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Abstract

The volume under the receiver operating characteristic surface (VUS) is useful for
measuring the overall accuracy of a diagnostic test when the possible disease status
belongs to one of three ordered categories. In medical studies, the VUS of a new test
is typically estimated through a sample of measurements obtained by some suitable
sample of patients. However, in many cases, only a subset of such patients has the
true disease status assessed by a gold standard test. In this paper, for a continuous-
scale diagnostic test, we propose four estimators of the VUS which accommodate
for nonignorable missingness of the disease status. The estimators are based on a
parametric model which jointly describes both the disease and the verification process.
Identifiability of the model is discussed. Consistency and asymptotic normality of
the proposed estimators are shown, and variance estimation is discussed. The finite-
sample behavior is investigated by means of simulation experiments. An illustration
is provided.
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1 Introduction

For an ordinal three-category classification problem, the assessment of the perfor-
mance of a diagnostic test is achieved by the analysis of the receiver operating
characteristic (ROC) surface, which generalizes the ROC curve for binary diagnostic
outcomes. The volume under the ROC surface (VUS) is a summary index, usually
employed for measuring the overall diagnostic accuracy of the test. Under correct
ordering, values of VUS vary from 1/6, suggesting the test is no better than chance
alone, to 1, which implies a perfect test, i.e. a test that perfectly discriminates among
the three categories. The theoretical construction of the ROC surface and VUS was
introduced for the first time by Scurfield (1996).

In medical studies, the evaluation of the discriminatory ability of a diagnostic test
is typically obtained by making inference about its ROC surface and VUS, based on
data from some suitable sample of patients (or units). When the disease status of each
patient can be exactly assessed by means of a gold standard (GS) test, a set of methods
exist to estimate the ROC surface and VUS of the test in evaluation. See Nakas and
Yiannoutsos (2004), Xiong et al. (2006), Li and Zhou (2009) and Kang and Tian (2013),
among others. In practice, however, disease status verification via GS test could be
unavailable for all units in the sample, due to the expensiveness and/or invasiveness
of the GS test. Thus, often, only a subset of patients undergoes disease verification. In
such situations, the implementation of the methods discussed in the above mentioned
papers could only be performed on the verified subjects, typically yielding biased
estimates of ROC surface and VUS. This bias is known as verification bias.

In order to correct for verification bias, the researchers often assume that the selec-
tion for disease verification does not depend on the disease status, given the test results
and other observed covariates, i.e., they assume that the true disease status, when
missing, is missing at random (MAR, Little and Rubin 2002). Under this assump-
tion, there exist few methods to get bias-corrected inference in ROC surface analysis.
Chi and Zhou (2008) proposed a nonparametric likelihood-based approach to obtain
bias-corrected estimators for ROC surface and VUS of an ordinal diagnostic test. In
case of continuous diagnostic tests, To Duc et al. (2016) discussed several solutions
based on imputation and re-weighting methods, and proposed four verification bias-
corrected estimators of the ROC surface and VUS: full imputation (FI), mean score
imputation (MSI), inverse probability weighting (IPW) and semi-parametric efficient
(SPE) estimators.

However, in some studies the decision to send a subject to verification may be
directly based on the presumed subject’s disease status, or, more generally, the selection
mechanism may depend on some unobserved covariates related to disease; in these
cases, the MAR assumption does not hold and the missing data mechanism is called
nonignorable (NI).

For two-class problems, methods to deal with NI verification bias have been
developed, for instance, in Baker (1995), Zhou and Rodenberg (1998), Zhou and
Castelluccio (2003), Zhou and Castelluccio (2004), Rotnitzky et al. (2006), Fluss
et al. (2009), Fluss et al. (2012) and Liu and Zhou (2010). However, the issue of cor-
recting for NI verification bias in ROC surface analysis is very scarcely considered in
the statistical literature. To the best of our knowledge, only Zhang and Alonzo (2018)
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gave a contribution in this direction. In detail, the Authors: (i) extended to the VUS the
doubly robust estimator for the area under the ROC curve of Rotnitzky et al. (2006);
(ii) proposed an IPW estimator of the VUS again based on the model of Rotnitzky
et al. (2006); and (iii) considered an extension of the model in Liu and Zhou (2010)
to obtain a pseudo doubly robust (PDR) estimator of the VUS.

However, on the one hand, techniques discussed by Zhang and Alonzo (2018)
appear to lack generality. Indeed, with reference to the verification process, in proposals
(i) and (ii) the planned adjustment for selection to verification is assumed to be user-
specified, i.e., fixed and known in practice; moreover, in all proposals, i.e., (i)—(iii),
the disease variable is treated in an unnatural way as a numerical variable. On the
other hand, asymptotic properties of the proposed estimators are not theoretically
investigated, nor a proof of identifiability for the model is provided in case (iii), in
which the adjustment for selection to verification is assumed to be unknown.

In this work, we try to overcome limitations of current proposals in developing
bias-corrected methods for continuous diagnostic tests with three-class disease status,
under a NI missing data mechanism. In particular, we adopt parametric regression
models for the disease and the verification processes, properly extending the selection
model of Liu and Zhou (2010) to match the case of three-class disease status. Then,
we use likelihood-based estimators of model parameters to derive four estimators (FI,
MSI, IPW, PDR) of the VUS. Within this approach, we prove identifiability of the
model as well as consistency and asymptotic normality of the proposed estimators.
Estimation of their variance is also discussed.

The rest of the paper is organized as follows. In Sect. 2, we set the working model
and discuss its identifiability. In Sect. 3 we present our proposed bias-corrected VUS
estimators, along with theoretical results about consistency and asymptotic normality.
The results of a simulation study are presented in Sect. 4 and an illustration based on
data from the Alzheimer’s Disease Neuroimaging Initiative is provided in Sect. 5. Con-
cluding remarks are left to Sect. 6. Technical details and a discussion about variance
estimation can be found in the appendices.

2 Model for NI missing data mechanism
2.1 Background

Suppose we need to evaluate the predictive ability of a new continuous diagnostic test
in a context where the disease status of a patient can be described by three ordered
categories, “non-diseased”, “intermediate” and “diseased”, say. Consider a sample of
n subjects and let 7', D and A denote the test result, the disease status and a vector
of covariates for each subject, respectively. In this framework, D can be modeled as
a trinomial random vector D = (D1, D;, D3) T, such that Dy is a Bernoulli random
variable having mean 6; = Pr(Dy = 1) where 61 4+ 6> 4+ 63 = 1. Hence, 0y represents
the probability that a generic subject, classified according to its disease status, belong
to the class k. We are interested in estimating the VUS of the test 7', say w, which is
defined as (Nakas and Yiannoutsos 2004)
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w=Pr(T; <T; <T;|D1i =1, Dy =1,D3 =1)
1
+ EPr(Ti <Ty=T:,1D1i =1,D =1,D3 =1)

1

+ EPT(TI' =T, <T|D1i=1,Dy=1,D3 =1)
1

+ gPI‘(Ti =T, =T,D1j=1,D2p=1,D3, = 1)

or, equivalently,
_ E(D1i Dy D3 Ligr)

E (D1i D2¢ D3y)
where the indices i, £, r refer to three different subjects, l;p, = I(T; < Ty < T;) +
(T < Ty =Tp) + 3Ty = Ty < T,) + t1(T; = T; = T,) and I(") is the indicator
function.
When the disease status D is available for all subjects, a natural nonparametric
estimator of u is given by

e))

D it 2=t e Z:&r:l Lier D1i Do¢ D3y

fnp = dmia 2)
it Xb=tei 2o =1 Di1iD2eDsr
r#lr#£i

However, in many situations not all subjects undergo the verification process, and
hence, the disease status D is missing in a subset of patients in the study. Let V; be the
verification status for the ith subject: V; = 1 if D; is observed and V; = 0 otherwise.
We define the observed data as the set {O; = (’DIT, Vi, T;, AIT)T, i =1,...,n}L
When the true disease status is subject to NI missingness, estimators working under
the MAR assumption cannot be applied tout court. Our goal is to adjust FI, MSI,
IPW and SPE estimators discussed in To Duc et al. (2016) to the framework of NI
missingness.

