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ORIGINAL ARTICLE

Feasibility of lung cancer prediction from low-dose CT
scan and smoking factors using causal models

Vineet K Raghu, " Wei Zhao,** Jiantao Pu,’ Joseph K Leader,® Renwei Wang,’
James Herman,® Jian-Min Yuan,>’ Panayiotis VV Benos,” ** David O Wilson®

ABSTRACT

Introduction Low-dose CT (LDCT) is currently used in
lung cancer screening of high-risk populations for early
lung cancer diagnosis. However, 96% of individuals with
detected nodules are false positives.

Methods In order to develop an efficient early lung
cancer predictor from clinical, demographic and LDCT
features, we studied a total of 218 subjects with lung
cancer or benign nodules. Probabilistic graphical models
(PGMs) were used to integrate demographics, clinical
data and LDCT features from 92 subjects (training
cohort) from the Pittsburgh Lung Screening Study cohort.
Results Learnt PGMs identified three variables directly
(causally) linked to malignant nodules and the largest
benign nodule and used them to build the Lung Cancer
Causal Model (LCCM), which was validated in a separate
cohort of 126 subjects. Nodule and vessel numbers and
years since the subject quit smoking were sufficient to
discriminate malignant from benign nodules. Comparison
with existing predictors in the training and validation
cohorts showed that (1) incorporating LDCT scan
features greatly enhances predictive accuracy; and (2)
LCCM improves cancer detection over existing methods,
including the Brock parsimonious model (p<0.001).
Notably, the number of surrounding vessels, a feature
not previously used in predictive models, significantly
improves predictive efficiency. Based on the validation
cohort results, LCCM is able to identify 30% of the
benign nodules without risk of misclassifying cancer
nodules.

Discussion LCCM shows promise as a lung cancer
predictor as it is significantly improved over existing
models. Validated in a larger, prospective study, it may
help reduce unnecessary follow-up visits and procedures.

INTRODUCTION

The proliferation of lung cancer screening
programmes using low-dose CT (LDCT) examina-
tion followed the National Lung Screening Trial
(NLST) observation of 20% reduction in lung
cancer mortality for CT exams compared with
chest X-ray.!? Notably, 24% of the LDCT screening
exams produced a positive result, which required
follow-up, but 96% of these findings were false
positives (ie, negative for lung cancer). This often
leads to harmful and/or costly unintended conse-
quences (eg, follow-up scans, invasive biopsies).® *
Therefore, it is critical to improve the discrimina-
tion of benign from malignant screen-detected lung
nodules.

What is the key question?

» How can we reduce the number of unnecessary
procedures on subjects with identified nodules
on lung screening by performing integrative
analysis of CT scan and other clinical data?

What is the bottom line?

» Using causal graphical models, we developed a
new lung cancer predictor with three variables
which outperforms existing methods and may
help reduce further tests in 30% of subjects
with benign nodules.

Why read on?

» Both the methodology of developing the
predictor (causal graphs) and the predictor
itself are novel and significant and can
contribute significantly to the field of early lung
cancer prediction.

Over the past decade, several models for lung
cancer risk prediction have been developed,”™* and
some authors have argued that they are more sensi-
tive than the NLST selection criteria.'' '* Although
these models can be used to discriminate lung
cancer from non-cancer cases,'” '* their primary
goal is to select high-risk subjects for LDCT scans.
Subsequently, radiologists determine the likelihood
of malignancy of lung nodules primarily based on
imaging features, such as solidness, calcification,
spiculation and growth rate. Recently, predictors
that incorporate LDCT scan features were devel-
oped.” Current models use regression analyses to
select informative features.'> However, it is possible
that more sensitive machine learning methods can
produce more accurate and interpretable models.

In this study, we first investigate whether proba-
bilistic graphical models (PGMs) can improve lung
cancer prediction by integrating LDCT scan features
with other clinical data and comorbidities. PGMs
have been used in biomedical research due to their
simplicity and interpretability,'™" and offer a clear
benefit over more abstract methods (support vector
machines SVMs, random forests and so on) without
loss in classification accuracy.'® Another advantage
is that the graph can be used to calculate potential
missing values of one or more of the predictive vari-
ables.?’ PGMs also have theoretical guarantees that
their solutions (dependencies and orientations in
the graph) are asymptotically correct. This is why
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directed graphs are frequently referred to in the literature as
‘causal’.?’ 2! A useful property of graphical models is that one
can use the graph learnt over the complete data set to select
the most informative variables for any outcome or phenotype
of interest. This is because, by construction, the Markov blanket
around a target variable, T, makes T informationally indepen-
dent of any other variable or combinations of variables in the
data set (Markov blanket of T consists of its parents, children and
other parents of the children in the graph).?'

