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ABSTRACT

Histologic tumor grade is a strong predictor of risk of recurrence in breast cancer. Nev-
ertheless, tumor grade readings by pathologists are susceptible to intra- and inter-observer
variability due to its subject nature. Because of this limitation, histologic tumor grade is
not included in the breast cancer stating system. Latent class models have been considered
for analysis of such discrete diagnostic tests with regarding the underlying truth as a latent
variable. However, the model parameters in latent class models are only locally identifiable,
that is, any permutation on the categories of the underlying truth can lead to the same

likelihood value.

In many clinical practices, the underlying truth is known associated with the risk of a
certain event in a trend. Here, we proposed a joint model with a Cox proportional hazards
model for time-to-event data where the underlying truth is a latent predictor and a latent
class model for multiple ratings of a discrete diagnostic test without a gold standard. With
the known association between the underlying truth and the risk of an event in a trend, the
proposed joint model not only fully identifies all model parameters but also provides valid

assessment of the association between the diagnostic test result and the risk of an event.

The modified EM algorithm was used for estimation with employing the survey-weighted
Cox model in the M-step. To test whether the known trend imposed on model parameters can

be assumed, we applied the Union-Intersection principle for the proposed joint model. The

1l



proposed method is illustrated in the analysis of data from the National Surgical Adjuvant
Breast and Bowel Project (NSABP) B-14 sub-study and through simulation studies.

The proposed method is relevant to public health fields, such as chronic diseases and psy-
chiatry, where some components of the initial diagnostics are subjective but have important
implications in patient management. Application of our method leads to accurate assessment
on the association between the diagnostic tests and the clinical outcomes and subsequently

significant improvement in decision-making on treatment or patient management.

Keywords: Discrete diagnostic test, Misclassification, Latent class model, EM algorithm,

Survey-weighted Cox model, Order restricted testing, Union-Intersection principle.
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1.0 INTRODUCTION

In cancer treatment, it is critical to diagnose cancer at early stage and administer the most
effective treatment option to obtain better prognosis. Diagnostic tests are often considered to
determine disease status along with several clinical factors and help physicians and patients
make decisions on treatment options. In clinical practice, however, the true disease status
called the ‘gold standard’ sometimes remains unknown because of either the subjective nature
of the diagnostic tests themselves or limited resources or ethical issues to operate a test on
all patients [14].

In breast cancer research, the histologic tumor grade has been well-known as a strong
predictor of breast cancer recurrence [9,20,22]. The histologic tumor grade is evaluated
by pathologists with a patient’s paraffin-embedded tumor tissue. After surgical removal of
breast tumor, patient’s tumor sample is embedded in a block of paraffin. Once the paraffin-
embedded tissue is ready, a pathologist evaluates the patient’s biopsy sample under a micro-
scope and determines patient’s tumor grade based on the Bloom-Richardson grading system.
The Bloom-Richardson grading system consists of the three features: tubular differentiation,
nuclear features, and mitotic counts (Table 1). Once each of these features is scored from
1 to 3, a primary tumor is graded into one of three categories based on the total sum of
these scores: Well, Moderately, and Poorly differentiated (correspond to Grade 1, 2, and 3,
respectively, See Table 2). A patient diagnosed with a lower tumor grade is more likely to
have better prognosis of breast cancer compared to one having a higher tumor grade.

Despite of the strong association between a histologic tumor grade and clinical out-
comes such as overall survival or disease-free survival, a histologic tumor grade has not been
included in the current breast cancer staging system of the American Joint Committee on

Cancer (AJCC) due to disagreements in tumor grade readings by different pathologists. Even



Table 1: The scoring in the modified Bloom-Richardson grading system

Tubule formation Score Mitotic counts Score Nuclear Grade Score

75% or more 1 1-10 1 Low 1
10-75% or more 2 11-20 2 Intermediate 2
10% or less 3 Greater than 20 3 High 3

Table 2: The modified Bloom-Richardson grading system: Tumor grade

Total score Histologic Tumor Grade

3toh Well-differentiated tumor (Grade 1)
6 to 7 Moderately-differentiated tumor (Grade 2)
8to9 Poorly-differentiated tumor (Grade 3)

pathologists use the same tumor grading system, such as the modified Bloom-Richardson
criteria, the subjective aspects of grading systems can cause substantial discrepancies in
tumor grade readings [12].

In the sub-study of the National Surgical Adjuvant Breast and Bowel Project (NSABP)
trial B-14, tumor grades from 668 tamoxifen-treated participants with node-negative, estro-
gen receptor-positive breast cancer were independently assessed by three experienced pathol-
ogists who followed the modified Bloom-Richardson grading criteria [20]. All three pathol-
ogists were blinded from any other clinical information except for participant’s tumor scan
of paraffin-embedded tissues and independently evaluated participant’s tumor grade [9,20].
The criteria has three categories of tumor grade: ‘well-differentiated’ grade (Grade=1) in-
dicating the least aggressive and slowly growing tumors, ‘moderately-differentiated’ grade
(Grade=2), and ‘poorly-differentiated’ grade (Grade=3) indicating highly aggressive and
progressed tumors.

In Theissig et al. [30], the agreements of tumor grade readings from three pathologists

based on the modified Bloom-Richardson criteria were reached 72.3% . In the sub-study of



the B-14 trial, however, the overall agreement in tumor grade readings from three patholo-
gists was only 43.3% and the agreements in tumor grade readings from any two pathologists
were ranged from 58.8% to 64.8 % [20]. The tumor grade reading data are shown in Table 3.
Given that each tumor grade reading is subject to misclassification, it is hard to determine
true tumor grade for each patient. Subsequently, the assessment of the association between
tumor grade and risk of breast cancer recurrence based on the readings from one pathologist
can be substantially biased. This result points out that the true tumor grade should be
identified to integrate tumor grade readings with other prognostic factors or biomarkers so
that the diagnostic test results can guide better treatment decision. With more accurate
diagnosis, patients with well-differentiated tumor can avoid over-treatment along with cyto-
toxic chemotherapy regimens. At the same time, patients with poorly-differentiated tumor

can get more intensive chemotherapy to improve their survival.

Latent class models for independent ratings of a discrete diagnostic test without a gold
standard have been widely studied [7,11,17,34]. Mostly in these models, the underlying
truth of the diagnostic test is considered as a latent variable and the multiple ratings given
the underlying truth are assumed mutually independent. The Pearson chi-square goodness-
of-fit test is usually employed to check whether the conditional independence assumption
holds or not [17]. Under some regularity conditions, the model parameters in a latent class
model are locally identifiable, that is, identifiable up to a permutation on the categories of
the underlying truth [7,11,17]. In our motivating example on tumor grade readings, we can
estimate the prevalence of three categories of tumor grade but cannot determine the actual
level of tumor grade due to the local identifiability. Dawid and Skene [7] proposed to pick
the set of estimates that yield higher classification rates for all raters. However, if some
pathologists have difficulties in classifying tumor grade, it is hard to justify the approach
proposed by Dawid and Skene.

In many circumstances, clinical outcomes that are associated with the underlying truth
in a known trend may be available. Instead of relying on Dawid and Skene’s strategy to
choose the set of estimates, we propose to incorporate auxiliary variables in a joint model
and to utilize a known trend in the association between the underlying truth and the risk of

a certain event for global identification. Under the condition that the multiple ratings given



the true status are independent of auxiliary variables, the parameters of interest in latent

class models for a discrete diagnostic test can be fully identified.

Joint models have been widely studied for modeling time-to-event data and longitudinal
outcomes or covariates measured with errors [13,15,16,31,35,36]. Typically, the time-to-event
data are modeled by the Cox proportional hazards model and the longitudinal covariates with
measurement errors are modeled by a random effects model [13,15,31,35,36]. These proposed
joint models are flexible and enhance the performance of prediction in clinical outcomes by
accounting for the measurement errors in covariates. However, these models require to
replace the true values of covariates with predicted values from a separate sub-model and so

this may entail additional assumptions for the specification of sub-models [13,15,16,31,35,36].

In this dissertation, the time-to-event data are also modeled by the Cox proportional
hazards model with using the underlying true tumor grade as a predictor in addition to
other classical clinical predictors. Instead of building a separate model with additional
covariates to predict the latent truth as Larsen (2004, 2005) [15,16], we incorporate the
latent class model for a discrete diagnostic test [7,11,17] into our proposed method without
requiring additional structures that ask an external information to predict the latent truth.
The proposed joint modeling of multiple independent ratings and time-to-event data not only
fully identifies the parameters in the latent class model but also provides valid assessment

of the association between the diagnostic test and the risk of the event of interest.

The rest of the dissertation is organized as following. In Chapter 2, we review the
existing methods for analyzing discrete diagnostic tests without a gold standard. After that,
we discuss the issue of local identifiability in latent class models and review the application
of the EM algorithm. This chapter also contains the reviews of the existing joint models
for time-to-event data and covariates with measurement errors or misclassification. The
overview of survey-weighted Cox model is also covered in this chapter. In Chapter 3, the
proposed joint model is introduced with its details in procedures for parameter estimation.
The profile likelihood approach for estimating standard errors of parameter estimates is also
introduced in this chapter. In Chapter 4, the application of Union-Intersection method to
provide a global test on the association between the underlying truth and the risk of an

event is presented. The results of simulation studies for evaluating statistical properties of



the proposed joint model are discussed in Chapter 5. The analysis of the National Surgical
Adjuvant Breast and Bowel Project (NSABP) B-14 data with the proposed joint model is
illustrated in Chapter 6. In Chapter 7, we conclude with summary on the proposed method

and discussion about future works.



Table 3: Independent tumor grade readings from three pathologists in the NSABP B-14

trial.

Pathologists Pathologists

1 2 3 Frequency {ng,} 1 2 3 Frequency {ng,}

W W W 49 M P W 2
W W M 27 M P M 38
W M W 7 M P P 12
W M M 23 P W W 1
W M P 1 P W M )
M W W 95 P W P 2
M W M 82 P M M 29
M W P 3 P M P 15
M M W 17 P P W 1
M M M 189 P P M 44
M M P 15 P P P o1

'W = Well-differentiated; M = Moderately-differentiated; P = Poorly-differentiated



2.0 LITERATURE REVIEW

2.1 EXISTING METHODS FOR ANALYSIS OF DATA ON DIAGNOSTIC
TESTS WITHOUT A GOLD STANDARD

To evaluate the accuracy of a new diagnostic test, a gold standard is usually compared with
the new test. Under the presence of a gold standard, the accuracy of tests can be measured
by sensitivity and specificity. However, it is common that the true disease status cannot
be obtained due to the complexity of the diagnostic test or insurmountable cost to perform
the gold standard test. Even the gold standard test is free from the above limitations, the
subjective natures of diagnostic procedures may prohibit the investigators from obtaining the
true disease status. In past decades, the statistical methods for evaluating the performance
of a diagnostic test with an unknown true disease status have been widely studied. Hui
and Zhou [14] provided a comprehensive review of statistical methods for diagnostic tests
without a gold standard under a variety of conditions. With the frequentist and bayesian
perspectives, the authors discussed statistical methods to sensitivity and specificity of a
new test and prevalence of disease with or without some known parameters. In addition,
the authors covered a brief background of methods to estimate the parameters of interest
when the assumption of conditional independence is not suitable. With pointing out the
identifiability issues with an unknown truth, the authors introduced various methods for
estimating the parameters of interest from multiple tests with a binary outcome in a single
population or tests with a multinomial outcome in a multiple population. Among the variety
of statistical methods for multiple tests without a gold standard, we focus on the classical
latent class model and the local identifiability issues with providing a detailed review of

works by McHugh [17], Goodman [11], and Dawid and Skene [7] in the following.



2.1.1 A latent class model for discrete diagnostic tests without a gold standard

Latent class models have been widely studied for analyzing multiple independent assessments
with an unknown truth. A latent class simply means the underlying class membership
that cannot be directly observed. With assuming the local independence among multiple
assessments in a class membership, a latent class model aims to estimate the prevalence
of class memberships in a latent class and the conditional probabilities of observed class
memberships given a certain level of latent class.

McHugh [17] presented a latent class model for m observable Bernoulli random variables
and a binary latent variable. In the paper, the sufficient conditions for local identifiability
derived by Fisher information matrix and a chi-square goodness-of-fit test to determine the
number of latent classes were discussed. Goodman [11] extended McHugh’s latent class model
to a latent class model for m polytomous observable variables with a 3-class latent variable.
In addition, the author proposed an algorithm for obtaining maximum likelihood estimates
of model parameters and generalized the sufficient conditions for the local identifiability in
McHugh. A method to test overall model fit and the use of parameter constraints to achieve
identifiability are also covered in Goodman [11].

For a subject i, we denote the multiple independent assessments from the sth rater by
Vi(s), where 1 = 1,2,...,n;s = 1,2,...,5, S is the total number of raters and each rating
has K levels. Assuming that the latent class variable W; has J levels, the latent class model

is [11]:

PW =j) =m;, PV =kW =)= ¢, (2.1)

where j = 1,2,...,J;k = 1,2,...,K;s = 1,2,...,S and with restrictions ijle =
S qﬁ) =17 > O,qj(;) > 0. In the equation (2.1), the 7; indicates the prevalence of
the underlying truth at the jth level, and the q](;) indicates the classification rate for the sth
rater when the level of rating is k given the level of the underlying truth is j. We assume
that the multiple ratings V(*) are conditionally independent given at a certain level of truth
W. This assumption can be tested by using the Pearson chi-square goodness-of-fit test. The

details are discussed in Section 2.1.4.



