Key Points

Question: Can virtual imaging trials replicate the outcomes of a major clinical trial and provide valuable
insights into the performance of computed tomography (CT) and chest radiography (CXR) for lung

cancer screening?

Findings: This fully in silico study emulate the National Lung Screening Trial (NLST) and demonstrated
that CT consistently outperformed CXR in detecting lung cancer. The virtual trial successfully mirrored
key trends from the NLST and provided additional insights for performance according to lesion type,

reinforcing its clinical relevance.

Meaning: The study’s findings suggest that virtual imaging trials can effectively replicate many aspects
of clinical imaging trials and serve as a reliable method for evaluating imaging technologies, offering a

cost-effective, safe, and scalable alternative to traditional clinical trials.
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Abstract

Importance: Clinical imaging trials are crucial for evaluation of medical innovations, but the process is
inefficient, expensive, and ethically-constrained. Virtual imaging trial (VIT) approach addresses these
limitations by emulating the components of a clinical trial. An in silico rendition of the National Lung
Screening Trial (NCLS) via Virtual Lung Screening Trial (VLST) demonstrates the promise of VITs to
expedite clinical trials, reduce risks to subjects, and facilitate the optimal use of imaging technologies in

clinical settings.

Objectives: To demonstrate that a virtual imaging trial platform can accurately emulate a major clinical
trial, specifically the National Lung Screening Trial (NLST) that compared computed tomography (CT)

and chest radiography (CXR) imaging for lung cancer screening.

Design, Setting, and Participants: A virtual patient population of 294 subjects was created from human
models (XCAT) emulating the NLST, with two types of simulated cancerous lung nodules. Each virtual
patient in the cohort was assessed using simulated CT and CXR systems to generate images reflecting the
NLST imaging technologies. Deep learning models trained for lesion detection, Al CT-Reader, and Al

CXR-Reader served as virtual readers.

Main Outcomes and Measures: The primary outcome was the difference in the Receiver Operating

Characteristic Area Under the Curve (AUC) for CT and CXR modalities.

Results: The study analyzed paired CT and CXR simulated images from 294 virtual patients. The Al CT-
Reader outperformed the Al CXR-Reader across all levels of analysis. At the patient level, CT
demonstrated superior diagnostic performance with an AUC of 0.92 (95% CI: 0.90-0.95), compared to

CXR’s AUC of 0.72 (0.67-0.77). Subgroup analyses of lesion types revealed CT had significantly better



detection of homogeneous lesions (AUC 0.97, 95% CI: 0.95-0.98) compared to heterogeneous lesions
(0.89; 0.86-0.93). Furthermore, when the specificity of the Al CT-Reader was adjusted to match the
NLST sensitivity of 94% for CT, the VLST results closely mirrored the NLST findings, further

highlighting the alignment between the two studies.

Conclusion and Relevance: The VIT results closely replicated those of the earlier NLST, underscoring
its potential to replicate real clinical imaging trials. Integration of virtual trials may aid in the evaluation

and improvement of imaging-based diagnosis.

Introduction

Lung cancer ranks as the leading cause of cancer-related deaths, accounting for approximately 1.8 million
fatalities in 2020.12 Projections from the American Cancer Society indicate that an estimated 238K
individuals in the United States are anticipated to be diagnosed with lung cancer in 2023.2 In the realm of
timely detection and diagnosis of lung cancer, imaging modalities like chest X-rays (CXR) and Computed
Tomography (CT) scans play a crucial role for not only the diagnosis of lung cancer but also those of a
wide range of abnormalities.*

Associating the early-state cancer detection to the larger likelihood of cure, multiple lung cancer
screening trials worldwide have contributed valuable insights into the efficacy of lung cancer screening,
such as National Lung Screening Trial (NLST),* Nederlands-Leuvens Longkanker Screenings Onderzoek
(NELSON),®> Multicentric Italian Lung Detection (MILD),® British Thoracic Society Lung Cancer
Screening Group (BTSLSG),” and International Early Lung Cancer Action Program (IE-LCAP) trial.®

