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Abstract

Rationale and Objectives—The “binormal” model is the most frequently used tool for
parametric receiver operating characteristic (ROC) analysis. The binormal ROC curves can have
“improper” (non-concave) shapes that are unrealistic in many practical applications, and several
tools (eg, PROPROC) have been developed to address this problem. However, due to the general
robustness of binormal ROCs, the improperness of the fitted curves might carry little consequence
for inferences about g/obal summary indices, such as the area under the ROC curve (AUC). In this
work, we investigate the effect of severe improperness of fitted binormal ROC curves on the
reliability of AUC estimates when the data arise from an actually proper curve.

Materials and Methods—We designed theoretically proper ROC scenarios that induce severely
improper shape of fitted binormal curves in the presence of well-distributed empirical ROC points.
The binormal curves were fitted using maximum likelihood approach. Using simulations, we
estimated the frequency of severely improper fitted curves, bias of the estimated AUC, and
coverage of 95% confidence intervals (Cls). In Appendix S1, we provide additional information on
percentiles of the distribution of AUC estimates and bias when estimating partial AUCs. We also
compared the results to a reference standard provided by empirical estimates obtained from
continuous data.

Results—We observed up to 96% of severely improper curves depending on the scenario in
question. The bias in the binormal AUC estimates was very small and the coverage of the Cls was
close to nominal, whereas the estimates of partial AUC were biased upward in the high specificity
range and downward in the low specificity range. Compared to a non-parametric approach, the
binormal model led to slightly more variable AUC estimates, but at the same time to Cls with
more appropriate coverage.

Conclusions—The improper shape of the fitted binormal curve, by itself, ie, in the presence of a
sufficient number of well-distributed points, does not imply unreliable AUC-based inferences.
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INTRODUCTION

Assessing diagnostic performance is an important problem in many fields, particularly in the
development of medical diagnostic systems, biomarkers, and predictive models. A basic
concept in evaluating diagnostic performance is the accuracy of classification of subjects
with a known binary true status (eg, “diseased”/“non-diseased”). Typically, diagnostic
results are either binary (eg, “negative”/“positive” with respect to the “disease”) or have a
form of an ordinal “rating” (eg, perceived likelihood of the presence of the “disease”). The
most widely used methodology for assessing performance in this type of diagnostic tasks is
the receiver operating characteristic (ROC) analysis (1-3).

The basic quantities in ROC analysis are “sensitivity” (or true positive fraction, 7PF) and
“specificity” (or complement of the false positive fraction, 1-~PF), which are defined as the
probabilities of correct classification of diseased and non-diseased subjects into “positive”
and “negative” groups, correspondingly. When diagnostic results are ordinal, classification
into “positive” and “negative” groups is performed by comparing the diagnostic rating to a
given threshold. The ROC curve describes pairs of “sensitivity’ (or TPF) and “1-specificity’
(or FPF) values, computed for all positive thresholds and is conventionally plotted in (FPF,
TPF) coordinates (1,2). The ROC curve is a fundamental tool in ROC analysis, and it is used
to determine various summary indices of diagnostic performance (2,3).

One of the most commonly used ROC summary indices is the area under the ROC curve
(AUC). The AUC has a convenient interpretation and a close relationship to the well-known
Wilcoxon statistic; methods for AUC-based analyses are well developed and widely used (2—-
7).