The likelihood function under the latent class model (2.1) is

g fife) o

where I (vi(s) = k) is equal to 1, if the level of ratings for the ith subject evaluated by the sth
pathologists is k, or 0, otherwise where s =1,2,..,5;k=1,2,..., K.

To obtain maximum likelihood estimates for latent class models, iterative numerical
procedures have been considered [7,8,11,17]. McHugh [17] optimized the likelihood function
by using the scoring system with first approximations on (7, q). The scoring system consists
of the score and information functions for the parameters of interest (7,q) in the latent
class model with binary observed variables. The information functions are equivalent to
the variances and covariances of the scores. With an initial value (7@, q(®), the iterative

algorithm with the scoring system from McHugh [17] is

7 = 7D LA,
q(t) = q(t_1)+Aq(t*1>>

wheret = 1,2,... and A_¢-v), AA(t—l) are calculated from the corresponding values for score

J-1 A (t=1)

and information functions. Here, the length of #¢~" is (J —1) with 7T(t V—1- Y T

where Z A(t V-1 First, the score values for parameters (7,q) = (& (=0 gt 1)) are

calculated by [17]

Sp = — ), j=1,2,...,J—1
: o7 (7, ), j
0 :
S = —=logL(m,q);j=1,2,....,J,k=1,2;s=1,2,...,85.
95k @cj(s)
jk
Second, the information values for parameters (7, q) = (#0479, "™V are calculated by [17]
Iﬁ'jﬁ'j/ - E(Sfl’]Sﬁ'J/>7]7j,:]'7277J_1
IA(S)A(S/) = (S s)S(S/)) 1,2,...,J;k,kl21,2;575/:1,2,...,3
ik qj’k’ /k/
o = E(S:,S.w), i =1,2.. ., J-1;j=1,2. .. J;k=12s=12...,5
7r/qjk 7 4



With the computed score and information values, Az, Ag, where (7,q) = (fr(tfl), q“*l))

are calculated by [17]

J 2 s
Ao = fﬁ,,q(s>5ﬁj,+2 > > e )q(«)S(g/),

ik Do gt i/ k!

where S, I indicate the score and information values at the (t — 1)th iteration, respectively.
This algorithm proposed by McHugh [17] is dealt only with the latent class model for 2-class
observed variables. Goodman [11] introduced the iterative procedure which can be applied
for a latent class model with m-class observed variables, m > 2. The iterative procedure
calculates the maximum likelihood estimates in a m-class latent class model with an iterative
proportional fitting algorithm. With an initial value (7(®), q(®), the iterative procedure is

as follows [11]:

Step 1: With the current estimates {77 ,qj(llct 2 q(?’t D gBt=n } ji=12,...,J;k=

vl ’Jm

1,2,....K;l=1,2,...,.Lim=1,2,....,M;t=1,2,..., first calculateﬁ(.) where

Jklm>

() A(-1) (Lt=1) (2,4-1) (3-1)
Pikim = T3 "djg il im

With ﬁ;?lm, calculate p\) | which is the estimated probability with (VO = k, V@ =

1,VO = m) and pﬂklm,

unknown truth is j given that (V) = k,V® = [ VO = m), J;k = 1,2,...,K;] =
1,2,....,.Lim=1,2,..., M;t=1,2,...

which is the estimated conditional probability that the level of

P = Pr(v0 =k VO =1,v® =m)
J
~(t
- ZP§;3zm
j=1
pg,t) = Pr[W = j‘v(l) =k, V@ — l, Ve — m)
A(1)
Jkim

J A
Zj:lpklm

10



Step 2: Update the maximum likelihood estimates for (7r,q) with the following equa-
tions, where P, is the observed proportion of (VM) = k V@ = [ VO = m) j =
1,2, k=12 Kl=12....Lim=1,2...,M.

L (t AL
7TJ(- )= Z pkzmp§|3dm (2.3)
k,l,m
NG
A(1,t Zl,mpklmp'|klm
q;k ) = A(t) J (24)
s
J
()
A24) > km PrimPj|kim
a4 = NG (2.5)
J
= a(t)
~(3.0) Zk;,l DPrimPj|kim
Gjm = Ay , (2.6)

J

The numerator in Equation (2.4) - (2.6) indicates the estimated probability that the level of
rating from the sth rater (s = 1,2,3) is k& (or [,m) and the level of the underlying truth is j.
For example, the numerator in Equation (2.4) can be written as Pr(V(") = k, W = §), that is,
the probability that the level of rating from the first rater is £ and the level of the underlying
truth is j. Without loss of generality, ijl 7 =1, Zle cj](.z) =1, > O,ij(s) >0,] =
1,2,...,J;s =1,2,...,5. These steps will be repeated until a certain convergence criteria
is met. Goodman’s iterative proportional fitting algorithm is straightforward and easy to
be applied for latent class models with m-class observed variables. The iterative algorithms
proposed by McHugh [17] and Goodman [11] require relatively few iterations to converge,
but convergence is not guaranteed. Dawid and Skene [7] proposed the EM algorithm that
was initially proposed by Dempster et al. [8] in the wider context of missing data to estimate
classification rates and prevalences in latent class models with regarding the unknown truth
as missing. We cover the basic aspects of the EM algorithm and discuss more details in the
application of EM algorithm to a latent class model in the next section 2.1.2.

While the iterative procedures for obtaining maximum likelihood estimates have been
used for latent class models, no procedure can guarantee of finding a global maxima. When
the model parameters are not fully identifiable but locally identifiable, multiple sets of pa-

rameter estimates optimize the likelihood function. Goodman [11] extended the sufficient

11



conditions for the local identifiability of latent class models with dichotomously observed
variables discussed by McHugh [17] to polytomous observed variables. The method to check
local identifiability is relied on the Fisher information matrix, which is the matrix of second
partial derivatives of the logarithm of complete-data likelihood function with respect to the
model parameters. If the rank of this matrix is less than full rank, the latent class model is

not even locally identifiable. We discuss more details in Section 2.1.3.

2.1.2 EM algorithm for the latent class model (2.1)

The Expectation-Maximization (EM) algorithm is an iterative procedure to compute max-
imum likelihood estimates in a model including quantities which can be viewed as missing
data [8]. This iterative algorithm consists of two steps at each iteration: E-step and M-
step. With current estimates for model parameters 8 € O, the EM algorithm calculates
the conditional expectation of the logarithm of the complete-data likelihood given observed
data (E-step) and maximizes the conditional expectation in terms of the model parameter
(M-step).

We denote the complete data as Z = (X,Y), where X is a matrix of incomplete or unob-
served data and Y is a matrix of fully observed data. At step t, ¢t = 1,2, ..., the conditional
expectations of the logarithm of the complete-data log-likelihood function given the observed

data and the current estimates are computed in E-step.

E-step: Calculate
Q(G, H(t)) - Ee(t) [lcom(e; Xv Y) |Y]7

where leom (0; X,Y) =10g Leom (0; X, Y) = log f(X,Y;0).
If the distribution of (X,Y") follows an exponential family such as: Gaussian, Binomial,
Multinomial, Exponential, etc., l.om(0; X,Y) is a linear function of the sufficient statistics.

The E-step is equivalent to calculating the conditional expectation of the sufficient statistics

given the observed data and the current estimates of 6, 6.

12



M-step: Find %1 such that
01+ — argmax,Q(0; 6Y)

The E- and M-steps are repeated until the sequence {#)} converges.

Dawid and Skene [7] presented the application of the EM algorithm to latent class models.
Since a latent class variable represents the unknown or unobserved data, the EM algorithm
can be applied in a straightforward manner. For the latent class model in Equation (2.1),
the complete data are Dy, = {W;, Vi(s)}, where W;, 7 = 1,2,...,n is the underlying truth,
which cannot be observed for each subject ¢ and V;(s),z’ =1,2,...,n;8s =1,2,...,5 is the
ratings evaluated by the sth rater for a subject ¢. Hence, the observed data are D, =
{V;(S)},i =12,....,n;s =1,2,...,5, where n and S are the total number of subjects and
raters, respectively. The set of parameters in the equation (2.1) is © = {Wj,qj(.z)}, j =
1,2,...,;k=1,2... K;s=1,2,...,5, where J and K are the number of categories in
the latent class variable W; and the ratings Vi(s), respectively. Here, 7; is the prevalence of
the underlying truth at the level 5 and q](.i) is the probability that the level of rating from
the sth rater is k given the underlying truth at the level j. The complete-data log-likelihood

function with D,,,, is

leom (7, Q) 2 [Zf {wgm +3 Y IV =k log<q§z>>}

=1

In the E-step, the conditional expectation of the complete-data log-likelihood E[leom (7, q)|0®)]
is computed with the current estimates 6¢) = (7® q®). The complete-data log-likelihood
function is a linear function of I(W; = j), which is the indicator function of the latent truth
for the ith subject at level j. With the observed data D, = {Vi(s)}, i=1,2..,n;s=1,2,..,5,

the conditional expectation of the form E [h(Wi)|Dobs; 0®] can be written as

TS T (d' >“> ’“)]
S TS TT (a7 e =h)

where 1 =1,2,..,n;5=1,2..,.;k=1,2,.K;s=1,2.., 5.

E[I(W; = 5)|Dops; 9] = Pr[Wi = j|Dops, 0] =

13



In the M-step, the conditional expectation of the complete-data log-likelihood function
is maximized with replacing the underlying truth W; by the sufficient statistics E[I(W; =
)| Dops; 0], Then the maximum likelihood estimates for the latent class model (2.1) are

updated by

7Tj(t+1) _ Zz 1E[ ( - )|Dobsv )} (2.7)
si+1 S IV = k)E [ (Wi = )| Dobs; 0]
L Y 11 e .

If there is no closed-form of solutions for model parameters, the additional iterative
procedure, such as Newton-Raphson algorithm may be necessary. The E- and M-steps are
repeated until the difference in the complete-data log-likelihood between ) and #*+Y is
arbitrarily small.

Denote the complete data as (V;, W;) for a subject i, where V; = (Vi(l), ‘/;(2), Vi(?’)) are
the tumor grade readings from three pathologists and W; is the unknown true tumor grade.
The counts of tumor grade readings from three pathologists in Table 3 can be denoted by
Ngim = F# {1 : Vi(l) = k:,Vi(Q) = Z,Vi(3) =m},k,[,m = 1,2,3. Then, the observed data can
be written as nym, = Z;’:l Njkim, Where N, = # {i : Vi(l) =k, ‘/;(2) =1, V;(S) =m,W; =
itk lm=1,2,3.

In E-step at tth iteration, the conditional expectations with the current estimates ) =

{ j(),qj(llct),qﬁt ,q]m } j k., Ilbm=1,2,3;t=1,2,... can be calculated by

Enjrim|nsgim: J, b, Lm =1,2,3,09] = n iy PriWV =V =k, V@ = VO =)
Priw =4,V =k, VO = [ VO = ]
T T D VO = B VO = VO =m]

Under the conditional independence assumption, Pr[V®) = £k, V® = [ V®) = m] can

be written as

Priv) = v@® = v® =m] = PrlvW =k, V@ =1 VO =m|W = j]Pr[W = j]

L) (2) (3,8) (¢
= qj(k )q§l )q](‘m)ﬂj(')-
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Hence, E[njkim|n4kim, j, k. l,m =1,2,3; 0®)] is

(1) (24) (3:t)_(t)
QGr i Dm ' T

3 (1,6) (2,t) (3,t) _(¢)"
=1k i Ijm T

E[njklm‘n-i-klmajakalam:17273;‘9(t)] = Nikim

In M-step, the maximum likelihood estimates for the parameters (7, q) are updated by

(t+1) > s Elrrim |1 kim; 0]
U = ,
n

(1,t41) Zl,m E[njklm‘nJrklm; e(t)]

3k - ®) ’
Zk,l,m njklm

(2,t+1) Ekm E[njklm’n+klm; Q(t)]

t - ® ’
Zk,l,m M ikim

(3,t+1) Zk,l Elnkim|nkims e(t)]

me ® ’
Zk,l,m M kim

where j,k,l,m=1,2,3and n =n,, ..

2.1.3 Local identifiability

In statistical models, the model parameters are fully identifiable if different sets of param-
eter estimates strictly correspond to different probability distributions. By definition, the
parameter ¢ of a distribution family Fy(.) is fully identifiable if Fy(.) and Fy(.) are differ-
ent cumulative distribution functions for any ¢ # ¢. It is a rule of thumb that the global
identifiability can be guaranteed if the number of parameters in the model does not exceed
the degree of freedom in the data. However, a model can still suffer from the lack of global
identifiability despite of a sufficient degree of freedom. Especially, latent class models cannot
be fully identifiable due to its “label-switching” phenomenon, which means that the J! per-
muted sets of parameter estimates, where J is the number of classes, can reach the maximum
of the log-likelihood function.

For example, when we estimate parameters for a latent class model with a 3-class latent
variable, total 3! = 6 permuted sets of estimates can generate the same value of the complete-

data likelihood. Given ¢ = {7y, 7o, 73, qi‘,?, qé‘l?, q:(,jc); k=1,2,...,K;s=1,2,...,5}, Zj’:l ;=
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S qj(z) = 1, one of the permuted sets ¢' = {my, (1 -7 —73), 7, qﬁ?, (1—q§}? —qé‘,?), qé}?; k=

1,2,...,K;s = 1,2,...,S} can generate the same likelihood value, 10g Leom (¢; Dops) =
108 Leom (s Dops). With this “label-switching” phenomenon, global identification for latent
class models cannot be achievable. However, under certain conditions, local identification for
latent class models can be obtained even global identification is not guaranteed. The general
definition of local identifiability for a distribution Fy at the parameter ¢ is that there exists
some neighborhood ® of ¢ such that F;, = Fy if and only if ¢ = ¢, for all ¢, ¢ € ®. The
lack of full identification does not hinder statistical inferences, but the parameters cannot be
uniquely estimated [2]. Therefore, the verification of model identifiability must be considered
before making statistical inferences for latent class models.