In spite of their benefits, clinical trials are extraordinarily inefficient and costly. Over its duration of 8
years, for example, NLST enrolled over 50,000 subjects at a cost of $256 million.® At the conclusion of
such trials, the diagnosis or treatment being evaluated may already be obsolete. For medical imaging, that
risk is particularly high because technology evolves so rapidly. Additionally, clinical trials may involve

putting patients at risk, including that of radiation exposure or overdiagnosis leading to unnecessary



procedures. Therefore, it is imperative to develop alternative trial procedures that can address these gaps
to ensure financial feasibility, timely change of clinical practice, and patient safety.'°

Virtual Imaging Trials (VITs) leverage advances in computational techniques to simulate the workflow of
clinical imaging trials, i.e., patients undergoing scans that are interpreted by readers. Compared to clinical
trials, VITs may serve as an alternative that is faster, safer, and more cost-effective. In their
comprehensive review paper, Abadi et al. delve extensively into VITs using numerous imaging
modalities to study myriad applications, such as for coronavirus disease (COVID-19), emphysema, and
organ dosimetry.'? There are still very few VIT studies that emulate an end-to-end trial, however, due to
the immense complexity of simulating all trial aspects. The most mature VIT studies to date have focused
on breast cancer screening, such as the trailblazing study by FDA scientists to emulate a comparative
clinical trial of mammography versus breast tomosynthesis.!*. To advance VIT applications, simulation
software modules need to be integrated to facilitate research that is both expedient and rigorous, and the
trials need to expand to other clinical settings with high clinical impact.

To address these gaps, this Virtual Lung Screening Trial (VLST) study aimed to undertake an “in silico”
emulation of the NLST study to compare efficacy of CXR and CT in lung cancer screening. The NLST
was extremely important in medical imaging as it changed clinical practice and led to the adoption of
current lung cancer screening programs. Our VLST study presents three primary advances. First, a virtual
patient cohort was designed to encompass the many anatomical structures of the chest and multiple types
of lung nodules. Second, this study implemented virtual scanners for CXR and CT, modalities that have
attracted considerable recent attention in machine learning research due to their high clinical volume and
impact.3** Finally, image interpretation was performed by virtual readers implemented using
reproducible deep learning models. By integrating these software modules, this study presented the first
end-to-end virtual imaging trial in the new domain of chest imaging, designed to gauge the precision and

efficacy of the in silico platform for a task with high clinical relevance.



Methods

Study Design
Figure 1 shows an overview of the steps performed to accomplish the VLST comprised of simulating a
virtual population, modeling virtual scanners, developing virtual readers, and finally analyzing the

detection and diagnosis performance. In the section below, we will briefly explain each of these steps.

Virtual Population

In any clinical trial, the selection of the targeted population and sample groups is of utmost importance, as
it directly influences the validity of trial results and outcomes. The creation of a virtual human subject
involved two key steps: constructing the normal anatomy followed by insertion of the specific
abnormalities. For the VLST, the subjects employed were computational human models generated from
full body CT scans from a single health system (Duke Health) which encompasses multiple hospitals. The
construction of these human models involved a series of steps: beginning with the segmentation of
specific organs, ensuring the quality control of these segmentations, followed by the creation of airways
and vessels, and culminating in the voxelization process. An outline of this procedure is shown in Figure
1, with further information available in our previous publication.’® In this research, we employed both
pre-existing and newly developed 4D extended cardiac-torso (XCAT) models representing both sexes at
varying age, height, weight, BMI, and race combinations.*>” Demographically, the mean age was 59
years, with a distribution between male (55.7%) and female (44.4%) participants.

Simulated nodules were generated in two steps. First, a single-density lesion was formed, adhering to the
desired morphology. Subsequently, a convolution process created a multi-density structure using a
previously published approach. 1% Several instances of these simulated nodules, featuring diverse
characteristics such as size and morphology, are depicted in eFigure 1 and eFigure 2. Consistent with
methods used in previous studies, simulated lesions were designed to represent cancerous nodules.*%
These simulated nodules were then randomly inserted into the lungs of 174 patients, guided by

indications of where nodules have been observed in prior clinical trial studies.* A total of 512 solid



lesions were created including 202 (39.4%) with homogeneous texture and 310 (60.5%) heterogeneous
texture. The remaining 139 patients were designed without any nodules. Specifics regarding population
demographics, along with inclusion and exclusion criteria, are clarified in Table 1 and Figure 2.

