invert the negative hessian matrix of the log “like-
lihood” function and evaluate it at the parameter estimates. We also calculate
standard errors for the parameter estimates based on the jackknife method, where
we consider the 23 clinical trials as units and estimate the parameters after “leav-
ing one out”. We generate 23 different subsets of the original 23 clinical trials;
the ith subset is without the ith clinical trial. If the estimate of 8 from the ith
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subset is ﬁ(i), then the jackknife estimate of the standard error of 3 is given by
[% Y (ﬁ(i) — B(,))Z]O'S, where ﬁA(,) is the average of all B(i)s [17]. Strictly speaking,
this is not an appropriate application of the jackknife method, since different trials
have different numbers of patients and different numbers of arms, which cause the
estimation errors in different trials to be not identical. So the resulting estimated

standard errors should be viewed as only “rough and ready” approximations.

The parameter estimates and the corresponding estimated standard errors are
shown in Table 4.1 and the estimated asymptotic correlation matrix of d,B,[fx,
6)%, 22, ¢; and ¢, based on the MLE method is:

1.000  0.776 —0.056 —0.394 —-0.002 —0.442 0.468
0.776  1.000  0.108 —-0.479 —-0.007 —-0.414 0.444
—-0.056 0.108 1.000 —-0.106 —-0.002 —-0.158 0.194
R=|-0394 —0479 —0.106 1.000 0.003 0215 —0.410
—0.002 —-0.007 —-0.002 0.003 1.000 —-0.001 —0.004
—0.442 —-0.414 -0.158 0.215 -0.001 1.000 —0.557
0.468 0.444 0.194 —-0.410 —-0.004 —-0.557 1.000

(4.29)

Table 4.1: Results of the Model Fit

a B Hix Ox” 12 01 [0
Value 0.081 | 0.622 | -0.713 | 0.521 | < 0.001 | 0.825 | 37.427
Normal SE | 0.084 | 0.074 | 0.156 | 0.167 | < 0.001 | 0.383 | 19.932
Jackknife SE | 0.105 | 0.150 | 0.179 | 0.198 0.003 0.498 | 33.496

Although that all the jackknife standard errors are larger than the corresponding
MLE standard errors, the results of the statistical tests for significance of the esti-

mates are consistent from these two methods (except for ¢;).
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Recall that Y'"™¢ = log % and X'™¢ = log % When a treatment has a bene-
ficial effect, we expect a lov:/er MRI lesion count( and a smaller relapse rate, which
means Y"¢ < (0 and X""*¢ < (. Therefore, an increase in the true treatment ef-
fect corresponds to a decrease in Y""¢ and in X""*¢. So, B = 0.622 means that on
average, a one unit increase in the true treatment effect on the MRI lesion count
per patient per scan is associated with a 0.622 unit increase in the true treatment
effect on the annualized relapse rate. Note this value is larger than the 3 =0.55
obtained with the SBRCMB approach (see Table 3.1). As the SBRCMB approach
didn’t take into account the estimation errors, their regression coefficient of 0.55
may underestimate the association between the true treatment effects due to the

attenuation effect.

Although the value for & of 0.081 is larger than the & = —0.02 from the
SBRCMB approach, its approximate 95% confidence interval still covers 0. The
estimate of & being not significantly different from 0 is consistent with a good sur-
rogacy relationship, since there is no strong indication of part of the true treatment
effect on the annualized relapse rate being unexplained by the true treatment effect
on the MRI lesion count per patient per scan. Finally, the value for 22 is almost
0, which suggests a nearly perfect linear relationship between the true treatment
effects. One can predict the true treatment effect on the annualized relapse rate al-
most without error based on the true treatment effect on the MRI lesion count per
patients per scan. As mentioned at the end of Section 4.1.1, the Prentice definition
requires that & = 0 and 72 = 0. So, under our model assumptions, the MRI lesion

count per patient per scan appears to be a very good surrogate endpoint.

2
tri

ship. Analogous to (2.14) and (2.15), B 26)% + 72 represents the uncertainty of pre-

Buyse et al. [13] suggest to use R;, ; to evaluate the true surrogacy relation-

dicting the true treatment effect on the clinical endpoint without the information

of the surrogate endpoint, and 72 represents the uncertainty with the information

of the surrogate endpoint. Thus, the difference [326)% represents how much we
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gain from using the surrogate. From Table 4.1, we have

4242
X 6
REia = % ~ 1. (4.30)
X

The estimate of thn. ., Of almost 1 suggests a very good surrogacy relationship.

As aresult, we can say that, at the trial level, the MRI lesion count per patient per

scan has been validated as a surrogate endpoint for the annualized relapse rate in

2
trial

almost 1 may not guarantee a high precision in predicting the true treatment effect

RRMS. However, the estimate of 7> being almost 0 or the estimate of R>.. , being
on the annualized relapse rate in a new trial. In Section 4.5, we will assess this

using the estimated surrogacy relationship to make such predictions.

As noted earlier, the jackknife method may not be very appropriate since the
23 trials which we treat as units cannot be considered as a random sample. Of
course, the standard errors calculated by the MLE method is also approximate,
because we don’t have the true likelihood. In the following sections, we use the
standard errors based on the asymptotic normality of the MLE to develop our re-

sults.

4.4 Comparison between the Comprehensive
Approach and the SBRCMB Approach

In a contrast from a new clinical trial (we use the subscript “0” to denote this new
contrast), if we know the true treatment effect on the MRI lesion count per patient
per scan, X", we can use it to predict the true treatment effect on the annual-
ized relapse rate, Yér “¢. In practice, however, there are only a limited number of
patients included in any trial and we only have the estimated treatment effect X.
So, we need to use X instead of X{)’ “¢ to predict Yér “e. that is, we want to use

the surrogacy relationship to predict the treatment effect on the clinical endpoint
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based on the estimated treatment effect on the surrogate endpoint.