McHugh [17] showed the sufficient conditions for the local identifiability of latent class
models (2.1) with binary observed variables and a 2-class latent variable. The specific con-

ditions are described as below [17]:

(i)2°>J—-148J

.. 2 2 S s

(i) Shod i m I g} = 1

(i) SF w12, qj(.z) > 0, for all j,k, s.

(iv) Zizl e H§:1 qj(.z), for all 7, k, s are continuous functions of ;, qj(.i) and its continuous first
and second derivatives are existed.

(v) There are at least (2S + 1) of the expressions 3 ._, m; HSS:1 q](.z), which are linearly inde-
pendent.

If all of five conditions are met, the model parameters are locally identifiable. For exam-
ple, if we have three observed binary variables, the degree of freedom is 7 df. The equation
(2.1) with a 2-class latent variable requires to estimate seven parameters (1 prevalence and
3 classification rates for each latent class). In this case, the number of estimated parameters
is equal to the degree of freedom, so the equation (2.1) with a 2-class latent variable and
three observed variables is locally identifiable.

Goodman [11] extended the sufficient conditions showed by McHugh (1956) to polyto-
mous observed variables with a m-class latent variable, m > 2. In the paper, the author

pointed out that if the rank of the Jacobian matrix of the latent class model is equal to the
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number of estimated parameters in the model, then the model can be locally identifiable [11].

The sufficient conditions for the local identifiability in McHugh (1956) can be generalized as

below [11,17]:

(i) J*>K+SK -1

(i) Let A(v) = 27y 7 { Ty gjuc | with v = (00, o), then 33, h(v) = X2, prV =
v]=1.

(iii) h(v) = pr[V =v] > 0, for all v = (v ... ™).

(iv) Let m = (71, w2, ..., 7y), q = { ](Z),j =1,2,....,.;k=1,2,...,K;s= 1,2,...,5},h(v)s
are continuous functions of (7, q) and have continuous first and second derivatives.

(v) There exist {vy,...,vr} with T > K —14SK, such that {h(vy),...,h(vr)} are linearly

independent as functions of the model parameters.

When the model parameters are non-identifiable due to the violation of the five con-
ditions, restrictions on the parameters enable the model to be locally identifiable. Good-
man [11] suggested the restricted polytomous latent class models which are brought by
imposing various restrictions on the model parameters.

With the equation (2.1) and assuming four observed variables, one of the scenarios de-

scribed in Goodman (1974) is below:

e Models in the m latent classes can be partitioned into o mutually exclusive and exhaustive

subsets F{,..., F4 where a < m and/or into B mutually exclusive and exhaustive
subsets FI”,..., F§, where f < m and/or into 7 mutually exclusive and exhaustive
subsets FC,... ,F$ , where v < m, and/or into 7 mutually exclusive and exhaustive

subsets FP, ..., Ff, where 7 < m such that q](llgl; = qj(,gA (k, k' € F{), qj(i)B = qj(,?B(k, ke

FP), dipe = o (kK € FO)ayn = ain (koK € PP),
With the above restriction, the number of estimated parameters will be reduced from J —
1+4J(K—-1)to J -1+ (K —1)a+ (K —-1)8+ (K — 1)y + (K — 1)n. Hence, if the rank
of the Jacobian matrix with the restrictions is equal to the number of estimated parameter
J—1+(K—-1a+ (K —-1)+ (K —1)y+ (K — 1)n, the parameters in the restricted latent
class model will be locally identifiable [11].
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Table 4: Estimated prevalences and classification rates from the method in Dawid and Skene

(1974)

Rater#1 Rater#2 Rater#3

True grade 7 W M P W M P W M P

W 0.26 047 052 0.01 087 013 0 067 033 O
M 0.51 0.08 0.86 0.06 0.20 0.70 0.09 0.04 0.91 0.05
P 024 0 019 081 0.02 023 074 0.01 0.47 0.52

Under the sufficient conditions for local identification, the parameters in the equation
(2.1) can be uniquely identifiable within the neighborhood of the true values of these pa-
rameters and there exists only one set of maximum likelihood estimates within the neigh-
borhood [11,17]. Due to the lack of global identifiability, J! sets of estimates, which are
the permutations on the set of {1,2,...,J}, reach the maximum of the likelihood function.
To deal with the local identification, Dawid and Skene [7] suggested choosing one set of
estimates that leads to the largest conditional probabilities for all observed variables given a
certain level of latent class. This guideline is applied to the previously mentioned sub-study
of the NSABP B-14 trial. The maximum likelihood estimates for the prevalence of tumor
grade and the classification rates of the three pathologists are shown in Table 4. Among 3!
sets of estimates, one set of estimates which yields the best classification rates for all raters is
chosen. One of cautions about the strategy proposed by Dawid and Skene is that if the clas-
sification rates in two adjacent categories within a rater are closed to each other, it is hard to
select a set of estimates. In Table 4, we can see that the classification rates in two adjacent
categories for Rater #1 and #3 are close to each other. Therefore, more options should be
considered to handle the issue of local identifiability in latent class models. In Chapter 3, we
discuss the proposed joint modeling and how it does handle the local identifiability of the

parameters in a latent class model.
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2.1.4 Conditional independence in latent class models

The critical assumption on basic latent class models is that observed variables or ratings are
mutually independent given the latent truth. This is known as conditional independence or
local independence which can be written as Pr[V;*) = k|W; = j] L Pr[V;*) = £'|W; = j],
for all k& # k' in the equation (2.1). Sometimes, observed variables, such as assessments
for related symptoms to determine a disease status, can be correlated within a true disease
status. In this case, latent class models which fail to account for the correlation structure
among observed variables will lead to biased estimates. There are various strategies to test

whether the assumption of conditional independence in a latent class model is met.
Method 1: Goodness of fit test statistic

The goodness-of-fit test statistic can be used to detect the violation of conditional in-
dependence in a latent class model. The conventional goodness-of-fit test statistics, such
as Pearson chi-square statistic, the likelihood ratio statistic, and empirical likelihood ratio
statistics known as the Cressie-Read power-divergence statistic (Cressie and Read, 1984),
compare the sets of observed frequencies with the sets of expected frequencies and asymptot-
ically follow chi-square distribution [4,6,29]. If the assumption is violated, the goodness-of-fit

test statistic tends to have a large value. The chi-square statistics is defined as

R

O, — E,)?
Xﬁf = 2 %,
where O, is the observed frequency in the contingency table for the observed data or ratings
and E, is the corresponding quantity estimated by the latent class model. R is the total
number of response patterns defined by all possible combinations of ratings, such as {V () =
k,V® =1 VO =m k1 ,m=1,2, 3} in Table 3. The degree of freedom df can be computed
by df = R — p — 1, where p is the number of model parameters. If the p-value of the test

statistic is low (conventionally, less than 0.05), the model is said to not fit and so the

assumption of conditional independence is violated.
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The likelihood ratio statistic is defined as
R
O
2=2 Clog [ — ).
G ; O, log < Er)

The Cressie-Read power-divergence statistic is defined as [33]

@)

The degree of freedom of two statistics are the same as the chi-square test [33]. All three test

R
CR=18) O,

statistics are reasonable for situation where the sample size is large enough, and the number
of observed variables is small enough. However, when data are sparse and the expected
frequencies are very low, the chi-square approximation is not acceptable. In this case, the
parametric bootstrapping goodness-of-fit statistic proposed by Aitkin et al.(1981) can be

considered as an alternative method of the three goodness-of-fit tests [1,29,33].
Method 2: Graphical procedures

In addition to goodness-of-fit tests with a chi-square approximation, a graphical approach
can be considered to check the violation of conditional independence. Qu et al. [21] proposed
the pairwise correlation residual plot for latent class models with binary observed variables
and a 2-class latent variable. With S binary observed variables, total S(S — 1)/2 pairwise
correlations will be calculated. The correlation between observed variables (Vi(s) =1, Vi(sl) =

1), where can be computed by [21]

PV =1,V =1) = pupsy
\/#3(]‘ - H’s):us/(]‘ - H’s/)

corr =

Y

where p1, = P(V® = 1).
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’

The observed correlation, us and P(Vi(s) =1, Ve = 1) can be computed by

1 Zn (5)
n i1 ( ! )

7

1 < :
PV® =1 vl =1 = = E (v = vt = 1.
( ? 3 ) n ,L:1 < T ) ( )

The expected correlation, F(u,) and the estimated probability of (V) = 1,V,") = 1)

can be computed by

s = mody +masy
) 1 5

P = = = 3 Tl
7=0 s=1

where m;,7 = 0,1 is the estimated prevalence of the underlying truth at level j, and
q](-i),j =0,1;s = 1,2,...,S5 is the estimated classification rate that the level of the sth
observed variable is 1 given the level of underlying truth is 1. With the difference between the
observed and expected correlations under the assumption of conditional independence, the
pairwise correlation plot is obtained by plotting S(S — 1)/2 pairwise correlation coefficients.
If the assumption is valid, all residual correlations should be randomly distributed around
zero [21].

Another way of graphical procedures to detect the lack of fit is proposed by Garrett
and Zeger [10], which is known as the Log-Odds Ratio Check (LORC) plot. First, the

observed and expected pairwise log-odds ratios from two-way cross-classification frequency

tables for all possible combinations of observed variables are calculated with a con-
2

tinuity correction of 0.5 in the case of zero cells. Then, 95% confidence intervals of the

observed pairwise log-odds ratios are constructed with the standard errors of the observed

log-odds ratio \/(1/a+ 1/b+1/c+ 1/d), where a,b,c,d denote the four frequencies of a
two-way table. By plotting 95% confidence intervals for the observed log-odds ratios and
the expected log-odds ratios on the same graph, the differences between the observed and
expected log-odds ratios can be detected. If the assumption of conditional independence
is valid, all relative magnitudes in differences between the observed and expected log-odds

ratios should be small enough [10].
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When the conditional independence between observed variables does not be guaranteed
in latent class models, the parameter estimates will be biased. The simulation studies for
examining the robustness of latent class models under the violation of conditional indepen-
dence and exploring the performance of the methods for checking conditional independence
were presented by Subtil et al. [29]. The authors considered a latent class model with a
2-class latent variable and four binary observed variables. The data were simulated with
admitting conditional dependence between first and second observable variables (Vi(l), ‘/;(2))

within the latent class of W; = 1. The model for generating data with conditional dependence

is formulated by [29]

P(V=v) = m{pli(1 —pi)" "p2(1 — pa1)' ™ + (=1)" o1gw-1}

[T = o)1 = m) [T % (1 = poo)' ™},

where V.= (V) . VY oy = (0@, .. 0 v, =0,1,s = 1,...,5; and Trow=1 =

cov(VD, VAW = 1). The degree of conditional dependence can be defined by ojgw=1. In
Subtil et al. [29], the four types of goodness-of-fit test statistic (likelihood ratio, chi-square,
CR, parametric bootstrap), the pairwise correlation residual plot, and the LORC plot were
considered with four scenarios: conditional independence, conditional dependence ranging
from weak to strong correlation. The performance of each method was measured in the
proportions of detection of the violation of conditional independence. The simulation re-
sults in Subtil et al. (2012) pointed out that all methods showed similar performance under
conditional independence, however, the correlation residual plot and the LORC plot showed
unsatisfactory performances under conditional dependence between (Vi(l), Vi(Q)). With strong

correlation between (V;(l), \/;-(2)

), the LORC plot even yielded a poor performance in terms of
identifying the true pair of observed variables having conditional dependence. For example,
the correlation residual plot and the LORC plot identified the wrong pair of observed vari-
ables, such as (Vi(3), Vi(4)), instead of the true pair (V-(l), Vi(Z)) forced to admit conditional

(2

dependence.

22



Since the expected pairwise correlations and the expected log-odds ratios can be impacted
by biased estimates, these two plots may not be able to show better performance in detecting
the violation of conditional independence and identifying the true pair of observed variables
having conditional dependence. Accordingly, it may be problematic to use the correlation
residual plot or the LORC plot only to check the assumption of conditional independence in

a certain case with strong association between observed variables [29].

2.2 JOINT MODELING OF TIME-TO-EVENT OUTCOME AND
COVARIATES WITH MEASUREMENT ERRORS

Joint modeling analyses of time-to-event data and covariates with measurement errors have
been widely studied. Due to random errors in a covariate or the presence of misclassification,
the true status of a covariate may not be achievable [15,16,35]. Wulfsohn and Tsiatis [35]
proposed the joint model of time-to-event data and a longitudinal continuous covariate with
measurement errors. For the time-to-event data, the Cox proportional hazards model with
an unspecified baseline hazard was considered. As an alternative of a two-stage modeling for
longitudinal covariates with measurement errors, the authors incorporated a linear growth
curve model with random intercept and random slope to account for the heterogeneity in the
CD4 counts among patients caused by different progresses on HIV disease [35]. Larsen [15,16]
proposed the joint analysis of time-to-event data and a latent covariate with adapting the
estimation procedures in Wulfsohn and Tsiatis (1997). The Cox proportional hazards model
was also used to model the hazard functions for time-to-event with a latent covariate in
the regression component. In Larsen [15,16], a generalized logit model was considered as a
sub-model for a latent class covariate [15] and a two-parameter logistic item response model
was considered as a sub-model for a latent continuous covariate [16].