We also present a first version of the Lung Cancer Causal
Model (LCCM), a new lung cancer predictor, which is derived
using PGMs on CT findings and clinical and epidemiolog-
ical factors. LCCM is then compared with currently published
predictors on an independent validation cohort.

MATERIALS AND METHODS

Study populations

This study uses demographic data, smoking history, comor-
bidities and LDCT scan features of lung nodules from the
Pittsburgh Lung Screening Study (PLuSS)** cohort. PLuSS is
a community-based research cohort that during 2002-2006
recruited 3642 smokers (current or former). All PLuSS partic-
ipants received a baseline LDCT scan, and 3423 participants
received a follow-up LDCT scan 1 year later. In addition, each
PLuSS participant completed a questionnaire including ques-
tions on smoking history, underwent spirometry for pulmo-
nary function testing and provided a blood sample. A subset
of 970 PLuSS participants received biennial LDCT scans

in 2006-2016, and yearly spirometry and blood draws. In
conjunction with the approval of LDCT as a covered service
for lung cancer screening, all research lung screening activities
were folded into PLuSS XX, our ongoing lung cancer screening
research cohort that includes original PLuSS participants as
well as new participants who fulfil the lung cancer screening
criteria (2016 to present).

Training cohort

The training cohort included 50 subjects with cancer detected
on their baseline LDCT scan (prevalent cancers) and 50 subjects
with screen-detected nodules from a previously evaluated
subset of PLuSS participants.”> Detected nodules were >0.6 cm
in accordance to the LUNG-RADS schema,** with the largest
nodule 3.6 cm. The benign status of the nodules was further
confirmed through prolonged follow-up (2-15 years). Eight
control subjects were excluded because of missing information
on CT scan variables (seven) and number of nodules (one). Thus,
the final training cohort had 50 cases and 42 controls (table 1A).
Based on the inclusion criteria (age 55-77, pack-years >30 and
quit <15 years), the PLuSS cohort has a very homogeneous
population and the selected subjects were at very high risk of
lung cancer. As a result, age, sex and smoking history were
similar in subjects with malignant and benign nodules (table 1A).
The training cohort variables are presented in online supplemen-
tary table S1.

Table 1 Characteristics of the training cohort
Lung cancer Benign nodules P

(A) Training (n=50) (n=42) value*
Male, n (%) 25 (50) 28 (67) 0.162
Age (years), mean (SD) 63.6 (7.1) 65.2 (6.9) 0.261
Current smoker, n (%) 32 (64) 19 (45) 0.111
Pack-years, mean (SD) 60.35 (24.11) 61.81(22.81) 0.766
Years since quit smoking, mean (SD) 1.52 (2.88) 3.25(3.95) 0.020
Nodule size in diameter (mm), mean (SD) 13.43 (6.14) 9.74 (6.69) 0.007
Nodule number, n (%)t 0.203

Solid 28 (56) 34 (81)

Non-solid/mixed 22 (44) 8(19)
Vessel number, mean (SD) 9.22 (9.48) 2.26 (2.21) <0.001

Lung cancer Benign nodules P

(B) Validation (n=44) (n=82) value*
Male, n (%) 23 (52) 48 (59) 0.626
Age, mean, years (SD) 65.23 (9.62) 66.93 (7.54) 0.313
Current smoker, n (%) 37 (84) 36 (44) <0.001
Pack-years, mean (SD)t 49.41 (22.79) 49.49 (22.0) 0.985
Years since quit smoking, mean (SD) 0.477 (1.50) 3.037 (4.33) <0.001
Nodule size in diameter (mm), mean (SD) 18.86 (7.12) 11.57 (5.76) <0.001
Nodule number, n (%)t 0.981

Solid 28 (78) 54 (68)

Non-solid/mixed 8(22) 25 (32)
Vessel number, mean (SD) 18.57 (5.21) 3.02 (3.98) <0.001

*Two-sided p values were based on t-test and ” test for continuous and categorical variables, respectively.

tNodule type was unmeasured for 11 subjects (8 with cancer).
tPack-years was unmeasured for 5 subjects (4 with cancer).
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Validation cohort

The validation cohort consists of 126 subjects (44 cases and
82 controls) from the PLuSS XX cohort. The data from these
subjects were collected independently of the training cohort.
The characteristics of the validation cohort are presented in
table 1B. Age, sex and smoking history were similar in subjects
with cancer and benign nodules in the validation cohort too. For
nodules <3 cm the validation cohort consisted of 39 cases and
63 control subjects. When considering all (benign) nodules in
the control subjects (not only the largest), we have a total of 84
nodules (online supplementary table S2).

