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Abstract

In clinical practice, surrogate variables are commonly used as an indirect measure when
it is difficult or expensive to measure the primary outcome variable X, based on which
the disease status is assessed. In this article, we consider the problem of constructing an
optimal binary surrogate Y to substitute such the feature variable X. To retain samples
that have rare values in X, the paired sample (X, Y) is usually selected based on
stratified sampling, where the strata are constructed using the disjoint intervals with the
support of X. For such a sampling design, the stratum proportions are usually unknown
such that proportional allocation is infeasible and (X, Y)’s cannot be regarded as an
1.i.d. sample between strata. We estimate the unknown cutoff determining higher/lower
levels of X that optimally match the variable Y and provide the true positive rates
(TPR) adjusted for the disproportionate stratum weights. Our approach is to estimate
the underlying distribution of X, then conduct an ad-hoc estimation for the TPR and
for the expected prediction errors under zero-one loss function. We develop parametric
estimate of the distribution of X under exponential family assumption and a weighted-
kernel density estimator when the distribution of X is unspecified. We illustrate our
methods on various simulation studies and on a real example where binary surrogates
were evaluated for a medical device. The simulation results indicate that our approach
performs well.

Keywords Surrogate variable - Biased sampling - Logistic model - Binary
classification - Composite likelihood - Kernel density - Optimal cutoff values
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1 Introduction

In many clinical practices, surrogate variables are commonly used as an indirect mea-
sure when it is difficult or expensive to measure the primary outcome variable X, based
on which the disease status is assessed. In particular, it is desirable to have a binary
surrogate Y, providing positive/negative signs for some disease status. In this article,
we consider the problem of constructing an optimal binary surrogate Y, which allow
us to predict the disease status. In clinical studies, in order to obtain samples from
individuals with rare values of X, the stratified sampling scheme is often used. Specif-
ically, the population is first divided into relevant strata using the disjoint intervals with
the support of X, i.e., the support of the real-valued input variable X is partitioned into
semi-closed intervals, say J; = [bs_1, bs), bg < by --- < bg, and from each semi-
close interval (strata), a paired random sample (X;;, Ys5i),i = 1,...,ng;s=1,...,S
with values restricted in the semi-close interval J; is randomly drawn. Since the stra-
tum proportions are usually unknown, the proportional allocation is infeasible, i.e., the
sample sizes are allowed to be disproportionate to the interval probabilities P (X € Js).
Thus, under such a sampling scheme, (X§;, Y;)’s can not be regarded as an i.i.d. sam-
ple. Under this disproportional sampling scheme, we shall construct a binary surrogate
Y using an estimated cutoff value (threshold) of X. We assume that the surrogate
variable Y is monotonically positively associated to the input variable X through a
monotone increasing link function ¢ (-) such that P(Y = 1|x) = ¢ (x). Thus, we are
seeking the function value v(c) = 1 for X > c. Accordingly, the optimal relation is
subject to finding the optimal ¢, such that P (v(c)| X > c) is optimized. Although such
sampling scheme seems to be uncommonly utilized, we have motivating examples
and a few more other examples, in that such sampling way may be considered.

Example A: the motivating example for our study

This example has also served as the real example in Sect. 5. The present paper is
motivated by a clinical study conducted by a biotech company for developing a rapid
test kit, by which, diabetic patients can simply read positive/negative outcomes to
indicate whether their glycated haemoglobin (HbAlc or Alc) levels have exceeded a
critical point. Normally the measurement of such medical value has to be taken via
blood tests with much higher cost and time, therefore the goal is to determine accurate
cut-off point serving a threshold value, optimally dividing the +/- revealed on the new
test kit. The medical regulation requires the condition that the new test kit should be
applicable to both healthy persons and patents with specified precisions for the whole
range of Alc values. Due to the cost and insufficient samples sizes for both healthy
persons and patients, the medical investigator took random samples from different
ranges of the Alc values.

Example B: endpoints example

From literature, we also found an interesting example regarding endpoints in clinical
trials. For the evaluation of new treatments in clinical trials, a conventional endpoint
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Table 1 Endpoints examples of Table 1 in Buyse et al. (2016)

Z=0 Z=1
Scenario A: Scenario
Full capture Independence
S T S T S T Prognosis
0 10 0 10 0 5 Poor
0 10 0 10 0 15
0 10 1 20 1 5 Intermediate
1 20 1 20 1 15
1 20 1 20 1 40 Good

could be costly or difficult to measure. Thereby, a cheaper and more convenient sur-
rogate endpoint is expected to predict the clinical outcomes. As data abbreviated in
Table 1, an example shown in Buyse et al. (2016). The surrogate endpoint S is a binary
outcome, with § = 0 denoting failure and S = 1 success. The true endpoint 7 is a
continuous outcome. The patients are classified by prognosis types: Poor, Intermedi-
ate and Good. In such an example, imagine that if the prognosis types are grouped
according to a continuous variable (variable reflect the prognosis), by the values on
scales, and samples are taken by groups, then we also face the pooled samples which
are not IIDs between those groups. According to our simulation studies, matching the
continuous endpoint 7 to the binary surrogate Z with such stratified samples would
also encounter the same concerns of biased true positive rates as we had in our original
motivation example.

Example C: ecological data

Another potential application may occur in the construction of spatial distribution. As
in the paper by Ferrier et al. (2002), a fundamental challenge faced by conservation
action is to manage biodiversity. A way to proceed is to use the existence of informa-
tion on the spatial distribution of biodiversity. To have better information cover the
whole range of spatial areas, conducting stratified sample by some different ranges
of continuous scores would be applicable and reduce the cost. For instance, for large
ecological regions, samples may be drawn by different levels of lapse rates due to the
mountain altitudes.

From the above motivation examples, we summarize our study motivation that when
specific sample sizes are demanded for different range of a continuous measurements
and the distribution is unknown, then such stratification would provide a sampling
scheme with an effective cost. We can utilize the first stage of our approach to estimate
the distribution of the variable. And for matching the measurements to one binary
surrogate, we proposed to further utilize our two-stage method.

One way is to model the optimal cutoff by establishing cutpoint models as proposed
by Lausen and Schumacher (1996), Contal and O’Quigley (1999) and da Silva and
Klein (2011). However, this method requires modification since (X, Y)’s cannot be
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regarded as ani.i.d. sample between strata. On the other hand, in view of the conditional
probability P(v(c)|X > c), if by fitting the conditional probability with a logistic
model, we have biased estimates of TPRs as illustrated in Example 1. The resultant
bias is also due to fitting the model while neglecting the unknown stratum weights.
Our approach is based on the minimization of the expected zero-one loss prediction
error (EPE) (Friedman et al. 2001) possessing the following form

EPE(v) = ExEyx [I[Y —v(X)|X]. ey

For a given threshold value ¢, when the expectation is evaluated with a continuous
probability density of X, we write it as

EPEW)=PY =0X>)PX>)+PY =1X <o)PX <¢). (2)

The classification problem then is equivalent to maximizing the total correct proba-
bility (TCP), namely to get

maxTCP =max[P(Y =1, X > )+ P(Y =0,X < 0)]. A3)
C C

To determine the optimal ¢ based on TCP, we need to estimate the distribution of
X, which requires the estimation of the unknown stratum proportion P(X € Jy)),
such that the selection bias can be adjusted (Heckman 1979; Zadrozny 2004; Cortes
et al. 2008; Richards et al. 2012; Liu and Ziebart 2014). Selection biased problems
similar to ours are also investigated as a special case in the work of Vardi (1985),
Gill et al. (1988), Gilbert (2000) and Fokianos (2004). In particular, Gill et al. (1988)
pointed out that such a biased sampling depending on the partition of the support is not
identifiable and there is no way to estimate it using the empirical distribution unless the
weights of bias can be extracted from other sources, whereas commonly the biased
sampling is referred to sampling the data without the concordance of the original
probability weights in the population. They therefore propose to use an enlarged data
set by including another extra proportion of the data drawn with the support of X.
For inference dealing with similarly biased samples, Wang and Sun (2009) utilized
observations from overlapped intervals (i.e., recaptures) from a finite population.