In Wulfsohn and Tsiatis [35], a covariate Z; is measured over time and the measurement
time m; could be different for each subject 7. The observable data for each subject i is
denoted as (X;, Ay, Z;,t;). Here, the observable event time is X; = min(7T;, C;), where T;

and C; are the survival time and a potential right censoring time, respectively. The failure
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indicator is denoted as A; = I(T; < C;). t; = (t;; : t;; < X;) is the time for a measurement,
where t;;,7 = 1,2,...,m; is the time from randomization for subject i. Z; = (Z;; : t;; < X;)
is the value of covariate at time ¢;;. Due to the heterogeneity in the CD4 counts among

patients, the observed CD4 counts Z;; at time ¢;; is modeled by [35]

Zz“ = 9()@' + Glitij + €ij, (29)

where e;; ~ N(0,02), e;; L €'+ J # 4, and error e;; is independent of random intercept and
slope, 6y; and 6y;, respectively. The distribution of random intercept and slope is assumed
to be a bivariate normal distribution [35].

Assuming that the true covariate value Z;; can be derived by using the equation (2.9),
which is the growth curve model with random effects, the part of time-to-event can be

modeled as

A(t|0:, Zi, t3) = No(t) exp {B(0; + O1:t)} (2.10)

With the observed data for each subject i, (X;, A, Z;, t;), the observed data likelihood
is given by [35]

H[/oo {H f(zm»lei,o—z)} £(6:]0,V) f(Xi, Ai]0;, Ao, B)d0], (2.11)

=1

where

(2103, 062) = (2702) % exp{—(2i; — Oo; — buiti;)* /20723,
£(0:10,V) = 2| V|) " exp{—(6, — 0) V'(6, — 0)/2},

(X, Ai|9i, Ao, ) = [)\O(Xi) exp{ﬁ(@ol- + eliXi)}]Ai exp[— /0 i Ao(fe) eXp{B(QOi + eliﬂ)}dﬂ]-

In order to estimate the parameters with unknown random effects 8, Wulfsohn and
Tsiatis [35] adapted the EM algorithm introduced by Dempster et al. [8]. Since there are
no closed-form of solutions to estimate the baseline hazard Ay and the parameter 5 in the
joint model, \g and ( are updated via a one-step Newton-Raphson algorithm in M-step [35].
For variance estimation of the Cox model parameters, the authors employed the profile score

with using the restricted maximum likelihood estimates [35].
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In Larsen [15],Y; = (Yi1, Yie...., Yis)!, is a random vector of J binary indicators for the
ith subject. With assuming that the population consists of K sub-populations, a latent class
variable C;, which may represent the unobserved status of health or group membership, takes
one of the values 1,..., K. The probability of each binary indicator Y;; would be y given
the latent class C; = ¢ is modeled by [15]

Pr ( _y|C _C) =T, (1_7TC])1_y7y:OJ]-)

where ¢ = (7e1,...7es)" ¢ = 1...K. Under the conditional independence, Pr(Y; = y;|C; =
o) =TT, Pr(Yy; = ylCi = o).
Larsen [15] included additional covariates to predict the latent class C; for each subject 7.
To build the predictive model for the latent class C; with additional covariates, a generalized
logit model is considered [15]:

eXp<Xi/€c)

Zli{:l exXp (Xi Hc) ’

Pr(C; = clx;) =

where x; = (41, ..., i) is a vector of covariates for the ith subject. Then the joint distribu-

tion of (Y, C;) is defined by [15]

Pr(Y;,=y;, C;=clxi) = Pr(C;=clx;) X PT(Y yi|Ci = ¢, x;)

exp(Xjke) N
_ H ﬂ_yw 7TC] 1 iz

Zkz 1 exp (Xl Hc

For the sub-model for time-to-event data, Larsen [15] also used the Cox proportional
hazards model. The observable event time is denoted by U; = min(T;,V;), where T; is
the failure time and V; is the possible censoring time. The event indicator is denoted by

A; = I(T; <V;). The density of the event time T; is defined by [15]

P(tlzi,c;) = Ao(t) exp(zif3 + ve,) exp {—No(t) exp(zi8 + ve,) }

where Ag(t) fo Mo(s)ds. v represents the effect of ¢; on the hazard with defining 1, =0
for identification.

The time-to-event data can be modeled as [15]
Pripi, Ailzi, ;) o No(ui) exp(ziB + ve,)” exp{—Ao(1) exp(zi3 + v}
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Then the joint distribution of (U;, A;, Y;, C;) is defined by
Pr(p, A yi, cilxi,zi) = pr(clxi)pr(yile)pr(p, Ailcizs).

By integrating out C;, the marginal distribution of the observable data,(U;, A;, Y;) be-

comes [15]

K
Pr(pi, Ai yilxi,z:) = ZPT’(C|Xi)PT(Yi|C)PT(W>Az’|Ca z;)

c=1
K exp(xjk
i c |
_ E /‘ Hﬂ_yw 7TC] 1 Yij
Zk | eXp(Xike)

c=

o) exp(zi + ve)™ eXp{_AO(Hi) exp(zif3 + ve)} -

X

With the complete data (u, A,y, c), the complete-data log-likelihood function is defined

as following [15]

N
lcom(e; u, Aa Yy, C) = Z li,com(g; Hi, Ai: Yi, Ci)
i=1
k J
= Xjke — log {Z eXp(Xiﬁk)} + Z Yijlog(me,5) + (1 — yi;) log(1 — 7c,;)
k=1 j=1

+ Aillog Ao(pi) + 26 + ve,] — No(p) exp(zif + ve,).-

Then, the observed data log-likelihood is given by [15]

[(6;u,A,y) =log Z exp{leom(0;u, Ay, c)}.

For parameter estimation, Larsen [15] also used the EM algorithm with a one-step
Newton-Raphson algorithm in the M-step, that is similar to the procedure in Wulfsohn
and Tsiatis (1997).
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2.3 SURVEY-WEIGHTED COX MODELS

The Cox proportional hazards model is commonly used to investigate the association between
a set of covariates and the risk of disease recurrence. The Cox model parameters 3 can be
estimated via the partial likelihood function with independent observations. Denote the
observed failure time and the censoring indicator as X; = min(7;, C;) and §; = I(T; < C;),
where T; and C; are the event time and a possible censoring time, respectively. Time-varying
covariates and the risk set at time z; are denoted as Z;(x;) and R(z;), respectively. The risk
set R(x;) can be defined as the set of subjects available for the event at time z;. Then, the

partial likelihood function for the Cox proportional hazards model can be defined by

N 0
;) exp{z;(z:)8}
H[ PRSTETTEi »ﬁ}] '

The estimates for 8 can be obtained by determining B which maximize the partial likelihood

score function so that

iv:ai {z;(xi) — M] =0, (2.12)

— SO (z;, B)
where
SO@8) = 5 3 ewlsE)s)
jeR(:)
1 /
SW(z;,B) = N Z zj(w;) exp{z;(2;)B}.
jER()

However, when the sample has been drawn from a complex designed sampling, such as a
stratified random sampling, the observations within a strata can be correlated. The partial
likelihood function for the Cox model cannot take account for the design of sampling and so
it can lead to misleading results. Moreover, if parameters for stratified sampling are related
to the risk of disease recurrence, estimating 3 without considering the survey design can

result in incorrect inference.
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Binder [3] proposed a method for fitting the partial likelihood function with the sampling
weights w;,2 = 1,2,...,n. We assume that the sample of size n is drawn from a finite
population of size N via a survey design and the sampling weights w;,7 = 1,2,...,n are
scaled so that ) w; = 1. With the weights w;, the partial likelihood score function for 3
can be defined by replacing the summations in the equation (2.12) with weighted sums [3]:

N ) (.,
;w,ﬁi [z;(xl) - %} =0, (2.13)

where

1
SO (g, -
@8 = &
J
1 /
S(z;,B8) = N Z w;zj(xi) exp{z;(x;) B}
]GR(IZ)

The survey-weighted Cox model can be fitted by using the R package survey. The survey
design should be specified with the R function svydesign before fitting the survey-weighted
Cox model by using the R function svycoxph.

Step 1: Specify the survey design with the R function svydesign.

grade.design <- svydesign(data=, ids=,strata=,variables=,weight=)

e data: Call data frame.

id: Specify the level of cluster. ~ 1 or ~ 0 is for no cluster.

strata: Specify the strata. NULL is for no strata.

variables: Specify the variables measured in the survey.

weights: Specify the sampling weights.
Step 2: Fit the survey-weighted Cox model with the R function svycoxph.
grade.model <- svycoxph(Model, design=)

e Model: Specify a Cox model. Use the same model statement for coxph.

e design: Specify the survey design which is defined with the R function svydesign.

Except for specifying the survey design, the outputs are similar to fitting a Cox model
with the R function coxph. The details can be found in the document for R package survey

‘’http://cran.r-project.org/web/packages/survey/survey.pdf’.
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3.0 PROPOSED JOINT ANALYSIS OF TIME-TO-EVENT DATA AND
DISCRETE DIAGNOSTIC TESTS WITHOUT A GOLD STANDARD

3.1 A NEW JOINT MODELING APPROACH

We propose a new joint modeling approach for time-to-event data and multiple ratings with
an unknown truth. For each subject i, suppose multiple independent ratings on a discrete
diagnostic test and time-to-event data are observed. Typically, such a diagnostic test is
associated with the risk of the event in a known trend based on prior biological knowledge.
Let T; and C; be the event time and a right censoring time on subject i. The observed event
time and the censoring indicator are denoted by X; = min(7;,C;) and A; = I{T; < C;},
which equals to 1 if T; < C; and 0 otherwise, respectively. We assume that the censoring is
random or non-informative. For simplicity, denote Z; as another predictor of the risk of the
event besides the diagnostic test under consideration. The multiple ratings are denoted by
{V;(s), s=1,2,..,8 } with S = 3 without loss of generality. The unobservable and underlying
truth of the test for subject ¢ is denoted by W,;. Therefore, the complete data for the
1th subject is D, = {Xi,Ai, Z;, Vi(s), VVz} and the observed data for the ith subject is
D, = {XZ-,Ai, Z;, Vi(s)}, where i = 1,2,...,n;s =1,2,...,5. Here, we propose to model
the multiple independent ratings data by a latent class model as in Section 2.1 and the time-
to-event data by a Cox proportional hazards model [5] with the latent truth as a predictor

besides Z:
At Zi, Wi) = No(t)exp(BW; + 7 Z0), (3.1)

where W; = (Wiy, Wia) = (I(W; = 2), I(W; = 3)), I(.) is an indicator function; 3 = (1, 5s)

and 7 are the regression coefficients; \o(t) represents the baseline hazard function. Because
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the more aggressive and progressed the tumor has the higher risk of recurrence, we would
impose the following restriction on the Cox regression parameters: 0 < 31 < (5.

In many circumstances, the assessment of a diagnostic test is blinded from the time-
to-event data. Therefore, conditioned on the underlying truth W, the multiple ratings
are independent from both the event time 7" and censoring time C'. With the observed
data Dy, = {Xi,Ai,Zi,V;(s);i = 1,..n;s = 1,2,3}, the full likelihood function of 2 =
{m,q,8,7, \o(.)} is:

n 3 3
L(Tf, q, /67 e )\O(t)u Dobs) = H ( [Trj {H H(qﬁ?)l(vfg):k)} f(Xzy A7,|.VV1 = j7 Zz)
(3.2)

i=1 \j= s=1k=1

where

X;
F(Xa, AW, = 3§, Z;) = [Mo(Xy) exp(BW;+7Z;)] % exp|— eXP(ﬂWﬂrVZi)/O Ao(u)du] (3.3)

3.2 AN EM ALGORITHM FOR PARAMETER ESTIMATION

Regarding the underlying truth as missing data, the EM algorithm can be implemented for
finding the MLE of Q [8,35]. In the expectation step (E-step), the conditional expectation of
the complete data log-likelihood function given the observed data under current parameter
estimates is calculated. In the maximization step (M-step), the current parameter estimates
are updated by maximizing the conditionally expected log-likelihood function obtained in

the E-step. The steps will be repeated until the parameter estimates reach convergence.

3.2.1 E-step

The complete-data log-likelihood function for the proposed joint model is:

lcom(ﬂ-u q, /67 s A0(15))

= Z[ f<wi=j>{wg<wj>+zzf<ws>:k>1og<q§z>>}

=1

+ A {log(/\o(Xi)) +vZ; + BVf/l} — exp(BW; +vZ) /OXi )\o(u)du} (3.4)
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In the E-step, with current estimate Q®), we would need to calculate the conditional
expectation of the complete-data log-likelihood, E[leom (7, q, 3,7, Ao(t))[Q2].
For any measurable function h(.), the conditional expectation of the form E[h(W;)|Dops; Q)]

is defined as

3
E[h(Vf/z’MDobs; Q(t)] = ZPT<WZ = j|Dobs; Q(t))h<Wz)|Wz:J

j=1
Then the conditional expectation of the complete-data log-likelihood for the proposed

joint model can be calculated by

E[I(W; = 7)|Dops; QY] = Pr[W; = j|Dgps, QY]
T O TTi (a3 ) =R F (X, AW = §, Zi; Q0)
S L T (a5) =R (X, AW = 4, Z3; QW)

where the calculation of f(X;, A;|W; = 7, Z;; Q®) is presented in the equation (3.3).

