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Chronic Obstructive Pulmonary Disease (COPD) is a chronic lung condition characterized by airflow
obstruction. Current diagnostic methods primarily rely on identifying prominent features in spirometry
(Volume-Flow time series) to detect COPD, but they are not adept at predicting future COPD risk based
on subtle data patterns. In this study, we introduce a novel deep learning-based approach, DeepSpiro,
aimed at the early prediction of future COPD risk. DeepSpiro consists of four key components:
SpiroSmoother for stabilizing the Volume-Flow curve, SpiroEncoder for capturing volume variability-
pattern through key patches of varying lengths, SpiroExplainer for integrating heterogeneous data and
explaining predictions through volume attention, and SpiroPredictor for predicting the disease risk of
undiagnosed high-risk patients based on key patch concavity, with prediction horizons of 1-5 years, or
even longer. Evaluated on the UK Biobank dataset, DeepSpiro achieved an AUC of 0.8328 for COPD
detection and demonstrated strong predictive performance for future COPD risk (p-value < 0.001). In
summary, DeepSpiro can effectively predict the long-term progression of COPD disease.

Chronic Obstructive Pulmonary Disease (COPD) is a progressively wor-
sening lung disease that leads to difficulty breathing, limited activity, and a
decline in quality of life"”. As the disease progresses, COPD may also
increase the risk of cardiovascular diseases’ and even lead to premature
death. Therefore, timely and accurate COPD detection is crucial to reduce
patient health risks*. Previous studies have shown a strong correlation
between detecting the disease at an early stage and the success of its treat-
ment. Failing to identify the disease during this crucial period will worsen its
severity™.

Clinical diagnosis often involves identifying COPD patients by deter-
mining if the FEV1/FVC ratio is below 70% . Researchers have discovered
that the FEV1/FVC ratio method is not always accurate when used with
people of different ages'*"". This means that some patients might not get the
right diagnosis at the right time, missing out on early and personalized
treatment options.

In recent years, researchers have used deep learning technologies'” to
identify COPD characteristics by analyzing the Volume-Flow curve. This

method helps to overcome the limitations of traditional approaches but
cannot effectively predict an individual’s latent risk of developing COPD.
Moreover, introducing deep learning technology has resulted in models
lacking transparency, making it difficult to gain the trust of medical pro-
fessionals and patients". Therefore, developing an artificial intelligence
interpretable algorithm that can accurately detect patients with COPD and
early predict an individual’s latent risk of COPD is crucial for slowing
disease progression and preventing patient mortality.
However, most existing methods for COPD risk analysis mainly face
the following four challenges:
¢ In order to determine the degree of airflow obstruction, it is necessary
to generate Volume-Flow curves based on the original Time-Volume
curves. Nevertheless, current techniques for generating Volume-Flow
curves can yield unstable curves, potentially resulting in incorrect
predictions by the model.
¢ Thelength of the Volume-Flow curve varies among individuals due to
differences in exhalation durations. Nevertheless, existing techniques
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Fig. 1| Our input module uses the raw Time-Volume curve time series collected
from hospitals and patient demographic data, which are then passed into our AI-
based model module. The Al-based model module is divided into four tasks (see the
section “Overview” for details). After processing through the Al-based model
module, the output data is handled by the output module. If the AI-based model

diagnoses the individual as a COPD patient, we will output their diagnosis results
and the interpretability figure of the model. If the Al-based model diagnoses the
individual as a non-COPD patient, we will output their risk of developing COPD
over the next 1-5 years.

commonly handle Volume-Flow curves with varying lengths by either
filling in missing values or truncating through downsampling. The
former can readily add extraneous noise, whereas the latter could
sacrifice important data dependencies.

¢ Existing deep learning models are still black-box models that can only
produce detection outcomes without offering an explainer for those
results. Models lacking transparency may find it challenging to gain the
trust of medical professionals and patients.