Directly applying non-parametric estimation to TC P, E P E(v), such as simply
counting the relative frequencies to estimate these probabilities is not adequate either.
We propose to solve the binary classification first by estimating the underlying true
distribution for the input variable X, then by estimating the E P E(v) with an ad-
hoc approach. The optimal threshold value is then obtained by attaining the smallest
E P E(v). We utilize parametric and non-parametric approaches to build the distribu-
tion of X, where we assume that the values of X are continuously distributed and have
continuous density f(x). Parametrically, let f(x) be specified by fy(x), a density up
to an unknown parameter . We first investigate the distribution in exponential family,
well-known to accommodate quite many choices of popular distributions undertaken
in practice. For an exponential family, we use composite-type (Varin et al. 2011)
likelihood function conditioning on strata (Godambe 1976; Lindsay 1982). Follow-
ing the results shown by Lindsay (1988) that under unbiased score functions, the
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asymptotic properties of estimates solved from the composite likelihood function are
asymptotic equivalent to those from a full likelihood function. To handle an unknown
density, which may inherently have a multi-modal feature, we build the density using
a weighted-type kernel density with the weights adaptively sought by the data. We
connect the densities under strata Jy, denoted by f. (x),s =1, ..., S, side-by-side
on the edges of the stratum and apply normalization to obtain the estimation of true
density f(x) defined on the whole support. For a such non-parametrically fitting,
choices of optimal bandwidth are also under consideration with values searched from
minimizing the integrated squared error with cross-validation.

The rest of the article is organized as follows. In Sect. 2, we derive the parametric and
non-parametric estimators for the underlying distribution of X when the distribution
of X belongs to an exponential family and is unspecified. In Sect. 3, the form for
ad-hoc estimation of the expected zero-one loss prediction error is presented and the
asymptotic variance of EPE with the fitted parametric distribution of X is described.
We present simulation studies in Sect. 4, where we find that the rebuilt distributions
are quite close to the truth and the estimated EPE appears reasonable compared with
the results generated by proportionately stratified samples, which relatively we set as
benchmarks. In Sect. 5, we illustrate the proposed method using a real example.

2 Parametric distribution estimation with stratification
2.1 Parametric distributions from exponential families

We assume that X has a continuous distribution belonging to a p-dimensional expo-
nential family. With respect to some common probability measure i, the density of X
has the form

fo(x) = exp{n(®)" T(x) — A(n(0))}r(x), “

where 7 is the vector of natural parameters and T(x) = (T1(x), ..., Tp(x)) is the
vector of corresponding sufficient statistics. For finitely fixed S > 3, the partition of the
sample space is a collection of left-closed intervals J; = [by_1, bs), bg < by - -+ < bg.
Being subject to the range within each stratum Jg, a random sample of size ng is
collected. We denote the total size as N = Zle Ny.

Let Q; be the probability that the value of X falls in stratum J;. While conditioning
on stratum J, the probability density of one Xj; is

Jotsi)  expln’ T)(x)  fo(xi) )
05 [ expn’TOM()dx Qs
where fp(x,;) denotes exp{n” T(x)}h(x) and y simplifies (). However, there is no
guarantee that the data crossing the stratum are independent, and therefore no particular
explicit form to express the full likelihood via a joint probability. But, given on strata,
these stratified samples xg; are conditionally independent [as the same assumptions

@ Springer



658 Y.-M. Huang

hold in Example 1.3a by Gill et al. (1988) and Section 5.2 by Wu (1997)]. We exploit
the composite likelihood function approach that is a likelihood-type object obtained
by multiplying a collection of marginal likelihoods (Lindsay 1988; Cox and Reid
2004). Originally, this likelihood-type object was facilitated for spatial data collected
over split sites or for the aim of reducing computational burden. While considering
the conditioning on stratum Jg, s = 1, ..., S, we notice that the data is conditionally
independent. By multiplying all conditional likelihoods across the strata, the composite

likelihood is L(0|x) = I'If 1 "‘ [fg (x”)/Q i| For a single data point xg; in Jg,

the log of likelihood of the parameter 5 and the score function with respective to 3 is

[(l) = In (%) — 0T T () + In(h()
—In [ / e”TT(x“')h(x)dx] , (6)
ol K
u(nj, x5) = % =T;(xsi) — Ey, [Tj(x5)]. (7
J

where u(n;, xy;) is the score function of the component log-likelihood at a data point
xsi. Given observations in stratum Jg, the conditional log likelihood function of » is

ng

1(plx) = ZZl(mxu)—Zl“)(mxs) X = (1o Xsm). (8)

s=1i=1

After taking differentiation with respective to n, we have the following composite
score functions:

ng

l(ﬂIX) ZZ“(’?wxsz) _ ZZ 8l('llxu)

s=1i=1 s=1i=1

- Z Z [T Gesi) = Eu, [T (xsi)]] - ©

s=1i=1

We also denote the composite score function of n; given x by u(#;, x) and the com-
posite score function of y by u(y, x). If the interest is to make inference about 6,
further taking differentiation regarding one component of @, say 6, leads to

(%) 3n; _ ZZ Ol (ylxsi) 377;

anj 00 i 9n; 96

S
d
= (ZZ Tj(xsi) — Ey, [T (xﬂ)]]) 2 (10)

s=1i=1

@ Springer



Binary surrogates with stratified samples... 659

The composite maximum likelihood estimates for y are solved by equating the com-
posite score functions to zero. For computing the score functions, we need to evaluate
the expectation E j, [Tj (xsi )], which is an integral with respect to the probability mea-
sure under the stratified interval and therefore sometime intractable. A convenient way
is to implement software to obtain the numerical integral, such as using the function
integrate () in R. When the probability density is not too complicated, usually
the numerical integral can be obtained. Here we also propose Monte Carlo likelihood
estimation steps as another way to evaluate the composite score functions:

e [. Monte Carlo E-step Given the current parametric values 6, with Monte Carlo
size mg, simulate X, 1, ..., X; », from fy with values restricted in disjoint strati-
fied intervals J;. Compute the Monte Carlo estimate E % ¢ [T, (xx,»)] by averaging
the Monte Carlo samples of T (xy;).

e 2. Maximization step Use the current estimate E % € [T} (x5)] as the expectation
in the composite scores (10). Equate the equations to zero to obtain the updated
parameter values €. Then we repeat the iteration for M times.