To identify the relationship between Y™ and Xy, first note that Cov (Y™, Xy) =
E(Y{™Xy) — E(Y[™)E(Xo). We assume this new trial has similar inclusion cri-
teria and involves the same type of treatment as the 23 trials included in the SBR-
CMB dataset. So, from (4.3) and (4.14), we have E(Xy) ~ E(X)™). Let U™ =
(Rirue Rirue ppirue pirue)T denote the true endpoints from the new contrast. Then,
from (4.12), we have E(Y[™“Xy) = E(E(Y})"““Xo|Uj™¢)) ~ E(Y§™°X™). There-

fore:
Cov(Yéme,Xo) ~ E(Yér”eXéme) —E(Yé”‘e)E(Xéme) = Cov(Yé””, (’)’”e). 4.31)

As aresult, we have the following approximation to the moment structure for Y™
and Xj:

Yotrue N a_'_B[uX ﬁZG)%—}—TZ ﬁG}%
Xo Ux ’ B G)% G)% + K:;\ZIHQE (Mggue) T K(?szcoE (MZIG”“’)
(4.32)

where K is the total number of scans on each patient in the new trial, and N, N

are the number of patients in the active and control arms in the new trial respec-

tively.

The point prediction for Y™ can be based on E(¥}™¢|Xo), but determination
of a prediction interval for Y™ requires information on the conditional distribu-
tion of Yé”‘e given Xy. To derive this distribution, we use the normal distribution
with moments given by (4.32) as an approximation to the joint distribution of
Yé’ “¢ and Xp. The joint distribution is unknown, but as N,y and N, the number
of patients included in this new trial becomes larger, the estimation error on the
estimated treatment effect Xy, becomes smaller, and the estimated treatment effect
approaches the true treatment effect X)"°. We may think the bivariate normal dis-

tribution is a reasonable approximation for large N, and N,o.
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Under this bivariate normal approximation, we have:

2
E(Y{™|Xo) = a+ Bux (1 - (,;;‘H )+ Gf‘j;, Xo, (433)
Var(Y™|Xo) = B0z (1 — 0'2+H )+ 12 (4.34)

where Hy = K% ~E ( M,m) + K¢2 E( M,m) So, the point prediction of ¥/ from
a future contrast, given the value of Xy = xp from that contrast, is:
A A2

A A A/\ G G
X X

o & | [ | 1
where Hy = 5~ F ( M;;)"e) + g E ( Mi_g”‘f) As earlier, E( M,m) and (E (W»
will be treated as known and replaced by the inverse of the average value of the
40 and 23 MRI lesion counts per patient per scan from the active and control arms

in the SBRCMB dataset.

The prediction interval for Yj™¢ given Xy = xo can be based on the random
variable:
WO — Ytrue( ) Ytrue( ) (436)

Note that given Xy = xo, ¥;™(xo) and Y1 (xo) are independent, so Var(Wp) =
Var(Y§™ (x )) + Var(Y§™(xp)). From (4.34), we know that Var(Y[™(xo)) =
B*c2(1 - P H —X_) 4 72 Furthermore, the delta method can be used to approxi-

mate Var(¥} true (x0)). Specifically, let y denote the asymptotic covariance matrix
of &, 3, fix, 62 and ¢, and let g denote the partial derivatives of E(Y1"™| Xy = xo)
with respect to «, B, [y, 62 and ¢, (see Appendix B). Then:

Var(Y{™(xo)) ~ g" - Zw - g. (4.37)
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As a result,

2

Var(Wy) ~ B0z (1 — )+ 4 ¢l Ty g (4.38)

Note that, Wy is asymptotically normally distributed, so the approximate 95%
prediction interval for Y™ (xo) can be given by:

Yire (xo) £ 1.964/ Var(Wy), (4.39)

where, Var(Wy) = f263(1 — Az i

derivatives and the asymptotic varlance covariance matrix of the parameter esti-

) + 22487 .5y -4, and §,Sw are the partial
mators evaluated at their estimated values.

Figure 4.1 shows the comparison between the SBRCMB results and the com-
prehensive results in predicting Y™ from Xy. Although the regression relation-
ship modeled in the SBRCMB approach is between the two estimated treatment
effects, for this purpose, we pretend it is between the true treatment effect on the
clinical endpoint and the estimated treatment effect on the surrogate endpoint.
The SBRCMB prediction line is y = —0.02 + 0.55x while the prediction line for
the comprehensive model is given by (4.35). To allow a specific illustration in
the figure, we fixed Ky at 6 (the median number of total scans among the 40 con-
trasts in the SBRCMB dataset) and N, N.o at 50 (the median number of patients
among 23 placebo and 40 active arms in the SBRCMB dataset); for these values,
104 —I—B,ux( 62—|—2H ) ~ 0 and 158 0.50, so (4.35) becomes y = 0.50x. The

A2 H
points represent the 40 pairs of estunated treatment effects from the SBRCMB

dataset.
From Figure 4.1, we can see that for X between -4 and 1 (the range of X in the

SBRCMB dataset), the two prediction lines don’t differ much: the point predic-

tions for ¥/ based on X, from these two approaches are close. However, when
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— - - SMRCMB
—— Comprehensive

15

1.0

True Treatment Effect on the Clinial Endpoint

Estimated Treatment Effect on the Surrogate Endpoint

Figure 4.1: Regression Prediction Lines: the SBRCMB Approach (y =
—0.02 + 0.55x) and the Comprehensive Approach with Ky = 6 and
Ny = Ny =50 (y = 0.50x).

X <0, the prediction line from the comprehensive approach is above that from the
SBRCMB approach. Note that, when X < 0, the treatment in the new trial shows
a beneficial effect on the surrogate endpoint. When Y™ < 0, the true treatment
effect on the clinical endpoint is beneficial, and more negative Y™ values repre-
sent greater beneficial effects. So, Figure 4.1 implies that for a future trial with
moderate sample size (50 patients in each arm, for example) and a total of 6 scans,
if the treatment shows a beneficial effect on the surrogate endpoint, the true treat-
ment effect on the clinical endpoint predicted by the SBRCMB approach is always
slightly greater than that predicted by the comprehensive approach. This means
when prediction of the true treatment effect on the clinical endpoint is based on

the estimated treatment effect on the surrogate endpoint (on which estimation er-
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rors exist), the SBRCMB approach may slightly overestimate the true treatment

effect on the clinical endpoint.

Figure 4.2 shows another comparison between the SBRCMB results and the
comprehensive results in predicting Y™ from X/)™¢. We pretend that the SBR-
CMB approach models the regression relationship between the two true treatment
effects; the prediction line is y = —0.02 4 0.55x. The prediction line from the
comprehensive model is also given by (4.35), but now we choose N, and N, to
be infinity, to reflect the case that the future trial includes sufficient number of pa-
tients so that the observed treatment effect on the surrogate endpoint estimates the
true treatment effect with negligible error. When N,o and N,¢ are infinity, (4.35)
becomes y = 0.08 + 0.62x.