* Currently, existing methods can only detect patients who have already
had COPD based on obvious characteristics displayed on the spiro-
gram (In this article, the spirogram specifically involves measuring
Volume-Flow curve time series). However, these methods fail to early
predict an individual’s probability of COPD in the future based on
changes in the spirogram.

To address the aforementioned challenges, we propose DeepSpiro, a
method based on deep learning for early prediction of future COPD risk
(Fig. 1). Specifically, this paper makes four major contributions:

* We apply a method for constructing Volume-Flow curves guided by
Time-Volume instability smoothing (SpiroSmoother), which uses a
curve smoothing algorithm to precisely enhance the stability of the
Volume-Flow curve while retaining the essential physiological
information from the original Volume-Flow data.

* We develop a COPD identification method based on learning from
varied-length key patch variability-pattern (SpiroEncoder). This
algorithm can dynamically calculate the “key patch" number that is
best suited for each time series data patch, thereby unifying the time
series representation and extracting key physiological information
from the original high-dimensional dynamic sequence into a unified
low-dimensional time series representation.

* We propose a method for explaining the model based on volume
attention and heterogeneous feature fusion (SpiroExplainer). This
method combines the probability of having COPD with demographic
data like age, sex, and probability. This information is then used as
input for the model, which outputs a COPD risk assessment and offers
an explainer for the model’s decisions regarding the individual.

* We developed a method for predicting the risk of COPD based on the
variability pattern of key patch concavity (SpiroPredictor) for the first
time. Our method can precisely forecast the probability of disease onset

in undiagnosed high-risk patients over the next 1-5 years and beyond.

Additionally, it can accurately categorize these patients, thereby

addressing the current deficiency in early predicting future COPD risk.

Our work has made COPD detection and early risk prediction more
accurate, ultimately contributing to improved clinical decision-making and
patient prognosis. By providing interpretable results and predicting future
risks, DeepSpiro has the potential to become a valuable early screening tool.
This could help delay disease progression and may potentially reduce
patient mortality.

Results

Model detection and prediction performance

In this study, we aim to detect COPD and validate DeepSpiro superiority by
comparing it to a ResNet18 baseline model. Previously, Justin Cosentino et
al. proposed a baseline model in a paper published in Nature Genetics'”. It
was trained and evaluated on the UK Biobank dataset, with evaluation
metrics including AUROC, AUPRC, and F1-score. To ensure a fair com-
parison, we used the same dataset and evaluation criteria. In the COPD
detection task, DeepSpiro achieved an AUROC of 83.28%, an AUPRC of
35.70%, and an Fl-score of 39.50% as shown in Fig. 2. DeepSpiro out-
performed the baseline model in these metrics by 1.16%, 1.24%, and 1.36%,
respectively.

Table 1 presents a comparison of different metrics prior to and fol-
lowing signal enhancement. Based on the experimental findings, our signal
enhancement technique effectively improves the stability of the Volume-
Flow curve without compromising the essential physiological information
of the original Volume-Flow data. This enhancement greatly aids in eval-
uating patients with COPD.

DeepSpiro emphasizes data integrity and the preservation of key
information, in contrast to the Volume-Flow ResNet18 method (Baseline
model). Based on the experimental findings, DeepSpiro betters the Volume-
Flow ResNet18 method in all categories, as evidenced by higher values of key
metrics such as AUROC, AUPRC, and F1-score.

In terms of parameters, DeepSpiro also performs exceptionally
well. In order to demonstrate the specific advantages of our proposed
DeepSpiro with respect to certain parameters, a comparative study is
carried out between DeepSpiro and the Volume-Flow ResNet18 model.
Specifically, Pytorch is used to build both models and utilize the top
library to calculate both models” parameter count and floating-point
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Fig. 2 | Evaluation comparison. a-c Comparison of receiver operating char-
acteristic (ROC) curves for three prediction methods—DeepSpiro COPD risk pre-
dictions, Volume-Flow ResNet18 COPD risk predictions, and FEV1/FVC ratio-
based risk—across three evaluation tasks: All COPD patients (left), future COPD-
related hospitalization (center), and COPD-related death (right). d-f Comparison of

precision-recall (PR) curves across three evaluation tasks—All COPD patients (left),
future COPD-related hospitalization (center), and COPD-related death (right)—for
three prediction methods: DeepSpiro COPD risk predictions, Volume-Flow

ResNet18 COPD risk predictions, and FEV1/FVC ratio-based risk. The error bars
represent bootstrapped 95% confidence intervals (n = 100 bootstrapping samples).