The computation steps with Monte Carlo can be regarded as an implment of Monte
Carlo EM algorithm proposed by Wei and Tanner (1990), and the iterationes achieve
convergence to the MLE under certain conditions for M — oo. Geyer (1991, 1994);
Beskos et al. (2009). However, the Monte Carlo EM algorithm does not anymore
monotonically increase the likelihood due to the extra randomness introduced by
the simulations in the Monte Carlo E-step. Nevertheless, after a long iteration of
M times, the solutions will be oscillate within a small range that the changes of
likelihood behaves sufficiently small stochatstically (Chan and Ledolter 1995). We stop
the iteration when such small changes § occurs. The Monte Carlo likelihood estimation
is its easy implement of integration, however simulation errors may be of concerned.

2.2 Asymptotic properties

Composite likelihoods may be seen as misspecified likelihoods. However, as addressed
by Lindsay (1988), under regularity conditions on the component log-densities, i.e.
the first properties that only require unbiased component scores and finite covari-
ance matrix, we can conclude with consistent properties for the composite maximum
likelihood estimator under our sampling scheme.

Theorem 1 Consider the stratified sample X = (X5;),s = 1,...,8,i =1,...,ny,
conditionally independent on stratum s = 1, ..., S with the density function (5). Then,
the Kullback Leibler information inequality holds for each component log likelihood
and hence for the composite log likelihood, i.e.,

Ey, [u(n, x5)1 < Ey, [u(ng, x50)] = sup Ey, [Lplxs)] = Ey, [L(nolxsn)], (1)
n

where 1 is the true value of the parameter. Hence the composite MLE is consistent.

Proof 1tis straightforward to see that the regularity conditions hold for each component
log-density in (6). The asymptotic results follow the first properties addressed by
Lindsay (1988). O

@ Springer



660 Y.-M. Huang

Given the strata, the component score functions are conditionally independent
across the strata. In the following, we derive weak convergent properties for the com-
posite MLE based on the conditional independent component score functions.

Theorem2 Let (X;),s = 1,...,8,i = 1,..., ng be random samples from stratum
Js respectively. Let u(n, xs;) denote the component score of § at one observation X;
obtained at stratum J; and suppose that each u(y, x5;) has a p x p non-singular
covariance V. There exists t = (11, ..., t5) € [0, 1]° that for ng = Nt,, we have

ZZu(n,xn) - ZVWW (1), (12)

s=1i=1
where W(t) are independent Wiener processes.

Proof Apply Donsker’s theorem on the scores at each stratum, the asymptotic results
follow with similar derivations in Theorem 1 of Martsynyuk (2012) by adding up the
conditional independent terms together. The proof would be analogous, and so details
are omitted. O

Theorem3 Let (Xi),s = 1,...,8,i =1, ..., ng be random samples from stratum
Js respectively. Let u(n, xg;) denote the component score of § at one observation X;
obtained at stratum Js, and suppose that each u(y, x5;) has a p X p non-singular
covariance V. Suppose that for each s, ng/N — Ag and for some Ls; € (0, 1), the
equation is

1/2
" un, x> Zx Vi 2N 0,1,,). (13)
s 1i=1
Theorem 4 Under the same setting in Theorems 2 or 3, let ¥ denote asymptotic
covariance of Zf:l Z:’;l u(n, x5)/~/'N evaluated at the true value 3. Let 7 be

the composite MLE obtained from the composite score functions (9). Then, as
N — oo,ng — o0, fors =1,...,ny,

YN (3, = 10) -5 N0, o)™, (14)
where

S
G(ng) = H(ng) "' ZH(no) and H(yo) = Ey, [— PREALRICN xsi)} . as)

withi € {1,...,ns}andng/N — Ag.

Proof Let h(y) = % Zle Z;‘;l u(n, x5;). From equation (9), it is obvious that
E [fz(ﬂ)] = 0 for all 5. From Theorem 2, we have
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S S
N 5 Y v PN, 1,) =N(0,fovx). (16)
s=1

s=1

Expand the estimating equations /() in a Taylor series with negligible error

0= i) = hing) + [ Vi(ng) | 1 = 1) + 0, V), an
—Vi(ng) <> Heny), (18)
where
1 S
H(ny) =—E [ﬁ S;nsv,,oumo, xs)} . x el (19)

Equation (17) can be written as
- -1 ~
VNG —10) = [~Vhto)|  [VNi@) |+ 0, VW), 20)

from which by Slustsky’s theorem, we get ~/N (7 — 1) N H(ny) ' 'H(y). O
e Remark Notice that in our case, we have H(y) = X.

For IID random samples, with the regularity conditions, the asymptotic results for
the MLE are well known. However, for stratified samples such as ours, we encounter the
way how to have larger samples. First, we can increase the total sample size N overall
managed for the all strata, and with fixed proportions #; specified at each stratum, ny; =
Nts. Then by Theorem 2, the sum of the score function across the strata asymptotically
converges to ZSSZI Vsl/ 2 Wi (t5). However, if we simply increase the total sample size
N and have the condition that the relative sizes ny/N are eventually attained at Ag,
then by Theorem 3, we have similar asymptotic normality results. In fact, results on
Theorems 2 and 3 are very similar, in that if we have a large sample size n; for each
stratum either the sample is increased with fixed proportions #; or increases eventually
to a proportion Ay, the scores functions weakly converges to Gaussian weighted by
the variance matrix and has variances depending on the proportions #; or ;. Notice
however that, in practice, Theorem 2 assures us the asymptotic Gaussian, even we don’t
increase the sample size for the stratum according to their true proportions behind the
population.

By expressing the score function with Taylor expansion up to the second order, the
weak convergence of the MLE is presented in Theorem 3. In Theorem 3, we adopt the
condition that ng/N — Ay and from the proof, we see that the asymptotic variance
¥ is asymptotically equivalent to the matrix H(n,), because the matrix H(p,) is the
Fisher information derived from the score function. In the real example in Sect. 5 of
the original manuscript, we show how to implement Theorem 3 numerically to obtain
the standard error for the MLEs. Except for the above comments about the asymptotic
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properties, which are derived for the stratified samples from disjoint intervals, we have
reasonable conjectures that the composite likelihood and the asymptotic properties
may be extended to be adopted for the cases when we have stratified samples randomly
from overlapped intervals. We will put these extensions in future study.

2.3 Discussions on incorrect distribution assumptions

When the estimation of the distribution of the benchmark variable X is not very
accurate, from all of our simulation examples and real examples, we empirically find
that the optimal cutoff points would be still very close to the solution under the true
distribution. However, incorrect assumptions on the distribution would pass possible
bias to the estimated true positive rates. For real application, the true distribution may
not always follow what we presume, i.e. the exponential family. We propose here the
ways to justify whether the distribution assumptions are suitable and suggest possible
modification.

The situations collapse into possible cases that (1) presence of outliers in the data
(2) no particular parametric suitable to the data (3) the distribution of the data actually
belongs to other parametric family. The first case that the data contain outliers is easier
to be handled, because a simple empirical quantile against the fitted quantiles plot may
review the extraordinary values. The second and the third case would result in that
the fitted parametric distribution in the exponential family would quite differ from
the empirical distribution of the data. For the stratified data, we propose to test the
goodness of fit, by controlling the familywise error rate with type I error /S chosen
for each stratum and for each stratum we perform the Komogorov—Smirnov test. If it
shows that the null hypothesis that the fitted distribution F differs from the empirical
distribution F,,, we consider the following alternatives.