2.2 Model settings

To deal with NI missing data mechanism, in what follows we extend parametric models
adopted in Liu and Zhou (2010) for the two-class problem to the three-class case. More
precisely, with three disease categories, we fix the model for the verification process
as follows

exp {h(T, A; T7) + A1 D1 + A2 Dy}
1 +exp{h(T, A; T7) + A1 D1 + 22D}’

m=Pr(V=1|D1, DT, A)= 3

where D and D> are defined in the previous section, h(T', A; T5) is, in general, an
arbitrary working function, and 7 is a set of parameters. Here, A = (A1, AZ)T is the
non-ignorable parameter: the missing data mechanism is MAR if A1 = X, = 0; NI,
otherwise. As for the disease model, we employ the multinomial logistic regression
for the whole sample, i.e.,
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exp {f(T, A; Tpk)}

= Pr(D =1T’A = '
ok =Pr(Dy = 1T, A) L+exp{f(T,A;tp)} +exp{f(T,A;7p,)}

“

where f(T, A; T,,) is an arbitrary working function, and 7, is a set of parameters,
for k = 1,2. The parameters A, T, T, wWith 7, = (t;)rl, r;—z)—r, can be estimated
jointly by using a likelihood-based approach.

It is worth noting that, under (3), an application of Bayes’ rule gives that

Pr(D; =1V =1,T,A) Pr(V =0|T, A)
Pr(D; = 1|V =0,T,A) Pr(V = 1|T, A)
Pr(D, = 1|V =1,T,A) Pr(V =0|T, A)
Pr(D, =1V =0,T,A) Pr(V=1|T, A)
Pr(Ds =11V =1,T,A) _ Pr(V =0|T, A)
Pr(D; =1V =0,T,A) Pr(V =1|T, A)

exp {h(T, A; Tx) + A1},

exp{h(T, A; t;) + A2},

exp {h(T, A; T5)}.

Therefore,

Pr(D; = 1|V =1,T,A) /Pr(D;=1|V =1,T, A)
Pr(D; = 1|V =0,T,A)/ Pr(D;=1|V =0, T, A)
Pr(D, = 1|V =1,T,A) /Pr(D;=1|V =1,T, A)
Pr(D, = 1|V =0,T,A)/ Pr(D;=1|V =0, T, A)

= exp(™1), (6)

= exp(12), (6)

so that, according to (5) and (6), A1 and A; can also be interpreted as log-odds ratios of
belonging to class 1 (instead of class 3) and to class 2 (instead of class 3), respectively,
for a verified subject compared to an unverified subject with the same test result and
covariates.

2.3 Parameter estimation

As in Liu and Zhou (2010), in our model, for simplicity, we take h (T, A; T) = T, +
Ty, T+ ATrﬂ3 and f(T, A;tp) =15, +Tp T + ATT,O%, which is a natural choice
in practice. For fixed 7" and A, the observed distribution is fully determined by the three
probabilities Pr(Dy =1, D, =0,V = 1|T, A),Pr(D; =0,D, =1,V = 1|T, A)
and Pr(Dy1 =0, D, =0,V = 1|T, A). It is easy to show that

Pr(D; =1,D, =0,V = 1|T, A)
=Pr(D; =1,D,=0|T, A)Pr(V = 1|D; =1, D, =0, T, A)
=Pr(D; = 1|T, A)Pr(V = 1|D; = 1, D, = 0, T, A)

= P17710-
Similarly, we have that

Pr(D1 =0,D, =1,V =1|T, A) = pa7o1,
Pr(D1=0,D, =0,V =1|T,A) = (1 — p1 — p2)700 = 3700,
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with g1 = Pr(V = 1|D; = 0, Dy = 1, T, A), mpo = Pr(V = 1|D; = 0, D, =

0,T,A)and p3 =1 — p; — p>. Then,

Pr(V = 1|T, A) = p1m10 + p2701 + 03700,

andPr(V =0|T,A) = 1—-Pr(V = 1|T, A) = 1 — p1m10+ p2701 + p3700. It follows

that the log-likelihood function can be written as

log L()"v TJT7 T,O)

i=1

+ (1 = Vplog(l — p1imi0i — p2i7o1i — p3i7TOOi)}~

n
=> {DliVi log(piimioi) + D2i Vi log(p2imori) + D3i Vi log(p3imooi)

)

The estimates A, 7, and 7 o can be obtained by maximizing log L(X, T, T,) or by

solving the score equations

n

0=Z{Duvi<1—moi>—

i=1

(1 = V) primioi (1 — m10i) }
1 — p1imi0i — P2iT01i — P3iT00i )

(1 = Vi) paimori (1 — mo1;) }
1 — piimioi — p2iTo1i — P3iT00i )

n

0=>)" {Dzmu — 7o11) —

i=1

n
0=>)" U,-{Dnvi(l — m101) + D2i Vi(l = mo1:) + D3i Vi (1 = 700:)
i=l

primioi (1 — m10i) + p2im01: (1 — mo13) + p3i700: (1 — 700;)

- (1=
1 = primioi — p2imo1i — p3i700i

n
0= ZUi{Vi(Dli — p1i)
i=1

- (w10 — mo0i) p1i (1 — p1i) — (o1i — 700i) P1i P2i }

1 — p1im10i — P2iTO1i — P3i7T00i

n
0= ZUi{Vi(DZi — 02i)
i=1

(7wo1; — mo0i) p2i (1 — p2i) — (w108 — 700i) P1i P2i
-1-vy) ,

1 — p1iT10i — P2iT01i — P3iTT00;

where U; = (1, T;, AlT)T. The above equations are obtained by using the following
results: g5-710; = 710i (1 — 710:)s 595701 = 701 (1 = 7011), 57 Taari = Ui(1 —

Td,dyi )d doi (here (d1, d2) is a pair in the set {(1, 0), (0, 1), (O, 0)”}), and
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d 0

—=p1i = U;p1;(1 — p1;); —==p1i = —U;p1ip2i;
T T

9Ty, 9T,

—=mi =U;pi (1 — p2;); —mi = —U;p1ip.
T T
arm Brpl

2.4 |dentifiability

In this section, we verify that the working model based on (3), with (T, A; T)
= Tp, + T, T + AT T4y, and (4), with f(T, A;T,) = Tpy + 1o T + AT Ty, i
identifiable. Since the log-likelihood (7) is fully determined by the three probabilities
Pr(D;=1,D,=0,V=1|T,A),Pr(D; =0,D, =1,V =1|T, A) and Pr(D; =
0,D, = 0,V = 1|T, A), we have to show that such probabilities are uniquely
determined by the parameters for all possible 7 and A. For the sake of simplicity,
in the remainder of this section the auxiliary covariate A is omitted (actually, we can
always view A as fixed while varying 7).