The ROC curves can be estimated using multiple parametric, semiparametric, and non-
parametric approaches (2,3). The most widely used parametric approach is based on the
“binormal” model (8), which is unmatched by the level of simplicity and flexibility for
planning studies and for data analyses. Binormal model is known to be robust (9), especially
for sufficient number of well-distributed data points (10), and allows for simple estimation,
statistical inferences, and regression (2,3,8,11). Furthermore, it is used for the widely known
approach to sample size estimation in the ROC analysis (12,13). Under the binormal model,
one assumes that continuous diagnostic results for the non-diseased and diseased subjects,
after some monotonically increasing transformation, are normally distributed. In terms of the
standardized latent variables, the model can be described as follows:

X~N(0,1) and Y~N (4,%) and
ROC(fpf)=®(a+b®~ (fof)),
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The AUC can then be written in the following convenient closed form: < e

The binormal ROC curve is often parameterized using AUC (instead of “a”) and “b”
parameters (eg, PASS v.12 [13]). The binormal ROC curve can be fitted to categorical rating
data and employed for statistical inferences using standard statistical software packages (eg,
PROC NLMIXED, SAS/STAT v.9.4, SAS Institute, Cary, NC, as in [11]).

One of the deficiencies of binormal ROC curves is the presence of non-concave regions. For
example, if parameter & is smaller than 1, the binormal ROC curve has a non-concave region
(*hook”) for high values of FPF, which increases with decreasing b (Fig 1).

The binormal ROC curve with a non-concave region (“hook™) is often termed “improper.”
The incorrectness (improperness) of the hook stems from the fact that non-concave regions
on the ROC curve correspond to levels of diagnostic accuracy that are worse than that of
chance alone (14,15). In particular, the straight line connecting a given ROC point
(corresponding to threshold &) to the right-upper corner represents accuracy of random
assignment of new ratings to all subjects with original ratings smaller than €. A “hook” on
the binormal ROC curve lies below such a line (for some ROC point), and hence describes
locally “worse than chance” performance. As a result, improper parts of binormal ROC
curves are conceptually unreasonable in many practical settings.

A variety of approaches have attempted to address this deficiency of the binormal model,
including the development of the “proper binormal model” (16,17). Furthermore, there are a
number of non-binormal and non-parametric approaches (eg, [3,18]) that do not exhibit this
deficiency, yet significant interest remains in the binormal model in its properties (eg,
[19,20]) due to its widespread use. Our present work focuses on the issue commonly
encountered by users of binormal model. However, similar to others (4), we also provide
estimates of the performance characteristics of the standard non-parametric approach as a
benchmark.

Although the binormal ROC curve fitted to the experimentally ascertained data is always (or,
formally, “almost surely”) improper, in many studies the true ROC curve is “believed” to be
proper (concave). When the frue underlying ROC curve is concave, the presence of a hook in
the fitted curve could generate a significant and systematic discrepancy between fitted and
true curves. These issues were previously discussed in the literature (eg, [4,16]). However,
the focus of investigation in those papers was on non-normal distributions, rather than on the
improperness of the fitted curves. Whereas the previous results indicated that the departures
from normality have little effect on the AUC estimates, some of these papers suggested that
larger differences are likely in cases of severe improperness (eg, [16]).

Thus, visually improper binormal ROC curves could naturally raise concerns even when the
primary inferences are based on the overall AUC. Yet, from the technical perspective, it is
unclear whether the improper shape by itself (ie, in the presence of sufficient number of
well-distributed points and sufficient sample size) is an indication of unreliability of the
estimates for global summary performance measures such as AUC. Indeed, with adequate
number of well-distributed points, the region where the improper ROC curve underestimates
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the true concave curve (ie, has a hook) would tend to be compensated by regions where it
overestimates the true curve. Thus, although the improperness is very likely to affect the
reliability of estimates of local indices, such as partial AUC or sensitivity at a given
specificity, the effect on the global indices could be negligible. In this paper, we assess
specifically whether the improper shape of fitted binormal ROC curves by itself is an
indication of unreliable estimates of full AUC.

In the next section, we describe the methods we use for generating datasets corresponding to
truly concave ROC curves that result in fitted binormal ROC curves with severe
improperness. The results of a simulation study evaluating the frequency severe
improperness, bias of the AUC estimates, and coverage of confidence intervals (Cls) are
presented in the Results section. We also provide additional characteristics of the estimated
AUC and the partial AUC in Appendix S1. In the Example section, we illustrate our findings
using a dataset from a previously conducted diagnostic performance study. We conclude the
paper with a discussion of obtained results in the Discussion section.