2 4 --- SMRCMB
——— Comprehensive: no estimation error
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Figure 4.2: Regression Prediction Lines: the SBRCMB Approach (y =
—0.02 + 0.55x) and the Comprehensive Approach with Ky = 6 and
Ny =Ny = (y =0.08 +-0.62x).
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From Figure 4.2, we see the two prediction lines intersecting at X = —1.39.
true
Note that exp (X)) = Moo and exp(—1.39) = 0.25. So X" = —1.39 means

Mg
the treatment leads to a 75% reduction in MRI lesion count per patient per scan in

the new trial, which is a large beneficial effect. Therefore, when the true treatment
effect on the surrogate endpoint is available, the SBRCMB approach may under-
estimate/overestimate the true treatment effect on the clinical endpoint if the true

treatment effect on the surrogate endpoint is larger/smaller than this value.

We can also compare the point predictions of the two approaches for the 40
contrasts included in the SBRCMB dataset. The SBRCMB approach still uses the
prediction line y = —0.02 4+ 0.55x to predict all of the ¥;"™“s. But since each con-
trast has a different total number of scans and different numbers of patients, the
comprehensive approach yields point predictions of the ¥;j™“s that are no longer

on a straight line.

Figure 4.3 and Figure 4.4 show the comparison between the SBRCMB results
and the comprehensive results in predicting Y™ from Xo, for the 40 contrasts in
the SBRCMB dataset. In Figure 4.3, the solid points represent the point predic-
tions for the 40 contrasts from the comprehensive approach, and the transparent
points represent the pairs of estimated treatment effects. In Figure 4.4, the point
predictions from the comprehensive approach are plotted against the correspond-
ing predictions from the SBRCMB approach.

From Figure 4.3 and 4.4, we can see that the point predictions for the true
treatment effect on the clinical endpoints from the two approaches are generally
very close. However, when Xy < 0, all the predictions from the comprehensive
approach are larger than the corresponding predictions from the SBRCMB ap-
proach. So, for those contrasts where the treatments show beneficial effects on
the surrogate endpoint, the SBRCMB approach may overestimate the true treat-

ment effects on the clinical endpoint. Again, this is because none of those trials
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Figure 4.3: Point Predictions for the 40 Contrasts
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Figure 4.4: Comparison of Point Predictions for the 40 Contrasts
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include infinite number of patients, so estimation error exists in the measurement
of the treatment effect on the surrogate endpoint. The SBRCMB prediction may
be a little more liberal due to its failure to take into account the estimation error.
The point A in Figure 4.3 and 4.4 shows the effect of estimation error on predict-
ing the true treatment effect on the clinical endpoint clearly. Note that this point
deviates substantially from the remaining points. This point represents the single-
contrast clinical trial which has only 10 patients in each arm. So the estimation

error in the measurement of the treatment effect on the surrogate endpoint is very

pog .
» 53+l
much smaller than 3. This is why the point A deviates substantially from the rest

large. From (4.35), we know that when N,y and N,y are very small

of the points in the y direction. This means, with a large estimation error in the
measurement of the treatment effect on the surrogate endpoint, a large estimated
treatment effect on the surrogate endpoint may not be associated with a large true

treatment effect on the clinical endpoint.

We can also compare the prediction intervals of the two approaches. The
prediction interval for Yj™¢(xo) from the comprehensive approach can be calcu-
lated from (4.39), and the prediction interval from the SBRCMB approach can be
calculated from the standard regression method. (To do so, we pretend the SBR-
CMB approach models the regression relationship between the true treatment ef-
fect on the clinical endpoint and the estimated treatment effect on the surrogate
endpoint.) Table 4.2 shows the result of the approximate 95% prediction intervals
of exp (Y3 (xo)) for the 40 contrasts included in the SBRCMB dataset. Note that

Rtru . .
exp (Yj™¢) = &%, which represents the true treatment effect on the annualized

- Ril(‘)ue )
relapse rate in a future contrast, expressed as a percentage. Table 4.2 is ordered
based on the magnitude of exp (Xp) = %“8 , the estimated percentage treatment ef-

fect on the surrogate endpoint. The first column is the ID of the contrast in the
SBRCMB dataset (see Appendix A).

67



Table 4.2: Comparison of the Approximate 95% Prediction Intervals for
exp (Y§™¢(xo)) for the SBRCMB and Comprehensive Approaches

Contrast SBRCMB Comprehensive

ID exp (%o) Point Interval Point Interval

3 0.02 0.12 (0.02, 0.60) 0.29 (0.12,0.72)
29 0.04 0.17 (0.08, 0.35) 0.23 (0.13,0.42)
20 0.08 0.24 (0.12, 0.49) 0.27 (0.18, 0.40)
21 0.11 0.29 (0.15,0.58) 0.32 (0.22,0.47)
28 0.17 0.37 (0.30, 0.45) 0.38 (0.29, 0.50)
15 0.19 0.39 (0.14, 1.09) 0.45 (0.28,0.74)
25 0.30 0.50 (0.26, 0.95) 0.53 (0.38,0.74)
4 0.32 0.52 (0.14, 1.95) 0.60 (0.33,1.12)
14 0.34 0.54 (0.19, 1.53) 0.59 (0.37,0.95)
8 0.35 0.55 (0.33,0.91) 0.58 (0.43,0.78)
40 0.36 0.55 (0.18, 1.68) 0.62 (0.34,1.12)
1 0.37 0.56 (0.21, 1.48) 0.63 (0.35,1.12)
26 0.39 0.58 (0.30, 1.12) 0.61 (0.43,0.87)
27 0.40 0.58 (0.30, 1.14) 0.62 (0.44, 0.88)
2 0.41 0.59 (0.22, 1.59) 0.65 (0.36, 1.16)
36 0.44 0.62 (0.25, 1.51) 0.66 (0.44, 0.99)
10 0.47 0.64 (0.38, 1.09) 0.68 (0.49, 0.94)
24 0.47 0.64 (0.34, 1.21) 0.68 (0.49, 0.94)
6 0.48 0.65 (0.30, 1.40) 0.69 (0.34,1.41)
38 0.51 0.67 (0.27, 1.63) 0.71 (0.47, 1.05)
7 0.58 0.72 (0.43, 1.20) 0.77 (0.57, 1.03)
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Table 4.2: (continued)