3.2.2 M-step

At the M-step, we find the Q = Q+) that maximizes Ellcom (7, q, B, 7, Ao (1) Dops); Q?] and
update it as the new estimate of {2. The parameters for the latent class models are updated
as:

O Z?:l E[I(W; = 7)|Dobs; Q(t)]
J

n

(3.5)

i) o TV = KYE[I(W; = §)|Dops; QW)

\ = = . 3.6
L S B[ (W; = ) Dops: 2] (3.6)

Given the updated estimates of the coefficients in the Cox model, (y®#+1), 3t+1)) the baseline

hazard function Ay(:) can be updated with the following formula:

o () = 2z &I (X = v) , (3.7)
Zi:Xiz,u E[exp(ﬁ(tH)VVi + 7(t+1)Zi>‘Dobs; Q(t)]

where

3
Elexp(B Wity Z) [ Dope; Q) = >~ Pr(Wi = | Dops; QO] exp(B Wiy Z) ;.

J=1

31



However, there are no closed-form solutions for (y+1), 3¢+1) and in general an itera-
tive optimization algorithm is necessary. In the M-step, it can be shown that the update of
Cox model regression parameters is equivalent to fitting a survey-weighted Cox proportional
hazards model that was introduced by Binder [3]. A one-step Newton-Raphson approach in

Waulfsohn and Tsiatis [3] can be considered as an alternative.

A. Using a survey-weighted Cox proportional hazards model
By creating some pseudo observations, it can be shown that the update of the Cox
regression parameters § = (/3,7) in the M-step is equivalent to fitting a survey-weighted Cox

model. In Binder [3], the estimating equation for the regression parameter 6 is

N
E wil; | z;(x;) — =——-=| =0, 3.8
where
1
©) (. - =
SUNz;,0) = N RE w]exp{z (x;)0}
1
D, -
S (x;,0) = N Rg exp{z (x;)0}.

In the above equations, w; is the sampling weight associated with subject 7 and is scaled
so that ) . w; = 1. Functions svycoxph and svydesign in the R package survey are available
to fit such models. In order to show that our update of @ in the M-step is equivalent to fitting
a survey-weighted Cox model, we first create a new data set with three pseudo observations

(10,11,12) for each subject 7,7 = 1,2,...,n such that:

(1) All these pseudo observations have the same values on all observed variables such as
other predictors than the true tumor grade, observed event time and censoring code as
the corresponding subject : (X, 6;5, 2i5) = (Xi, 04, 2:), j =0,1,2

(2) Wi =1, =2 and = 3.
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Therefore, these pseudo observations represent the cases when the true tumor grade is
well, moderate, and poor, respectively. Denote the corresponding weights as w;; = E[I(W; =
J+ 1) Dops; B(t)], j =0,1,2. Then we can re-write the score equations for estimating the cox

model regression parameters at the M-step as:

Sy = i A Z; — Zk’XkZXi E[Zxexp(y Zi + 5ka)|Dobs; O(t)]
' =1 Yy Blexp(v Ze + 5'Wk)|9(t)]

- Zn: i:W».A~Z. —A; iw..zkiXkZXi ZkE[exp(yle + ﬁ,Wk”Dobs? e(t)]
= : . 1] 14 () . 1] Z E[eXp(’y’Z + /B/W )’0(15)]
=1 \ j=0 j=0 kX > X, k k

n 2 / T

— Z XQ:WA T — EkiXkZXi ijo wijkj eXp(7 ij + B Wk])
- 1] 1] 1] , PRI
Zk:szXi Z?:o Wij exp(Y Zij + B Wi;j )

i=1 j=0

5.=20a, {E[m 01560 — ez, FIW = A0 O expy 2 1 W) }
i=1 > okx,sx, Elexp(v' 2, + B Wk)w(t)]
_ i iwiinj {I(VV[; _9)— D kX2 X, Z?:o w/;ﬂ(wiéj = 2) ?XP(’Y/Zk/j ‘i: 5;ij*) }
i=1 j=0 Zk:szXi ijo Wrj exp(Y Zij + B Wk; )
5.=3 04 {E[m- 51D 0) — iz A = A0 ST xp 0 2+ 1) }
i1 > okx,sx, Elexp(y' Z + B W) 6]

=D > wyy I =3) - 5 : L
Zk:XkZXi Zj:o Wi exp(Y Zij + B Wiy )

i=1 j=0

Therefore, the update of (v, f) in the M-step is equivalent to fitting a survey-weighted Cox
proportional hazards model on the pseudo observations {Xj;, d;j, zij, Wi = 1,2,... ,n;j =
0,1,2} with weights {w;;,7 =1,2,...,n;j = 0,1,2}. The normalization of the weights with

their summation being one will not affect the estimating equations.

B. Using a one-step Newton-Raphson algorithm
First, we can update it via a one-step Newton-Raphson method suggested by Wulfsohn

and Tsiatis [35] as following:

MDA o .
0 =0 +I(0 ;Dobs) 1Sé(k)|Dobs’
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A6 A0

where S PO is the score function and I(0 "; Dys) is an information matrix for

‘Dobs

(v®), B*) at kth iteration. The elements of the score function are:

n A(k)]
=1

Zj:X]in Z;Elexp(y' Z; + ﬁ,Wi)lDobs§ 0
/ ITT "(k)
ijszxi Elexp(y'Z; + f'W;)|0" ]

[ , o ~ (k)
& v ox BE[I(W; = 2) exp(y' Zi + BW:)| Doys; 0
So = > Ay | E[L(W; = 2)| Doy 8] — 2z, U Jert A A)<|k> Sk
=1 i Zj:Xj>X- Elexp(y'Zi + B'W;)|0"]
[ o®
n . o E[I(W, = 3)exp(y Z; + BW,)| Dyps: 0
Sp =3 Ai | E[I(W, = 3)|Doy; 8] — 2x,2x PU( ) exp(y )| bs; 0]
=1 i Zj:ijXi Elexp(v' Zi + B’WZ-)IB ]

A(k
The elements of the information matrix (0( ); D,ps) are derived by a numerical approxima-
tion on the score function S 500 )
|Dob5
With the local identifiability discussed in Section 2.1.3, the EM algorithm with the
Newton-Rapshon method in the M-steps will converge to a local maximum of the likelihood
function (Equation 3.4). To handle the local identifiability with the “label-switching” phe-
nomenon, the estimates for the latent class model are re-arranged so that 0 < Bl < BQ.

This re-arrangement enables us to achieve the global identification on the estimates for the

latent class model under the order restrictions on 3. For example, if 0 > Bl > //8\2, the

labels on ¢ = {7r1,7r2,7r3,q§k),q2k,q3k k=1,2,...,K;s=1,2,...,5} are switched to ¢' =
{3, mo, 71, qék),q%,qlk,k =1,2,...,K;s = 1,2,... S}, where 23._17@ =2z 1qj(.2) =1 1If
0< 62 < 517 the labels on ¢ are switched to ¢ = {7r1,7r3,7r2,q§k), q3k,q2k k=1,2,... K;s=

., S}, where 2 e S, qj(k) = 1. The order restriction is the critical assumption
for the proposed joint model to guarantee the global identification. Hence, testing for the

order restriction is necessary. The testing procedure will be discussed in Chapter 4.3.

3.3 VARIANCE ESTIMATION FROM THE PROFILE LIKELIHOOD

A likelihood function can be used to estimate variances for parameters of interest with its
observed information matrix. However, the use of full likelihood function is not feasible when

the dimension of parameter space is too high or the model has a semi-parametric nature.

34



Due to its semi-parametric nature, the variance of the parameter estimates for the Cox model
in the proposed joint model cannot be readily derived from the usual likelihood approach
with finite number of parameters. Instead of using the full likelihood function, we apply
the profile likelihood method for inference on those estimates [19]. Denote Q = (6, ¢) with
0 = (B1, B2,7) as the Cox regression parameters in the proposed joint model and ¢ the other
nuisance parameters, including parameters for the latent class model and baseline hazard for

the Cox model. Then, the profile likelihood for 8 = (31, 52,7) is
Lyi(6) = L(6, (0); Do) = maxy L(6, ¢; Dops ). (3.9)

With the maximum likelihood estimators Q, the asymptotic variances for 0 are estimated
by inverting the negative of the second derivatives of the logarithm of the profile likelihood :

&L, (0)] "
~opopT | =i

var(f) = [

Usually, we do not have the analytical forms for the second derivatives of the log-profile
likelihood function. We adapt a numerical approximation to derive the second derivatives
of the log-profile likelihood function [19]. With h = 0.001, 6 = (f, B2,7), and [, (0) =

log Ly, (0, ¢; Dyys), we approximate the second derivatives of the log-profile likelihood scores

as below:
82lpl o lpl(7 + h7 Bl? 62) - 2lpl(7a ﬁla 62) + lpl(’y - ha 517 52)
= +o(h)
02 h?
32lpz . lpl(% B+ h’?ﬁ?) - QZpZ(% B, ﬁz) + lpl(%51 —h, 52)
> = + o(h)
IpBi h?
82lpl _ lpl(’Ya 617 /82 + h) - 2lpl(’7a 61a 62) + lpl(/ya 517 /32 - h) + O(h)
953 z
82lpl 1
87861 - W{lpl(7+h7/81+h762)+lpl(7_h’ﬁl _h)BQ)
- lpl(fy_haﬁl +h752> _lpl<7+h7ﬁ1 _h752)}+0(h>
0?1 1
Tapﬁlg == 4_h2{lpl(’.)/—i_haﬁlaﬂ?_‘_h)+lpl(7_h7ﬁl7ﬁ2_h’)
- lpl(’y_haﬁlaﬁ2+h)_lpl(/y—f—h;ﬁlaﬁQ_h)}—f_o(h)
9%l 1
351552 = W{%z(%&+haﬂ2+h)+lpl(%51—haﬁ2—h)
— (v, 81 = h, Bo+ h) = ly(y, B1 + h, B2 — h)} + o(h),
and 2 — Pl o i,j=1,23.

90,00, _ 00,00,
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4.0 STATISTICAL TESTING WITH ORDER RESTRICTED HYPOTHESIS

Hypothesis testing for statistical model parameter @ is mainly focused on the null hypothesis
Hy : @ = 0 against H; : @ # 0. In this conventional statistical inference, likelihood-base
approaches, such as likelihood ratio, score, and Wald tests have been commonly used for
hypothesis testing [18]. Under a large sample, the likelihood-based approaches gain the opti-
mal statistical inferences even the regularity conditions are somewhat violated [26]. However,
under a constrained parameter space, the optimal statistical inferences may not be achieved
regardless of a sample size [26]. Molenberghs and Verbeke [18] provided the frameworks of
the likelihood-based approaches for one-sided testing in constrained parameter spaces with
some illustrative examples. Under constrained one-sided alternatives, Self and Liang [24]
provided the theoretical works on the likelihood ratio test and its null distribution. Silva-
pulle and Silvapulle [27] proposed Wald-type tests under restricted one-sided alternatives.
Silvapulle [28] also provided the score test under a constrained alternatives.

Even the regularity conditions on the likelihood-based approaches are met, the explicit
form of maximum likelihood estimators and likelihood function are sometimes hard to be
derived due to the complexity of statistical model [26]. As an alternative of likelihood-
based approaches, the Union-Intersection (UI) principle introduced by Roy [23] has been
considered for constrained statistical inferences. With preserving the statistical properties
setting in likelihood-based approaches, the Ul principle provides a flexibility of an alternative
hypothesis by allowing complex parametric or beyond parametric parameters [26]. Sen [25]
introduced the application of the Ul principle for the Cox proportional hazards model with
various order restricted alternatives. With formulating a partial likelihood of the parameters
of interest, Sen [25] presented more efficient statistical inferences on the order constrained

alternatives.
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In the following sections, we first review the statistical hypothesis testing under standard
conditions and the Union-Intersection principle for the Cox proportional hazards model
introduced by Sen [25]. Then, the use of the Union-Intersection principle for the proposed

joint model is discussed in Section 4.3.

4.1 LIKELIHOOD-BASE APPROACHES

Let 6 = (BT,wT)T denote a 1 x p vector of parameters. In the parameter vector 8, 3 is
the vector of parameters of interest and v is a vector of nuisance parameters. Under the
null hypothesis Hy : 3 = 3,, the log-likelihood and score functions are denoted by ()
and S(0) = 01(0)/00, respectively. Denote J(0) as the matrix of second derivatives of the
log-likelihood function. Then, S(@) can be decomposed into S(0) = (S3(0), S4(0)). J(O)

can be partitioned as

Jpp(0) Jpy(0)
Jypp(0)  Jypy(0)

and its inverse J (@) can also be partitioned as

Jﬁﬁ(g) Jﬁ¢(0)
Jwﬁ(g) de)(g)

4.1.1 General two-sided alternative: Hy: 3 =3, vs. H; : 3 # 3,
The Wald test statistic is defined as

T, = (B=B8)"J%O) (B - By)-
The score test statistic is defined as

T, = [Sa(Bo, ¥(Bo))I" 7P (B, ¥(Bo))][Sa(Bo. ¥(Bo))],

where g[}(,@o) is a restricted maximum partial likelihood estimator at B = 3,,.
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The likelihood ratio test statistic is defined as

where z@(,@o) is a restricted maximum partial likelihood estimator at 3 = 3.
The asymptotic null distributions of the three tests are equivalent to a chi-square with

the degree of freedom p, where p is the number of restrictions imposed on 3 by Hj.