METHODS

The “binormal” model is frequently used to fit a smooth ROC curve to empirical points.
Under this model, the improperness (a “hook,” or non-concave region) is always present in
the fitted ROC curve, but sometimes the improperness is too small to be noticeable on the
plot. The improperness can often be caused by a high slope of the empirical curve in the left
corner. Indeed, for a fixed parameter “a,” the slope of binormal ROC curve is related to the
shape parameter “4” as follows:

arocw),
dp p=fof

L0020 - )} < {0020 - fof) a}} .

Hence, for < 1 and a sufficiently small #pf, the argument of the exponent becomes positive,
and therefore the slope approaches infinity with decreasing 7of. In other words, the fitted
binormal ROC curve with a large slope at the origin (and AUC<1) is improper with 6< 1.

Exploiting the previous relationship, we designed scenarios for datasets that have high
likelihood of resulting in an improper shape of the fitted binormal ROC curve based on the
“constant-shape” bigamma ROC model (1,18). The constant-shape bigamma family consists
of concave ROC curves and permits closed-form expressions for some of the summary
indices (5):

X~GAM(1,k) and Y~GAM(S, k)
ROC(fpf)=1 - G {3G (1 — fof) }
AUC=1-H,,, . (3)

where Hr, 1) is the cumulative density function (c.d.f.) for the F-distribution with degrees of
freedom vand v, and G, is the c.d.f. for gamma distribution with scale parameter “1” and
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shape parameter x. Similar to the binormal model, the bigamma ROC curves can be
conveniently parameterized in terms of AUC and the shape parameter x.

For the purpose of this work, the two most important properties of bigamma family are
concavity of the curves and a high initial slope of the ROC curve (ie, at [0,0]) for low values
of x. The bigamma curves with different values of x are illustrated in Figure 2. Based on the
property of the binormal ROC curves described previously, data generated from bigamma
scenarios with low x would tend to force the fitted binormal ROC curve to have
improperness for high FPF values.

In our simulation study, we considered a range of true bigamma ROC curves corresponding
to AUCs between 0.6 and 0.8 and the shape parameter x from 0.1 to 3. For each of the
scenarios, we generated 10,000 datasets with continuous rating data from the corresponding
gamma distributions (with 50:50 and 100:100 ratings for diseased:non-diseased
populations). Following the simplest approach for fitting binormal ROC to continuous data
(2-4), the continuous ratings for both diseased and non-diseased subjects were grouped
within bins defined by equally spaced percentiles of the rating distribution for diseased
population; we considered scenarios with 5 and 10 categories. For each dataset, we fitted the
binormal ROC curve using the maximum likelihood approach (8) implemented using
“PROC NLMIXED” (SAS v.9.4), as demonstrated in (11).

The estimated parameters 4and j, and their covariance matrix were used to estimate

AUC=& (L

\ /ng ) and the corresponding variance estimator and the 95% CI were
obtained directly from “PROC NLMIXED.” The bias, actual variance of the binormal AUC
estimate, and the coverage of the Cls were approximated over 10,000 simulations. We term
this approximate true variance as “Monte Carlo variance”

e — \2
> (4T, - ATC)
(denoted as V,,,)==—"= , and use it to assess trends in variability,
as well as to compute the relative bias of the estimated variance (Va1 from PROC
NLMIXED), ie, RB= (Vnrp— V! Ve The bias in the estimated binormal AUC was

approximated as the difference between the average of 10,000 binormal estimates and the

10,000 ——
true value of AUC, ie, ), AUC,/10,000 — AUCo. Furthermore, each fitted binormal
ROC curve was classified as “noticeably improper,” or not, using the recently proposed
categorization (19), namely by computing with the following quantity:

[=33

with |4 < 2 indicating a “noticeably improper” ROC curve. Although “noticeable
improperness” of the fitted ROC curves is likely to affect at least some inferences under the
binormal model, we believe its impact on the statistical inference depends on the summary
index of interest, and in the presence of well-distributed empirical ROC points may have
little impact on estimating overall indices, such as the AUC.
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One of the well-known approaches to circumvent the problem of improper curves is based
on the “proper-binormal ROC model” proposed by Pan and Metz (16,17). Recently, this
model has been demonstrated to be equivalent to a “bi-chi-squared” model (21), which can
be described in terms of the following latent variables:

X~x?(1,0) and Y~X x x%(1,00)

As the chi-square distribution is a particular case of the gamma distribution
(Xz(n)zGam(Z,nIZ)), the bi-chi-squared ROC curves are similar to the bigamma ROC curves
with x=1/2 when the non-centrality parameter @ is close to “0.” Thus, we do not expect
proper-binormal ROC curves to have initial slope high enough to induce a large fraction of
improper fitted binormal ROC curves. However, for completeness of presentation, and to
demonstrate generality of the results, we conducted a subset of simulations based on this
model as well.

In the simulation study, similar to other works (eg, [4]), we computed the characteristics of
non-parametric inferences based on the empirical AUC computed from continuous data (6).
These results provide a useful benchmark for the performance of approaches that are not
subject to the limitations of the parametric model being considered. In addition, the
empirical estimates computed from large continuous data provide an accurate approximation
to the parametric estimates under the correctly specified model. Indeed, for continuous data,
the empirical AUC is an unbiased estimate of the true underlying AUC, and its variability
approximates well the variability of the parametric AUC obtained under the correctly
specified model, even for moderate sample sizes (eg, [4]). This property of empirical
estimates is useful in our study, as existing approaches for fitting the bigamma ROC model
(eg, [18]) are not yet optimized and adequately validated for serving as a reliable
benchmark.

RESULTS

Table 1 illustrates the frequency of the fitted binormal ROC curves with improper shapes. By
considering low x values in the true bigamma ROC curve, we were able to induce a
substantial number of fitted binormal ROC curves with “noticeably improper” shape. The
noticeably improper curves were present in as many as 96% of the sets, depending on the
shape of the original bigamma curve (x), the AUC, sample size, and the number of
categories. As was intended based on consideration in the Results section, the higher rate of
noticeable (severe) improperness of the fitted curves was strongly associated with the rapidly
rising shape of the underlying true curve (low x). Noticeably improper fitted curves also
were more frequently observed in scenarios with moderately high AUC. The rate of
improperness is higher for greater number of rating categories and for higher sample size as
there are more ROC points with near-zero fpf (triggering the improper shape), the
“importance” of which increases with increasing sample size.

The results in Table 2 demonstrate that the bias of the binormal AUC (area under the fitted
binormal ROC curve) is negligible (within 1.5%) when the number of categories is large (eg,
10), even in scenarios where the absolute majority of the fitted curves are noticeably
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improper. With smaller number of categories and high underlying AUC (0.9), the bias could
be substantially larger (eg, 0.05 for five categories), which could be attributed to the
inadequate representation of the underlying ROC curve with data grouped into five
categories, rather than to the improperness of the fitted ROC curves. Overall, the standard
deviation of binormal AUC is larger than bias and, as expected, increases with decreasing
AUC, decreasing sample size, or decreasing number of categories.