Contrast SBRCMB Comprehensive

ID xp (%o) Point Interval Point Interval

5 0.67 0.78 (0.53, 1.16) 0.80 (0.49, 1.30)
33 0.67 0.78 (0.47, 1.30) 0.82 (0.58, 1.16)
18 0.69 0.79 (0.52, 1.20) 0.85 (0.66, 1.08)
9 0.76 0.84 (0.49, 1.44) 0.89 (0.64, 1.23)
19 0.82 0.88 (0.38,2.04) 0.89 (0.56, 1.40)
30 0.88 0.91 (0.55,1.51) 0.97 (0.73, 1.30)
39 0.91 0.93 (0.38, 2.26) 0.95 (0.63,1.42)
11 0.92 0.93 (0.37,2.35) 0.95 (0.62, 1.45)
23 0.96 0.95 (0.75,1.21) 1.00 (0.71, 1.41)
32 1.04 1.00 (0.59, 1.70) 1.04 (0.72, 1.49)
16 1.06 1.01 (0.17,5.97) 0.90 (0.48, 1.68)
37 1.11 1.03 (0.42,2.53) 1.05 (0.70, 1.58)
22 1.16 1.06 (0.84, 1.35) 1.11 (0.78, 1.57)
17 1.27 1.11 (0.19, 6.60) 0.95 (0.51, 1.79)
13 1.35 1.15 (0.45,2.98) 1.14 (0.73, 1.77)
31 1.47 1.21 (0.71, 2.07) 1.29 (0.94, 1.77)
34 1.61 1.27 (0.61, 2.68) 1.18 (0.71, 1.96)
35 1.69 1.31 (0.62,2.79) 1.20 (0.71,2.01)
12 1.74 1.33 (0.51, 3.45) 1.29 (0.82,2.02)
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From Table 4.2, we find that the lengths of the prediction intervals from the
comprehensive approach are generally shorter than those obtained from the SBR-
CMB approach (34 out of 40 are shorter), which indicates that the comprehensive
approach gives more precise prediction. This can be explained by the existence
of estimation error in the measurement of the treatment effect on the clinical end-
point. Although we pretend that the SBRCMB approach can be used to predict
Y3™e, it actually predicts Yy. Since in general, ¥ is more variable than Y™, it

may not be surprising that the SBRCMB prediction intervals tend to be wider.

Figure 4.5 illustrates this information. The solid points and the solid lines rep-
resent the point predictions and the 95% prediction intervals from the SBRCMB
approach, while the hollow points and the dashed lines represent those from the
comprehensive approach. It is clear from the figure that most of the prediction
intervals from the comprehensive approach are shorter than those from the SBR-
CMB approach.

The second column of Table 4.2 is the estimated percentage treatment effect
on the surrogate endpoint. If Xy < O or equivalently, exp (Xo) = %—‘C‘((; < 1, then
the treatment showed a beneficial effect on the surrogate endpoint in the contrast.
Among the 40 contrasts, there are 30 contrasts where %—‘ﬁ < 1. For those contrasts,
we expect to see beneficial true treatment effects on the clinical endpoint; that is,

rue

exp (Yj™) = % < 1. However, based on the comprehensive approach, among
those 30 contrasts, only 14 have 95% prediction intervals that don’t contain 1.
So for the other 16 contrasts, we get inconclusive prediction results for the true
treatment effect on the clinical endpoint. The SBRCMB results are less definitive;
only 7 contrasts have 95% prediction intervals that don’t contain 1. In the next
section, we will study how the magnitude of the estimated treatment effect on the
surrogate endpoint and the number of patients influence the prediction interval of

the true treatment effect on the clinical endpoint.
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4.5 Assessment of the Estimated Surrogacy
Relationship in Practice

For the MRI lesion count per patient per scan to be a useful surrogate endpoint in
practice, it must provide precise enough information on the true treatment effect
on the annualized relapse rate. Table 4.3 investigates the influence of the magni-
tude of Xy (or exp (X)) and the sample size N9, N0 of the future contrast on the
prediction interval for ¥}™¢(xo) (or exp (¥j™¢(x0))) calculated from the compre-
hensive approach. When calculating the prediction intervals, we fix Ky = 6. We
set N0 = Ny = Np and vary Ny from 10 to 600 (the number of patients in the arms
in the SBRCMB dataset range from 8 to 627). We also vary exp (Xp) from 0.02
to 1.8 (the values of exp (Xp) in the SBRCMB dataset range from 0.024 to 1.742).
The entries in Table 4.3 are the point predictions and approximate 95% prediction

intervals for exp (Y™ (xo)).

From Table 4.3, first we note that, within each column (i.e., given the value of
the estimated treatment effect on the surrogate endpoint), the length of the approx-
imate 95% prediction interval for the true treatment effect on the clinical endpoint
becomes shorter as Ny increases. This is expected, since larger Ny represents more
information on the new contrast, and the prediction will be more precise. The last
row in Table 4.3 represents the situation when a new trial includes infinite number
of patients. In such a case, the estimation error in the measurement of the treat-
ment effect on the surrogate endpoint becomes negligible. However, we see the
prediction interval for exp¥™¢(Xy) doesn’t shrink to a point: even if we know
the true treatment effect on the surrogate endpoint, we still cannot predict the true
treatment effect on the clinical endpoint without error. From Table 4.1, we know
that £2 ~ 0, which suggests a nearly perfect linear relationship between the true
treatment effects. Therefore, the uncertainty in the last row of Table 4.3 is due
to the fact that the surrogacy relationship is not estimated precisely enough (other

parameters such as o and B are not estimated precisely enough).
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Table 4.3: Influence of the Sample Size Ny and the Magnitude of the Estimated Treatment Effect on the Sur-
rogate Endpoint on the 95% Prediction Intervals for the True Treatment Effect on the Clinical Endpoint
for Trials with Ky = 6 Scans per Patient. The Entries are the Point Predictions and Approximate 95%

€L

Prediction Intervals for exp (Y™ (xo)).