Table 1 | Evaluation comparison table

Category Method AUROC AUPRC F1-Score
All FEV1/FVC* 0.7771 0.2266 0.3143
Volume-Flow 0.8212 0.3446 0.3814
ResNet18'
DeepSpiro (non-  0.8315 0.3537 0.3913
smooth)
DeepSpiro 0.8328 0.3570 0.3950
Hospitalization FEV1/FVC* 0.7925 0.2079 0.3024
Volume-Flow 0.8382 0.3247 0.3703
ResNet18'
DeepSpiro (non-  0.8527 0.3453 0.3871
smooth)
DeepSpiro 0.8538 0.3490 0.3900
Death FEV1/FVC* 0.9242 0.0393 0.1206
Volume-Flow 0.9374 0.0887 0.2026
ResNet18'
DeepSpiro (non-  0.9419 0.1129 0.2211
smooth)
DeepSpiro 0.9419 0.1165 0.2304

This table presents the AUROC, AUPRC, and F1 scores for detecting COPD using four different
methods: the FEV1/FVC method, the ResNet18 model, DeepSpiro trained on unsmoothed curves,
and DeepSpiro trained on smoothed curves.

operations. The calculation results are shown in Supplementary Table 4.
The results indicate that DeepSpiro’s parameter count and floating-
point operations are significantly lower than those of the Volume-Flow
ResNet18 model.

By leveraging demographic information, the model can gain a
more comprehensive understanding of the patient’s background'* and
on this basis, improve its prediction accuracy. Additionally, incorpor-
ating FEV1/FVC, the gold standard for COPD diagnosis, into the model
can enhance the model’s capability in diagnosing COPD. To more
comprehensively reflect the improvement in the model’s diagnostic
capability by demographic information and the FEV1/FVC diagnostic
gold standard””, we concatenate the probabilities outputted by
module II (Fig. 81I), demographic information, and the FEV1/FVC
diagnostic gold standard into a new vector and input it into a logistic
regression model. Figure 3 is a nomogram'’, from which we can intui-
tively see that the added demographic information and the FEV1/FVC
diagnostic gold standard enhance the model’s diagnostic accuracy.
Therefore, the model explainer method based on volume attention and
heterogeneous feature fusion has a promotive effect on the diagnosis
of COPD.

In summary, traditional pulmonary function assessment indicators
cannot fully reflect the disease’s complexity and patients’ overall health
status. As shown in Table 1, DeepSpiro is more advanced than traditional
pulmonary function assessment indicators and the Volume-Flow
ResNet18 model.
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Fig. 3 | The nomogram of COPD detection. The nomogram illustrates the con-
tribution of demographic information and the FEV1/FVC diagnostic gold standard
to the model’s diagnostic accuracy for COPD. The nomogram allows for visual
estimation of the probability of COPD diagnosis by assigning weighted scores to

each variable. The “threshold” in the figure represents the cutoff value at which the
predicted probability indicates a positive diagnosis for COPD. For instance, a
threshold of 0.5 means that a predicted probability greater than 0.5 would be con-
sidered indicative of COPD.

Future risk prediction analysis

To better explain the results, we categorize the curves into two groups: early-
phase curves (PEF~FEF25 and FEF25~FEF50) and late-phase curves
(FEF50-FEF75 and FEF75+). As shown in Fig. 4a, by observing the trend of
changes in the two types of curves, we can see a significant difference in the
degree of concavity. The concavity of the early-phase curves decreases as
disease risk decreases, while the concavity of the late-phase curves increases
as disease risk decreases. By observing Fig. 4a, we find that individuals with
higher disease risk (e.g., 1 year) are more likely to experience curve collapse
in the early phases, whereas individuals with lower risk (e.g., Non-COPD)
tend to exhibit curve collapse in the late phases. As the risk of disease
increases, the phase in which the curve collapse occurs tends to shift earlier.