I. No particular assumption presumed for the stratified data: Under the continuous
assumption of the data, we suggest and propose to use the weighted kernel density
estimation described in Sect. 2. Then the stratum weights can be estimated.

I. Other family of parametric distributions such as generalized Gamma or non-
exponential family: although there are many other parametric distributions not
belonging to the exponential family, due to the stratified samples and the profile
likelihood is employed to solved for the likelihood estimates, the consistency
of the estimates of particular parametric distribution may require some further
investigation and we leave this for further study.

III. Box-Cox transformation: if the original observations (stratified) has a nonlinear
transformation to normal, we propose the following steps.

— For unstratified X, the power transformation is utilized as

(M1 420) -1
L0 o M #EO

. x> — . 1)
log(x +A2), .1 =0
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— the profile likelihood with stratified power transformed data is

Z 1 < 1 >"s exp {_ x*) — ) (x*) — ) } Jac(r1; x)
Qs(o) \/EU 202 ’

s

(22)

)

. dx,

where the Jacobin is Jac(i; x) = H'}Ll Z’T
- 1

Analogously following the Box-Cox transformation as for unstratified data, we
solve for the power A by maximizing the profile likelihood function.

2.4 Non-parametric distribution with kernel density

Assume that the input variable X has an unknown continuous density function f(x)
defined on the support of X that consists of partitioned intervals J; = [bs_1, by), by <
by - - - < bg. With stratified samples, we estimate the underlying density function with
the following steps:

Step 1. For each semi-close interval, estimate one single stratum density function
fi..n, (x) by the kernel density function

B )= iK Xsi — X 1 ilz Xsi — D, 23
X) = = - <1],
PRI kg hy nyhy =2 hy
where K (u) is the uniform kernel defined on (—1, 1).
Step 2. Unify the stratum density functions into a function g:
s
Jun(x) = Z Sagns ()e($)I(x € Jy), forx € Js, 24)

s=1

where c(s) > O satisfies the condition that fJH gy (b)e(s—1) = f}x g (bs)e(s).
A particular choice of such c(s) is

1, fors=1

* = " — - 25
“CO=, (ffsl,hmb;) / fJx,hA,(bAy)), fors*>2, &)

where kal gy (b)) = limppp, kal .hy_; (b). Notice that the function g is piece-
wise smooth by stratum.

Step 3. Normalize the function g to a density function over the support Q =
JiU---U Jg that
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~ Fun () Fun ()
(x) = = ~ — (26)
e Jo fun@)dx S5 S F L (i )e($)] (i € Jg) A
Y5 Frn (e (x € Jy) on

S S Frem Gesi)e($) (xsi € J5) A

5 1 & xg — X
= csoh)— Y K= ,s=1,...5, 28
;w(x s A)hs ; ( I ) s (28)

1 (I (xeds)

ns Y5 S P i) ()] (i €0) A
between bins within each Jy. The fitted ﬁ(x) is our proposed density to the non-
parametric estimate of the underlying density function for X. All the convergence
assumptions required in the setting of the kernel density estimation are conventionally
assumed to be held under each stratum. We adopt Eq. (28) to express the estimate
as a weighted-type kernel density as discussed in Wang and Sun (2009) and Wang
and Wang (2007), except that the weights w(x, s, ) in (28) are based on our kernel
density estimation for each stratum rather than due to any weight that have ever been
formerly determined for those data points. The weights w(x, s, k) are driven by the
data, and the sum of the total weights is approximately equal to one when c¢(s) has been
obtained. In fact, substituting this result into w(x, s, k) gives us the approximation

le w(xsi, s, hy) ~ 1. We may consider w(xg;, s, hg) as the weight representing
the data points fitting the kernel density.

The bandwidth controls the smoothness of the kernel estimate and is regularly
chosen to minimize a measure of the closeness between the estimate ﬁ,(x) and the
true density f. Here, universally, we set iy = h. We then measure the closeness by
considering the integrated squared error (ISE), that is

where w(x, s, hy) = and Ay is the equal width

ISE(fy) =/(fh — f) dx =/(ﬁ,)2dx—2/ﬁfdx+/f2dx. (29)

The ISE in (29) can be conveniently approximated by utilizing leave-one-out cross-
validation (Bowman 1984; Sheather et al. 2004; Wang and Wang 2007). We apply
steps similar to those in the work by Wang and Wang (2007) to the weighted form
(28), and denote w(x;, s, h) as w;, the first term of ISE is

S
/fh(x)%ix:Z/Z%K (x_hx’) x Z%K <%) dx  (30)
s=17 i j
S
S e Y [k (Y k(S e o
s=1"
S
u=t—G/h) 1 . Xi  Xj
= ;h;;w,wjfl([h p u]K(u)du, (32)
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where u ~ Unif(—1, 1) and the subscripts i, j are denoted inside the stratum J;.
After integrating the convolution part of the kernel, we have

S
ff,,(x)%ix => % DO wiwiK*(Xi, X)), (33)
s=1 i

where

X,—X
2- T

L e(0,2) -
LK e (<2,0).

for
K*(X;, X;) =

FNERN

24+ =L, for

Now, the kernel density f_ by leaving the ith case out of computation while the others
x(=1) will receive re-adjusted weights that are the original weight w; normalized by
the the total weights of x(~). The leave-one-out estimation of f_ would be

217’:1 ( I)Kh (X _XI)
) '
Zj;éi Y

fi= (35)

The second term of ISE can be estimated by —2/n )" ﬁi. Although, the entire
sample is stratified and only conditioning within the same stratum observations are
treated independently, the leave-one-out can still be applied because stratification is
unchanged. We seek to obtain a bandwidth 4 to minimize

S
Z%ZZwiij*(Xi’Xj)_%Zﬁi- (36)
s=1 i

For a target range of &, we perform a grid search on % and the ISE computed with a
corresponding w(s) is minimized. An important issue that requires to be called is the
boundary effects for each f}x’ 1, (x). Without further corrections, the estimation bias
on the boundaries of each J; may induce some overall bias for the final estimated
density f(x). For our estimation, we use the correction method proposed by Zhang
etal. (1999), a combination of methods of pseudo-data, transformation, and reflection,
with these advantages that the variance is kept down, and a small bias could only be
on the boundary. But Zhang’s method is only originally introduced for a density with
support on [0, 00). To apply the correction method to the kernel density estimated on
J1, ..., Js, we will need to modify the method to correct boundary effects at a right-
hand sided endpoint, and also modify the method that can be utilized for support with
two-sided boundaries. We will illustrate these modified corrections in our simulation
studies in Sect. 5.
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3 Estimation of EPE(v)
3.1 Ad-hoc estimation

For a cut-off point ¢ € J; of X, we estimate the E P E (v) with

ﬁ%4w=/ 1w=uxmﬂ+/'1w=mxmﬂ, (37)
X<c X>c

where ﬁx refers to the fitted distribution obtained by the methods in Sect. 2. Since the
distribution of X is assumed to be continuous, this would be equivalent to