exp (Xo)
No 0.02 0.1 0.2 0.5 0.8 0.9 1.0 1.5 1.8
10| 028 0.44 0.54 0.70 0.80 0.83 0.85 0.96 1.01
(0.11,0.70) | (0.21,0.93) | (0.27, 1.07) | (0.36, 1.35) | (0.41. 1.55) | (0.43, 1.61) | (0.44, 1.66) | (0.49, 1.89) | (0.51,2.02)
20 0.20 0.37 0.49 0.70 0.84 0.88 0.92 1.08 1.16
(0.09, 0.44) | (0.20, 0.70) | (0.27,0.87) | (0.41, 1.21) | (0.49. 1.46) | (0.51, 1.53) | (0.53, 1.60) | (0.61, 1.91) | (0.65, 2.07)
50 | 0.14 031 0.44 0.70 0.89 0.94 1.00 1.22 1.34
(0.08, 0.24) | (0.20, 0.50) | (0.29, 0.67) | (0.47, 1.05) | (0.60, 1.33) | (0.63, 1.41) | (0.66, 1.49) | (0.81, 1.86) | (0.88, 2.05)
100 0.12 0.29 0.42 0.70 0.91 0.98 1.03 1.30 1.44
(0.07,0.19) | (0.20, 0.41) | (0.31, 0.58) | (0.52,0.95) | (0.67, 1.25) | (0.71, 1.33) | (0.76, 1.42) | (0.93, 1.80) | (1.02, 2.02)
200 0.11 0.27 0.41 0.70 0.93 1.00 1.06 1.34 1.50
(0.07, 0.16) | (0.20, 0.36) | (0.32, 0.53) | (0.56, 0.89) | (0.73, 1.18) | (0.78, 1.27) | (0.82, 1.36) | (1.02, 1.77) | (1.12, 2.00)
600|  0.10 0.26 0.40 0.70 0.94 1.01 1.07 1.38 1.54
(0.06, 0.15) | (0.20, 0.34) | (0.33, 0.49) | (0.60, 0.83) | (0.78, 1.13) | (0.83, 1.22) | (0.88, 1.31) | (1.09, 1.74) | (1.19, 1.99)
oo 0.10 0.26 0.40 0.70 0.94 1.02 1.08 1.40 1.56
(0.06, 0.15) | (0.20, 0.33) | (0.34,0.46) | (0.63,0.78) | (0.82, 1.09) | (0.87, 1.18) | (0.92, 1.23) | (1.13, 1.73) | (1.23, 1.98)




Recall that, exp (Xp) = %—i‘g and exp (Y[™¢) = f%. So, when a new treatment
is efficacious, we hope to observe exp (Xp) < 1 and expect exp (¥j™) < 1 (i.e.,
the upper bound of the approximate 95% prediction interval to be less than 1). On
the other hand, when a new treatment has a negative effect, we hope to observe
exp (Xo) > 1 and expect exp (¥j™¢) > 1 (i.e., the lower bound of the approximate

95% prediction interval to be larger than 1).

The last two columns of Table 4.3 represent the situation when the treatment
shows medium or large negative effects on the surrogate endpoint (the treatment
is 50% or 80% worse than the control in terms of the observed surrogate end-
point), so we hope to see the lower bound of the prediction interval larger than
1. This only happens when Ny > 200 for exp (Xo) = 1.5 and when Ny > 100
for exp (Xp) = 1.8. So for negative observed treatment effects on the surrogate
endpoint to imply negative true treatments effects on the clinical endpoint, a new
contrast needs to include a large number of patients. For those contrasts with a
medium or small number of patients or with a less extreme observed treatment
effect on the surrogate endpoint, conclusive predictions for the true treatment on

the clinical endpoint will not be possible.

The 6th and 7th columns of Table 4.3 represent the situation when exp (Xp)
is close to 1; that is, the estimated treatment effect on the surrogate endpoint is
beneficial but the magnitude is small. We see all the prediction intervals within
these two columns contain 1 even when Nj is infinite. This suggests that when a
new treatment shows only a small beneficial effect on the surrogate endpoint, we
will not be able to determine if this treatment really has an effect on the clinical
endpoint based on the estimated surrogacy relationship. In other words, the esti-

mated surrogacy relationship is not very helpful in such a situation.

The 5¢h column of Table 4.3 shows the situation when exp (Xp) = 0.5, which

represents a medium beneficial estimated treatment effect on the surrogate end-
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point (50% reduction in the observed surrogate endpoint). However, when Ny <
100, the prediction intervals all contain 1. So, when a new treatment shows a
medium beneficial effect on the surrogate endpoint, we will only be able to con-
clude this treatment has an effect on the clinical endpoint if the new trial includes

sufficient patients.

The first 3 columns of Table 4.3 represent the situation when exp (Xp) is close
to O; that is, the estimated treatment effect on the surrogate endpoint is benefi-
cial and the magnitude is very large. When Ny > 20, all the prediction intervals
exclude 1. This means we are 95% sure that an observed beneficial treatment
effect on the surrogate endpoint corresponds to a true beneficial treatment effect
on the clinical endpoint. On the other hand, how precisely we can determine the
magnitude of the true treatment effect on the clinical endpoint is also of interest.
This precision is indicated by the length of the prediction interval. Note that when
Ny <50, the lengths of all the prediction intervals are no less than 0.3 except for
the case when Ny = 50 and exp (Xp) = 0.02. As Ny = 50 is a typical size for a
phase 2 clinical trial in RRMS, this suggests the prediction of the true treatment
effect on the clinical endpoint may not be very precise for a phase 2 clinical trial
of small or medium size. On the other hand, when Ny > 100, all the lengths of the
prediction intervals are smaller than 0.25 except for the case when Ny = 100 and
exp (Xo) = 0.2. This indicates the prediction is relatively precise when a trial has

a large number of patients.

We also investigate the relationship between Ny and the value of exp (Xy) for
which the prediction interval for exp (¥§™¢) excludes 1 (we fix Ko = 6). Burzykowsky
and Buyse [18] introduced a similar concept called the “surrogate threshold ef-
fect”. This value represents the least extreme value of the estimated treatment
effect on the surrogate endpoint from which we can obtain a conclusive predic-
tion for the true treatment effect on the clinical endpoint. In Figure 4.6 and Figure

4.7, we plot the “threshold value” of exp (Xp) against Ny. Figure 4.6 shows the re-
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sult when a treatment shows a beneficial effect on the surrogate endpoint (Xy < 0),
and Figure 4.7 shows the result when a treatment shows a negative effect on the

surrogate endpoint (Xo > 0).