To more intuitively demonstrate the relationship between disease risk
and the timing of curve collapse, we designed a concavity trend measure-
ment model. This model uses the formula: %(PEF ~ FEF25) -+
®(FEF25 ~ FEF50) - 6(FEF50 ~ FEF75) - 4(FEF75+) to measure the
concavity trend of the curve. From the formula, it can be seen that a larger
concavity trend value indicates that the curve collapse (the phase where
expiratory flow rate drops most significantly) occurs in the earlier phases,
whereas a smaller concavity trend value indicates that the curve collapse
occurs in the later phases.

Figure 4b includes the future disease risk of high-risk and low-risk
populations. The model predicts individuals as a high-risk group for those
identified as at risk of disease and as a low-risk group for those predicted not
to have the disease. We plotted the changes in disease risk for both groups as
curves, showing the proportion diagnosed with COPD over time. The X-
axis represents the time elapsed since the pulmonary function test, and the
Y-axis represents the proportion of patients diagnosed with COPD at a
specific timestamp within the population, i.e., the risk of disease. From the
figure, it can be seen that from the time of the pulmonary function test, the
disease risk for the model-predicted high-risk group shows an exponential
increase over time, while the disease risk for the low-risk group remains near
zero, essentially unchanged with a slight and weak increase. High-risk and
low-risk groups also exhibit significant differences, with a p-value of <0.001.

In order to obtain the expected Volume-Flow curve for different per-
iods, we used the k-median algorithm to extract features from the model for
samples corresponding to different risk periods (1 year, 2 years, 3 years, 4
years, 5+ years, Non-COPD). We then determined the median sample for
each risk period and used it as the expected Volume-Flow curve for that
stage. Similarly, to obtain the expected Volume-Flow curve for different
subgroups, we subdivided the groups according to their classifications and
used k-median analysis to find the median sample for each subgroup, using
it to represent the expected Volume-Flow curve for that subgroup.

As shown in Fig. 4c, as the onset time progresses, the concavity of the
patient’s Volume-Flow curve decreases year by year. This trend also indi-
cates that the impact of the disease on lung function is more significant in the
later stages, and the closer it is to the onset time, the more apparent the
disease becomes.

From the predictive distribution probabilities over future times and the
future disease risk scenarios for high-risk and low-risk populations, it can be
seen that DeepSpiro can effectively predict the future development trends of
the disease, thereby providing better treatment and management plans for
patients.

Result of subgroup analysis
To further explore the diagnostic accuracy of the model across different
subsets of the population, subgroup analyses for various age groups, sex, and
smoking statuses are conducted.

The subgroup analysis results for smokers illustrate the model’s
application scenarios. Among patients with COPD, the prevalence rate in
smokers is higher than in non-smokers'’. For our model, as shown in Fig. 5a,
the prediction probability for smokers is higher than for non-smokers, and
the prediction range for smokers is also wider than that for the non-smoking
population. This is consistent with clinical significance. Regarding the
p-value, the model demonstrates a strong discriminative ability between the
two groups.

The subgroup analysis results for sex showcase the model’s application
scenarios. The 2018 China Adult Lung Health Study, which surveyed 50,991
individuals across 10 provinces and cities, has shown that the incidence rate
among men is higher than that among women, with men at 11.9% and
women at 5.4%. For our model, as shown in Fig. 5b, the prediction prob-
ability for men is higher than for women, and the prediction range for men is
also greater than that for women. This aligns with clinical significance.
Regarding the p-value, the model demonstrates a strong discriminative
ability between the two groups.