4.1.2 Constrained one-sided alternative: Hy: 3=0vs. H, : 3 €

In Molenberghs and Verbeke [18], the authors defined the differences between constrained
and unconstrained one-sided test by whether negative estimates for 3 are allowed in the
null hypothesis. For the same alternative hypothesis H; : 3 > 0, the null hypothesis for
the unconstrained one-sided hypothesis testing is defined as Hy : 3 < 0 and that for the
constrained one-sided hypothesis testing sets Hy : 8 = 0. From the null hypothesis, any
negative values of 3 will be replaced by B = 0 under the constrained one-sided hypothesis
[18].

For general form of alternative hypotheses, Molenberghs and Verbeke [18] denoted C' as
a closed and convex cone in the Euclidean space, with vertex at the origin. With 8, = 0
and Z = N—l/QSﬁ({p/, 0')’, a one-sided score statistic is defined as [18,28]

N

)Z — inf {(z —b) I ,0)(Z —b)|b e O} .

~ / /

T,=Z J% ,0
A one-sided Wald statistic is defined as [18,27]
T, =BV B —inf {(B — bV (B-b)lbe C} ,
where V' is the asymptotic variance-covariance matrix of @ and Vgg is the corresponding

sub-matrix.

A one-sided likelihood ratio test is defined as

Ty, = 2[sup{l(B,¥)|B € C} — sup{l(B,¢)|8 = 0}].
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The asymptotic p-values of the three tests can be calculated from the mixture of chi-
bar square distribution. With an observed test statistic t,,s and p, which is the number of

restrictions imposed on 3 by Hj, the asymptotic p-value can be calculated by

p
lim pT(tobs Z C|H0) = Zwi(pa Jﬂ5<9))pT(X12 Z tobs)~
n—00 P

When we test the null hypothesis with p restrictions on 3, the mixture of chi-bar square

distribution can be calculated by

For example, if the null hypothesis is Hy : Sy = 1 = P2 = (3, which can be rewrote as
Hy: A\ = X = A3 =0, where \, = 8, — 3,1, p = 1,2, 3, the null distribution under the

constrained one-sided alternative can be defined as

P i 1 3 3 1
> 2 Xi = gxﬁ + gX% + gxi + gX%-
i=0 p

4.2 THE UNION-INTERSECTION PRINCIPLE FOR COX
PROPORTIONAL HAZARDS MODELS

In a multi-parameter setting, testing for the null hypothesis Hy : 8 = 0 against the alterna-
tive hypothesis with order restrictions on the parameters, such as H; : 0 < 8 < By --- < 3,
may be interested. In such a case, the statistical testing with the likelihood-based approaches
may not be optimal and hard to be conducted [26]. Roy [23] proposed the Union-Intersection
(UT) principle that can preserve the statistical properties of the likelihood-based approaches
and adapt more various settings of alternative hypotheses with good robustness. Sen [25]
showed the use of the UI principle for testing order restricted alternatives on the Cox model
parameters with partial likelihood scores. We review Sen’s approaches for the Cox model in
this section and discuss the application of the UI principle to the proposed joint model in

Section 4.3.
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For simplicity, Sen [25] considered the general Cox proportional hazards model with cate-
gorical covariates ¢; and a continuous covariate z;. With the observable dataset (X, d;, ¢;, 2;),
where X; and ¢; are the observed failure time and the failure indicator for each subject i,

the hazard rate is defined as
hi(t; ci, z;) = ho(t) exp(ﬁlci + 7/zi),

where ¢ = 1,...,n; ho(t) is an unknown, arbitrary nonnegative function. Here, the p
parameters of interest are denoted as B = (51,62,...,@0)/ and c; is the set of vectors
{(0,...,0)",(1,...,0)",...,(0,...,1)'} for a subject i.

Based on the observable dataset (X, d;, ¢, 2;),% = 1, ..., n, the test for Hy : 3 = 0 against

H{, Hf or H{” may be interested, where

HY: 520, j=1,.p
Hi: Bi<..<B,

H>: 0<B<..<B,

Even the global test for the Cox model parameters based on the partial likelihood is still
valid, it may not be optimal approaches for these alternative hypotheses regarding efficiency
and/or power properties [26]. To implement the UI principle for testing the constrained
hypotheses under the Cox model, we first build the partial likelihood function with the
observable dataset (X;,d;,¢;, 2;),i = 1,...,n. The partial likelihood function is given by [25]

Lﬁ(/@’,}/)zn{ eXp(BCi+7Zi) )} .

i=1 ijszxi exp(Bc; + 7'z
Based on the maximum partial likelihood estimator of 7, 4%, the partial likelihood scores

for 3 are defined by:

A~

_ 0
Uv = N 1/2(%)IOgLﬁ(ﬁﬁﬂﬁ:o,y:%’V (4.1)

N oy Ciexp(z:A8
_ Nl/QZ@{ci—zJ‘XJZXI ’ (ﬂN)}. (4.2)
=1

ijszxi eXP(Z;’AY?V)
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Here, 4% can be obtained by solving the below equation under the null hypothesis Hj :
B =0.

i\f: 0; {z — Zj:XJZXi <j eXp(’Y/Zj) } B

Zj;szxi exp(’y/zj)

Let w;; = I(X; > X;) exp(z}‘y?v), for i,7 = 1,...,N. Then, we define Vi1, Vis, Vas, Vi1.9, which

are second derivatives of the partial likelihood scores with respect to 3, v, by
N N N N N N
Vip, = N7! Z 0i {(Z wij) ! Z WijC;C; — (Z Wij)_z(z Wijcj)(z Wijcj)}
i=1 i=1 i=1 i=1 i=1 i=1
N N N N N N
i=1 i=1 i=1 i=1 i=1 i=1
N N N N N N
Vi, = N5 { O wi) ™D wiyzizy — O wi) O wiz) (O wiz) }
i=1 i=1 i=1 i=1 i=1 i=1
Vie = Vii— VioVay Vi

For given b > 0, we can write H{ : §; > 0 as H{ : UgHy, where B = {b : b > 0}. Under
Hy, (b'Uy)/(b'Vi12b) closely follows N(0,1) for a given b. Hence, the Union-Intersection
test statistic for testing Hy : 3 =0 vs. H{ : B > 0 can be defined as

7" = sup {(lo’UN)/(b'x‘/n,glo)l/2 ‘be B} .

The supremum of T](\,1 ) can be obtained by maximizing b'U ~, where b > 0 and b'Vi10b
is a constant. Based on the Kuhn-Tucker-Lagrange (KTL-) point formula theorem, we can
find the solution for maximizing b'Uy, that is b Uy [25]. Let h(b) = —b'Uy, hi(b) = —b,
and hy(b) = b'Vj;5b — 1, then the Lagrangian function is

L(b, t1,t5) = h(b) + 71 (b) + tyhs(b)
and (b* t1,t3) is a KTL-point that satisfies the system of conditions

ti Z 07 b* Z 07 b*‘711.2b =1
t'b* =0, —Uy —t}+2t5V312b* = 0.
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Let a be any subset of P = {1, ..., p}, where p is the number of components in Uy and
a be the complementary subset () C a C P). For each subset a, the partial likelihood score

ot . . . = .
Uy and the variance-covariance matrix Vj; o are partitioned by :

‘711.2(aa) ‘711.2(35)

U]/V = (U]l\/'(a)v U]lv(g))a ‘711.2 - _ _
Vit2@a) Viizeaa)
With the sub-vectors of U]/V and the sub-blocks of Vi1 4, U;Q(a) and ‘_/1*1'2(51) for each subset

a are calculated as below:

A

U;{r(a) = UN (@) — Vir2@n ViTy 33 UNG) (4.3)
Ve = Vitaea) — Vitaes) Vit e Vit 26@a)- (4.4)

For some set a C P, a KTL-point is (a*,t},t}) , where

0
£ = >0
1
Vn 2(3a) UN a)
* % *! 7 2 Al > — ot 1
265 = Vih(Uy +17).

From the KTL-point, the solution for b* Uy is given by [25]

b Un = (Un o) Viiote Uia)

where U* ) > 0 and VH2W UN <0.

Hence, the Ul-test statistic is defined by [25]

TV = sup{(b’UN)/(b’vu,2b)1/2 be B}
= 3 O Vi D) Ty > 01V b Uvy <0} (45)

0CaCP
where a is a subset of P, and Uj{,’ and V7~

(a) 1 2( are calculated by the equation (4.3) and
(4.4).
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Under the null hypothesis with large n, for each a, () C a C P),

U ~ is asymptotically normal with null mean vector and variance-covariance matrix vy .
Vi1.2 converges in probability to viq.s.

U ]’(,(a) is asymptotically normal with null mean vector and variance-covariance matrix
V11.2(a)-

Vﬁ 5(33) U N() is asymptotically normal with null mean vector and variance-covariance

matrix v;112(__).

(U X Vf‘1 21 U X )1/ 2 has asymptotically the central chi distribution with k, degrees of
freedom, Wthh is the cardinality of the set a .

For every z > 0, the three events I((U* NP U* )P <), I(UJ"{,(E) > 0), I(Vy1 yam Unea) <

0) are asymptotically mutually independent.

Therefore, the p-value can be obtained by

P{TQ <aliy} = P{ Y0 {08 Vit Ukw) 10k > OV s Una <0} <@
pCaCP
= Z P{UN(a > O}P{Vﬂ.lz(ss)UN(ﬁ) < 0} P{xx <z}
0CaCP
p p
= Zka{Xka},VxZO,Zwkzl. (4.6)
k=0 k=1

The null distribution of the Ul-test statistic is a chi-bar distribution with the weight wy,

for each k, where k is the number of elements in some subset a. The weight, w; can be

computed by multiplying P( NG > 0) by P(V,7% oo UN(g) < 0), where U;,(a) ~ N(0,v11.2(2))

11.2(33)

and V11 2(33 U Na@ ~ N (0, ‘/'1112(55)) The weights wy, can be calculated by the exact formulas

or a numerical integration.

For testing Hy : B =0 vs. H{” : 0 < f; < ... < f3,, the reparameterization may be

necessary to use Equation (4.5) and (4.6) for the test statistic and its p-value, respectively.

Let ; = 8; — Bj_1,j = 1,...,p, where 3y = 0, and d; = (dy, ..., .dip),i = 1,..., N, where

= 4, Cis; for j=1,.,p,i=1,..,N. Then, the Cox model can be written as

hi(t; c;, zi) = ho(t) exp(,@lci + vlzi) = ho(t) exp(w/di + 'y,zi).
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Then, the null and alternative hypotheses are reduced to Hy : ¢ = 0 and Hy : 1 > 0. The
Ul-test for testing Hy : 3 =0 vs. H* : 0 < 1 < .... < f3, is the same as that for testing

4.3 THE UNION-INTERSECTION PRINCIPLE FOR THE PROPOSED
JOINT MODEL

In the proposed joint model in Chapter 3, we assume that the more aggressive and progressed
tumor has the higher risk of recurrence to obtain the full identification of the parameter
estimates for tumor grades. Under this assumption, the order restriction is imposed on the

Cox regression parameters: 0 < 31 < f3.

where W; = (Wi, Wig) = (I(W; = 2),I(W; = 3)), B = (b1, f2) in the case of tumor grade
and A\o(t;) represents the baseline hazard function for a subject i. To test the order restriction
on the Cox regression parameters, the Union-Intersection (UI) principle can be considered.
Under the null hypothesis Hy : 8 = 0 and the alternative hypothesis H; : 0 < 7 < 35 , we
adapt the UI principle for the Cox proportional hazards model with H; : 3 > 0 proposed
by Sen [25].

Instead of building partial likelihood scores as in Sen [25], we use the profile likelihood
scores with treating the parameters ¢ = (A\o(t;), 7, @) as nuisance parameters, where (7, q)
are the prevalences and classification rates in the sub-model for multiple ratings and A\o(%;)
are the baseline hazards in the sub-model for time-to-event data. If we consider the profile
likelihood such as log Lp.(3), the additional iterative procedures along with the survey-
weighted cox model in the M-steps are required to update v. However, with the profile
likelihood log Lpr(83,7), the survey-weighted Cox model in the M-steps is enough to update
the nuisance parameters ¢ = (\o(t;), 7, q) while (3,~) are fixed. Hence, we can expect
that the use of profile likelihood log Lpy (3, ) can reduce the programming demands for the

proposed joint model.
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Denote 4%, which is the parameter estimate of v under the null hypothesis and it can
be derived by fitting a cox model with only including an auxiliary variable, such as tumor
sizes. The profile likelihood score for B under Hy and the variance-covariance matrix can be

defined by

A 0
Uy = %IOgLPL</877)|,6=O,'y:&?V <4'7)
d%logLpr(Byy) 8%logLpr(B,) [/ I/
L[ e mepee [T T
Viio 2 — - ' (4.8)
0%logLpr(8,Y) Vo, Vi
&v? B=0,7=40

Then Vi1 can be calculated by the sub-blocks of Vi;5 with the following equation:

Vite = Vit — ViaViy ' Var. (4.9)

The first and second derivatives in the equations (4.7) and (4.8) are approximated by
a numerical differentiation. With 8 = (51, 02) and h = 0.001,h; = h % (1,0),hy = h %
(0,1),h3 = hx(1,1),hy = h*(=1,1),hs = h* (1,—1), we use the following numerical
differentiation to calculate the first and second order partial derivatives, where log Lp;, =

log LPL (/87 7)

OlogLpy, _ lOgLPL<,B + hy, ’Y) - lOgLPL(,B — hy, ’Y) + o(h)
08, oh
OlogLpy, _ logLpr(B + ha,v) —logLpr(B — ha,7) +o(h)
05, oh
L L — L —
dlogLpr, logLpr (B, +h) —logLpr(B,y — h) + o(h)
oy 2h
d*logLpy, logLpr(B + hi,7v) +logLpr(B — +hy,v) — 2logLpr(8,7)
—= +o(h)
BT 2
d*logLpy, logLpr(B + ha,v) + logLpr(B — +ha,v) — 2logLpr(B,7)
— + o(h)
952 12
D?logLpy, logLpr(B,v + h) +logLpr(B,v — h) — 2logLpL(B,7)
oz 2 + o(h)
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0?logLpr,
ooy 4hz 5 logLpr(B + b,y + h) + logLpr(B — b,y — h)
1

- logLPL(IB +hi,v =) —logLpr(B — 1,7+ h)] + o(h)

2
% = 4h2 —[logLpr(B + hs,v) + logLpr(B — hs,7)
- lOQLPL<;8 + hy,7) —logLpr(B + hs,7)] + o(h)
Ologlpr 1y (B4 hooy + h) + logl ho,y — h
0By0 4h2 PL 2,7 ogLpr(B — ha,y — h)

— logLpr(B + ha,y — h) —logLpr(B — ha,y + h)] + o(h).