From Figure 4.6, we see that when the treatment shows a beneficial effect on
the surrogate endpoint, the threshold value increases as Ny increases. A larger
threshold value represents a smaller estimated treatment effect on the surrogate
endpoint. So, for a contrast with large number of patients, even though we ob-
serve only a relatively small treatment effect on the surrogate endpoint, we can
still conclude that the treatment has a beneficial effect on the clinical endpoint.
The threshold value for Ny = 50 is exp (Xp) = 0.46, which means in order to con-
clude that a new treatment has a beneficial effect on the clinical endpoint for a
contrast with 50 patients in each arm, this treatment has to be observed to be at
least 100% — 46% = 54% better than the control on the surrogate endpoint. Simi-
larly, for Ny = 10, 20, 100, 200 and 600, the threshold values are 0.14, 0.30, 0.55,
0.61 and 0.67. Note that the asymptote for the curve is 0.71, which indicates the
threshold value obtained when Ny = c. So, when we try to predict the true treat-
ment effect on the clinical endpoint based on the estimated surrogacy relationship,
we require the new treatment to be at least 29% better than the control on the sur-
rogate endpoint in order to conclude that there is a true beneficial treatment effect

on the clinical endpoint.

From Figure 4.7, we see that when the treatment shows a negative effect on
the surrogate endpoint, the threshold value decreases as Ny increases. We can in-
terpret Figure 4.7 in a similar way as Figure 4.6. For example, here the threshold
value for Ny = 50 is 2.39, which means in order to conclude that a new treatment
has a negative effect on the clinical endpoint for a contrast with 50 patients in
each arm, this treatment has to be observed to be 139% worse than the control on
the surrogate endpoint. Note that the asymptote here is 1.19. So, when we try to

predict the true treatment effect on the clinical endpoint based on the estimated
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surrogacy relationship, we require the new treatment to be at least 19% worse
than the control on the surrogate endpoint in order to conclude that there is a true

negative treatment effect on the clinical endpoint.

In conclusion, the estimated surrogacy relationship is useful in predicting the
true treatment effect on the clinical endpoint when the treatment shows a large
effect on the surrogate endpoint and the number of patients in the contrast is large
(e.g. exp (Xp) = 0.1 and Ny = 100). However, when the treatment shows a moder-
ate beneficial effect on the surrogate endpoint (e.g. exp (Xp) = 0.5), the prediction
is not very precise (the prediction interval is wide). When the treatment only
shows a small beneficial effect on the surrogate endpoint (exp (Xp) > 0.71), using
the estimated surrogacy relationship will lead to an inconclusive result for the true

treatment effect on the clinical endpoint.

From (4.30), we know that the true surrogacy relationship may be very good
or nearly perfect. Nevertheless, the surrogate endpoint may not be very useful in
predicting the true treatment effect on the clinical endpoint unless the treatment
shows a large effect on the surrogate endpoint. Furthermore, even if a new trial
includes sufficient number of patients so that we can measure the treatment effect
on the surrogate endpoint perfectly, we still cannot predict the true treatment effect
on the clinical endpoint without error. These may be explained by the limited
number of trials included in the SBRCMB dataset. Since we only have 23 trials,
we may not estimate the true surrogacy relationship precisely. So, use of the

estimated surrogacy relationship may not result in a very precise prediction.
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Chapter 5
Conclusions and Discussion

In a clinical trial, a surrogate endpoint is used as a substitute for the clinical end-
point to assess the treatment effect. Using a surrogate endpoint instead of the
clinical endpoint can shorten the period of a clinical trial, or reduce the number of
patients needed in a clinical trial, and therefore reduce the cost. However, before
a potential surrogate endpoint can be formally employed in practice, it must be
validated. Use of an invalidated surrogate endpoint can lead to an incorrect con-
clusion about the treatment effect and thus use of the treatment in future may lead

to ineffective or even harmful impact on patients.

A potential surrogate endpoint can be validated in a single clinical trial or in
multiple clinical trials if the multiple trials study the same or similar treatments.
When the validation is carried on in multiple trials, the validation process can be
based on the summary information of each trial or on the individual patient data,
depending on whether the individual patient level data is available. When indi-
vidual patient level data is not available, we lose the possibility of examining how
closely a surrogate is related to the clinical endpoint in individual patients, but
retain the ability to evaluate the relationship between the treatment effects on the

surrogate and the clinical endpoints.
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In RRMS clinical trials, changes in MS brain lesion patterns determined by
MRI reflect the underlying MS disease pathology and hence may be the best can-
didate for a surrogate endpoint. In this report, we studied whether the MRI lesion
count per patient per scan can serve as a surrogate endpoint for the annualized re-
lapse rate, which is the most commonly used clinical endpoint for RRMS clinical
trials. The SBRCMB dataset only includes summary information from 23 clinical
trials. Two different approaches (the SBRCMB approach and the comprehensive
approach) are applied to the SBRCMB dataset to assess this potential surrogacy

relationship.

The SBRCMB approach discussed in Chapter 3 uses simple linear regression
with weighted least squares estimation, where the response and the explanatory
variables are the estimated treatment effects on the clinical and the surrogate end-
points from each contrast, and the weights are chosen to account for the influence
of different numbers of patients and different durations of contrasts. However,
this approach treats the estimated treatment effects as the true treatment effects
(doesn’t take into account the estimation errors) and ignores the correlation struc-

ture among contrasts from the same trial.