S S
<ﬁﬁxm=§:/ 1a=uxmﬂ+§:/ 1(Y = 0|X)d Py.
=1 XelJ;, X<c s—1 X

eJg, X>c

(38)

While estimating the expectation of indicator functions inside Eq. (38) by the empirical
measures that in turn are the relative frequencies of ¥ = 0 and ¥ = 1 within Js,
we may then evaluate EPE ¢(v) by ad-hoc approach as following. Let Z = 1, if
X > ¢, otherwise Z = 0. We may denote the sampled triple as (Xg;, Yi, Zsi), s =
I,...,S,i =1,...,ns. For each stratum J;, we denote the sample of X as { Xj; }.
Suppose that c is a value in Jg= # Jg. Further, write Jg as a union of Ay, Aj:

Al={xeJpx:bx_1<x<c}, Ar={xe Jpx:1c<x <bs} 39)

Then for a fixed value c, the conditional true positive probability is

TP(c)=PY =11Z=1) (40)
S
—PY=1Z=1MZ=D+ Y P¥=LA4Z=1) @)
k=s*+1

_P(Y=1,A,Z=1P(A2,Z=1)
B P(Z=1P(A, Z =1)

S
PY=1Jr,Z=1DPU,Z=1)
py P(Z=1) (42)
k=s*+1
_ pssPlc < X < bs*) Z ka(X € Ji) (43)

P(X > ) P(X > o)

=s*+1
where pg+ denotes P(Y = 1|A2, Z = 1) and py denotes P(Y = 1|Jx, Z = 1). With
the sample triples (Xj;, Ysi, Zsi), we estimate the probabilities P(c < X < by+),
P(X € Ji) and P(X > c) using the estimated density from Sect. 2. We then estimate
Ps*, pr With the sample proportions of Y = 1 observed in strata Jg+ and J, which are
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. Yo . . Yii
@*:M’ kaM,kzs*-i-l,-..,S, (44)
Mg nk

where mg+, nj are the number of subjects in A and Jj respectively. The estimated
T P(c) given the value ¢ would be

PP <X < by P(XelJ
TP(C):pA* (c= < s) Z Pk ( k). (45)
P(X >¢) kst 1 P(X >o¢)
Now, if the value of c¢ is given at Jg, then
_— : Ysi
TP(c) = ps = Zn"’—s (46)

Analogously, for a fixed value ¢ € Jg«,s* # 1, the estimation of false positive
probability is

PPy <X <o) +Z_1 P (X € Ji)

FP(c) = = = ) 47
P(X <o) =1 P(X <o)
where 73+ and 7, are
iea Ysvi icq Vi
a*zm’ pkzh,kzl,...,s*—l, (48)

N g nj

where mg+, nj are the number of subjects in A and Ji respectively. From the above
equations, the estimated E P E(v) is

s*¥—1
EPEw)=1-{P(X <¢)— [FPby1 <X <0+ Y RP(X €D
k=1
S
+ﬁv*ﬁ(c <X < bv*) + Z ﬁkﬁ(x € Jk)}

k=s*+1
(49)

and TCP =1 — EPE(v).

3.2 TPR and the logistic model

Suppose we employ a logistic model log(E(Y = 1|1{X > ¢})) = a 4+ B1{X > ¢},
which imposes the constant parameters « and g universally over X > c¢. With an
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expression of composite likelihood over the strata with the logistic model, we solve
the score functions for « and § leading to

S ng ngi
o exp(a + p)
Z [Z Yi Z ot ﬂ)} P(X € J|X > o). (50)

s=s* Li=1 i=1
The estimated TPR at a cutoff c is a solution sought by a weighted logistic model, that
is,
Y5 LY YiP(X € JlX = 0)
o Y i P(X € JIX = )

s=s*

(SD

In contrast to the ad-hoc estimation in Eq. (40), it can be remarked that the ad-hoc
estimation does not acquire the universal constant parameters through the strata, but
rather fit the expectation locally inside the strata. The logistic model turns out to be a
special case under our ad-hoc approach.

3.3 Comparisons of EPE and the g-statistic

When matching the binary surrogate variable Y by the continuous values of X, we
seek a cufoff point dividing the range of X into two divisions, so that the optimal
heterogeneity or classification between two groups is attained, and the groups are
corresponding to the binary surrogates ¥ = 0 or ¥ = 1. By the concept of spatial
stratified heterogeneity, the classified groups are considered as spatial strata or clas-
sified groups. We may take further look about comparing EPE with using g-statistic.
To avoid using the same term, i.e. “strata” mentioned for the semi-closed intervals in
this paper, for our case when discussing the g-statistic, we adopt the term classified
groups in terms of the spatial strata. The g-statistic, proposed by Wang et al. (2010,
2016), is a measure for presenting the spatial heterogeneity for an interesting variable
w:

L N 7, L
| _ Yoot 2ty Whi — Wi)? —1_ Y=t Naoy;

S (W = )2 No? 2

q:

where £ is the index of the classified group. The main concept is to measure the
dissimilarity between the groups by the difference of 1 and the ratio of the between
group variation relative to the total variation. For our study, we set & = 1, 2 for the
“Y =0”and “Y = 17 groups, and we seek to apply the g-statistic to our paired interval
stratified data (X, Y) and evaluate the cutoff point with the optimal (maximum) value
of g-statistic.

We apply the g-statistic on the binary data of Y. Under a cutoff value c, the g-statistic
is

Zs,i,X<c(YSi _?1)2 + Zs,i,XZc(YSi _72)2

1 - — ,
Zs Z,‘(Ysi - Y)2

(53)
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where » ;v (Y5 — Y1)? is the total sum of squares variation for the values of ¥
with X < c. The total variation ) Y (Y5 — Y)? would be the same for any cutoff
value ¢ we apply, hence it is not affected by the cutoff. For a choice of cutoff value c,
the numerator of the second term in Eq. (53) can be written into

Yo Fa—u)*+ Y Fa—u)*+ Y Ti—u)*+ Y Va— ),

s, i, X<c s, i, X>c s, X<c s, X>c

(54)

where u; denotes the true means of the groups based on the classification with such

cutoff value c. Recall that if ¢ is a general cutoff value, with stratified data, suppose

¢ € Jy+ for some semi-close interval Jg«, and w§l), s = 1,...,s" are probability

weights of J; conditioning on X < c, w§2>, s = s*, ..., S are probability weights of

Jy conditioning on X > c:

PY =0,/]X <c)=(1—apw?,

s=1...s w gl =1, (55)
PY =1JlX>c)=1-a)w?,
s=s% .8 wP 4 pw? =1, (56)

for some constants 0 < aj,a> < 1. Based on this, with a cufoff value ¢, the true
mean 1 and py of Y on the two groups are u; = a; = P(Y = 1|1X < ¢) and
w2 =1—ar, = P(Y = 1]X > c). Because Yj; are either O or 1, conditioning on the
classified groups, the marginal expectation over the stratum is