Let& = (A1, A2, Trys Trys Toyys Tonts Toras Tom) | b the set of parameters. For given
T = t, we can write

log(p1710) = (Tp), + Tpy 1) — log {1 +exp(zp;; + Tpy 1) +exp(Tp, + Tﬂzzt)}
+ (tr, + Tpyt) + A1 —log {1 + exp(ty, + Tnyt) exp(kl)} ,

log(p27101) = (Tppy + Tpat) — log {1+ exp(Tp;; + Tpyy 1) + XP(Tppy + Tpot) |
+ (Ta) + Tmyt) + A2 — log {1 + exp(tr, + Tryt) exp(kz)} )

log(p300) = —log {1+ exp(tp,, + Tpp 1) + exp(Tpy, + Tppt)} + (Ta) + Tryt)
— log {1 + exp(ty, + r,,zt)} .

Let x(1) = T + Tpt, Y(t) = Tpy; + Tpyt and 2(t) = Ty, + Tpyt, foreach t € R.
The above expressions, which refer to the quantities characterizing the log-likelihood
function (7), can be rewritten as

log(p3moo) = —log {1 + exp(y(1)) + exp(z(1))} + x(r) — log {1 4+ exp(x (1))},
log(p1710) = (1) — log {1 + exp(y(?)) + exp(z(1))} + x (1) + 11
— log {1 + exp(x (7)) exp(r1)}
= log(p3moo) + log {1 + exp(x (1))} + y (1) + A1
— log {1 + exp(x(7)) exp(1)}
= log(p3moo) + y (1) + log {1 + exp(x (1))}
— log {exp(—11) + exp(x (1))}

= log(p3moo) + y(t) + log { L+ exp(x(1)) } ,

exp(—X1) + exp(x (1))
log(pamo1) = z(t) —log {1 +exp(y(1)) +exp(z(t))} + x () + A2
— log {1 +exp(x (1)) exp(r2)}

= log(p3moo) + z(t) 4 log { L+exp(x() } .

exp(—A2) + exp(x(r))
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Now, assume that there are two distinct points & and £€* (§ # &¥) in the parameter
space, such that the following equations (with obvious notation) hold:

PITT10 = P TT]y, ®)
P2TTO1 = PTG, )
P3O0 = pékﬂ()ko, (10)

for all + € R. By using (10), the Eqgs. (8) and (9) are equivalent to

y(6) =y ()
g { 1+ exp(r* (1)) } e { 1+ exp(x(1))
exp(—A}) + exp(x*(1)) exp(—A1) + exp(x (1))
z2(t) — 27 (1)
{ 1+ exp(r* (1)) } { 1+ exp(x (1)) }
= log = —lo , (12)
exp(—2A3) + exp(x*(2)) exp(—Az) +exp(x(?))

}, (11

respectively. In (11) and (12) the left hand sides are straight lines. Thus, in order to
(11) and (12) hold for all ¢, the right hand sides must be constants. If these constants
were 0 (because A = AT = A = A3 = 0), then (10) would no longer hold for
& # £" and all 1. Alternatively, the right hand sides of (11) and (12) are non-zero
constants if 7, = tf;z = 0. Then, as a consequence, (10) still is valid, for & # &*
and all 7, eventually if 7p,, = 7, = 0and 7, = 7, = 0. This allows us to state
that: if Pr(Dy|T) # Pr(Dg), with k = 1,2, then the considered model (with the
particular choice for the functions /4 and f) is identifiable, i.e., the joint probabilities
Pr(Dy =1,D, =0,V = 1T =1),Pr(D; =0,D, =1,V = 1|T = t) and
Pr(D; = 0,Dy =0,V = 1|T = t) are determined by a unique set of parameters.
Of course, this claim can be easily extended to handle the presence of a covariate
vector, A.

3 The proposal
3.1 VUS estimators

Let pxy =Pr(Dy =11V =v, T, A), fork =1,2,3 and v = 0, 1. It is easy to see,
for instance, that

Pr(V =v,D; = 1|D, =0, T, A)

Plv) =

Pr(V =v|T, A)
_ Pr(V=u|Dy=1,D,=0,T, A)Pr(D| = 1|T, A)
N Pr(V = v|T, A) '
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Hence, we can get, in particular,

(1 —mo)pe1
P10) = ,
(I —m0)p1 + (1 = mo1) o2 + (1 — 700) 03
o) = (I —mo1)p2
© (1 =mi)p1 + (1 = 7o) p2 + (1 — 7o) p3°
(1 —mo0) 03
P3(0) =

(1 = m0)p1 + (1 = 7o) p2 + (1 — 7mo0) 03~
Clearly, we also may consider quantities as

71001
T10P1 + o102 + T00P3

P11 =

Then, we observe that

E(Dy; D2¢ D3, 1ior) = Er o {Lie/E(Dy; D2e D3, |T;, A;, Ty, Ag, T, Ar)}
= Er a {LiesE(D1i |T;, ADE(D2g|Te, A)E(D3,|T,, Ar)}
=E7.4 (p1ip2003-Lier) -

Similarly, we have
E(D1; D2¢D3r) = Er 4 (01:02003r) »
so that (1) can be rewritten as

_ Er,4 (prip2epsrlier)
Er,a (p1ip2ep3r)

(13)

Equation (13) suggests how to build estimators of VUS when some disease labels
are missing in the sample: we can use suitable estimates py; to replace the Dy;’s in
(2). Therefore, a FI estimator of VUS is simply

Dt Dt 22 o1 LierP1ib2epsr
r#l,r#£i

fiF1 = — (14)
i1 lezl,/g;ﬁi Yo Puip2p3y
r#Lr#i
where op; (k = 1,2,3 andi = 1,...,n) are the estimated disease probabilities

obtained from the disease model (4).

Since E[V; o 1)i + (1 = Vi) pi(0)i|T, Al = pxi, an alternative FI estimator of VUS
could be obtained by replacing Dy;’s in (2) with the estimates Bkl"]:[ = Viprayi +
(1 — V;) pryi - Unlike FI approach, MSI estimator only replace the disease status Dy;
by the estimate 0 g); for unverified subjects. Define Dy; ms1 = Vi Dri + (1 — V) pro)i
and let Dk,-‘MSI be the estimated version with pg(gy; replaced by pg (o), and
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(I — 710) o1

1O = (1 = 7100 pki + (1 — Ro1i)p2i + (1 — Ro0i) P3i”

Pooyt = - (1 - 727011'),(?21' I
(I — m0i)p1i + (1 — 7o1;) p2i + (1 — 700 ) p3i

. (1 — 700i) P3i

P30)i =

(1 = 710001 + (1 — Ro1i) p2i + (1 — Rooi) P3i

Here, #10; = Pr(V; = 1|Dy; = 1, Dy = 0,T;, A, #oi; = Pr(V; = 1|Dy; =
0, Dy = 1,T;, A;) and 7gp; = Pr(V; = 1|Dy; =0, Dy; =0, T;, A;). Such estimates
are derived from the verification model (3). Then, the MSI estimator of VUS is

Doict 2imteni 2 =1 Lier D1imsiDae,ms1 D3 Mst
r#l,r#£i

n n n N N N
izt 2=tz 2o =1 DiimsiDaemsi D3 msi
r#lr#i

fimst = (15)