For the large sample size 100:100 and 10 categories, the variability of the binormal AUC is
close to the variability of the empirical AUC computed from continuous data, and hence it is
close to the variability of a hypothetical bigamma estimate of the AUC. Overall, the
variability of the binormal AUC is larger than the variability of the empirical AUC, which
can be expected when the underlying model is not binormal. The difference between the
variability of the binormal and the empirical AUC becomes larger with a smaller number of
categories, a smaller sample size, and a larger AUC. Larger variability of the binormal AUC
was also previously observed for improper binormal scenarios with a large AUC (4). The
larger and more pervasive differences we observed could be attributed to the concave shape
of the underlying true ROC curve (and hence most of empirical curves) and improper (hence
more variable) shapes of most of the fitted binormal ROCs. We note, however, that some of
the differences from the previously reported results could also stem from a difference in
software used for fitting binormal ROC.

Table 3 summarizes the estimated coverage of 95% ClIs for AUCs constructed based on the
binormal model (using PROC NLMIXED, SAS v.9.4), as well as the coverage for the
nonparametric Cls constructed based on the empirical AUCs and its variance estimator (6).
We also report estimates of the relative bias of the estimated variance (Vy ps from PROC
NLMIXED), computed using the “Monte Carlo” estimate of the true variance (Vj,0), ie, RB

=(Vvem = Vmo! Ve

For the considered scenarios, the binormal Cls had almost nominal coverage with 10
categories and a higher than nominal coverage with 5 categories. The latter conservativeness
stems from the overestimation of the variance combined with the use of the t-approximation,
which is the default setting of PROC NLMIXED (SAS/STAT v.9.4). Binormal Cls were the
most conservative we observed when the binormal ROC curve was fitted using five
categories for the non-binormal scenarios (x = 0.1,0.3) with large AUCs. In these scenarios,
the variance estimated under the binormal model was highly overestimated leading to
virtually useless statistical inferences. However, with 10 categories, the variance was within
7% of the true variance, and the coverage of the binormal Cls was very close to the nominal
95% level for all scenarios. In comparison, the coverage of simple non-parametric Cls was
low for large AUCs. This observation agrees with previous investigations and could
potentially be remedied by several approaches (eg, [7]). However, for the purposes of the
present investigation, these results highlight that AUC inferences obtained from the binormal
model (with sufficient number of points and size of data) are quite appropriate for the
considered scenarios.

Table 4 summarizes the results for AUC of the binormal ROC curve fitted to the data from
the bi-chi-squared ROC model (also known as proper-binormal ROC, or LR-binormal ROC
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model). The bi-chi-squared distribution does not provide as steep a slope of the ROC curve
at near-zero fpfvalues as does the bigamma distribution (the difference between the two is
outlined in the Results section). As a result, we observe fewer than 50% of improper fitted
binormal ROC curves even for extreme cases. In all considered scenarios, the bias of the

estimated AUC is minimal and the coverage of 95% Cls is very close to the nominal level.

EXAMPLE

To illustrate the robustness of the AUC estimate obtained from improper binormal ROC
curves, we used the data from the study by Ref. (22) investigating the effect of image
resolution and luminance on accuracy in detecting abnormalities depicted on posterior-
anterior chest radiographs. Our findings require sufficient number of well-distributed points
obeying concavity with a high initial slope. For this example, we used the ratings of a
radiologist during the task of detecting lung nodules on images with high resolution and
high brightness rated on a 0-100 scale (taken from www.roc.pitt.edu). The radiologist’s
ratings were grouped into 10 categories of confidence level using the thresholds of 5, 10, 20,
30, 50, 70, 80, 90, and 95. The empirical ROC curve, the fitted binormal ROC curve, and the
fitted “proper binormal” ROC curves are shown in Figure 3.

The binormal ROC curve in this example was fitted using the maximum likelihood approach
for categorical data implemented using PROC NLMIXED (SAS v.9.4), as described in our
simulation study. The SAS code for estimating the empirical and the fitted binormal ROC
curves is provided in Appendix S1. The estimates for the LR-binormal ROC curve (or
“proper-binormal” ROC curve [16]) were obtained using the “PROPROC” algorithm
implemented in OR/DBM MRMC 3.0 for SAS (21,23). The estimates of the AUCs are
summarized in Table 5.