The comprehensive approach discussed in Chapter 4 assumes a multivariate
normal distribution for the true treatment effects to take into account the corre-
lation structure among the contrasts from the same trial, and develops the con-
ditional distribution of the estimated treatment effects given the true endpoints.
The approximated marginal moments of the estimated treatment effects are then
determined. To estimate the parameters related to the surrogacy relationship, we

use the normal estimating equations.
The [§ from the comprehensive approach is 0.62, which is larger than 0.55

from the SBRCMB approach. So, the SBRCMB approach may underestimate the

association between the true treatment effects. Neither of the &s from the two
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approaches are significantly different from 0, which is consistent with a good sur-
rogacy relationship, since there is no strong indication of part of the true treatment
effect on the annualized relapse rate remaining unexplained by the true treatment

effect on the MRI lesion count per patient per scan. The SBRCMB approach ob-

2
trial

tains a weighted R> = 0.80, and the comprehensive approach obtains R?  ~ 1.
Both indicate a good surrogacy relationship. For the comprehensive approach,
R, ~ 1 is equivalent to £2 ~ 0, which indicates a negligible estimated condi-
tional variance of the true treatment effect on the annualized relapse rate given
the true treatment effect on the MRI lesion count per patient per scan. Under the
assumptions of the comprehensive approach, the Prentice definition about a surro-
gate endpoint requires that @ = 0 and 7 = 0. So, the MRI lesion count per patient
per scan appears to be a very good surrogate endpoint for the annualized relapse

rate.

To assess how good this estimated surrogacy relationship is in practice, we
predict the true treatment effect on the clinical endpoint for the 40 contrasts in-
cluded in the SBRCMB dataset. The point predictions from the two approaches
are very close, but those from the comprehensive approach are slightly larger than
those from the SBRCMB approach for most contrasts. So, for those trials which
showed beneficial treatment effects on the surrogate endpoint, the SBRCMB ap-
proach tends to predict slightly larger treatment effects than the comprehensive
approach. The interval predictions from the two approaches are quite different
however. The length of the prediction interval from the comprehensive approach
is generally shorter (34 out of 40 are shorter), which indicates the comprehensive

approach gives more precise prediction.

For the comprehensive approach, we also study how the number of patients
per arm and the value of the estimated treatment effect on the surrogate endpoint
affect the prediction interval for the true treatment effect on the clinical endpoint.

For a new contrast with infinite number of patients in each arm (i.e. the estimation
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error in the measurement of the treatment effect on the surrogate endpoint is neg-
ligible), we require the treatment to be observed to be at least 29% better or 19%
worse than the control on the surrogate endpoint, in order to avoid inconclusive
prediction for the true treatment effect on the clinical endpoint. For a new con-
trast with limited number of patients in each arm, we require the treatment to show
more extreme effects. For a typical phase 2 clinical trial in RRMS with 50 patients
in each arm and with 6 scans for each patient, we require the treatment is at least
54% better or 139% worse. Among the 30 contrasts included in the SBRCMB
dataset where the treatments show beneficial effects on the surrogate endpoint, 20
show treatment effects greater than 54%, while among the 10 contrasts where the
treatments show negative effects on the surrogate endpoint, only 4 treatments are
139% or more worse than the control. So, the estimated surrogacy relationship
could be useful in prediction when a treatment shows an beneficial effect on the
surrogate endpoint, but may not be useful in the contrary case. In addition, when
the number of patients per arm is around 50, the prediction interval is wide and
doesn’t yield a precise prediction, unless the treatment shows a very large effect

on the surrogate endpoint (e.g. > 90%).

In conclusion, the comprehensive approach shows that the underlying surro-
gacy relationship may be very good. In a typical phase 2 with around 50 patients in
each arm and with 6 scans for each patient, the estimated surrogacy relationship
can give precise prediction for the true treatment effect on the clinical endpoint
when the treatment displays a large effect on the surrogate endpoint. However,
when the treatment displays only a modest or a small effect on the surrogate end-
point, the prediction may be inconclusive or not precise enough. The reason for
this may be the limited number of trials included in the SBRCMB dataset: the
parameters related to the surrogacy relationship may not be estimated precisely
enough, which leads to a relatively wide prediction interval. To employ the surro-
gacy relationship to make predictions in practice, we may need information from

more trials to estimate the surrogacy relationship more precisely.
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The comprehensive approach we developed is in the spirit of Daniels and
Hughes [2] (DH) and Korn et al. [3] (KAM). Both construct models to assess
surrogacy relationships using summary results from multiple clinical trials. Both
DH and KAM use multivariate normal distributions for the true treatment effects
in their models to allow for correlated contrasts. However, DH starts with assump-
tions about the surrogacy relationship between the true treatment effects directly,
while KAM starts with assumptions about the true endpoints, where the influence
of the true surrogate endpoint on the true clinical endpoint is assumed to be the
same regardless of the presence of the treatment. Building the model from end-
points requires a more detailed specification and we think the KAM assumptions
may not be very appropriate in practice, so we started with assumptions about
the true treatment effects. On the other hand, both papers assume the estimation
errors in estimating the true treatment effects are independent from the true treat-
ment effects. In contrast, we assume they are dependent and large true treatment
effects are associated with small estimation errors. We think this dependence as-
sumption is more reasonable in practice. However, not making assumptions about
the true endpoints and the dependence estimation errors makes it difficult to ob-
tain the marginal distribution the estimated treatment effects in our model. If one
can find a reasonable assumption on the distribution of the true endpoints, then
the marginal distribution can be obtained, and the surrogacy relationship could
be re-estimated using the actual likelihood rather than the “approximated” like-
lihood. Furthermore, DH adopt a Bayesian approach to estimate the surrogacy
relationship. By choosing appropriate priors for the parameters, we could also
use a Bayesian approach to estimate the surrogacy relationship and compare the

results to those obtained in this study.
The SBRCMB dataset only contains summary information from each trial but

not the individual patient information. If the individual patient information is

available, one can re-analyze the surrogacy relationship using the individual pa-
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tient level data and compare the results for the estimated surrogacy relationship
with those from this study. In principle, the estimated surrogacy relationship from
the model with individual patient level data should be more precisely determined,
since this model includes more information. However, if the two results are close,
one may favor the model based on summary results. This is because it is much
easier to collect the summary results of each trial than to collect the individual
patient data from each trial, and the estimation process of the model with only
summary results may be much less computational intensive. Despite this, if the
individual patient information is available, one can assess how closely the surro-
gate endpoint is related to the clinical endpoint, (e.g. R;,; from Buyse et al. [13]),

which is useful for patient management.
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Appendix A