In the IPW approach, instead, each observation in the subset of verified units is
weighted by the inverse of the probability that the unit was selected for verification.
Thus, the IPW estimator of VUS is

n n n A—la—1ar—1
it 2t=teni 2o =1 lierViVeVeDiDoe D3Rty Ry Ay

rl i

A—l~r—1~—1
Z:'lzl ZZ:I,Z#[ Zn r=1 ViVZVrDliD2€D3r7T,‘ Ty, Ty
r#l,r#£i

fpw = (16)

Clearly, the estimates 77; also arise from the selection model (3).
The last estimator is the pseudo doubly robust (PDR) estimator. We define

ViDri  pk)i (Vi — )
Dy; ppr = - .
T T

An estimated version, Dki,pDR, is obtained by entering the estimates 77; and f(g); in
the expression above. Then, the PDR estimator of VUS is

n n n N N T
Diz1 2o=14#i 2~ =1 Llier D1i,ppR D2¢, DR D3r,PDR
ri

i (17
Dim1 2itei = =1 Di1i,ppR D2¢,pDR D3, PDR

r#l,r#£i

APDR =

The PDR estimator has the same nature as the SPE estimator discussed in To Duc
et al. (2016) under MAR assumption. However, under NI missing data mechanism
it no longer has the doubly robust property. In fact, correct specification of both the
verification model and the disease model is required for the PDR estimator to be
consistent.

Note that all VUS estimators basically require maximum likelihood estimates of
the parameters A, 7, and 7, of the working models (3) and (4).
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3.2 Asymptotic behavior

Leté = (AT, II, r;)T be the nuisance parameter. Observe that the proposed VUS
estimators can be found as solutions of appropriate estimating equations (solved along
with the score equations). The estimating functions for FI, MSI, IPW and PDR estima-
tors have generic term (corresponding to a generic triplet of sample units), respectively,

GierF1(1t, &) = p1:(T ) p2e(T ) p3r (1) (Tier — 1) s

Giermsi(u, §) = Dy msi(§) Daems1(E) D3y mst(§) (Ligr — 1)

_ ViViViD1iDy Dy,
Gierpw (1, &) = 2 ) E) i) Lier — 1),

Gier,pDR(1, &) = D1 ppR(E) D20 pDR(E) D3, pDR(E) (Lier — 1) .

In the following, we will use the general notation G, «(u, &), where the star stands
for FI, MSI, IPW and PDR.

Recall that the nuisance parameter & is estimated by maximizing the log-likelihood
function (7). Let S; (§) be the i-th subject’s contribution to the score function, Z(§) =

—-E (%Si (§)> the Fisher information matrix for & and é the maximum likelihood

estimator. Let 1 be the true VUS value, and &, = (k(—')— , rg—n, ‘[(—)r p)T the true value of
&. To give general theoretical results, we assume that:

(C1) the U-process

Un,*(ﬂ’ & = \/E{G*(M’ &) —e(u, 8)}

is stochastically equicontinuous, where

1 n n n
Gi(n, ) = mz Z Z {Gih,*(M,S)

i=lt=1,L#0 r=1
* r#&lr#i

+ Gire (0, &) + Goir (10, &) + Geri (12, &)

+ Gri@,*(l’bv E) + Grli,*(ﬂ: E)}

and

1
es(u, 5) = E]E{Giér,*(ﬂv E) + Giré,*(ﬂy E) + Gﬁir,*(ﬂa E) + Gﬁri,*(ﬂ» g)

+ Grie« (10, &) + Grei (1, 5)};

ae*(“’v EO)

(C2) ex(u, &) is differentiable in (u, &), and 3
"

# 0;

W=lt0
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(C3) Gy(u, &) and %G*(,u, &) converges uniformly (in probability) to e, (u, &)

and a% ex(u, &), respectively.

We now state the two main results about consistency and asymptotic normality of the
proposed estimators, whose proves are given in “Appendix 1.

Theorem 1 (Consistency) Suppose that conditions (C1)—(C3) hold. Then, under the
verification model (3) and the disease model (4), [L LS o

Recall that here the star indicates FI, MSI, IPW, and PDR.

Theorem 2 (Asymptotic normality) Under conditions (C1)—(C3), if the verification
model (3) and the disease model (4) hold, then

~ d
Vi (fu = o) = N(0, Ay,
where Ay is given in (20).

It is worth noting that conditions (C1)—(C3) hold in our working model, which is
based on (3), with /i(T, A; T7) = T, + T, T+ A" Ty, and (4), with (T, A; 7)) =
Tp+ 7oy T+AT T, . In “Appendix 1” we discuss how to obtain a consistent estimator
of A,.

4 Simulation study

In this section, we provide empirical evidence, through simulation experiments, on the
behavior of the proposed VUS estimators in finite samples. The number of replications
in each simulation experiment is set to be 1000.
In the study, we consider two scenarios which correspond to quite different values
of the true VUS. For both scenarios, we fix three sample sizes: 250, 500 and 1500.
In the first scenario, for each unit, we generate the test result 7; and a covariate A;
from a bivariate normal distribution,

3.7 3.71 1.36
(Ti’Af)NNZ((l.zas)’(l.sé 3.13))'
The disease status D; is generated according to model (4) with f(T, A; t,) =
15 —-3.3T —0.7A and f(T, A; tp,) = 9.5 — 1.7T — 0.3A. Then, the verification
label V; is obtained according to model (3) with h(T, A; t,) = 2+ 0.5T — 1.2A
and A1 = —2, A» = —1. Under such data generating process, 61 = 0.4, 6, = 0.35,
03 = 0.25, and the verification rate is roughly 0.57. The true VUS value is 0.791. In the
second scenario, we generate the test result and the covariate from independent normal
distributions. Specifically, T; ~ N(0.65,1) and A; ~ N(—0.3, 0.64). The disease
status D; is generated according to model (4) with f(T', A; 7)) =4.6—-3.3T —6.4A
and f(T, A;tp,) =4 — 1.7T — 3.2A. Then, V; is obtained according to model (3)
with h(T, A; 1) = 1+ 1.2T — 1.5A and A1 = —2.5, A = —1. Under this setting,
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01 = 0.55, 6, = 0.32, 63 = 0.13, and the verification rate is roughly 0.58. The true
VUS value is 0.387.

Table 1 contains Monte Carlo means, Monte Carlo standard deviations and esti-
mated standard deviations for the proposed VUS estimators (FI, MSI, IPW, PDR) in
the two considered scenarios, at the chosen sample sizes. The table also reports the
empirical coverages of the 95% confidence intervals for the VUS, obtained through
the normal approximation approach applied to each estimator. To make a compari-
son, Table 1 also gives the results for the semiparametric efficient estimator (SPE)
discussed in To Duc et al. (2016), whose realizations are obtained, in all experiments,
under the MAR assumption, i.e., by setting A1 = A = 0in model (3). The comparison
allows us to evaluate the possible impact of an incorrect hypothesis MAR on the most
robust estimator among those, FI, MSI, IPW and SPE, which are built to work under
ignorable missing data mechanism (see To Duc et al. 2016).

Overall, simulation results are consistent with our theoretical findings and show
the usefulness of the proposed estimators, which also arises from the comparison with
the SPE estimator used improperly. The results also show a good behavior of the
estimated standard deviations, which are generally close to the corresponding Monte
Carlo values. In general, FI and MSI estimators seem to be more efficient than IPW and
PDR estimators. However, for all estimators, acceptable bias levels and sufficiently
accurate associated confidence intervals seem to require a large sample size (at least
500, and, prudently, even higher).