The fitted binormal ROC curve has a visible improperness (hook) for higher values of FPF.
This agrees with a characterization of “noticeable improperness” (19) as

T:ﬁ ~ 1.57<2  As evident in Figure 3, the improperness is caused by the steep slope of
the empirical ROC curve for low fpfvalues. Indeed, there is neither empirical loss of
concavity nor degeneracy among the empirical points, which are the two frequently
recognized reasons for improperness. The fitted improper binormal ROC curve is noticeably
higher than the empirical points when 7fpfis between 0.05 and 0.3, but is lower for high
values of fpf. Nevertheless, the differences from the empirical ROC curve virtually cancel
out, resulting in both estimated AUC and its standard error being very similar to the
empirical. (We note that the wider Cls for the binormal ROC curve are partially due to the t-
approximation used by PROC NLMIXED [SAS v.9.4]. The 95% CI based on the normal
approximation is [0.72, 0.84]).

It is interesting to note that the use of a concave smooth ROC curve (in this instance using
the “PROPROC” algorithm implemented in OR/DBM v.3.0 for SAS [23]) does not
necessarily provide an improvement over the estimates from the fitted improper binormal
ROC curves. Indeed, Figure 3 and Table 5 demonstrate that the fitted LR-binormal ROC
curve is noticeably higher than the empirical ROC curve, leading to an overestimated AUC.
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Although some of non-binormal approaches might provide a better fit, the primary purpose
of this example was not to demonstrate the relative performance of different ROC fitting
approaches, but rather to specifically illustrate the robustness of AUC estimates obtained
from improper binormal ROC curves as in Figure 3.

DISCUSSION

In this study, we focused on assessing the estimated area under the fitted binormal ROC
curve (binormal AUC) in scenarios corresponding to actually concave ROC curves that are
likely to lead to “noticeably improper” fitted curves. The true concave ROC curves were
modeled by a constant-shape bigamma family of ROC curves, which is well described in the
literature (1,18) and includes shapes that are better approximated by severely improper,
rather than visually proper, binormal ROC curves. The severity of the improperness of the
fitted ROC curves was categorized according to a previously proposed criterion (19). Our
results indicate that in the presence of a sufficient number (eg, 10) of well-distributed rating
categories, bias of the binormal AUC is practically negligible and Cls had nominal coverage
even in scenarios where severely improper curves have more than 90% chance to be fitted.
Thus, by itself, the improperness of the fitted binormal ROC curve does not indicate a lack
of reliability of the estimated AUC.

It is important to highlight that our conclusions relate specifically to the AUC. Estimation of
partial AUC (24-26), or other “local” performance indices, is likely to be more noticeably
affected by the shape of the fitted ROC curve. Indeed, the robustness of the inferences about
the full AUC stems from the fact that overestimation of the non-binormal ROC curve in one
region (eg, for low 7pAK) is approximately offset by underestimation in another (for high
fpR), which tends to be balanced in the presence of well-distributed empirical ROC points.
Indices focused on the range of low/high 7pf (eg, partial AUC) are likely to be noticeably
biased upward/downward, correspondingly. We illustrate this phenomenon with additional
simulation results in Appendix S1. There we provide estimates of the partial AUC over the
fofranges of (0-0.5) and (0.5-1) to demonstrate the correspondingly upward and downward
biases.

An important condition for the robustness of the AUC-based inferences with respect to the
improper shape of the fitted binormal curves is the presence of an adequate number of well-
distributed ROC points (corresponding to the categories of diagnostic results). This
condition, however, is not specific to the improperness of the fitted curve, but rather is a
condition for reliability of any parametric ROC estimates under the model misspecification.
A decreasing number of rating categories (hence empirically estimable ROC points) leads to
lack of representation of the true underlying curve. This property has also long been
recognized in relationship to the bias of the empirical AUC for categorical ratings with
respect to the AUC for underlying continuous ratings (3). A similar effect can be achieved
by a poor distribution of the empirically estimable points (10). In our work, we intentionally
minimized the possibility of inadequate representation of the underlying ROC curve. Rather
we considered scenarios where the shape of the underlying ROC curve itself induces
improperness of the fitted binormal curves. However, for reference purposes, we also
considered scenarios with a small number of empirical points (ie, five rating categories). The
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results highlight the known problem that even with large sample sizes (eg, 100:100) and
well-distributed points, statistical inferences about large AUCs can be rather inaccurate (in
our case, overly conservative).