Extraction of CT features

One experienced thoracic radiologist identified and character-
ised lung nodules according to size, presence and type (solid,
non-solid or part-solid), and lobar location. The radiologist used
the axial image showing the nodule to its fullest extent to measure
the maximum nodule diameter and the nodule diameter perpen-
dicular to this maximum. The average of these two diameter
measurements, referred to as the average diameter, was used as a
summary measure of nodule size. The same methods were used
to extract the radiographic features in cancer cases and controls
in both cohorts. We have previously described the procedure
for quantification of the vasculature surrounding a nodule.” In
short, lung nodules were automatically segmented from LDCT
images and subvolume was defined around the nodule. Vessels
within the subvolume were automatically segmented and skele-
tonised. The subvolume vessels were processed to compute the
count of the number of vessels attached to, close to or projected
towards the nodule.

Probabilistic mixed graphical models with latent variables for
cancer prediction

For modelling the dependencies in the data, we used
MGM-FCI-MAX,* which learns a directed graph over mixed
data types in the presence of latent confounders. This is
important because medical and biomedical data usually contain
variables of mixed types (continuous and discrete) and unmea-
sured confounders (due to lack of knowledge or measurement
inability).

MGM-FCI-MAX works in two steps (see details in online
supplementary materials). First, the undirected graph is calcu-
lated over all data (see refs 16 and 26). This step has one regu-
larisation parameter per edge type: continuous-to-continuous,
continuous-to-discrete, discrete-to-discrete. To avoid overfit-
ting, we use subsampling (Stable Edge-specific Penalty Selec-
tion - StEPS)'® to select parameter values that produce the most
stable graph across subsamples. Second is the orientation phase,
in which the undirected graph of step 1 is used as the starting
point. A modified version of FCI-MAX algorithm orients and
removes the edges of the skeleton based on the p values of condi-
tional independence tests we developed for mixed data.”” The p
value threshold is also determined using StEPS. Notably, in high
dimensional data sets (small sample size, large number of vari-
ables) PGMs’ edge prediction accuracy remains high, but orien-
tation accuracy suffers.”®

Statistical analysis, model building and evaluation

Statistical analyses were done in R (V.3.4.2). t-Tests and >
tests were used to evaluate differences between subject groups
in continuous and categorical variables, respectively. In the
external validation data set, we performed pairwise receiver
operating characteristic (ROC) curve comparisons by using a

bootstrap-based test (pROC package).?’ Probability density plots
for cancer and benign nodule cases were computed using kernel
density estimation with a Gaussian kernel in R.

To evaluate the efficiency of MGM-FCI-MAX on the training
data set, we used 10X nested cross-validation. Briefly, the training
data set is divided into 10 partitions, and for each partition we
used the other 90% of the samples to learn an MGM-FCI-MAX
graph, then learn the weights of the variables in the Markov
blanket around ‘lung cancer status’ (using the MGM-FCI-MAX
logistic regression model) and evaluate on the remaining 10%
of the samples that were not used for training of this partition.

We compared the prediction accuracy of the MGM-FCI-
MAX-derived model with a random forest (RF) classifier
(MATLAB TreeBagger class) and with previously published
methods, such as the PLCO (Prostate, Lung, Colorectal and
Ovarian cancer) model,"" the Bach model,’ and two Brock
models'?: full and parsimonious. We used the features of these
models and we recalculated the coefficients in the same training
data sets as MGM-FCI-MAX. For fairness, we also used the orig-
inally published coefficients. Asbestos exposure information,
used in the Bach model, is not available for PLuSS participants.
However, this binary variable has one of the smallest coefficients
in the original publication and its removal is not expected to
significantly affect the results. Although PLCO and Bach models
were originally developed for predicting lung cancer risk, we
were interested to see if they can discriminate between lung
cancer and benign subjects as well. From the comparison, we
excluded the Liverpool Lung Project (LLP) risk model® because
two of its variables were missing from PLuSS (asbestos exposure,
prior diagnosis of pneumonia). We also excluded the Pittsburgh
predictor'’ because, due to PLuSS participants being at high risk,
cancer and benign cases had similar smoking history and age
(two of its four features).

RESULTS

Graphical models on the PLuSS training cohort identify highly
informative variables for lung cancer

We applied MGM-FCI-MAX on the compendium of demographic,
clinical, smoking and LDCT scan variables of the training cohort
to learn the interactions among variables. Three variables were
directly linked to lung cancer (figure 1): years since (the subject)
quit smoking, (total) number of nodules and number of vessels
(surrounding the nodule). All three features were statistically signif-
icant in a multivariate logistic regression model (table 2), showing
that their information is complementary. The number of nodules
and the years since the subject quit smoking are both inversely
related to lung cancer risk, whereas the number of vessels is posi-
tively related. We found that all three predictors had statistically
significant coefficients (p<0.05).