This issue of poor accuracy has already been noted by several authors, including Liu
and Zhou (2010), in the context of two-class classification problems. In our experience,
the trouble appears to arise because of a bad behavior of the maximum likelihood
estimates in the verification and disease models. If the sample size is not large enough,
the data do not contain enough information to effectively estimate the parameters A,
Tx, Tp, and 7,,. It seems particularly difficult to get good estimates of nonignorable
parameters.

Table 2, giving the Monte Carlo means for the maximum likelihood estimators of
the elements of A, 7, T,, and 7,, for the three considered sample sizes, allows us
to look at the bias of the estimators. More importantly, Figs. 1 and 2 (which refer
to scenario I and II, respectively) graphically depict values of the estimates of Ap,
A2 and 75, obtained in the thousand replications, for each sample size. The plots
clearly show the instability of the maximum likelihood estimates at lower sample sizes,
with many values dramatically different from the corresponding target values, heavily
impacting on the bias of the estimators. With larger sample size, this phenomenon
almost completely vanishes, the maximum likelihood estimators behave pretty well,
with a positive impact on the behavior of the VUS estimators.

Asrequested by aReviewer, in “Appendix 3” we present some other results, deriving
from simulation experiments that cover certain specific situations.

5 Anillustration

To illustrate the application of our proposed methods, we used data from Alzheimer’s
Disease Neuroimaging Initiative (ADNI, adni.loni.usc.edu). ADNI was launched in
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Table 1 Monte Carlo means (MCmean), relative bias (Bias), Monte Carlo standard deviations (MCsd) and
estimated standard deviations (Esd) for the proposed VUS estimators, and the SPE estimator under MAR
assumption

Sample size Estimators MCmean Bias (%) MCsd Esd CP (%)

Scenario I: VUS = 0.791

n =250 FI 0.772 —24 0.056 0.050 89.9
MSI 0.770 —2.7 0.057 0.051 90.6
IPW 0.770 —2.6 0.070 0.061 88.1
PDR 0.766 —3.2 0.085 0.075 90.8
SPE (MAR) 0.771 —25 0.073 0.138 93.2
n =500 FI 0.783 —-1.0 0.035 0.032 93.3
MSI 0.782 —1.1 0.036 0.033 93.4
IPW 0.782 —1.2 0.047 0.042 92.2
PDR 0.782 —1.2 0.053 0.058 94.0
SPE (MAR) 0.771 —2.6 0.047 0.040 93.0
n = 1500 FI 0.790 —0.2 0.016 0.016 95.0
MSI 0.789 —-0.2 0.016 0.016 95.2
IPW 0.788 —-0.3 0.025 0.024 94.4
PDR 0.789 —-0.3 0.025 0.024 95.2
SPE (MAR) 0.771 —2.5 0.027 0.025 89.4
Scenario II: VUS = 0.387
n =250 FI 0.368 —-5.0 0.064 0.057 87.4
MSI 0.367 —52 0.065 0.059 87.9
IPW 0.377 —2.6 0.084 0.074 87.6
PDR 0.369 —4.6 0.086 0.075 89.5
SPE (MAR) 0.346 —10.6 0.063 0.058 84.5
n =500 FI 0.379 —-2.0 0.045 0.041 90.9
MSI 0.379 —2.1 0.046 0.042 91.3
IPW 0.380 —1.8 0.060 0.056 91.2
PDR 0.381 —1.6 0.060 0.053 92.0
SPE (MAR) 0.345 —10.8 0.044 0.042 76.5
n = 1500 FI 0.388 0.2 0.023 0.022 94.2
MSI 0.388 0.2 0.023 0.023 94.3
IPW 0.388 0.3 0.034 0.032 94.9
PDR 0.389 0.4 0.033 0.029 93.2
SPE (MAR) 0.346 —10.7 0.026 0.025 76.5

CP denotes Monte Carlo coverages for the 95% confidence intervals, obtained through the normal approx-
imation approach applied to each estimator

2003 as a public—private partnership with the primary goal of finding suitable diag-
nostic tests or biomarkers for early detection and tracking of the Alzheimer’s disease
(see www.adni-info.org for up-to-date information).

Study subjects are classified in one of three classes, i.e., cognitively normal (CN),
mild cognitive impairment (MCI), and Alzheimer’s disease (AD) on the basis of neu-
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Table2 Monte Carlo means (MCmean) for the maximum likelihood estimators of the elements of nuisance
parameters A, T, Tp, and Tp,

Scenario I Scenario 1T

True MCmean True MCmean
n 250 500 1500 250 500 1500
A —2.00 —1.01 —1.76 —1.95 —2.50 —2.09 —2.30 —2.50
A2 —1.00 —0.45 —0.87 —0.98 —1.00 —-0.99 —0.96 —-0.97
Ty 2.00 1.25 1.80 1.95 1.00 1.17 1.00 1.00
Ty 0.50 0.65 0.55 0.51 1.20 1.39 1.28 1.22
Ty —1.20 —1.24 —-1.22 —-1.21 —1.50 —1.25 —1.40 —1.51
To 15.00 15.53 15.28 15.10 4.60 4.44 4.58 4.66
Too) —3.30 —3.41 —3.36 —3.32 —3.30 -3.29 —3.33 —3.34
Tp3; —0.70 —0.89 —0.78 —-0.72 —6.40 —6.94 —6.70 —6.48
To1n 9.50 10.03 9.71 9.57 4.00 4.12 4.11 4.05
Toyy —1.70 —-1.79 —1.73 —1.71 —1.70 -1.77 —1.76 —1.73
T3y —0.30 —0.40 —0.34 —0.31 -3.20 —3.62 —3.42 —-3.25

ropsychological tests. Various clinical, imaging, genetic and biochemical markers are
also available. Among them, we consider cerebrospinal fluid (CSF) tau protein as the
primary marker, and amyloid beta 1-42 (AB1-42) as a covariate. The full dataset in
our illustration refers to 1209 subjects (CN: 363, MCI: 618, AD: 228 at baseline visit).
Exploratory analysis suggests that high values of CFS tau protein are associated with
severe disease status.

Here, we want to evaluate the accuracy of CSF tau protein as a marker for the
Alzheimer’s disease assuming nonignorable missingness in the disease status of some
patients. To this aim, we induce missingness by randomly selecting patients from the
three classes in different proportions. Then, about 66% and 16% patients in AD and
MCI classes, respectively, are given a missing disease status. No missing status is set
in the CN class. Overall, in the resulting dataset, for 76.4% of the subjects the true
disease status is present. For convenience, values of the considered variables, i.e., CSF
tau protein and amyloid beta 1-42, are standardized. In what follows, the standardized
variables will be denoted as 7 and A, respectively.

We focus on VUS estimation of marker 7" by applying the FI, MSI, IPW and
PDR estimators proposed in Sect. 3. For the sake of comparison, bias-corrected VUS
estimators under MAR assumption (To Duc et al. 2016), are also employed. Estimates
under the MAR assumption are obtained through the R package bcROCsurface
(To Duc 2017), in which the verification model is fitted by using logistic regression
with 7" and A as covariates, and the disease model is fitted by means of multinomial
logistic regression with 7' and A as regressors. Moreover, we also compute the VUS
estimate based on the full dataset (Full estimate).