Age is a significant factor influencing the development of COPD.
Typically, the high-incidence age range for COPD is between 45 and 80
years. Within this age range, patients’ lung functions tend to decline gra-
dually. Particularly after age 45, the trend of declining lung function
becomes more apparent. After reaching 80 years, lung function further
declines, and patients’ immune systems weaken, making them relatively
more susceptible to diseases. Therefore, prevention and early identification
of COPD are especially important for this age group. We divide patients into
Youth (18-44), Middle (45-55), and Elderly (55 and above) for subgroup
analysis, as shown in Fig. 5¢. The results indicate that DeepSpiro’s prediction
probability for smokers is higher than for non-smokers, and the prediction
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(c) Comparison of Volume-Flow curves over different periods

Fig. 4 | Future COPD prediction overview. a The left vertical axis represents the
predicted probability of COPD, while the right vertical axis indicates the concavity
degree based on the directed area metric for each phase. Each plot displays the mean
concavity degree for the respective phase, illustrating how the concavity changes
over time in relation to COPD risk. b This figure illustrates the probabilities of not
being diagnosed with COPD over time for the high-risk and low-risk groups, as

predicted by the model. The X-axis represents the time since the pulmonary function
test, while the Y-axis shows the probability of not being diagnosed with COPD at
each time point. Due to right censoring, not all high-risk patients are diagnosed
within the observation period, resulting in probabilities that remain above zero. ¢ As
the onset time progresses, the concavity of the patient’s Volume-Flow curve
decreases year by year.

range for smokers is also larger than for the non-smoking population,
consistent with clinical significance. Regarding the p-value, the model shows
strong discriminative ability between the two groups.

Additionally, we compare the AUROC of DeepSpiro, the Volume-
Flow ResNet18 model, and the FEV1/FVC metric across different sub-
groups, as shown in Table 2. Across all subgroups, DeepSpiro’s AUROC is
the highest, demonstrating DeepSpiro’s applicability in different subgroups.

We also conducted a subgroup analysis for individuals across different
future periods. As shown in Fig. 5d, as the onset time progresses, an indi-
vidual’s concavity measure gradually decreases. Compared to non-smokers,
smokers show significantly higher lung function concavity measures, fur-
ther confirming the impact of smoking on COPD. This trend is consistent
with clinical observations, highlighting the association between long-term
smoking and lung function decline.

As shown in Fig. 5e, as the onset time progresses, an individual’s con-
cavity measure gradually decreases. Compared to females, males show sig-
nificantly higher lung function concavity measures, which are typically related

to higher smoking rates, different lifestyle habits, and physiological differences
in men. This aligns with the expected results from clinical research.

As shown in Fig. 5f, as the onset time progresses, an individual’s
concavity measure gradually decreases. Compared to younger patients,
older patients show significantly higher lung function concavity measures,
which may be related to natural lung function decline with age, weakened
immunity, and other factors. This is consistent with clinical observations
and expected results. (Note: Due to the small sample size in the Youth
(18-44) group, it was not possible to subdivide and compare across different
stages, so only the Middle (45-55) and Elderly (55+4) groups were
compared.)

Result of SHAP analysis
To further analyze whether the model’s predictions hold clinical sig-
nificance, we conduct a SHAP analysis™.

As shown in the beeswarm plot in Fig. 6a, the relative importance of
features is revealed. The figure shows that the higher the COPD risk
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Fig. 5 | Subgroup analysis overview. a The subgroup analysis for smoking. b The
subgroup analysis by sex. ¢ The subgroup analysis by age. d As the onset time
progresses, an individual’s concavity measure gradually decreases. Compared to
non-smokers, smokers show significantly higher lung function concavity measures.
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(f) subgroup analysis by age across different future periods

decreases. Compared to females, males show significantly higher lung function
concavity measures. f As the onset time progresses, an individual’s concavity mea-
sure gradually decreases. Compared to younger patients, older patients show sig-
nificantly higher lung function concavity measures.

value, the greater its impact on the model. Smoking, being male, and
older age all influence the model’s judgment. DeepSpiro’s findings are
consistent with related research conclusions, indicating that smokers,
males, and older patients have a higher risk of being predicted as hav-
ing COPD.