With ﬁN and Vi1, U](, and ‘_/1*1.2(3) are computed for any subset a of P = {1,...p},

(@)

where p is the dimension of Uy.

U]tf(a) = UN (@) — Vll 2(a3) V U (410)

2(a3a)

‘71*1.2(3) = ‘711.2(33 Vi1, 2(a3) Vﬁ 2(33) V11.2(5a)- (4.11)

Next, the below conditions for each subset a and the complementary subset a are evalu-

ated.

U >0 VithaUne <0

Without loss of generality, we assume that p = 2, where 8 = (81, 52) in the proposed
joint model. Then, any subset of p is P = {0, {1}, {2}, {1,2}}. The first condition is always
met for a null set and the second condition is always met for P = {1,2}. Among the subsets,
only one element (for the proposed joint model, {1} or {2}) satisfies both conditions. Once
the element is found, the Union-Intersection statistic can be computed, where I (U NG@) > 0)

and I(V;;% UN <0)

11.2(33)

1 ! ok — Sk
T = (Ui Vi Un) /2 = t. (4.12)

Under the null hypothesis, U}'{,( ~ N(0,v];, a)) VL

(3a)

UN 5 ~ N(0,v, 2(5_)) Hence, the
distribution of the UI statistic T](\,1 ) is
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Table 5: Weights for the mixture distribution for the Ul-test statistic

a k Pr{Uj*V(a) > 0} PT{VH2 52) UN(a <0} w

@ O 1 pl wo
{1} 1 1/2 1/2 1/4
{2} 1 1/2 1/2 1/4
{172} 2 b2 1 [09))
PATY <t} = 3 P{Uha > 0} P{ Vi Unie <0} P Lo < 1)
pCaCP
p p
Zka {xp <t} Vo> O,Zwk =1, (4.13)
k=0 k=1

Here, x? is a chi-square random variable, with k is the number of elements in a. X2 is
equal to zero with probability 1. The weight w, can be computed by the product of two

normal orthant probabilities and be written as

we = Y Pr{lUxq > 0lHo} Pr{V} } 55 Une) < O|Ho}. (4.14)

dim(Jal) =k
With P = {0,{1},{2},{1,2}}, the weights for each k are calculated as Table 5. In
Table 5, py = Pr{Uyq, > 0} with a = {1,2} and p; = Pr{Vj b, Unm < 0} with
a = {1,2} are evaluated by using a numerical integration, where Uj{,(a) ~ N(0,v11.20))
and V11 2(33 UN ~ N(0, anz e ) R function pmvnorm in R package mvtnorm can be used

to calculate the multi-dimensional normal orthant probabilities. For example, the two di-

mensional orthant probabilities can be computed by the below statement.

pl <- pmvnorm(lower = c(11,12) ,upper = c(ul,u2) ,
+ mean=rep(0, 2), sigma = V11.2, algorithm = Miwa())
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e lower: Specify the lower limit of the integral region.
e upper: Specify the upper limit of the integral region.
e mean: Specify the mean vector.

e sigma: Specify the variance-covariance matrix.

e algorithm: Select the algorithm for a numerical integration.

If the limit of integral region is infinity, we specify small or large value to the lower /upper
limit (e.g. lower = ¢(0,0), upper = ¢(10000, 10000)). The details can be found in the
document for R package mvtnorm 'http://cran.r-project.org/web/packages/mvtnorm/
mvtnorm.pdf’.

Then, the P-value is calculated as
P—value = 1—{P(xg <t)*wo+P(x{ <t)*wi+ P <t)*wi + P(x3 < t) *wa},

where ¢ is the value of test statistic in the equation (4.12).

For testing the null hypothesis Hy : 8 =0 vs. H; : 0 < 57 < (35, the reparameterization
on B is needed. Let \; = ; — ;-1 with By = 0, then the alternative hypothesis will be
reduced to Hy : A > 0, where \; = 31 and \y = 35 — 1. Now, the profile likelihood score
U ~ (Eq.4.7) and the variance-covariance matrix Viio (Eq. 4.8) can be updated with respect
to A by using a chain rule. Once the profile likelihood score and the variance-covariance
matrix are updated, the equations (4.10) and (4.11) are calculated with the values from the
equations (4.15) and (4.16). The test statistics (Eq.4.12) and p-value can also be calculated

in the same way. The profile likelihood score Uy for X can be calculated by

0 0
86l09LPL(3, 7)55(/\) (4.15)

The second derivatives for the variance-covariance matrix V} , can be calculated by

~ 0
UN - a)\ logLPL( )|)\ 0,7=5%

2 2

log L PSPV L 4.1
8)\8)\T 0og PL()‘77)’)\—077—7?\, /8( )6,36,3 lOg PL(/Ba )a)\ (A) ( 6)
where
T o I
OA 0 05| 11
o\ 0o
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5.0 SIMULATION STUDIES

We conducted simulation studies to examine the statistical properties for the proposed joint

model in Chapter 3. To confirm the practical utility of our methods, we considered simulation

setups that are similar to the National Surgical Adjuvant Breast and Bowel Project (NSABP)

B-14 sub-study. Based on the structure of the NSABP B-14 dataset, we simulated n subjects
with a total seven variables D; = {W,-, Vi(l), ‘/;(2), Vi(g), X, Ay, Zi} for each subject i, where

W;: True tumor grade, where W; =75, 7 =1,2,3

(‘@(1),%(2),\/;-(3)): Tumor grade ratings from three pathologists, where V;(S) =k, k =
1,2,3;s=1,2,3

X;: Observed failure time

A;: Observed censoring indicator, 1 for failure event, 0 for censoring event

Z;: Tumor size

Tumor grade ratings (V;(l), VZ@), Vi(?’)) from three pathologists, true tumor grade W; and

tumor size Z; for each subject ¢ were simulated such that:

(1)

Simulate true tumor grades ranged from 1 to 3 for n subjects based on a multino-
mial distribution with the prevalence (7, mo, m3) = (0.3,0.5,0.2). With the R function
r Multinom(rbind(0.3,0.5,0.2),n), generate W;. The value of W; is 1,2, or 3.

Generate tumor grade ratings from three pathologists given a simulated true tumor grade
for each subject i. Tumor grade ratings for each pathologist are independently generated

given the level of true tumor grade generated at (1). A multinomial distribution with

the classification rates qﬁ); 7, k,s =1,2,3 in Table 6 are used to generate tumor grade

ratings. For example, if W; = 2, we would generate V;(s) from a multinomial distribution
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Table 6: Simulation setup: Classification rates for simulation studies

Rater#1 Rater#2 Rater#3

True grade W M P W M P W M P

W 06 03 01 05 035 015 0.6 0.15 0.25
M 0.07 087 006 02 0.7 01 0.04 091 0.05
P 0.05 015 0.8 0.03 023 074 01 03 06

with the classification rates (¢, ¢53,¢5)). Let ny = SSI(W; = 2), then V;®) given
W; = 2 are generated with the R function r Multinom(rbind(0.2,0.7,0.1), ns)

(3) Given a true tumor grade W; for each subject i, generate tumor sizes from three log-
normal distributions with the mean and variance estimates from the B-14 dataset:
log(Z;) ~ N(ui,0?), where p; = (0.54,0.65,0.81) for W; = 1,2, and 3, respectively,
and common variance o? = 0.29 for all grades. For example, if W; = 2, generate
Z} =log(Z;) with the R function rnorm(ns,0.65,0.29) and take an exponential of Z so
that Z; = exp(Z}).

With the true regression coefficient {v, 81, 52} = {0.3,0.5,2.0}, the survival time T; was
generated from a Cox proportional hazards model with constant baseline hazard \y(t) = Ao,

such that

where I(W; = j),j = 2,3.

The censoring time C; was generated from an exponential distribution with rate A¢ with
assuming that the censoring is non-informative. We considered a simulation setup for the
sample size 668 and 1300 with 20% or 80% censoring rates, by setting (g, A¢) to (0.045,0.035)

or (0.01,0.15), respectively. The observed failure time X; were simulated such that:

(1) For i =1,2,...,n, generate u;1, u; from a uniform distribution U(0, 1), independently.
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(2) With the simulated true tumor grade and the tumor size given the true tumor grade,

generate a failure time 7T; for n subjects by

T _ — log(u;1)

(3) Generate censoring time ¢; for n subjects by

~ —log(ui)

¢ =
(2 Ac
(4) Generate time-to-event data and censoring indicator. The observed time-to-event data

are X; = min{C;, T;} and the censoring indicator is A; = I(T; < C;).

Considering each of four scenarios with different sample sizes n = (668, 1300) and censor-
ing proportions A% = (20, 80), we conducted 500 replications with different seed numbers.
For the sth replication, s = 1,2,...,.5, we set the initial values for the parameter estimates
(m,q,7, 1, B2) for running the EM algorithm in Section 3.2. To get the initial values, we
fitted two sub-models separately. The parameter estimates for (7, q) from the equation (
2.1) were considered as the initial values for (7, ) in the EM algorithm in Section 3.2. The
Cox regression parameters fitted with including true tumor grade and tumor size were con-
sidered as the initial values for (v, 81, 52) in the EM algorithm. With the initial values, the
parameter estimates and the standard errors of the Cox model parameters were computed
as described in Chapter 3. Due to the intensive computation, we run 20 replications per a
seed number. Hence, total 25 seed numbers for 500 replications were generated by the R
function .Random.seed for the simulation studies.

The results with 500 replications for the sample size 668 and 1300 are shown in Table
7. The empirical bias (Bias), the empirical standard deviations of the estimates over all
replications (Emp.SD), the average of estimated standard errors (ASE), and the coverage
probabilities of 95% confidence interval are reported to examine the statistical properties for
the proposed joint model. Let Q® = (3, Bl(t),ﬁ}(t)),t =1,2,...,500 be the estimates for
tth simulated data, and Q = {v, 81, 52} = {0.3,0.5,2.0} be the true regression parameters.

For example, the simulation parameters for v are computed as below:
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Empirical Bias

1 500
Emp.bias = — > 4 —
mp.bias 500 ;7 ¥

Empirical Standard Deviation

1
Emp.SD = — > (3" —5)?

t=1

1 \500 2 (1)

where 7 = 200 D1

Average of estimated standard errors

500

1 .
ASE = — )

where 5 (") is the estimated standard error for tth simulated dataset.

Coverage probability of 95% confidence interval

500
CP = ﬁ ; I3 € [y —1.96 % S, +1.96 % S\)).

Instead of imposing the order restrictions on the parameter estimates in the M-steps,

we incorporated the order restrictions when we interpreted the parameter estimates at the

convergences of the EM algorithm. For each case, we switched the labels on 8 by re-

parameterizing (1, 82) so that the order restrictions are preserved.

(1) If By, B2 > 0 but By < 51, then we set ] = P2 and 5, = 3.
(2) If 1 <0 and By > 0, we set 5] = —f1 and 5 = —f;1 + [s.

In the same time, the labels on the (7r, g) were also re-arranged so that 0 < 51 < B\g. For

example,

(1) If 0 > ) > [, the labels on ¢ = {7r1,7r2,7r3,q§2),q§7€),q§2);k =1,2,...,K;s=1,2,...,5}

are switched to ¢ = {7r3,7r2,7r1,q§2),qé‘?,qﬁ?;k; =1,2,...,K;s = 1,2,..., S}, where

3 3 s
Zj:l T = he1 qj('k) =1
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Table 7: Simulation results with (v, 81, 52) = (0.3,0.5,2.0).

N =500
% censoring n  parms Bias Emp.SD ASE CP

20% 668 vy 0.026 0.038  0.021 0.779
B -0.007  0.149  0.095 0.923

Ba -0.004  0.196  0.121 0.913

1300 v 0.023 0.028 0.02  0.700

B -0.005  0.103  0.095 0.924

Ba 0.004 0.130  0.122 0.923

80% 668 0 0.009 0.058 0.06 0.943
B4 0.069 0.361  0.272 0.896

Ba 0.036 0.355  0.266 0.876

1300 0 0.013 0.043  0.044 0.928

B -0.011  0.236  0.199 0.916

Ba -0.018  0.234  0.193 0.904
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(2) If 0 < By < pi, the labels on ¢ are switched to qﬁ' = {Wl,ﬂg,ﬂg,qgi),q%,q%,k
1,2,...,K;s=1,2,...,5}, where ij:le Zk 1 ]k =

In Table 7, the simulation results for 20% censoring show that the proposed joint model
provides the parameter estimates for 3 with negligible biases. Also, no significant difference
between the empirical standard deviations and the average of estimated standard errors for
3 is detected for 20% censoring. The coverage probabilities of 95% confidence interval for the
3 are close to the nominal level of 0.95. However, the simulation results for 20% censoring
show that the parameter estimate for v is biased and the coverage probability is not close
to the nominal level.