Virtual Scanners and Imaging Protocols

The cohort of computational human models with and without nodules was virtually imaged using a
validated imaging simulation tool (DukeSim).?:2 DukeSim generates projection images from voxelized
computational models using ray tracing (for primary signal) and Monte Carlo simulation (for scatter
signal and radiation dose). To create CXR images, we mimicked the post-processing to replicate the
contrast, noise, and resolution of the chest radiography technology used in the NLST era. For CT,
projections were reconstructed using a vendor-neutral reconstruction tool (MCR toolkit)** with weighted
filter back projection configured to mimic the physical and geometrical characteristics of two generic CT
scanners, named Duke Legacy W12 and Duke Legacy W20, which are representative of NLST CT
methods.?®> The geometry and acquisition configurations of the scanners are listed in eTable 1. Samples of
human model and simulated images with lesions are presented in Figure 3.

Virtual Reader

The virtual reader component of our study deployed deep learning models to emulate the image
interpretation by radiologists. Two RetinaNet models were developed: a 2D model for CXR images and a
3D model for CT volumes.?® This readily available machine learning architecture was trained with
publicly accessible clinical datasets (LUNA16,2” NODE2%) to ensure ease of replication and minimize
virtual reader variability across a variety of diagnostic scenarios for both modalities. The architecture,
training methodologies, and patch extraction techniques remained constant across both models, with only
the training datasets and data dimensions varying. This approach is akin to having the same radiologist
interpret different modalities with consistent training.

The workflow started with image data augmentation and utilized RetinaNet's feature pyramid network to

extract multi-scale features.?® Anchor boxes generated were matched with reference standard annotations



provided with each public dataset, refined through regression, and classified to detect actionable
nodules.?® Then for the VLST study, the simulated CXR and CT image data were used for independent,
external validation. For each virtual patient, each model detected the candidate locations and
corresponding probabilities of being actionable nodules. Additionally, for each patient without nodules,
one random location within the lungs was also analyzed by the model to represent negative backgrounds.
Detailed information regarding the development, validation, and clinical datasets used for the virtual

reader models is documented in eAppendix 3.

Trial End Point

To yield a diagnosis for each patient, the lesion with the highest probability value among all lesions in the
patient was chosen to represent the performance on a per-patient basis. This patient-level performance
replicated the decision-making process of radiologists who search for initial lesion candidates, then use
the most suspicious as the index lesion to inform follow-up recommendations. The VLST's primary
endpoint was the difference between CT and CXR for the detection of actionable lung nodules.
Additionally, subgroup analyses were conducted to evaluate the performance difference for the two

distinct lesion texture types.

Statistical Analysis
Performance was assessed using the Receiver Operating Characteristic Area Under the Curve (AUC) at
the patient level, with subgroup analyses for lesion types. The 95% confidence intervals (CIs) were

calculated using the DeLong method with 2000 bootstrapping samples.*

Results

In this VLST, virtual readers assessed paired exams from CT and CXR simulated from a cohort of 294
virtual human subjects. This cohort included 174 individuals with lung nodules and 139 without. The
mean size (long axis) of these lesions was 10.09 mm, with a standard deviation of 5.09 mm (eFigure 2 in
the Supplement). The smallest lesion measured was 4 mm, while the largest lesion was 34 mm. The

lesion sizes were distributed such that 25% of lesions were 6 mm or smaller (first quartile), the median



size was 9 mm, and 75% of the lesions (third quartile) were 12 mm or larger. This measurement method
replicates the approach used in the NLST, though current practice typically averages the two axial
dimensions.