The maximum likelihood estimate of the non-ignorable parameter A = (A1, )T
in the verification model (3) is (18.766, 3.344) T. The log-likelihood ratio test for the
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Fig.1 Values of the estimates of A1, A, and Ty obtained in thousand Monte Carlo replications (Scenario
I), for each sample size. The horizontal lines indicate the true parameter values

hypothesis Hy : A = 0 versus Ha : A # 0 achieves a p-value of 0.0066, indicating
that the non-ignorable effect is significant.

Table 3 shows the Full and the bias-corrected NI and MAR estimates of VUS. The
table also gives the estimated standard deviations, and approximated 95% confidence
intervals. For the Full estimate, the bootstrap standard deviation is reported (250 boot-
strap replications). Standard deviations of NI and MAR estimates are obtained by
using asymptotic theory. As expected, taking the Full estimate as a benchmark, MAR
estimators seem to overestimate the VUS, whereas the NI estimators appear to per-
form better, in particular FI and MSI. Consistently with simulation results in Table 1,
the NI bias-corrected FI and MSI estimators appear also to be more efficient than the
IPW and PDR estimators. Taking into account that the logistic model (3) used for the
verification process does not reflect the induced verification mechanism, this seems to
suggest that the NI bias-corrected FI and MSI estimators are less sensitive to possible
misspecifications of the verification process.
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Fig.2 Values of the estimates of A1, A, and Ty obtained in thousand Monte Carlo replications (Scenario

II), for each sample size. The horizontal lines indicate the true parameter values

Table 3 ADNI dataset. Estimates of VUS for the standardized CSF tau protein, associated estimated
standard deviations (SD) and 95% confidence intervals. SD for Full estimated is obtained via bootstrap

resampling
VUS Estimate SD 95% confidence interval
Full 0.338 0.019 (0.301, 0.375)
NI FI 0.335 0.016 (0.303, 0.368)
MSI 0.333 0.018 (0.298, 0.368)
PW 0.352 0.024 (0.305, 0.398)
PDR 0.344 0.021 (0.302, 0.384)
MAR FI 0.369 0.031 (0.309, 0.429)
MSI 0.366 0.031 (0.304, 0.427)
IPW 0.373 0.034 (0.307, 0.440)
SPE 0.362 0.033 (0.297, 0.426)
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6 Conclusion

In this paper, we have proposed four bias—corrected estimators of VUS under NI miss-
ing data mechanism. The estimators are obtained by a likelihood—based approach,
which uses the verification model (3) together with the disease model (4). The iden-
tifiability of the joint model is proved, and hence, the nuisance parameters can be
estimated by maximizing the log-likelihood function or solving the score equations.
Consistency and asymptotic normality of the proposed FI, MSI, IPW and PDR esti-
mators are established, and variance estimation is discussed.

The proposed VUS estimators are pretty easy to implement and require the use
of some numerical routine to maximize the log-likelihood function (or to solve the
score equations). Our simulation results show their usefulness, whilst confirming the
evidence emerging in the two-class case, according to which a reasonable large sample
size is necessary to make sufficiently accurate inference. In practice, among FI, MSI,
IPW and PDR estimators, we would reccommend FI and MSI estimators thanks to
their greater efficiency.

The poor accuracy problem seems to be related to an intrinsic difficulty of the
maximum likelihood method in providing accurate estimates of the parameters of the
disease and verification models, in particular of the nonignorable parameters. Over-
coming this drawback is a stimulating challenge and deserves further investigation.
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Appendix 1

Proves

Proof of Theorem 1 We can show that E{G ¢ (10, &)} = O (see the “Appendix 2”).
Then e..(uo, §y) = 0, and, by condition (C2) and an application of implicit function
theorem, there exists a neighborhood of &, in which a continuously differentiable
function, m(§), is uniquely defined such that m(§;) = po and e,.(m(§),&) = 0.

Since the maximum likelihood estimator é is consistent, i.e., é LS &, we have that
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fis = m(&) 5 po. On the other hand, G (fi+, £) = 0 and condition (C3) implies that
ex(fie, &) 2 0. Thus, 1, 2 fis. a)

Proof of Theorem 2 'We have

0= ﬁG*(,CL*,%)
0= \/EG*(,&*’ &+ \/Ee*(,&*’ &) — \/Ee*(,&*’ ).

Since e« (o, &) = 0, we get

0 = ViG(fur. §) + Ves(fin. §) — Vnes(fie. ) + Vine.(uo. §0) — v/ne (1o, &)
= VGl &) = enlin, ] + Vit {enite &) — a0, 80) | + Vien(uo, £0)
— V/nGy (1o, &) + VnGx (1o, &)
= [V {Gutite ) = entn. B} = Vi {Gutio. §0) — exio. §0)}
it {eulin, §) = extio. £0) | + VG (110, &0).

Condition (C1) implies that the first term in right hand side of the last identity is 0, (1).
Using the Taylor expansion, we have

0= 0p(1) + Vit { s ) = ex(ito, £0) | + VG120, §0)

de. (i,
= 0, (1) + V(i — . )%’SO)
® H=no
de,
T — &) e;g‘ﬁ D1 4 Galuo. £o). (1)
§=§y

It is straightforward to show that

Be*(,u, EO)

; = —Pr(D; = )Pr(D, = DPr(D; = 1) = —6,6,65.
w

W=Ht0

By standard results on the limit distribution of U-statistics (van der Vaart 2000, The-
orem 12.3, Chap. 12),

VU (10, &) = /1 {G (10, &) — ex (0, &9))
= VnG.(1o, £0) B> /G0, &),

where ﬁé*(u, &) is the projection of U, , onto the set of all statistics of the form
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- -
\/EGH,*(M’ E) = m ;E{Gi@r,*(ﬂ? E) + Gire,*(“’ ‘E) + G@l‘r,*(:u“a E)

+ Geris (1, &) + Grie (i, &) + Grei + (1, E)|0i}

for £ # i andr # £, r # i. For the maximum likelihood estimator é, we can write

—1 n
: 1 IE{Si(§)}
«/ﬁ(g - §0> = ﬁ |:_3§—T £=§O:| ;81‘@0) +o0,(1)

_ i
= ﬁz(s) i:Z]Sl(soHop(l).

Hence, from (18),

616263+/n(f1s — 110)

1 de.(po, §) iy
—op() + —= 2050 7 S;
=op+ = . ) X; (&)
1
T ZE{GM +(100, £0) + Gire« (10, §0) + Geir (10, §0)

+ Gri (1005 §0) + Grie « (110, §0) + Grei 5 (1o, §0)|0i}

dex _
= 0p(1) + —= Z[ e;‘;? E)E T® 1Si(8)
0

1
+ EE{Gin,*(/LOa §0) + Girex(1o, §0) + Geir x (10, &p)

+ Gori (110 £0) + Gric (0. €0) + Grai (110, £0)| O; H

1
—=Qx«(1o, &o)- 19)

1 n
= 0,(1) + NG ; Qi (10, &) = 0p(1) + 7

Note that the observed data O; are i.i.d, then Q; .(1o, &;) are also i.i.d. In addition,
we easily show that

0= E[E{Gm,*(uo, &0) + Gire« (1o, &) + Guir « (0, §0) + Geri x (10, &p)

+ Grie (1o, &) + Grei (10, £0)| O ”
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d
Therefore, E{Q; (110, §0)} = 0. and —= 0. (0. £9) = N0, Var { Qi « (0. §0) )
by the Central Limit Theorem. It follows that