We examine the relationship between smoking and risk values as well
as age and risk values and present our results with dependency graphs.
Figure 6b shows the relationship between smoking and the risk of COPD.
From the figure, it is evident that the predicted risk value of DeepSpiro is
closely related to smoking status. The higher the risk value, the larger the
proportion of smokers. This aligns with clinical significance. For COPD
patients, smokers are more susceptible to the disease.

Figure 6c¢ illustrates the relationship between age and the risk of COPD.
From the figure, it can be seen that the predicted risk value of DeepSpiro is
closely related to age. The higher the risk value, the older the age. This aligns

with clinical significance. For COPD patients, older patients are more sus-
ceptible to the disease.

Model explainer analysis

Healthcare professionals often struggle to accurately identify and locate
disease information directly from long sequence data in COPD classification
tasks. To address this issue, we utilize SpiroExplainer, automatically
focusing on the diseased regions of the Volume-Flow data.

The proposed method can automatically capture anomalies from long
sequence Volume-Flow data, providing specific patches with abnormalities.
Figure 7 shows that the model can automatically focus on key patches that
distinguish COPD patients. Brighter colors indicate higher attention in the
corresponding areas, while darker colors indicate lower attention.

An interesting phenomenon is that for non-COPD patients, as shown
in Fig. 7a, the Volume-Flow curve in the FEF,s-FEFs5, area appears “full,"
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Table 2 | Comparison of subgroup evaluations

Group Class Model AUROC
Sex Male FEV1/FVC* 0.7719
ResNet18' 0.8166
DeepSpiro 0.8335
Female FEV1/FVC* 0.7629
ResNet18' 0.8196
DeepSpiro 0.8329
Smoke Yes FEV1/FVC* 0.7774
ResNet18'2 0.8223
DeepSpiro 0.8266
No FEV1/FVGC* 0.6857
ResNet18' 0.7428
DeepSpiro 0.7620
Age Youth FEV1/FVC* 0.6960
ResNet18' 0.7344
DeepSpiro 0.7634
Middle FEV1/FVC* 0.7325
ResNet18' 0.7779
DeepSpiro 0.8022
Elderly FEV1/FVC* 0.7622
ResNet18'2 0.8024
DeepSpiro 0.8210

ResNet18 in the table refers to Volume-Flow ResNet18. This table shows the performance of
different methods in detecting COPD across various subgroup analyses. These methods include
the FEV1/FVC method, the ResNet18 model, and DeepSpiro trained on smoothed Volume-Flow
curves.

without the small airway collapse phenomenon near FEFs at the tail of the
curve. DeepSpiro primarily focuses on these two areas near FEF,5-FEFs5,
and FEF;5, which match the characteristics of the non-COPD patient group.
On the other hand, for COPD patients, as shown in Fig. 7d, the curve’s tail
near the FEF;5 area collapses due to a small airway collapse resulting from
COPD. DeepSpiro focuses on the area near FEF;s, aligning with the char-
acteristics of the COPD patient group. Thus, DeepSpiro can effectively
differentiate and assess the features of different populations.

In analyzing cases where the model made incorrect predictions, we
found that for some individuals who might have asthma, as shown in Fig. 7b,
due to insufficient inhalation, the curve after FEF, 5 shows a weak exhalation
characteristic similar to the small airway collapse seen in COPD patients.
Since the model mainly focuses on the area near FEF;s, it leads to lower
prediction accuracy for these asthma patients. For some individuals who
might have COPD, as shown in Fig. 7c, due to uneven exhalation effort or
mid-breath inhalation by COPD patients, the Volume-Flow curve might
present double or multiple peaks, appearing “full” in the FEF,s~FEFs, range
similar to non-COPD patients. DeepSpiro primarily focuses on areas near
FEF,5-FEF5, and FEF;s, which also leads to lower prediction accuracy for
these COPD patients. We believe the model’s predictions are medically
interpretable, and due to the complexity and overlap of disease character-
istics, it is challenging to avoid prediction errors completely.