The model suggests that the number of nodules and the number
of vessels could be related to lung cancer, which are supported by
recent publications.'? 2 However, the number of nodules and the
decision to quit smoking come as a result of lung cancer status in
the graph. For quit smoking, only 19% of former smokers with
benign nodules quit smoking within 2 years of the LDCT scan,
whereas 44% of subjects with lung cancer who are former smokers
quit smoking. This may indicate that the onset of symptoms
from cancer or a cancer precursor influenced the decision to quit
smoking. We also note that the current smoker ratios are different
in the two groups (64% in cancer cases vs 45% in benign nodules).
Another potentially interesting observation from the network is
that gender and education may influence pack-years. These predic-
tions are supported by studies which indicate that low education
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levels and gender can predict the intensity of smoking in individ-
uals®’; however, the model suggests that the direction of the causal
relationships are inconclusive. Surprisingly, emphysema was not
directly linked to ‘lung cancer status’, but this is because emphy-
sema was similar in cancer and benign nodule cases in the training
cohort due to these being high-risk individuals (see the Materials
and methods section). Regardless, emphysema and bronchitis, two
conditions that are difficult to distinguish based on spirometry, are
connected in our model, but through an unknown confounder.
Note that although there are 13 more LDCT scan variables in the
data set, MGM-FCI-MAX finds their information about cancer
status to be captured by the number of vessels.

MGM-FCI-MAX identifies stable features that can accurately
predict lung cancer

Next, we evaluated MGM-FCI-MAX performance in identifying
lung cancer predictive features using 10X nested cross-validation
(see the Materials and methods section). We found that the number
of nodules and the number of vessels were selected in all 10 rounds
and the years since (the subject) quit smoking was selected in 8
(online supplementary table S3). This selection stability suggests
that these three variables are highly informative for lung cancer

Table 2 Characteristics of LCCM features in the training cohort

Predictors Coefficient (95% CI) \l:alue
Years since quit smoking —0.178 (-0.349 to —0.007) 0.041
Number of vessels 0.238 (0.074 t0 0.510) 0.009
Number of nodules —0.203 (-0.325 to —0.081) 0.001
Model intercept 1.053

The numbers in lung cancer and benign nodules correspond to the average
values and SD of the corresponding features in the two classes. Coefficients were
estimated using multiple logistic regression.

LCCM, Lung Cancer Causal Model.

status. On average, MGM-FCI-MAX selected three features in
each round of cross-validation (SD=0.67).

In these cross-validation data sets (training cohort),
MGM-FCI-MAX performed very well (area under the ROC curve
[AUC]=0.882; 25th, 75th percentile=[0.786, 1.00]). Compared
with existing published models, MGM-FCI-MAX offers an advan-
tage (figure 2). It is better than all other models and, except for
the Brock full model (which uses eight parameters), the differences
are significant (figure 2B). Similar results are obtained when we
compare MGM-FCI-MAX models with the published models
with their original coefficients (online supplementary figure S1).
Finally, the RF classifier performed slightly worse than our model
(AUC=0.835), but the difference was not statistically significant
(p=0.324), which is consistent with previous reports.'®

LCCM performs significantly better than Brock parsimonious
model on the validation cohort

We used the three features identified above in a multivariate
logistic regression model to build the LCCM. On the external
validation cohort, we compared the prediction accuracy of LCCM
with the best performing model in the training phase with compa-
rable number of parameters (Brock parsimonious). We used
both the retrained Brock parsimonious model and the one with
the originally published coefficients, which were derived from a
cohort of 1871 subjects. LCCM was significantly more accurate
than both Brock parsimonious models. Specifically, the AUC was
0.903 (+0.061) for LCCM compared with 0.757 (+0.086) and
0.812 (+0.077) for the retrained and original Brock parsimonious
models, respectively (online supplementary figure S2), with p
values of 0.0025 and 0.0176.