Vi (R = 120) > N (0, A,

where

Var {Qi,*(ﬂOv go)}

Ay = 355 (20)
076503
[}
Variance estimation
Under condition (C3), a consistent estimator of A4 can be obtained as
5 bl 2 07, B

o V[0, B T 4 Qi

Ay = — = = - , 2D

2 92 72 2 A2 A2
91,*92,*93,* 9],*92,*03,*

where ék,* are the estimates of the disease probabilities, 6y for k = 1, 2, 3. Specifi-
cally, Orr = L 371 priy Ocmst = £ 30 Diiomst, Okpor = = 37| Dy ppr and
ék,IPW =y, V,-Dkiﬁl._l/ - V,-fri_l. According to (19), we have that

Qi,*(ﬂ*v é)

— o . 8Gi€r,*(l’l*7§)
- <n—1><n—>§§ >
Z;& 0, r#i
vy 5
x {—Z (f) A s
i=1 08" lg=¢

2(n — 1)(n — 2) Z Z { zﬁr,*(la*s é) + Gir/é,*(,a*a é) + Géir,*(l}«*y é)
[#l r;ﬁrl r#l

+ G(ri,*(ll*a é) + Gri(i,*(/l*v é) + Grﬂi,*(ﬁ«*v é)}
In addition, for fixed i, we also have that

Z Z {Giér,*(ﬂ*’é)+Gikr,*(/:L*’é)}:22 Z Gifr,*(ll*’é),

=1 r=1 (=1 r=I1
O£i rei r#l 040 reir#e
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Z Z [G(Zir,*(ﬁv*vé)+Gri8,*(ﬁ*vé)}:22 Z G(fir,*(ll*vé)y

=1 r=1 e T
Ly C£i i rL
n n - .
Z Z {Gm,*(ﬂ*,’;') +Gr£i,*(ﬂ*’§)} = 22 Z Grtix (i, -
it ardrn
Therefore,

Oi w(fin, £)

- (”_1)(”_ )21:52: 2:.: 08" et
LH£i r;élr;éz
85 ) 2
S;
: { i=1 3£T (g)

m Z Z {Gzh s ([ 5) + Goir s (s, 5) + Grei « (s, §)}

Z;ét r#i, r;ﬁ(i
(22)
The quantity Y/, % _ could be obtained as the Hessian matrix of the

3Gi1r,*(ll*,§)

log-likelihood function at é In order to compute 2ET

‘ owe have to
E—§
get the derivatives ET,ok,(Top,{) dETPk(O)t(E) dET”_l(X Tr), T7T101()~ Tr),
ser7oni (&, Tx) and oo (A, 7).

In Sect. 2.3, we obtain

0
moi(A, T7) = moi(1 —m0i);  —moi(A, T7) =0;

I Y
Wﬂou(l ;) =0; Kﬂon(l T7) = mo1; (1 — 701;);
8TT[OOl A, t7) =0; B_)QnOOl A, tr)=0.
and
d
Py T”d]dzl =Ui(l — 7ma,0,i) i »

where (d1, d») belongs to the set {(1, 0), (0, 1), (0, 0)}. Also, we have
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0 0

—01i(tp) =U;ip1i(1 — p1i);  —=p1:(tp) = =U;p1ip2;
T T

ATy, 9T,

a—T,Ozi(Tp) =U;p2i(1 — p2i); 8—T/02i(fp) = —U;p1ip2-
Tp T

Moreover,

_ I —m; o _ 1 — 7
77 A Ta) = —Di——:  —=7; ‘(A Tp) = —Ui——,
T 0T, T

0As
with s = 1, 2. Then, recall that

(I =m0 p1i

PLO)i (1 —mio)p1i + (1 — mo1:) p2i + (1 — mo01) p3i
o (1 = mo1;) p2i
P08 = T onpn + (1 — o1 + (1 — 70003
(1 — 700i) 3
P30)i =

(1 =m0 p1i + (1 — mo1i)p2i + (1 — mo0i) p3i

After some algebra, we get

0 1
B_Mpl(O)i(E) =x [—m10i (1 — m100) p1i {(1 — o1 p2i + (1 — mo0i) p3i }

ad 1
mm«))i(&) = Z_zpli)02i7701i(1 —mo1) (1 — m10i),
0 U;
—P10)i (§) = —— p1:(1 — 710i) | p2i (1 — 701:) (T10;i — 701:)
0T ; z
+ p3i (1 — mo0i) (w10 — 7100;')},

d U;
aT—T,Ol(O)i(&') = Z—zlpu(l —m10) {p2i (1 — 7o1;) + p3i (1 — mo0i)} »
o1

U.
—p10)i (§) = — =5 p1ip2i (1 — m100) (1 — 7017).
9T, z

Finally, we set z = (1 — m10;)p1; + (1 — mo1;)p2i + (1 — mo0i) p3i, and get

d 1

a—Mpz(())i é) = Z—zpupziﬂmi(l — m0i) (1 — mo1;),
d 1

mpz((»i é) = =) [—7o1: (1 — 7o17) p2i {(1 — mi0i) p1i + (1 — 700i) 03i}]
a .

—= 00 (§) = = p2(l — 7101i){p1i(1 — 110i) (7o1i — 710i)

0T z

+ p3i (1 — 700;) (o1; — 7T00i)},
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0 U,
——20)i (§) = == p1ip2i(1 — 710) (1 — mo10),
T, z

U.
= 020)i (€) = =5 p2i (1 — 701:) {p1: (1 — m10i) + p3i (1 — 700:)} -
9Ty, z
. ad .
The derivative 3’;'_T P30)i (§) can be computed by using the fact that p3¢) = 1 —

P10)i — P2(0)i-

Appendix 2

Here, we show that the estimating functions G;¢, . are unbiased under the working
disease and verification models. Recall that § = T, 1;, r;)T.

— FI estimator
We have

E{Gier (10, £0)} = E{p1i(z0p)02¢(T0p)03r (T0p) Uier — 1) }
= E{p1ip2ep3r Lier — o)} -

Hence, E {Gi¢r p1(10. £9)} = 0 from (13).
— MSI estimator
Consider E { Dy; ms1(£0)|7i, A; }. We have

E { Dii ms1 ()| Ti. Ai }
=E|{V;Dii + (1 — Vi) pryi €)|T;, Ai'}
=E[E{V;Dii + (1 — V) k)i €)ITi, Ai, Vi} I Ti, Ai]
=Pr(V; = 1|T;, ADE (Dii|Vi = 1, Ti, Aj)
+ Pr(V; = 0|T;, ADE (o) (§0)|Vi =0, Ty, A;)
=Pr(Vi = l|T;, A)Pr(Dri = 11V = 1, T}, Ay)
+Pr(V; = 0|T;, ApPr(Dy; = 1|V; =0, T;, Ay)
=Pr(Di = 1ITi, Ai) = pri-