Discussion

Recent research on COPD has primarily focused on three areas: detection,
prediction, and genetic studies. The application of machine learning and
deep learning has achieved significant progress in disease detection.
Researchers have used advanced deep learning models, such as convolu-
tional neural networks (CNNs), to analyze various types of data like e-nose
signals™, spirometry data"’, lung sounds™, and CT images™, playing a vital
role in COPD detection and classification. To improve diagnostic accuracy,

efforts have also been made to integrate multi-source data, such as com-
bining multi-omics data like proteomics and transcriptomics with disease-
specific protein/gene interaction information™ or integrating imaging data
with questionnaire data®, providing a more comprehensive diagnostic
foundation. In data processing, specialized preprocessing workflows have
been developed to eliminate noise and enhance dataset quality, such as
denoising and feature extraction for lung sounds™. In the field of prediction,
machine learning models have been employed to forecast COPD disease
progression and survival rates””*, including the use of deep neural networks
to predict COPD stages”, and applying anomaly detection methods to
identify COPD manifestations in chest CT scans’’, which have shown
remarkable effectiveness in detecting lung function impairment and disease
severity. In genetic research, bioinformatics approaches have been used to
identify key genes and genetic markers associated with COPD*, dee-
pening our understanding of COPD pathogenesis and providing valuable
insights for early detection and potential therapeutic target development.

In this paper, we designed a deep-learning method for detecting and
early-predicting COPD from the Volume-Flow curve time series. Specifi-
cally, we use SpiroSmoother, thereby enhancing the stability of the Volume-
Flow curve. We propose SpiroEncoder, which unifies the temporal repre-
sentation of “key patches" and achieves the conversion of key physiological
information from high to low dimensions. Utilizing SpiroExplainer, we fuse
diagnostic probabilities with demographic information to improve the
accuracy of COPD risk assessment and the model’s explainer. The results
and explainer of the model can provide patients with timely COPD risk
reports. Moreover, we propose SpiroPredictor, by incorporating key
information such as the degree of concavity, the model can accurately
predict the future disease probability of high-risk patients who have not yet
been diagnosed, thereby enabling early intervention and treatment to slow
the progression of the disease. Our proposed DeepSpiro model has two
primary functions. First, it can detect COPD with high performance,
achieving AUC and other performance metrics that surpass those of current
SOTA models. Second, our model can predict the risk of developing COPD
over the next 1-5 years using key patch concavity information, an inno-
vative method we have proposed for the first time. Experimental results
show that our novel method has high accuracy in predicting future
COPD risk.

Our work does have some limitations. First, although DeepSpiro has
shown good performance in detecting and predicting COPD using spiro-
gram time series in the UK Biobank, its generalizability to other population
groups remains uncertain. The characteristics of the spirogram may vary
among different populations, which could potentially affect the model’s
performance.

Second, while DeepSpiro demonstrates high accuracy in predicting
COPD using spirogram time series in a research setting, further validation in
real clinical environments is crucial. The transition from research to prac-
tical application may present unforeseen challenges, such as variations in
data quality, increased noise, and differences in clinical workflows. These
factors could impact the model’s performance, necessitating additional
adjustments and optimizations in future work.

Third, although our model demonstrated high AUROC values across
most prediction intervals, its performance in terms of AUPRC was less
satisfactory, particularly for predicting COPD onset within 1-2 years. We
attribute this to the inherent class imbalance in the dataset (see Supple-
mentary Table 1), where the proportion of new COPD cases is extremely
low. Since AUPRC is highly sensitive to class imbalance, it may under-
estimate the true performance of the model in such cases. To investigate
whether this issue stemmed from our methodology or the inherent chal-
lenges of the task, we compared our model with the approach proposed by
Cosentino et al.””. The comparison results (see Supplementary Table 2 and
Supplementary Fig. 1) revealed that under similar experimental conditions,
their model also exhibited low AUPRC values, highlighting the general
difficulty of identifying rare COPD onset events in highly imbalanced
datasets. Nevertheless, we observed that for certain prediction windows,
such as those exceeding 5 years, our method achieved comparable or
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findings, as smokers are more likely to develop COPD. ¢ Relationship between age
and predicted risk of COPD. The figure demonstrates that the predicted risk value of
DeepSpiro increases with age, indicating that older individuals have a higher risk of
developing COPD. This observation is consistent with clinical findings, which show
that older patients are more susceptible to COPD.