We also compared the LCCM and Brock parsimonious models
on all benign nodules in the validation cohort (not just the largest).
We evaluate predictions with respect to subject status (ie, for
a subject to be called ‘Benign’, all nodules should be predicted
‘Benign’). We find the results to be similar to our main validation
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Figure 2 Comparison of MGM-FCI-MAX-derived with retrained lung cancer prediction models on the training cohort. (A) ROC curves were
computed using nested 10-fold cross-validation. (B) Model discrimination measured by AUC. AUC, area under the ROC curve; BMI, body mass index;

Ca, cancer; ROC, receiver operating characteristics.

cohort as the LCCM (AUC=0.888) is significantly better than
the retrained Brock parsimonious model (AUC=0.678, p<0.01)
and non-significantly better than the original Brock parsimonious
model (AUC=0.843, p=0.225) (online supplementary figure S3).
Finally, we compared the LCCM with the Brock parsimonious
models on all benign nodules <3 cm in the validation cohort, since
this is the current threshold for biopsy. LCCM still maintained its
advantage with AUC of 0.871 compared with 0.714 (p<0.01) and
0.823 (p=0.263) for the retrained and original models, respec-
tively (online supplementary figure S4).

LCCM can be used to accurately screen for benign nodules
Figure 3A displays the density distribution of the predicted prob-
ability scores on the validation cohort. LCCM score is =0.9 for

82% of subjects with cancer (red), whereas subjects with benign
nodules tend to be more evenly distributed (blue). By contrast, the
Brock parsimonious model has skewed score distributions for both.
Figure 3A explains why LCCM has better discriminative power
than Brock, which indicates that one can set a threshold at which
benign nodules can be identified without risk of false negative cancer
prediction. This is illustrated better in figure 3B, which plots sensi-
tivity/specificity across changing score thresholds in the validation
cohort. At a threshold of 0.609 (dotted line), LCCM correctly iden-
tifies 28.3% of benign nodules without misclassifying a single subject
with cancer (specificity=1). In terms of cost-effectiveness, this could
allow a clinician to potentially bypass short interval follow-up
imaging or invasive procedures for nearly a third of subjects with
benign nodules without risking a missed cancer diagnosis.
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DISCUSSION

LDCT lung cancer screening has been shown to significantly
reduce lung cancer mortality, but the optimal target population
and time for subsequent screening(s) remain uncertain. The risk
of developing lung cancer has historically been attributed to age
and smoking. More recently, factors such as family history, years
since smoking cessation, presence of emphysema and environ-
mental exposures (secondhand smoke, asbestos, radon and so on)
have been taken into consideration, resulting in several lung cancer
risk models to select individuals for lung cancer screening.’™"
Currently, the Brock models are the only ones that incorporate
LDCT image features with clinical data to estimate lung cancer
risk.!?

In this work, we demonstrated two things. First, that PGMs for
mixed data can integrate clinical and radiological imaging data and
successfully select informative features for lung cancer status. In
cross-validation experiments, we showed that our selected models
performed better than other published models, and except for
the Brock full model the differences were statistically significant.
However, the Brock full model uses eight measured variables,
whereas our models required two to four, depending on the round
of cross-validation. We also compared our model with RF-based
models and they performed similarly. Again, the RF models essen-
tially use all parameters. Another important practical advantage
of PGM-based models is that unlike regression or machine learn-
ing-based models, they could calculate cancer risk score even if
some of the predictive variables have undetermined values. This is
done by estimating the undetermined values from their parents of
the corresponding variable in the graph. For example, in figure 1
model, if the number of vessels is not observable for a given patient,
we could estimate it from the mean diameter and irregularity. So
the PGM-based method we suggest for selecting variables can be
easily used in clinical practice even when some predictor values are
missing for certain patients.

Three variables were consistently linked to lung cancer status
in the cross-validation experiments: years since (the subject) quit
smoking, number of nodules and number of vessels (surrounding
a nodule). The association of each of these three variables to lung
cancer has been previously noted, and some of them have been
individually used in other predictive models. For example, years

since the subject quit smoking is well known as a factor inversely
related to lung cancer risk (PLCO and Bach models). The number
of nodules is known to be inversely correlated with lung cancer
risk (Brock model). We recently showed that the number of vessels
surrounding a nodule, a new imaging feature, strongly correlates
with lung cancer risk.?® This is consistent with the well-known
occurrence of angiogenesis and neovascularisation in malig-
nancy.’' ** Emphysema, which is also known to be associated with
lung cancer, is not predictive in our model, because the prevalence
of emphysema was similar in cancer and benign groups in our
training data set. We also note that the number of vessels in our
model was more informative for lung cancer than nodule size that
Brock models are using, which is depicted in figure 1 by the latter
being the parent of the former.