Therefore,

E{Gierms1(io. &p)}
= E{ D1 ms1(&o) Dae.vst (Eg) D3r msi(€) (Tier — 110) }
= E[ (Tier — 10) E{D1i mst(€)ITi. Ai } E { Dagmsi(§o) | Te, Ae}
x E{D3 ms1(60)I 75, Ar}]
= E{p1ip2ep3rUier — 10)} -
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— IPW estimator
In this case,
]E<Vkaz T.. A; ) E (Vi Dii|T;, A;)
T (50) T (50)
E{DwE (Vi|Di;, Dy, Ti, A)) | T, Ai}
7Ti(§0)
E (; Dy T;, A;)
=—— = pu-
i
Thus,
E{Gieripw (110, §0)}
ViVeV, D1 Dy¢ D3,
(Iiir - I‘LO)
i (§0)e(Ep) i (o)
Vi D1 VeDaye
—E{(Iier—MO)E< L Ti,Ai)]E( Tzw“e)
mi (&) me(§p)
V.D
E( r3r Tr,Ar>}
7Tr(§0)
= E{p1ip2e03 Lier — 10}
— PDR estimator
E { Dyi por (€0)1 T, A }
Vi Dy Vi
=E|E — pr)i (€ )( 1)‘D1<,D2~,T~,A~} T',A~j|
|: { 1(8) 0)ilso (Eo) i i i i i i

Vi
:E{DkﬂE( DllaDZt’Tz»A>
771(50)
_pk(O)t(EO)E( (E )_I‘DllyDZIa ThA)‘ThAl}
0

= E(Dy;i|T;, Ai) = pri-
Hence,

E{Gierpor (10, §0)}
= E { D1; ppr (9) Dac.ppR (9) D3r poR (§0) (ier — 10) ]

= ]E[(Im — o) E{ D1 por (€I T3, Ai } E { D2y por (§0) | T2, Ar}

X E { D3/ por (€0)| Ty A, } ]
= E{p1ip2003r Tier — 10)} .
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Table 4 Monte Carlo means
T MC

(MCmean) for the maximum rue mean

likelihood estimators of the n 250 500 1500

elements of nuisance parameters

X, Tx, Tp; and 7 ,,, when the A 0.00 0.41 0.23 0.03

true missing data mechanism is Ao 0.00 0.37 0.19 0.03

MAR T —1.00 — 141 —1.28 —1.03
Ty 1.00 1.12 1.07 1.01
Ty —1.20 —1.26 —1.23 —1.21
Toyy 15.00 15.64 15.22 15.06
To) —3.30 —3.43 —3.35 —3.31
Tp3 —0.70 —0.81 —0.75 —0.71
To12 9.50 9.92 9.65 9.54
Tpon —1.70 —-1.77 —1.73 —1.70
Tpsn —0.30 —0.38 —-0.33 —0.31

Table 5 Monte Carlo means (MCmean), relative bias (Bias), Monte Carlo standard deviations (MCsd) and
estimated standard deviations (Esd) for the proposed VUS estimators and the SPE estimator, when the true

missing data mechanism is MAR

Sample size Estimators MCmean Bias (%) MCsd Esd CP (%)
n =250 FI 0.773 —-2.3 0.059 0.056 91.0
MSI 0.771 —-2.6 0.059 0.058 91.6
IPW 0.774 —-2.2 0.082 0.069 87.4
PDR 0.766 —3.1 0.128 0.098 91.6
SPE (MAR) 0.791 0.0 0.084 0.063 90.2
n =500 FI 0.783 -1.0 0.037 0.037 94.6
MSI 0.782 —1.1 0.037 0.037 95.0
IPW 0.784 -09 0.057 0.048 90.3
PDR 0.781 —-1.3 0.069 0.060 94.5
SPE (MAR) 0.792 0.2 0.050 0.040 92.9
n = 1500 FI 0.788 -0.3 0.020 0.019 93.8
MSI 0.788 —-04 0.020 0.019 94.4
IPW 0.789 -0.3 0.034 0.028 92.9
PDR 0.789 -0.3 0.035 0.029 95.0
SPE (MAR) 0.791 0.0 0.030 0.026 93.0

CP denotes Monte Carlo coverages for the 95% confidence intervals, obtained through the normal approx-
imation approach applied to each estimator

Appendix 3

Here, we present results of an additional simulation study, that covers the cases of:
(i) missing at random (MAR) assumption for the missigness of the disease status; (ii)

model misspecification in the estimation process.

In the study, the diagnostic test 7', covariate A and the disease status D are generated

as in scenario I of Sect. 4 of the paper. Moreover, the verification status V is:
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Table 6 Monte Carlo means
(MCmean) for the maximum
likelihood estimators of the n 250 500 1500
elements of nuisance parameters

True MCmean

X, Tx, Tp; and 7,,, when the A —2.00 —4.89 —4.55 —4.43
estimated models are A —1.00 —2.08 —2.08 —2.03
misspecified T, 2.00 4.87 4.54 4.43
Ty 0.50 0.90 0.85 0.82
Ty —1.20 —1.37 —1.33 —1.31
Toyy 15.00 15.79 15.14 14.90
To) —3.30 —3.43 —-3.30 —3.25
Tp3 —0.70 —0.46 —0.36 —0.36
To12 9.50 9.88 9.53 9.35
Toan —1.70 —1.75 —1.70 —1.67
Tpsn —0.30 —0.36 —0.30 —0.29

Table 7 Monte Carlo means (MCmean), relative bias (Bias), Monte Carlo standard deviations (MCsd) and
estimated standard deviations (Esd) for the proposed VUS estimators and the SPE estimator, when the
estimated models are misspecified

Sample size Estimators MCmean Bias (%) MCsd Esd CP (%)
n =250 FI 0.779 —1.5 0.043 0.041 92.6
MSI 0.777 —1.8 0.043 0.042 93.4
IPW 0.781 —-1.3 0.059 0.043 88.4
PDR 0.779 - 1.6 0.108 0.046 92.4
SPE (MAR) 0.780 —14 0.090 0.043 94.5
n =500 FI 0.779 —15 0.030 0.029 93.5
MSI 0.778 —-1.6 0.030 0.030 93.3
IPW 0.787 -0.5 0.042 0.032 89.8
PDR 0.781 —-1.2 0.050 0.033 94.8
SPE (MAR) 0.782 —-1.2 0.046 0.030 93.6
n = 1500 FI 0.781 —-1.3 0.017 0.017 92.5
MSI 0.780 —-1.3 0.017 0.017 92.1
IPW 0.786 —-0.6 0.030 0.021 91.9
PDR 0.781 —-12 0.045 0.020 94.5
SPE (MAR) 0.780 —1.4 0.026 0.018 92.8

CP denotes Monte Carlo coverages for the 95% confidence intervals, obtained through the normal approx-
imation approach applied to each estimator

(i) generated asinscenarioIwithh(T, A; 1) = —14+T —12Aand A = Xy =0,
i.e., under MAR assumption (verification rate roughly equal to 0.57);

(ii) generated as in scenario I, but models for the verification and disease processes
used in the fitting procedure are misspecified, because the estimated verification
model uses as predictors 7''/3 and log |A| instead of T and A, respectively, and
the estimated disease model uses A!/3 instead of A.
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In both (i) and (ii), the true VUS is 0.791. We consider three different values of sample
size, 1.e., 250, 500 and 1500. The number of replications in each simulation experiment
is set to 1000.

Simulation results are given in Tables 4 and 5, for the case (i), and in Tables 6 and 7,
for the case (ii). As expected, in case (i) results show some bias of the proposed VUS
estimators when compared to the SPE estimator which is properly used here. However,
the bias decreases when the sample size increases. In case (ii), all estimators appear to
be biased, even when the sample size is large. Moreover, although in the considered
case the bias seems to stay on acceptable levels, we expect that, given the nature of the
estimators, it could be even dramatically high with other kinds of misspecification.
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