E Z (Ysi — p1)* + Z (Ysi — )’

s, i, X<c s, i, X>c
=E|E| Y (Ya-p)+ Y (Yu—u)*X
s, i, X<c s, i, X>c
=E[pY—ufﬁ“ﬁwXﬂ (57)

where Y represents the whole binary data ¥ and u = (u{, p,) with u, p, vectors
of elements w1 and u;. Equation (57) in fact is also an expected prediction error
(EPE) but with square error loss. If we restrict our solutions to those unbiased ones,
the forms of solutions of p and w, are formulated as u; = E(Y|X <c¢) = P(Y =
11X <c)and up = E(Y|X > ¢) = P(Y = 1|X > ¢). For one binary Y, in order
to obtain the unbiased E(Y|X > c¢), accordingly we must have the optimal cutoff
¢ corresponding to the true @1 and w,. Because under the true mean pg and o,
asymptotically ) oY1 — 1) + D s X=c (Y2 — 112)? goes to zero,' we have on

Yisy Yoittliox Yoi _ muwipitetnpewgs,,

1 - Y, =
ForX <c, Y = N ~ o =
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average and sufficiently the Eq. (54) would be minimized at the true cutoff value with
the optimal solutions on w1 and py. Comparing with the EPE in our approach, we use
EPE with the zero-one loss function which generates best prediction v(x) = 0 when
maxy, P(Y = y|X <c¢) = P(Y =0|X < c¢)andv(x) =  whenmax, P(Y = y|X >
¢) = P(Y = 0]X > c¢). For this binary classification, we can see asymptotically the
same cutoff value ¢ minimizing the two versions of EPE. Thus, we conclude that the
optimal cufoff based on ¢-statistic and our approach would be close, but certainly have
different values on the statistics. Here we also notice that the unbiased solutions | and
w2 are the best unbiased solutions, however may not be the best solutions in minimizing
the expected square loss (57), when comparing using some possible other James-Stein
type estimators in (57). Such estimators are biased and would not be corresponding
to using Y and Y5 in the g-statistic. Empirically, we work on EPE with estimation
of the probabilities of P(X < c¢) and P(X > c¢) hence we encounter some adding
prediction errors, while the g-statistic is computed on the summarized sum of squares
with raw data but also have some errors due to ZS,XQ (Y, — U1 )2+ZS,X>C (72—M2)2~
However, the g-statistic would not report the true positive rates as when of interests
of the scientists.

Now, we may want to have some idea about how the value of g-statistic may take.
Because the binary data on Y, though independent within a stratum, can not be regarded
as independent observations between the strata. With possible minor dependence, we
put

> (Y —Y1)* & (N1 — 1)sf + bias),

s,i,X<c
> (Vi = Y2)* & (N3 — 1)si + biasy, (58)
s,i,X>c
D (¥ —Y)* ~ (N — 1)si + bias (59)
s i

With moderate or small dependence, the bias of the above would be small, and consis-

(Ni—=Ds?+(N2—Ds3 .
I(N',—])Szzz' The empirical

tently the g-statistic has value approximated by 1 —
comparisons are shown in Example 1 in Sect. 4.
We conclude that the optimal cutoff values from our approach are close to the
optimal cutoff obtaining from maximizing the g-statistic. However in our problem, our
approach in using EPE is more suitable. Because in our case, first, we are also interested
in reporting the true positive rates as further results for evaluating the misclassification,
and second our classified data is binary, the g-statistic may generate multiple solutions.
In fact,the g-statistic may be more suitable for continuous data as according to our

experiences.

4 Simulation studies

In this section, we conduct simulation examples to assess the performance of the
proposed method. All of our three examples are analyzed on bivariate data (X, Y)
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collected with the support of X based on the stratified sampling scheme. We assumed
X ~ F(x) is continuous, and Y is a binary outcome monotonically associated with
the input variable X by Eq. (61). For each example, we compare the results from our
approach with that estimation obtained by the simple, naive non-parametric method
(NP), at which, any disproportionate sampling bias is intended to be ignored. Then,
by such a naive non-parametric method, for a cutoff point ¢ € Jg«, the non-parametric
TCP would only use the relative frequencies for probabilities:

S s*
TCPap=)_ Y WYy=1}/n+> > 1Y¥;=0}/n. (60)

s=s*{i:X5i>c} s=1{i:Xsi<c}

Through the empirical results, we convey the following.

e The estimation of distribution of X, fitted parametrically or non-parametrically by
the kernel density, is close to the true distribution.

e The distribution-adjusted TCP, where stratum weights were incorporated from our
ad-hoc approach with disproportional stratified samples, is close to the TCP that
is estimated based on proportional stratified samples if the underlying distribution
of X is the same. But distribution-adjusted TCPs are quite different from 7' C Pyp.

e The cutoff point appears without a significantly large difference to the cutoff point
based on 7'C Pyp.

e For values X > ¢, the true positive probabilities from both methods are close, but
these probabilities tend to be much overestimated at X > ¢, ¢ < ¢ in some cases
if TC Pyp is used.

Example 1. Gamma distributed input variable

We assume that X ~ Gamma(15, 3) and the variable Y is associated to X according
to the following logistic regression

exp(—12.5 + 1.92X)

PY=1X=x)=
1 +exp(—12.54 1.92X)

(61)

From the relation, one can identify that the optimal cutoff point is 6.5104 at which
success probability is 0.5.

(1.a) Bias from using the logistic model

We generate simple random pairs (X, Y) where X ~ Gamma(l5, 3) with sample
size 500 and generate (X, Y) based on the stratified sampling scheme that with values
of X from J; = [0,6), J, = [6,7),J3 = (7,00) and sample sizes 100, 250, 200
respectively. For the two data sets and a sequence of cutoff values ¢ > 0, at each c,
we fit the following logistic model:

exple + B1H{ X > c}
l4+expla+pB1{X>c}

PY=1X>c) =
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Fig.1 Estimated TPR at various True postive rates from Logistic model
cutoff points with logistic model
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The resultant TPRs for these two simulations are shown in the following chart (Fig. 1).

We found that there is potential bias with stratified samples. The TPR curve for the
simple random pairs may be also taken as a benchmark to be compared later with the
results from our approach.

(1.b) TCP and TPR

We simulate samples with proportional and disproportionate stratification produced
by partitioning the support of X into J; = [0,6), Jo = [6,7), J3 = [7,00), and
from each J;, the sample sizes are arranged in 6 cases: (a) ny = 79,ny, = 7,n3 =
14 (b) n1y = 395,n, = 35,n3 = 70 (c) n; = 30,np = 50,n3 = 20 (d) n1 =
40,ny = 150,n3 = 60 (e) n1 = 100, n, = 250,n3 = 200 (f) n; = 130,n, =
10, n3 = 100. The samples under (a) and (b), designed for representing cases of
moderate and larger sizes, have relative stratum sample sizes that are proportional
to the original probability weights of Ji, J2, J3 in Gamma(15, 3). Obviously, the
samples under (c), (d) and (e) make the second strata oversampled, and in (f), we
undersample the second strata. For each sample size scheme listed above, we run 100
Monte Carlo replications and assess the composite MLEs of the Gamma parameters
and the fitted distribution of X. The results are summarized in Table 2, which shows
that the composite MLEs of Gamma parameters seem to have potential variances,
and may result in a wider range of solutions. However, based on the 100 Monte Carlo
replications, the distribution deviations calculated upon || fn — F|| only show moderate
differences between them, and these differences become relatively much small when
sample sizes increase. Further, the TCP plot (Fig. 2) reveals that the distribution-
adjusted TCP of all disproportional stratified samples [(c), (d), (e), (f)] are close to the
TCP of the proportional stratified samples, and this is also similar to the TCP obtained
under simple random pairs. We found that the naive non-parametric TCP (T C P,,) has
bias and sharply drops when the cutoff point is just slightly away from the cutoff. In
addition, the estimate of TPR, however, is bumpy due to the stratification, we present
the TPR curve through a Lowess smoothing. From the TPR plot (Fig. 3), we also
find that the TPR with adjustment using the correct underlying distribution is similar
to the TPR curve with proportionately stratified samples, and so, we consider that
it has recovered well under disproportionately sampled data. Nevertheless, in these
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Fig.2 Estimated TCP at different cutoff points: the solid curves are obtained with adjusting strata probabili-
ties using estimated gamma probabilities, and the dashed curves are obtained using the naive non-parametric
estimation