Second, we used these features to build LCCM, a new lung
cancer predictor. Tested on an independent validation cohort,
LCCM achieved very high accuracy (AUC=0.903) and performed
better at discriminating benign and malignant nodules, even when
compared with the published Brock parsimonious model, whose
parameters were estimated from 1871 subjects. We also showed
evidence that the LCCM may be able to confidently identify about
30% of the individuals with benign nodules after the baseline
LDCT, without misclassifying any cancers. These individuals with
lower likelihood of lung cancer can potentially benefit from longer
screening intervals. If validated in a larger population, this ability
to rule out cancer in a subset of indeterminate lung nodules would
limit short-term follow-up imaging and invasive interventions (one
of the major drawbacks of current LDCT screening protocols)
and could significantly improve clinical practice. Finally, we tested
LCCM in more ‘realistic’ conditions. We applied it on all benign
nodules of the control subjects (validation cohort) that were <3
cm (current threshold for biopsy). We found that LCCM maintains
high predictability of the patient’s cancer status and is significantly
better than the retrained Brock model. The advantage is reduced
when it is compared with the original Brock model, which high-
lights the need for a larger training cohort for LCCM in future
studies.

Our study has some limitations. First, we used low-dose (40
mA) CT scans reconstructed at 2.5 mm images, which are thicker
and less than ideal for quantitative analysis. The success of LCCM,
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even against the original Brock parsimonious model, alleviates this
concern to some degree. Second, our training cohort was not very
large (n=92), but it was fairly balanced between malignant and
benign cases and the CT protocol was the same for all subjects.
However, confounders might exist. For example, the years since
quit smoking prior to LDCT scan is lower in the cancer group (pack-
years was similar though). We plan to extend this initial study in
the future with analysis of larger cohorts both retrospectively and
prospectively. Third, our training cohort was disproportionately
Caucasian and race will need to be evaluated in racially diverse
cohorts. Fourth, overfitting, a common problem in all machine
learning methods, could impact our results. In our case, we avoid
(or limit the effect of) overfitting by using subsampling to select the
most stable graph in the training cohort. We are also encouraged by
the fact that LCCM performs very well on the independent valida-
tion cohort. Finally, our study is limited to participants who have
undergone lung screening due to high cancer risk (age: 55-77;
pack-years: >30; quit: <15 years); thus, LCCM needs to be vali-
dated in the broader context of individuals with lung nodules.
Regardless, this work demonstrates the utility of PGMs in selecting
informative variables in the context of lung cancer detection and
shows that a combination of these three features may be a valuable
component of highly accurate lung cancer predictors in the future.

Author affiliations

"Department of Computational and Systems Biology, University of Pittsburgh,
Pittsburgh, Pennsylvania, USA

Department of Computer Science, University of Pittsburgh, Pittsburgh, Pennsylvania,
United States

*Department of Radiology, University of Pittsburgh, Pittsburgh, Pennsylvania, United
States

*Current affiliation: Department of Respiratory Medicine, Chinese PLA General
Hospital, Beijing, China

*Division of Cancer Control and Population Sciences, UPMC Hillman Cancer Center,
Pittsburgh, Pennsylvania, United States

®Division of Hematology, Oncology, Department of Medicine, University of Pittsburgh,
Pittsburgh, Pennsylvania, United States

"Department of Epidemiology, University of Pittsburgh, Pittsburgh, Pennsylvania,
United States

®Division of Pulmonary, Allergy and Critical Care Medicine, Department of Medicine,
University of Pittsburgh, Pittsburgh, Pennsylvania, United States

Acknowledgements We would like to thank three anonymous reviewers for their
constructive criticism and suggestions, which helped us improve this paper; and Dr.
Brenda Diergaarde for critically reading an earlier version of this manuscript. Drs.
Panayiotis V. Benos and David O. Wilson are both senior authors.

Contributors The study was conceived by PVB and DOW. Data were provided by
J-MY, WZ and JP. Analysis was performed by VKR, PVB and DOW. The manuscript was
written by VKR, PVB and DOW with contributions from all other authors.

Funding This study was supported by the National Institutes of Health (NIH) Grants
U0THL137159 and RO1LM012087 to PVB, R21CA197493 and ROTHL096613 to

JP, and T32CA082084 to VKR; the University of Pittsburgh Specialized Program of
Research Excellence (SPORE) in Lung Cancer (NCI P50CA90440); and Cancer Center
Core Grant (NCI P30CA047904). The content is solely the responsibility of the
authors and does not necessarily represent the official views of the NIH.

Competing interests None declared.
Patient consent for publication Obtained.
Provenance and peer review Not commissioned; externally peer reviewed.

Open access This is an open access article distributed in accordance with the
Creative Commons Attribution Non Commercial (CC BY-NC 4.0) license, which
permits others to distribute, remix, adapt, build upon this work non-commercially,
and license their derivative works on different terms, provided the original work is
properly cited, appropriate credit is given, any changes made indicated, and the use
is non-commercial. See: http://creativecommons.org/licenses/by-nc/4.0/.