At the patient level, CT outperformed CXR with AUC of 0.92 (95% CI: 0.89-0.95) compared to 0.72
(95% CI: 0.67-0.77), reflecting a substantial difference between the two modalities.

Stratifying the results by lesion type revealed significant (p < 0.001) performance differences, but CT
consistently outperformed CXR in each category. For the homogeneous lesion type, the AUC for CT was
0.96 (95% CI: 0.94-0.98), substantially higher than for CXR at 0.83 (95% CI: 0.78-0.87) (Figure 4). In
contrast, for heterogeneous lesions, both modalities showed lower AUCs: CT 0.89 (95% ClI: 0.86-0.92)
versus CXR 0.66 (95% CI: 0.60-0.72) (Figure 4).

The NLST results3! were compared against VLST in assessing the performance of LDCT and CXR for

lung cancer detection. Both trials showed high sensitivity for CT, with VLST achieving a sensitivity of
94% and NLST reporting 93.8% (95% CI: 90.6-96.3), with nearly identical specificity between the two
trials, with VLST at 73% and NLST at 73.4% (95% CI: 72.8-73.9). For CXR, at identical sensitivity at
74% (NLST 73.5%;95% CI:67.2-79.8), VLST showed a lower specificity of 65%, whereas NLST

reported a much higher specificity of 91.3% (95% CI: 91.0-91.6) (Figure 4).3! Overaerll, both NLST and

VLST studies showed the superior performance of CT over CXR in lung cancer detection.

Discussion

The main purpose of this study was to establish a VIT platform capable of emulating a major clinical trial
in the modalities of CXR and CT imaging. To that end, this Virtual Lung Screening Trial for lung nodule
detection replicated three fundamental elements of the real-world NLST study: patients, scanners, and
readers. By simulating a diverse virtual patient population, utilizing validated radiologic simulators for
imaging, and employing machine learning algorithms as standardized virtual readers, our approach

provides robust comparison using each virtual subject as their own control, with completely reproducible



experimental methods in the end-to-end trial process. Reflecting real-world radiological assessments, CT
outperformed CXR in nodule detection.

The composition of the trial population stands as a pivotal element in the execution and success of any
clinical study. The VICTRE trial, one of the first published virtual trials in breast imaging, represents a
significant milestone within the realm of virtual imaging trials, exhibiting results that are promising when
juxtaposed with those derived from human trials.!* In comparison, our investigation demonstrated the trial
effect using a smaller, strategically designed virtual cohort, in contrast to the larger cohorts used in
existing clinical lung screening studies.*>’ Despite this, our study extended beyond the scope of prior VIT
research, which typically focused on simulating specific pathologies or singular organs.**!2 The
construction of our trial population posed unique challenges to replicate the thoracic anatomy of a virtual
human. To mirror the heterogeneity encountered in real-world clinical settings, our study incorporated a
spectrum of age, sex, and race/ethnicity in attempt to reflect the diverse human population encountered in
actual clinical trials.* Furthermore, we calibrated our virtual models to account for a range of lesion sizes
and types. This diversity and clinical realism not only enhanced the relevance of our findings but also
facilitated future research in complex bodily system simulations.

An advantage of DukeSim (virtual scanner) over physical scanners is its ability to simulate a wide range
of imaging conditions and anatomical variations without the limitations of radiation exposure, patient
variability, or scanner availability. This allows for more controlled experiments, rapid prototyping of
imaging techniques, and optimization of screening protocols, all in a cost-effective and risk-free virtual
environment, which is not feasible with physical scanners. Using virtual patients also allowed scanning
the same patient with both modalities, thus using each patient as their own control to provide greater

power, which would not be possible in the real world due to the increase in radiation risk.