cases, the naive non-parametric TPR may overestimate the TPR if the disproportional
sampling weights are ignored while data is oversampled in J> or J3. This suggests
that when we give lower cutoff values, the naive nonparametric approach would not
rightly explore TPRs under disproportionate stratification.

Empirically, in this example, we compare the cutoff value maximizing the g-statistic
with the cufoff values from our two stage with EPE approach based on the simulation
Gamma example. Using one simulation data, we found that the cutoff values obtained
from the g-statistic are close to the cutoff values from our approach in the sense of
95% confidence intervals as using the Monte Carlo standard error shown in the Table
2. However, because we work on EPE with ad-hoc estimation and the g-statistic is
calculated based on the raw data, the g-statistic in our case somehow has bumpy
paths. In fact, in the numerical study, we encounter multiple solutions reaching the
same maximum of g-statistic, and we take averages over these solutions as the optimal
cutoff from the g-statistic. The numbers are summarized in Fig. 4.

Example 2. Kernel density on gamma distributed input variable

In this example, we assume that X ~ Gamma(a, 8),a = 15, = 3 and the
variable Y is associated with X according to the logistic function, as per Eq. (61).
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Fig. 3 Smooth true positive probability curve: solid curves are solutions adjusting probabilities using the
estimated gamma probabilities, dashed curves are from the naive non-parametric estimation

Table 2 Estimation of gamma distribution with various disproportionate schemes

Sample size in paritions Jg

(79,7,14) (395,35,70)  (30,50,20) (40,150,60)  (100,250,200) (130,10,100)

133442054 14364092 14.02+1.52 13.92+143 1438+£1.07 14.11+0.91
2614016 2.87+021 270+£033 279+£025 2.89+021 2.81+0.19
Cutoff 620+042 6274032 6254039 642+£031 6.194£032  6.18+0.32
1F — Fl (0,0,0.1) 00,005  (0,0,0.13)  (0,0,009  (0,0,0.06) (0,0,0.06)

=) R)

a, 3 are estimates of shape and scale parameters based on 100 Monte Carlo samples presented with & one
s.e. The entries of the last row in the Table are the 10th, 50th, 95th percentiles for || F, — F||, where F(x)
is Gamma(15, 3)

The sample is generated with disproportional stratification partitioning the support of
X by J1 =10,6),J, =[6,7), J3 = [7,00), and from each J;, the sample sizes are
n1 = 100, n, = 250,n3 = 200. In this study, only one data set is analyzed to be
compared to the results from Example 1. The underlying distribution is assumed to
be unknown and has continuous density. The kernel density of X is estimated with
the method constructed in Sect. 2. Figure 5 summarizes the significant findings of our
analysis. The plot of ISE versus bandwidth shows that the lowest ISE is attained at the
bandwidth value of around 0.1, but empirically, the locally largest bandwidth usually
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Fig.5 Estimated TCP, smoothed TPR: solid curves are solutions adjusting probabilities using kernel den-
sities, dashed curves are from the naive non-parametric estimation

provides better performance (Jones et al. 1996). Hence, we choose the bandwidth
h = 0.5 for this case. We found that the kernel density is close to the true density
Gamma(15,3), but it is not without some bumpy curvatures - particularly around
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the boundary of the interval J,. The TCP seems similar to the TCP from Example 1,
though with a lower top value around the cutoff point.

We further conduct boundary correction for the kernel density. The kernel den-
sity estimate is constructed with boundary correction on the boundaries of Ji, J2, J3
using the improved estimator of the density function at the boundary (Zhang et al.
1999), which is shown to have advantages while keeping the variance down while
the bias is also controlled. The improved estimator is formed as a combination of
pseudo-data, transformation, and reflection methods using the extended data set con-
sisting of the original data X1, ..., X, € [0, co) and the pseudo transformed data
—g(X1), ..., —g(X,) pulled into a new kernel density estimator:

—~ _L" x —X; x +g(Xy)
fm—n@{"( i >+K( i )} 62

where g € [0, co) is non-negative, continuous, and monotonically increasing with
g 10) = 0,¢gM(0) = 1. As shown in the work of Zhang et al. (1999), the bias
of their estimate is first-orderly trimmed off by letting ¢® (0) = [2 /1 (0)/f(0)].
Further, a rationale choice of g is also proposed to be

gx)y=x+ dx* + Ad*x3, (63)

where d = £V (0)/f(0) and 3A > 1. To implement Zhang’s estimate in our example
with data presented in partitioned intervals, with the same type of g, we modify the
estimate by the followings

o For J; = (0,6): f(x) = L >0, {K ("‘,f") +K (an
o For /s = [6,7): (o) = 5 X0y |k (55%) + 0.5k (S50 405K
((6—x)+g(6—xl->)
h

o For J3 = [7,00): f(x) = & Y1, [K (%) 1K (—(X_7)+}<f(xi—7))}

For J; and J3, the estimates f(x) were only constructed on the data by resetting the
data to have the boundary on zero on the left. For J,, the data is confined to an interval
with two endpoints, and there seems to be no direct way of applying Zhang’s method.
However, if we take the boundary corrections generated by g on the two sides by half
them adding to the kernel density, using similar approximation steps of derivation
as proved in Zhang’s work and according to our computation, we will find that we
can still get a certain amount of boundary corrections on the two endpoints although
such a correction effect is slightly weaker than the one done in the interval which has
only one endpoint. By the choice of kernel density, the same cross-validation steps
of choosing the bandwidth were also applied. With these corrections, the connected
kernel density appears to be smoother and closer to the true density (Fig. 6). Although,
there are other boundary correction methods, such as utilizing beta kernel (Chen 1999)
or Probit-transformation on data in (0, 1), while performing the kernel density, either
the computation is more complicated, or the correction effects are not quite clearly
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(a) ISE versus Bandwidth (b) Density Fit, h=0.45
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Fig. 6 Estimated TCP, smoothed TPR: solid curves are solutions adjusting probabilities using boundary-
corrected kernel densities, and dashed curves are from the naive non-parametric estimation

applicable for our case. Besides, the distribution-adjusted TCP with our modified
boundary-corrected kernel density is closer to the distribution-adjusted TCP based on
the Gamma distribution that is estimated from the conditional likelihood.