REFERENCES
1 Aberle DR, Berg CD, Black WC, et a/. The National Lung Screening trial: overview and
study design. Radiology 2011;258:243-53.

2

3

20

21

22

23

24

25

26

27

28

29

30

31

32

Aberle DR, DeMello S, Berg CD, et al. Results of the two incidence screenings in the
national lung screening trial. N Engl J Med 2013;369:920-31.

Park ER, Gareen IF, Jain A, et al. Examining whether Lung Screening changes risk
perceptions: national lung screening trial participants at 1-year follow-up. Cancer
2013;119:1306-13.

Thalanayar PM, Altintas N, Weissfeld JL, et al. Indolent, potentially inconsequential
lung cancers in the Pittsburgh Lung Screening study. Ann Am Thorac Soc
2015;12:1193-6.

Bach PB, Kattan MW, Thornquist MD, et a/. Variations in lung cancer risk among
smokers. J Natl Cancer Inst 2003;95:470-8.

Spitz MR, Hong WK, Amos Cl, et a/. A risk model for prediction of lung cancer. JNC/
Journal of the National Cancer Institute 2007;99:715-26.

Spitz MR, Etzel CJ, Dong Q, et al. An expanded risk prediction model for lung cancer.
Cancer Prev Res 2008;1:250-4.

Cassidy A, Myles JP, van Tongeren M, et al. The LLP risk model: an individual risk
prediction model for lung cancer. Br J Cancer 2008;98:270-6.

Maisonneuve P, Bagnardi V, Bellomi M, et al. Lung cancer risk prediction to select
smokers for screening CT--a model based on the Italian COSMOS trial. Cancer Prev
Res 2011;4:1778-89.

Tammemagi CM, Pinsky PF, Caporaso NE, et a/. Lung cancer risk prediction: prostate,
lung, colorectal and ovarian cancer screening trial models and validation. J Nat/
Cancer Inst 2011;103:1058-68.

Tammemdgi MC, Katki HA, Hocking WG, et a/. Selection criteria for lung-cancer
screening. N Engl J/ Med 2013;368:728-36.

McWilliams A, Tammemagi MC, Mayo JR, et al. Probability of cancer in pulmonary
nodules detected on first screening CT. N £ngl J Med Overseas E£d 2013;369:910-9.
Wilson DO, Weissfeld J. A simple model for predicting lung cancer occurrence

in a lung cancer screening program: the Pittsburgh predictor. Lung Cancer
2015;89:31-7.

Hocking WG, Tammemagi MC, Commins J, et al. Diagnostic evaluation following a
positive lung screening chest radiograph in the prostate, lung, colorectal, ovarian
(PLCO) cancer screening trial. Lung Cancer 2013;82:238-44.

Katki HA, Kovalchik SA, Petito LC, et al. Implications of nine risk prediction models for
selecting Ever-Smokers for computed tomography lung cancer screening. Ann Intern
Med 2018;169:10-19.

Sedgewick AJ, Shi I, Donovan RM, et al. Learning mixed graphical models with
separate sparsity parameters and stability-based model selection. BMC Bioinformatics
2016;17.

Kitsios GD, Fitch A, Manatakis DV, et al. Respiratory microbiome profiling for etiologic
diagnosis of pneumonia in mechanically ventilated patients. Front Microbiol 2018;9.
Manatakis DV, Raghu VK, Benos PV. piMGM: incorporating multi-source priors

in mixed graphical models for learning disease networks. Bioinformatics
2018;34:i848-56.

Abecasis |, Sedgewick AJ, Romkes M, et al. PARP1 rs1805407 increases sensitivity to
PARP1 inhibitors in cancer cells suggesting an improved therapeutic strategy. Sci Rep
2019;13.

Spirtes P, Glymour CN, Causation SR. Causation, prediction, and search. Adaptive
computation and machine learning. Cambridge Mass: MIT Press, 2000: 543.

Pearl J. Causality: models, reasoning, and inference. Cambridge UK: Cambridge
University Press, 2009.

Wilson DO, Weissfeld JL, Fuhrman CR, et a/. The Pittsburgh Lung Screening study
(PLUSS): outcomes within 3 years of a first computed tomography scan. Am J Respir
Crit Care Med 2008;178:956-61.

Wang X, Leader JK, Wang R, et al. Vasculature surrounding a nodule: a novel lung
cancer biomarker. Lung Cancer 2017;114:38-43.