The SBRCMB Dataset

In the table that follows, the last four columns represent the observed endpoints
from each contrast: MRI = MRI lesion count per patient per scan; ARR = an-
nualized relapse rate. The symbol “C” means “control arm” and the symbol “A”
means “active arm”. Unless otherwise noted, entries in columns 1, 2, 3, 4, 5, 11
and 12 are copied from the supplementary table accompanying the SBRCMB pa-
per. Entries in the remaining columns are extracted or calculated from the original

papers where the results of the corresponding clinical trials are reported.
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68

Trial Contrast MRI SBRCMB | Follow-up | #of | # of Patients MRI ARR

ra ID Outcome Weight (months) | Scans | C A C A C A

1 1 Active T2 ¢ 37 24 6 17 17 0.82 | 0.30 | 1.27 | 1.17
1 2 Active T2 ¢ 36 24 6 17 17 0.82 | 0.33 | 1.27 | 0.84
2 3 Active T2 ® 14 6 6 10 10 3.37 1 0.08 | 2.00 | 0.34
3 4 Active T2 ® 20 6 6 14 14 422 | 1.37 | 1.29 | 0.57
4 5 Active T2 ? 233 24 2 82 83 2.40 | 1.60 | 0.82 | 0.67
5 6 New T2 59 24 2 19 23 3.65 | 1.75 | 1.31 | 0.45
6 7 CUA € 138 24 10 66 64 1.55 1090 | 1.28 | 0.91
6 8 CUA € 140 24 10 66 68 1.55 1 0.55 | 1.28 | 0.87
7 9 CUA € 123 12 6 97 87 1.70 | 1.30 | 1.08 | 1.08
7 10 CUAC 124 12 6 97 85 1.70 | 0.80 | 1.08 | 0.81
8 11 CUA € 41 6 6 43 44 1.48 | 1.37 | 0.98 | 1.00
8 12 CUA € 39 6 6 43 40 1.48 | 2.58 | 0.98 | 1.64
8 13 CUA € 39 6 6 43 40 1.48 | 2.00 | 0.98 | 1.47
9 14 New Gd 32 6 6 33 32 1.22 1 0.42 | 0.88 | 0.90
9 15 New Gd 33 6 6 33 32 1.22 1 0.23 | 0.88 | 1.07
10 16 New Gd 11 9 9 10 8 3.00 | 3.18 | 0.27 | 0.48
10 17 New Gd 11 9 9 10 8 3.00 | 3.80 | 0.27 | 0.88
11 18 New T2 207 9 9 120 | 119 | 1.52 | 1.04 | 1.21 | 0.81
12 19 CUA € 49 6 6 34 36 242 1198 | 1.29 | 1.50




06

Trial Contrast MRI SBRCMB | Follow-up | #of | # of Patients MRI ARR
ID Outcome Weight (months) | Scans | C A C A C A
13 20 CUA ¢ 74 6 6 71 68 1.62 | 0.13 | 0.51 | 0.09
13 21 CUA ¢ 77 6 6 71 74 1.62 | 0.18 | 0.51 | 0.22
14 22 New T2 758 14 1 467 | 471 |6.80|7.90 | 0.61 | 0.60
14 23 New T2 751 14 1 467 | 462 | 6.80 | 6.50 | 0.61 | 0.54
15 24 New T2 87 6 6 81 83 1.07 | 0.50 | 0.77 | 0.35
15 25 New T2 84 6 6 81 77 1.07 | 0.32 | 0.77 | 0.36
16 26 CUA ¢ 79 9 7 61 61 2.68 | 1.04 | 0.81 | 0.58
16 27 CUA ¢ 77 9 7 61 57 12.68|1.06 |0.81|0.55
17 28 Active T2 ? 1332 24 2 315 | 627 |550|095]0.73|0.23
18 29 New Gd 74 6 4 35 69 1.12 | 0.05 | 0.84 | 0.37
19 30 New Gd 1404 12 8 84 96 |0.72 | 0.64 | 0.44 | 0.46
19 31 New Gd 128 4 12 8 84 87 10.72 | 1.06 | 0.44 | 0.60
20 32 New T2 129 9 4 102 | 98 |240|2500.77 | 0.76
20 33 New T2 136 9 4 102 | 106 |2.40 | 1.60 | 0.77 | 0.52
21 34 CUA € 65 12 4 41 44 1450 7.251]0.50 | 1.00
21 35 CUA ¢ 63 12 4 41 42 | 450 |7.62|0.50 | 0.88
22 36 New Gd 444 6 6 49 50 1.73 1 0.77 | 0.53 | 0.44
22 37 New Gd 444 6 6 49 50 1.73 1 1.91 | 0.53 | 0.52
22 38 New Gd 444 6 6 49 50 1.73 1 0.88 | 0.53 | 0.56
22 39 New Gd 444 6 6 49 50 1.73 | 1.57 | 0.53 | 0.44
23 40 New Gd 28 6 5 19 19 1.03 | 0.37 | 0.63 | 0.42

“new, recurrent and enlarging T2 lesions

b

new and enlarging T2 lesions
“combined uniquely active lesions = recurrent and enlarging T2 lesions and new Gd enhancing lesions, avoiding double counting

dcalculated from the original papers; these differ from those in the SBRCMB paper



Appendix B

Partial Derivatives of
E (Y™ Xo = xo)

From (4.34), we have:

2 2
o o
EYtrLteX: — o+ 1— X + X X0,
(Y™ |Xo = xo) Brx( G§+H0) Bo§+H0 0
2
where Hy = ¢;| KO]lVaOE ( Mglgw) + Ko}VCoE( Mglgw)] = (o say. Let Ly = G}%?‘HO. Then:
E(Yémel)(() = xo) = —|—B,llx(1 —L()) +BLOXO-
So:
JE JE JE
o1, = puy(1-Lo) +L 2= = B(1-Ly),
Ja " B wx ( 0) + Loxo, I B( 0)
OE dLy Hy
_— —|— X y g
oL, Bux + Bxo 962 (02 + Ho)?
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JE  OE Ly 0
doi JdLydoy (Pix+Bxo) (03 +Hp)?’

8L0 o —G)% aHO —¢c

OHy  (0Z+Ho)? d¢p

JE _ OE dLydHy —0x

8(])2 - dLy dH) a(])z _( ﬁuX+BXO) (G)%—FHO)ZCO.

The entries of the partial derivative of g is then given by:

_(9E 9E 9E OE OE
8= \9a’ 9B dux 9ol 3¢
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