Example 3: Kernel density on mixtures of Normal

In this example, we assume that X ~ 0.3N(@3,1) + 0.4N(6,3) + 0.3N(9, 1) and
the variable Y is associated to X according with the logistic function as per the same
Eq. (61). The sample is generated with disproportional stratification partitioning the
support of X by J; = [0, 6), Jo = [6,7), J3 = [7, 00) and from each J;, the sample
sizes are n1 = 100, ny = 250 and n3 = 200. To compute the TCP and TPR, as
we have previously done for Example 1 and 2, we shall first estimate the density
for the distribution. In this case, we estimate f(x) by a kernel density (1) without
boundary corrections and (2) with boundary corrections. The results are summarized
in the following Figs. 7, 8. In fact, in this example, either with boundary correction
or without boundary correction, all the estimates of kernel density, TCP and TPR are
quite similar. Similarly, we have gotten better TCP, and TPR that are close to the truth,
while using the fitted distribution in calculating the TCP and TPR.

5 Real example

Currently, glycated haemoglobin (Alc) is considered to be the critical marker of
metabolic control in diabetic patients, providing a cumulative measurement of the
blood glucose concentration over the preceding 2nd-3rd months. However, blood sam-
ples should be taken regularly from the patients and the level of Alc has to be obtained
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(a) ISE versus Bandwidth (b) pensity Fit, h=0.4
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Fig.7 Estimated TCP, smoothed TPR: solid curves are solutions adjusting probabilities using kernel den-
sities, and dashed curves are from the naive non-parametric estimation. Assume the underlying distribution
is a mixture of normal

(a) 1SE versus Bandwidth (b) Density Fit, h=0.4
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Fig. 8 Estimated TCP, smoothed TPR: solid curves are solutions adjusting probabilities using boundary-
corrected kernel densities, and dash curves are from the naive non-parametric estimation. Assume that the
underlying distribution is a mixture of normal

from hightech machines in a medical center. In general, one patient is diagnosed as

diabetic if his/her Alc level is detected to be higher than 6.5%. A personal rapid test
kit is a newly invented device for use at home. With the kit, the patient can simply
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read positive/negative outcomes that indicate whether the Alc level has exceeded a
critical level. In this clinical study, the goal is to estimate and determine an accurate
cut-off point, serving as a threshold value that optimally divides the +/- outcomes on
the test kit. This clinical study was conducted at the Chung Shan Medical University
Hospital, Taiwan, where a total of 220 of participants, including diabetic patients and
healthy individuals, were sampled during their revisits or regular medical examina-
tion. We consider all the individuals visiting the hospital during the months as our
study population. The sample scheme was set up as following: based on the readings
of the machine (rounded up to the first decimal place), subjects with the resultant
Alc levels 0-5.9%, 6.0-6.9%, and > 7.0% were randomly sampled subsequently. At
the end, we had 94 individuals with Alc levels between 0 and 5.9%, 77 individuals
with Alc levels between 6.0 and 6.9% and 49 individuals with Alc levels exceed-
ing 7.0%. The participants drawn at each of the three ranges of Alc levels (0-5.9%,
6.0-6.9%, 7.0% and above) is an independent random sample. Based on literatures
on diabetes and primary analysis through preclinical study, we assume that Alc lev-
els of the study population has a Gamma distribution Gamma(a, ), where g is the
scale parameter. Let X = Alc level and Y be the binary outcome from the test kit for
each patient. Expressing Gamma in a density in the exponential family, the sufficient
statistics are 71 = X and 7> = log(X) with respect to the parameter = (o, 1/8) in
its canonical form. To solve the score functions in Eq. (9), we have composite MLE
7 = (23.9857,0.3058) and (a, B\) = (23.9857, 3.2697). The asymptotic variance of
n takes the form

3 _
Zns Ej, [(og(X))*] Ey, [X log2(X)] ! . (0.2653 0.0000 64)
Ej [Xlog(X)| Ey [X?] 0.0000 0.0212

s=1

where = represents the right hand side of the equation that is the estimate of variance
matrix by plugging in MLEs. By apply the Delta method, the asymptotic variance of
(@, B\) is found to be (0.2653, 0.0002). The estimated total correct probability (TCP)
and true positive rate at various choices of cutoff points are shown in Fig. 9. From
the figure, the optimal cutoff point (circled point) seems quite close in both methods,
but the TPR probabilities at different points have large deviations. We also apply the
boundary-correct kernel density to calculate distribution-adjusted TCP and TPR, the

Total correct probability True positive rate
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P2 3L °
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o o 3 £X 4
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Fig.9 Estimated TCP, smoothed TPR using the estimated Gamma density of input variable for Alc data
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Fig. 10 Estimated TCP, smoothed TPR using the estimated kernel density of input variable for Alc data

results are shown in Fig. 10. The results differ from those obtained in Fig. 9, and the
results in Fig. 10 seem to be more rationale.

6 Conclusions

We consider the problem of constructing a binary surrogate, while attempting to use
a binary variable Y to substitute a continuous X, with paired data (X, Y) sampled
respectively from the partitioned intervals with the support of X. By minimizing the
expected prediction error of the data, we estimate the cutoff value c that divides the
values of X optimally to match the binary response Y in (0, 1) of interest. We pro-
pose a method to estimate the expected prediction error by summing the probability
P(Y = 11X = ¢)P(X = c), where we estimate the probability P(X > c) with a fitted
distribution of X. Our method brings advantages and solutions to the problem. First,
it is suspicious that existing methods such as logistic regression, change point method
or naive nonparametric method do not take into account possible heterogeneous vari-
ances of different strata and the yielding prediction errors or TPRs would be doubtful.
Accordingly, we use estimated EPE adjusting for the stratum probability weights. In
particular, to circumvent unknown stratum probabilities, we need to estimate distri-
bution of X. However, we found no existing method in the literature to estimate the
unknown stratum weights under such a sampling scheme. The estimation of distri-
bution with such stratified samples has ever been discussed by Vardi (1985), Gilbert
(1988, 1999) and other recent articles, where non-parametric MLE or kernel densities
were proposed, but these estimates are based on an enlarged data set to which another
extra portion of data drawn across from the support were added. Our approach provides
anovel estimation, requiring no such extra portions. We estimate the distribution of X
assumed in the exponential family with composite likelihood where asymptotic results
were also presented. Non-parametrically, we establish a kernel density estimates for
data that may have other distribution features. From simulation studies and real data
analysis, we found that our estimates of the distribution were close to the true one
and the optimal cutoff value had adequate true positive rates when compared with the
results from the naive non-parametric method. From our proposed methods, further
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improvements are possible: (1) for kernel density, use precise boundary corrections on
the boundaries between strata (2) Estimate the stratum weights under other parametric
families. For either of these two directions of improvements, we need to both further
investigate and leave them for future work.

Supplementary material

Supplement to “Binary surrogates with stratified samples when weights are unknown”
(gamma-whole-sim-combine-2018Jun.R, gamma-epf-plot.R, gamma-ROC.R, FN-
simulation.R, KD-prob.R, KD-boundary). The supplement to this paper contains R
codes to perform numerical results in Sects. 4 and 5.
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