The virtual readers were designed using established deep-learning libraries®? and were trained on publicly
available clinical datasets?”?8 to ensure that the development process remained reproducible and broadly

applicable. Unlike traditional VITs, which typically employ mathematical observer models that evaluate



specific imaging regions for the presence or absence of signal,**3 our virtual readers incorporated a
search process.?® This process mirrored the diagnostic approach of a radiologist to first detect and then
characterize lesions. In previous VIT studies for COVID-19 detection, we showed that deep-learning
models can be susceptible to training and testing biases, which were more pronounced for CXR systems
with their great diversity of image appearances.®® To minimize overtraining bias, we have deliberately
avoided complex model architectures and elaborate training methodologies, thereby aligning the virtual
readers' functionality as closely as possible with that of human readers across different imaging
modalities. Reported results demonstrated that CT outperformed CXR in nodule detection, which was
consistent with the performance seen in clinical lung cancer screening trials. Our simulated homogenous
lesions yielded higher detection performance in both modalities compared to the heterogeneous,

demonstrating the effect on trial performance due to lesion texture.

This study has several limitations. Although the virtual patients are diverse in characteristics, the number
of virtual patients was relatively small. For future work, our efforts will pivot towards enriching the
virtual population with an even broader spectrum of diverse and underrepresented virtual subjects and
additional lesion types such as semi-solid and ground glass. In terms of the virtual reader, only a single
model was developed for each modality, which did not take into account the effects of reader variability.
This can be addressed by using multiple models with different architectures and levels of training. Like
almost all other VIT studies to date, VLST was designed for the task of detecting actionable nodules,
similar to the recall task of NLST radiologists. Additionally, VLST provided patient-level diagnosis based
on the largest nodule in each patient, but it was not possible to translate those results to NLST's mortality
endpoints, which are driven by not only imaging findings discernible by radiologists or virtual readers but
also pathologic diagnosis, treatment, and eventual outcomes that occurred years later. However, our
VLST closely mirrors the findings of the NLST, particularly with identical sensitivity and specificity with
CT in the detection of lung nodules. Both trials demonstrated that CT is much more effective than CXR

for detecting actionable nodules. The similarity between VLST and NLST highlighted the ability of our



virtual trial to accurately emulate real-world screening scenarios. Recognizing these limitations, future
research will continue to expand VITs to replicate clinical trial scenarios by considering patient-level

outcomes, such as progression or survival.

In conclusion, this study presented one of the first end-to-end VITs in the domain of chest imaging, which
involve the use of CXR and CT modalities. These modalities are the subject of considerable research
interest due to their high clinical volume and impact. Together, the complexity of human models,
versatility of scanners, and robustness of readers contribute to the advancement of virtual trials for
complex bodily systems and imaging challenges. The transformative potential of virtual imaging trials in
advancing evidence-based medicine offers an efficient and ethically conscious approach to medical

research and development.
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Figure 1. Flowchart summarizing the comprehensive workflow of the Virtual Lung Screening Trial
(VLST), from creation of virtual patient models using clinical CT data, through lesion simulation and
insertion, to virtual imaging using DukeSim, and concluding with evaluation by a virtual reader

employing 2D/3D RetinaNet for both lesion-level and patient-level detection evaluation.
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Figure 2. Virtual Patient’s inclusion and exclusion criteria and progress through the study. Within the
study, 294 virtual patients were assessed, with 174 of them having a total of 512 lesions, varying from
homogeneous to heterogeneous in nature. All 294 virtual patients underwent both virtual CT and CXR
scans. For the CT cohort, *294 virtual images were processed through two distinct scanners, the Duke
Legacy-12 and the Duke Legacy-20, with each scanner producing three unique imaging configurations
per patient (294 x 3=882). **From these six configurations, one CT image per patient, total 294 was
randomly selected for evaluation. As for the CXR cohort, all 294 virtual patients were successfully

imaged using the Duke Legacy-CXR scanner. A indicate the area under the receiver operating

characteristic curve.
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Figure 3. Example of human model and simulated images from the Virtual Lungs Screening Trial.
Selected slice of (A) computation human model with a homogenous lesion (B) simulated CT scan

image from Duke Legacy W20 scanner C) simulated CXR image using legacy post-processing.
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Figure 4. Performance of the virtual readers predicting lung cancer across patient and lesion types. (a)
Receiver operating characteristic (ROC) curves comparing the performance of the Al CT-Reader and