When the sets of weights include extreme values, such as 0 , 1, the current R package
survey may not converge well. Although the computation efforts can be reduced by using
the R package survey to update the parameters having no closed-form of solutions, the
systematic biases on the parameters may be expected through the estimation procedures.
For further checking procedure, we will compare the current simulation results with the
results from the EM algorithm with a one-step Newton-Raphson method. As the censoring
proportion is increased from 20% to 80%, the biases for (1, 2) are also increased and
the coverage probability is not close to the nominal level. Based on our knowledge, if the
association between the unknown true status and the time of disease recurrence is not strong
enough, the estimates in a finite sample can be overestimated due to the "label swapping”
on the model parameters. For example, when we generate a finite sample (X, X5), where
Xy ~ N(uy,1), Xo ~ N(pg,1) with imposing the order restriction on p, p11 > s, the sample
means of X5, X, can be larger than X; due to the "label switching” phenomenon if the
magnitude of the difference between p; and ps is not large enough.

We expect the bias, relative to the empirical standard deviation, will diminish as sample
size increases and the gap between the §; and 5 increases. As censoring proportion decreases,
we expect the bias will also decrease. Because of the numerical approximation in variance
estimation in Section 3.3, the average of standard error estimates could be slightly different

from the empirical standard deviations of the estimates.
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6.0 APPLICATION: ANALYSIS OF DATA FROM THE NSABP B-14 DATA

The National Surgical Adjuvant Breast and Bowel Project (NSABP) B-14 trial is a phase
3 randomized controlled trial to investigate the prognosis of patients with node-negative,
estrogen-receptor-positive breast cancer treated with Tamoxifen and/or chemotherapy. We
applied the proposed joint model to a sub-study of the NSABP B-14 trial with disease-free
survival as the endpoint or outcome of interest. With the tissue samples and clinical in-
formation of patients enrolled in B-14 trial, the validation study of a 21-gene panel assay
with comparing classical clinical factors such as age, tumor size, and tumor grade was carried
out [20]. With a patients paraffin-embedded tumor tissue, the tumor grades for a patient were
independently measured by three different pathologists from the NSABP, Stanford University
Medical Center, and the University of California at San Francisco, School of Medicine, re-
spectively. All three experienced pathologists were blinded from any clinical information and
independently evaluated the tumor grade following the modified Bloom-Richardson grading
criteria [20]. According to the modified Bloom-Richardson grading system, the pathologists
scored three features: the tubule formation, the count of cell mitosis, and uniformity in cell
size, shape and staining character of the nuclei. Each of these features is scored from 1 to 3.
Once all three features in Table 1 are scored, the total sum of three scores are computed and
categorized into one of three grade (Table 2). A tumor is considered as a well, moderately,
poorly differentiated tumor if the total sum of score is 3 to 5, 6 to 7, or 8 to 9, respectively [9].

The data analysis of this exemplary dataset was programmed in R. The survey-weighted
Cox model in the M-step was applied by using the R functions svydesign and svycoxph in
the R package survey. The weights were proportional to E[W; = j|D,; 0®)] for a subject
1 and a level of true tumor grade j, which was calculated in the E-step. The details are

shown in Section 3.2.2. The standard errors of cox parameter estimates were derived by
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Table 8: Estimated prevalences and classification rates from the proposed joint model

Rater#1 Rater#2 Rater#3

True grade 7 W M P W M P W M P

W 028 044 055 0.01 087 013 0 062 037 O
M 049 0.07 084 0.08 0.17 0.74 0.09 0.05 0.90 0.05
P 023 0 022 0.78 0.02 020 0.78 0.01 0.46 0.55

using the profile likelihood approach proposed by Murphy and van der Vaart [19]. With
the derived standard errors from the profile likelihood, the p-values for the parameters of
interest were calculated by the Wald test and the Union-Intersection Principle in Section 4.3.
In the analysis, we used tumor size for each subject as an auxiliary information and included
tumor grade readings from three pathologists with considering a well-differentiated tumor as
the reference category in the sub-model for time-to event data (Equation 3.3). Accordingly,
tumor size was used as one of covariates in the sub-model for time-to-event data and tumor
grade readings were used in the sub-model for multiple ratings with an unknown true tumor
grade.

Since three pathologists at three different sites in the U.S. independently assessed tumor
grades for 668 subjects in the NSABP B-14 study, it is reasonable to assume that three
tumor grade readings are independent each other given a true tumor grade. In addition, any
clinical information such as tumor size was not disclosed to all pathologists during tumor
grade reading. Hence, we can also assume that the auxiliary information is independent of
tumor grade readings given the underlying true tumor grade.

Table 4 in Section 2.1.3 shows the estimates of prevalence and classification rates from
the latent class model proposed by Dawid and Skene [7]. The assumption of conditional
independence on the tumor grade readings is met with the p-value of the Pearson Chi-
square goodness-of-fit test at 0.46 (y2 = 5.7). Table 8 shows the estimates of prevalence and
classification rates from the proposed joint model. Both tables show very similar estimates

of prevalence and classification rates.
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Table 9: Parameter estimates and standard errors of Cox parameter estimates from the joint

model.
Cox model only Joint model
Pathologist 1 Pathologist 2 Pathologist 3
Est.(SE)  P-value  Est.(SE)  P-value Est.(SE) P-value Est.(SE)  P-value
4 0.18 (0.05) <.001 0.18 (0.05) <.001 0.12(0.05) 0.01 0.16 (0.04) <.001
Bl 0.30 (0.35) 0.39 0.62(0.29) 0.03 0.52(0.34) 0.13 0.55(0.24) <.001
Bg 1.21 (0.35) <.001 1.64 (0.28) <0.001 1.86 (0.36) <.001 1.86 (0.17) <.001

As anaive approach, each of the three Cox models includes tumor grade readings from one
of three pathologists and tumor size as the predictors. We compare the degree of association
between tumor grade and time to breast cancer recurrence determined from the three Cox
models and the proposed joint model. Table 9 summarizes the parameter estimates and
standard errors under three Cox models and the joint model. The estimated regression
coefficients of tumor size 4 and the corresponding standard errors are quiet similar across all
four models. However, we notice large differences in the estimates of regression coefficients
for tumor grades between three naive models and the joint model (3, for grade 2 vs. grade
1 ;Bg for grade 3 vs. grade 1). Compared to the estimates from the joint model, the naive
Cox models can lead to biased results for the association between tumor grades and the
risk of breast cancer recurrence. For example, when we use tumor grade readings from
the first pathologist, the degree of association between tumor grades and the risk of breast
cancer recurrence can be underestimated (31(1) = 0.3, BQ Vo 1.21 from the naive Cox
model; 31 = 0.55, Bg = 1.86 from the joint model). Comparing to the standard errors from
the naive cox models, the joint model provides more efficient estimates for the association
between tumor grades and time to breast cancer recurrence. The three naive Cox models
only use tumor grade readings from one of three pathologists. On the other hand, the
joint model combines all available tumor grade readings from three pathologists, so that it

estimates the Cox parameters with larger sample size.
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Table 10: The conditions for calculating the U-I test statistic for the NSABP B-14 data.

a a Ultf(a) ‘71;.2(55) N(@) I(U;,(a) > 0) ](‘711.12(55) v@E) <0)
—2.44
0 {1,2} - 1 0
1.86
{1} {2} —25.65 0.23 0 0
{2} {1} 28.27 —0.63 1 1
—2.437
{1,2} 0 - 0 1
1.861

Since the p-values for Hy : B8 = (B1,52) = 0 in Table 9 are less than 0.05, we tested
the order restrictions on 3, which is 0 < f; < 5. The Union-Intersection principle for the
proposed joint model in Section 4.3 was conducted with the re-parameterization on 8. With
Aj =i
A1 = (1 and Ag

— Bj—1, where By = 0, the alternative hypothesis was reduced to H;
= Ba — P1.
For each subset a of P =

UE(a) > 0 and ‘71112(55)UN(5)

: A > 0, where

{0,{1},{2},{1,2}}, we first evaluated the two conditions:
S 07 where U]t](a) ~ N(OJ U11.2(a))7 ‘71;12(55)01\7(5) ~ N(07 ‘711.2(55))7
which are defined in Eq.4.10 and Eq.4.11 and the chain rule for re-parameterization in
Eq.4.15 and Eq.4.16. Table 10 shows the values of two conditions for each partition a.
The value of V11 2(33 U N(s) is always greater than zero when a is the empty set. On the
other hand, ‘/1;-2(55)[] N(a) 1s always equal to or less than less than zero, when a is the empty
set. Among a total 22 = 4 partitions, only one partition will have both I(U;{,(a > 0) and
I(Vﬁ2 53) UN @ < 0) equal to one. The U-I test statistic 7.252 was calculated on the term

for which both indicators are one, a =2,a = 1.

Tn = (UxeVirapUse)'? = 7.252.

The weights for a mixture chi-bar distribution for each partition are shown in Tablell.

For a = () and a = {1, 2}, the weights were calculated by the R package mvtnorm with the
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Table 11: Estimated weights for the mixture distribution for the U-I test statistic

a k Pr{U]*V(a) >0} Pr{f/ﬂlz(éé)ffzv(s) <0} | w

0 0 1 0.399 0.399
1 0.5 0.5 0.25
2 1 0.5 0.5 0.25
(1,2} 2 0.101 1 0.101

upper limits of integral region ¢ = (10000,10000) and the lower limits of integral region

¢ =(0,0). For example, the weights wy and wy represent

Wy = Pr{f],*v(a) >0} + PT{VH.IQ( )UN(g) <0}

= 1+ Pr{e = (61762) <0:e~ N(O,U11.2(55))}

Wy = PT{G = (61, 62) S 0:€en~ N(O,Uu_g(a))} —+ 1.
The P-value with t = 7.252 and the weights wy, k =0,1,2 is

P—value = 1—{P(xg<t)xwo+ P03 <t)xw + PO <t)xwy+ P(xs <t)*ws}

= 0.0062,

where P(x2 <t) = 1.
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7.0 CONCLUSION

The main objective of the proposed method is to achieve global identification of model
parameters in the latent class models for modeling discrete diagnostic tests without a gold
standard. The global identification becomes possible when there is a known trend between
the underlying truth and the risk of an event of interest. In addition, the proposed joint
modeling approach enables us to utilize all ratings from multiple independent ratings to
provide an accurate assessment of the association between the unknown true status and the
time to event of interest. In our motivating example, the true tumor grade for patients
was inaccessible due to the subjective nature of the tumor grading system. The critical
assumption of conditional independence among multiple ratings is more likely to be true
because the three pathologists evaluated patients’ tumor grade independently and none of
them was aware of any clinical information related to the tissue samples. The result from
the Pearson chi-square goodness-of-fit test also concurs with its p-value larger than 0.05.

In some other circumstances, however, the conditional independence assumption may be
violated. Under the violation of conditional independence, the estimates from a misspecified
model will be biased as discussed in Section 2.1.4 [29,32]. In addition to achieving global
identification, the proposed method produces more efficient estimates compared to the Cox
proportional hazards model that only includes the ratings from a single rater. The reason is
that the proposed joint model incorporates all accessible ratings from multiple raters on the
same subject.

Due to the absence of closed-form of solutions for the Cox model parameters, some
joint modeling approaches use a one-step Newton-Raphson algorithm to update estimates
in M-steps [15,16,30,31]. For the proposed joint model, we employed the Newton-Raphson
algorithm in the M-steps to update the Cox model parameters. We found that the Newton-
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Raphson algorithm in the M-steps is equivalent to running a survey-weighted Cox model with
some pseudo observations and weights created accordingly. However, the current R package
survey may not converge well with extreme values in the sets of weights. Biases in some
parameter estimates shown in the simulation studies may be because of convergence in using
the R package survey or potential programming errors. We will work on comparing results
with a one-step Newton-Raphson method to these with the survey-weighted Cox model to
check whether the degree of biases can be reduced.

For testing the existence of a monotone association between the unknown true status and
the risk of an event, we modified the application of the Union-Intersection principle for the
Cox proportional hazards model as proposed by Sen [25]. Since the proposed joint model has
the high dimensional nuisance parameters, we used the profile likelihood function instead of
the partial likelihood function for the Cox proportional hazards model. We construct the
test statistic of the Union-Intersection principle based on the corresponding profile likeli-
hood score functions and their asymptotic variance-covariance matrix. Application of the
Union-Intersection principle achieves more statistical power than the likelihood-based testing
without considering the order restriction. In the future, we will perform additional simula-
tion studies for evaluating statistical properties of the order restricted hypothesis testing for
the proposed joint model regarding its statistical power.

In clinical studies, our proposed joint model can be widely applied to handle the issue
of local identifiability to evaluate the accuracy of a diagnostic test without a gold standard.
Also, the proposed method is useful to improve the precision of clinical decision making
when diagnostic test results are predictive of a risk of disease recurrence and so patients can

get more appropriate treatment consequently.
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