Pinsky PF, Gierada DS, Black W, et al. Performance of lung-RADS in the national lung
screening trial: a retrospective assessment. Ann Intern Med 2015;162:485-91.
Raghu VK, Ramsey JD, Morris A, et al. Comparison of strategies for scalable

causal discovery of latent variable models from mixed data. Int J Data Sci Anal
2018;6:33-45.

Lee JD, Hastie TJ. Learning the structure of mixed graphical models. J Comput Graph
Stat 2015;24:230-53.

Sedgewick AJ, Buschur K, Shi |, et a/. Mixed graphical models for integrative

causal analysis with application to chronic lung disease diagnosis and prognosis.
Bioinformatics 2018;183.

Raghu VK, Poon A, Benos PV. Evaluation of causal structure learning methods on
mixed data types. Proceedings of 2018 ACM SIGKDD workshop on causal Disocvery.
Proceedings of Machine Learning Research: PMLR 2018:48-65.

Robin X, Turck N, Hainard A, et al. pROC: an open-source package for R and S+ to
analyze and compare ROC curves. BMC Bioinformatics 2011;12.

Escobedo LG, Peddicord JP. Smoking prevalence in US birth cohorts: the influence of
gender and education. Am J Public Health 1996,;86:231-6.

Institute NC. Angiogenesis, 2014. Available: http://wwwcancergov/cancertopics/
understandingcancer/angiogenesis [Accessed Oct 2014].

Nishida N, Yano H, Nishida T, et al. Angiogenesis in cancer. Vasc Health Risk Manag
2006;2:213-9.

Raghu VK, et al. Thorax 2019;74:643-649. doi:10.1136/thoraxjnl-2018-212638

649


http://creativecommons.org/licenses/by-nc/4.0/
http://dx.doi.org/10.1148/radiol.10091808
http://dx.doi.org/10.1056/NEJMoa1208962
http://dx.doi.org/10.1002/cncr.27925
http://dx.doi.org/10.1513/AnnalsATS.201412-577OC
http://dx.doi.org/10.1093/jnci/95.6.470
http://dx.doi.org/10.1093/jnci/djk153
http://dx.doi.org/10.1093/jnci/djk153
http://dx.doi.org/10.1158/1940-6207.CAPR-08-0060
http://dx.doi.org/10.1038/sj.bjc.6604158
http://dx.doi.org/10.1158/1940-6207.CAPR-11-0026
http://dx.doi.org/10.1158/1940-6207.CAPR-11-0026
http://dx.doi.org/10.1093/jnci/djr173
http://dx.doi.org/10.1093/jnci/djr173
http://dx.doi.org/10.1056/NEJMoa1211776
http://dx.doi.org/10.1056/NEJMoa1214726
http://dx.doi.org/10.1016/j.lungcan.2015.03.021
http://dx.doi.org/10.1016/j.lungcan.2013.07.017
http://dx.doi.org/10.7326/M17-2701
http://dx.doi.org/10.7326/M17-2701
http://dx.doi.org/10.1186/s12859-016-1039-0
http://dx.doi.org/10.3389/fmicb.2018.01413
http://dx.doi.org/10.1093/bioinformatics/bty591
http://dx.doi.org/10.1164/rccm.200802-336OC
http://dx.doi.org/10.1164/rccm.200802-336OC
http://dx.doi.org/10.1016/j.lungcan.2017.10.008
http://dx.doi.org/10.7326/M14-2086
http://dx.doi.org/10.1007/s41060-018-0104-3
http://dx.doi.org/10.1080/10618600.2014.900500
http://dx.doi.org/10.1080/10618600.2014.900500
http://dx.doi.org/10.1093/bioinformatics/bty769
http://dx.doi.org/10.1186/1471-2105-12-77
http://dx.doi.org/10.2105/AJPH.86.2.231
http://wwwcancergov/cancertopics/understandingcancer/angiogenesis
http://wwwcancergov/cancertopics/understandingcancer/angiogenesis
http://dx.doi.org/10.2147/vhrm.2006.2.3.213

	Feasibility of lung cancer prediction from low-dose CT scan and smoking factors using causal models
	Abstract
	Introduction﻿﻿
	Materials and methods
	Study populations
	Training cohort
	Validation cohort
	Extraction of CT features
	Probabilistic mixed graphical models with latent variables for cancer prediction
	Statistical analysis, model building and evaluation

	Results
	Graphical models on the PLuSS training cohort identify highly informative variables for lung cancer
	MGM-FCI-MAX identifies stable features that can accurately predict lung cancer
	LCCM performs significantly better than Brock parsimonious model on the validation cohort
	LCCM can be used to accurately screen for benign nodules

	Discussion
	References