Al CXR-Reader for patient-level predictions, homogeneous lesions, and heterogeneous lesions. Blue



and brown lines represent Al CT-Reader and Al CXR-Reader performance, respectively.
Homogeneous lesions are represented by a solid line, and heterogeneous lesions by a dashed line. The
diagonal dashed line represents the ROC curve for a random classifier with an AUROC of 0.50. NLST
CT and NLST CXR results are marked with blue and brown dot (error bar represents 95% CI of
sensitivity and specificity), respectively. (b) Forest plot showing the difference in AUROC between Al
CT-Reader and Al CXR-Reader for patient-level predictions. The blue and brown markers represent
the AUROC differences for CT and CXR, with error bars indicating the 95% confidence intervals. The
p-value for statistical significance is shown (p < 0.001).

Al = artificial intelligence. ROC = receiver operating characteristic. AUROC = area under the receiver

operating characteristic curve. NLST = National Lung Screening Trial.

Table 1. Cohort Characteristics of the VLST Virtual Population of With Cases Corresponding to

with and without simulated nodule.

With Lung Nodule | Without Lung Nodule
Characteristics All
(n=174) (n=87)
Age (year)
Mean + Std 59+14 59+ 15 60+ 13
Sex
Male 145 (55.56%) 95 (54.60%) 50 (57.47%)
Female 116 (44.44%) 79 (45.40%) 37 (42.22%)
Weight (kg)
Mean # Std 78+ 20 77 £20 8020




BMI

27+ 6 26+ 6 285
Mean * Std (min-max)

(13-50) (13-50) (18-41)
Race
White 196 (75.10 %) 128 (73.56%) 68 (78.16%)

Black or African

55 (21.07%) 36 (20.69%) 19 (21.84%)
American
Other/Unknown 10 (3.83%) 10 (5.75 %)
Ethnic
Not Hispanic or Latino | 257 (98.47%) 171 (98.28%) 86 (98.85 %)
Hispanic/ Unknown 4 (1.53 %) 3(1.73 %) 1(1.15%)

*Note: Characteristics for the existing 33 without lung nodule human models are currently

unavailable.
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eAppendix 1. VLST simulated nodules

eFigure 1. Shown some simulated nodules of different sizes and types imaged with Duke legacy scanners
eFigure 2. Shown the simulated nodules size (largest axis) distribution

eAppendix 2. VLST imaging physics

eTable 1. Parameters of Duke Legacy W20 and W12 scanners.

eAppendix 3. VLST Reader

eAppendix 3.1. CT VLST Reader: CT

eFigure 3. Shown the LUNA16 dataset characteristics

eFigure 4. Shown the (a) FROC (average sensitive over 1/8, 1/4, 1/2, 1, 2, 4, and 8 FPs per scan) and (b)
lesion-level AUC (Area Under the Curve), with 95% confidence interval performance of the CT virtual
reader on the LUNA16’s (fold-6) training and validation dataset performance

eAppendix 3.2. CXR VLST Reader: CT

eFigure 5. Shown the lesion-level AUC (Area Under the Curve), with 95% confidence interval
performance of the CXR virtual reader on the internal NODEZ21 test dataset and external VinDr-CXR test

dataset performance
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eAppendix 1: VLST simulated nodules

Several instances of these simulated nodules, featuring diverse characteristics such as size and
morphology, are depicted in eFigure 1. The 174 cohort of computational human models are embedded
with 512 simulated lung nodules, encompassing both homogeneous (h=202) and heterogeneous (n=310)
types with varying sizes, representing a comprehensive range of characteristics for accurate replication of
NLST. eFigure 2 shown the simulated nodules size (largest axis) distribution.
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eFigure 1: Shown some simulated nodules of different sizes and types imaged with Duke legacy
scanners.
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eFigure 2: Shown the simulated nodules size (largest axis) distribution.



eAppendix 2: VLST imaging physics

eTable 1: Parameters of Duke Legacy W20 and W12 scanners.