We note that our work is specifically focused on estimating the overall AUC for a single
ROC curve, where, as we demonstrated, even severely improperly shaped fitted curves do
not by themselves invalidate the inferences. Consequently, estimated differences in AUCs of
two ROC curves are also likely to be reliable even when the fitted binormal curves
demonstrate visible improperness. However, unlike in estimating a single AUC, comparing
AUCs hased on fitted curves with improper shapes could be more difficult to justify. Indeed,
curves with severely improper shapes are more likely to cross each other, thereby
deemphasizing, if not invalidating, the comparisons based on the full AUC. A detailed
investigation of the effect of improperness of fitted ROC curves on comparing AUCs would
also need to account for other characteristics, including, but not limited to, estimated
correlation between the curves, and this investigation is beyond the scope of our present
work.

Our results have direct implication for statistical analyses and study planning based on
binormal ROC curves. In particular, in data analyses that use the binormal model for
estimating AUC, the improper shape of the fitted ROC curve (eg, [24]) does not by itself
imply that results are unreliable. Alternative models for concave ROC curves would not
necessarily lead to better results. We also note that during sample size estimation for study
planning (eg, [12,13]), if one wishes to account for increased variability associated with
concave ROC curves that have high initial slopes, one should use small values for the “4”
parameter that drive both the high initial slope and the larger variability of the AUC. Thus,
improper binormal ROC curves are not by themselves problematic, and can be useful, for
global inferences. For local inferences, improper binormal ROC curves can also be useful as
long as the region of interest (and fitting) is restricted to the concave portion of the curve
(eg, [20,26]).

Supplementary Material

Refer to Web version on PubMed Central for supplementary material.
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Binormal ROC curves with an AUC of 0.8 and different degrees of improperness
(corresponding to “b” of 1, 0.53, and 0.3, respectively). AUC, area under the ROC curve;
ROC, receiver operating characteristic.
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Figure2.
Bigamma ROC curves with an AUC of 0.8 and different magnitudes of initial slope

(corresponding to x of 1, 0.33, and 0.1). AUC, area under the ROC curve; ROC, receiver
operating characteristic.
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The empirical ROC curve and fitted ROC curves for the data analyzed in the Example
section (LR-binormal ROC curve is the proper-binormal ROC [16,21]). ROC, receiver

operating characteristic.
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TABLE 5
The Empirical AUC and the Areas Under the Fitted ROC Curve for the Data Analyzed in the Example Section

95% Confidence Interval

Type AUC STD Lower Limit Upper Limit
Empirical 0.77  0.032 0.71 0.83
Binormal * 078 0.032 071" 085"
LR-binormal? 081  0.022 0.76 0.86

AUC, area under the ROC curve; ClI, confidence interval; ROC, receiver operating characteristic.

*
The fitted binormal ROC curve had parameters 4= 0.8543, j,—() 4559. Parameters and the 95% CI for AUC are estimated by PROC
NLMIXED, with 95% CI being based on the default t-approximation (with 15 degrees of freedom for the considered data).

fThe fitted LR-binormal ROC curve (by OR/DBM v.3.0 for SAS [23]) had parameters d/;:0_0003, 6= — (.5292. or equivalently parameters

§:4. 1E — 09 ;\:10_55 10 of the bi-chi-squared representation; both sets of parameters are described in details in Ref. (21).
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