parameters Duke-Legacy W20 Duke-Legacy W12
Number of projections per rotation 1000 1000
Pitch (changeable by user) 1.375 1.5
Collimation (mm) 20.0 12.0
SIsoD (mm) 541 570
SID (mm) 949.075012 1040.0
focal spot (mm) 0.7x0.7 0.7x0.5
Number of channels 16 16
Channel width (mm) 2.19 1.5
Number of rows 900 672
Row width 1.0 1.5
Anode angle (degrees) 8 7

* Highlighted parameters are different between the two scanners




eAppendix 3: VLST Reader

Our study incorporates a virtual reader component that simulates the image analysis process
usually conducted by radiologists. It utilizes two RetinaNet models—one 2D and one 3D—
specifically designed to process CT and CXR images, functioning as virtual readers.

eAppendix 3.1: CT VLST Reader

The Virtual Reader for CT scans has undergone development and validation leveraging the
LUNAU16 clinical dataset. LUNA16,! a publicly accessible dataset, encompasses 1,186
radiologist-verified nodule annotations drawn from 600 CT scans.

eFigure 3 presents a composite visualization, illustrating various aspects of the dataset, including
the count of nodules, the distribution of nodule sizes, and the spread of data across different CT
scan manufacturers. This dataset is pre-defined in 10 cross-validation folds, where in each fold
the model is trained with 9 folds and validated on 1-fold.?
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eFigure 3: Shown the LUNAL16 dataset characteristics.

The CT were resampled to 0.7 X 0.7 X 1.25 (X x Y x Z) mm before training and evaluation.
The Virtual readers were developed utilization MONAI detection module.? CT virtual reader is
an 3D detection RetinaNet model. The model was trained using official 10 folds. For each fold,
95% of the training data is used for training, while the rest 5% is used for validation and model
selection. The model is trained for 300 epoch.

The model's assessment involved evaluation utilizing the free-response operating characteristic
(FROC) analysis method. The ultimate performance metric, denoted as the mean sensitivity at
specific predefined false positive rates (FPRs) — specifically, 1/8, 1/4, 1/2, 1, 2, 4, and 8 FPs per
scan — was employed. Subsequently, while a significant portion of the models underwent training
on 90% of the data, our analytical pursuit concentrated on a single-fold model (fold-6) for
consistency and methodological relevance. eFigure 4 shown the model’s training and validation
performance.
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eFigure 4: Shown the (a) FROC (average sensitive over 1/8, 1/4, 1/2, 1, 2, 4, and 8 FPs per scan) and
(b) lesion-level AUC (Area Under the Curve), with 95% confidence interval performance of the CT
virtual reader on the LUNA16’s (fold-6) training and validation dataset performance.
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eAppendix 3.2: CXR VLST Reader

A 2D RetinaNet-based model has been developed as a virtual reader for lung cancer detection in virtual
lung screening trials using chest radiographs (CXR). The NODE212 public CXR training dataset consists
of 4,882 frontal chest radiographs sourced from well-known repositories, including JSRT,* PadChest,®
ChestX-ray14,° and Open-I.” Of these, 1,134 images contain 1,476 annotated lung nodules with bounding
boxes, representing the positive class, while the remaining 3,748 nodule-free images form the negative
class.

For model training, we focused exclusively on the 1,134 images with annotated nodules from the
NODE21 dataset. The dataset was split into 80% training and 20% testing, with stratification based on
patient origin and data source, ensuring a balanced and representative evaluation. During model
development, 80% of the training data was used for training, and 20% of the training set was reserved for
validation to select the best-performing model, which was then evaluated on the independent test set.
Additionally, model is been evaluated on an external subset of VinDr-CXR dataset.? Regarding
preprocessing, as recommended by the NODE21 dataset, utilized openCXR library standardization
coupled with a specific cropping technique to isolate the lung boundaries in the CXR images.® eFigure 5:
Shown the lesion-level performance of the CXR virtual readers on the internal and external clinical test
datasets.

eFigure 5: Shown the lesion-level AUC (Area Under the Curve), with 95% confidence interval
performance of the CXR virtual reader on the internal NODE21 test dataset and external VinDr-CXR
test dataset performance.
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