superior AUPRC values. This indicates that incorporating concavity fea-
tures from the volume-flow curve alongside demographic information helps
capture critical features over longer time horizons. From a clinical per-
spective, the importance of early COPD detection often outweighs the risk of
false positives. Individuals flagged as high-risk can undergo further con-
firmatory assessments, such as chest imaging. Additionally, the robust
AUROC performance of our model across various prediction windows
demonstrates its strong discriminative capability, making DeepSpiro a
valuable early screening tool. This, in turn, has the potential to improve
patient care quality and optimize resource allocation in real-world medical
practice.

In the future, we will focus on training and validating the model using
datasets from diverse geographic locations and population backgrounds.
This will help assess the impact of demographic and environmental factors
on model performance and improve its generalizability. Additionally, we
plan to develop user-friendly software tools that allow doctors to con-
veniently apply the model in clinical settings and obtain reliable and
understandable results to assist in diagnosing and treating patients. Finally,
we aim to improve the model’s generalizability by incorporating more high-
quality datasets, enabling it to provide effective predictions in a wider range
of scenarios.

Methods

Problem definition

For a COPD dataset D = {X, Y} composed of N instances, where X = {x;, x,,
N X} represents the monitoring data for Ninstances, and Y = {y1, y,,
«oes Yp -+ YN} represents the COPD disease labels for the N instances. The
disease label for the jth instance, Vi€ {0, 1}, with 0 indicating no disease and 1
indicating the presence of disease. The monitoring data x;={s; d;, a;}
includes the spirogram data s;, demographic information d; = {dgj, da;, ds;,

...}, and key concavity information a; = {@; pef_fef25 @jifef25—fef500 Fjfef50—fef7>
Ajfef75+}. Here, the spirogram data is a varied-length sequence s; = {s;1, ;,
...Sj» ...} representing airflow variation over time during exhalation. In the
demographic information, dgj denotes sex, daj represents age, and dsj
indicates smoking status. The key patch concavity information includes
@jpef—fezs for the concavity information between PEF and FEF25,
jferrs—fefs0 for the concavity information between FEF25 and FEF50,
@ fefs0—fef75 for the concavity information between FEF50 and FEF75, and
a; g5+ for the concavity information beyond FEF75.

DeepSpiro takes the monitoring data X of N instances as input and
Eroduces predicted disease labels ¥ = 205 2P j/j, ..., Yy} explainer
E={e|,&,...,¢,... ey}, COPD risk values R and the risk coefficients
contributed by each monitoring input dimension R, Rag, Raa, Rgs, etc., as
well as the probabilities of future disease occurrence for high-risk undiag-
nosed COPD Patiems F, copd> F lyear F 2year F 3year> F 4year F Syear-> F non—copd-
Here, y; € {0, 1}, where 0 indicates no disease, and 1 indicates the presence of
disease.

Overview

Figure 8 illustrates the architecture of DeepSpiro, where the blocks represent
different components of the framework. DeepSpiro is primarily divided into
two tasks: COPD detection and early COPD prediction. The inputs to
DeepSpiro always include spirometry data and demographic information
(such as age, gender, smoking status, etc.). For the COPD detection task, the
model outputs interpretability data and a COPD risk score. For the early
prediction task, it outputs the probability of the individual developing
COPD within the next 1-5 years. It is important to note that DeepSpiro only
proceeds with the early prediction task if the detection task determines that
the individual does not currently have COPD. Therefore, if the detection
results indicate that the patient has COPD, the model’s final output is
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Fig. 7 | The explainer of the model. The brighter the color, the more attention the
model pays. a A model interpretability figure for cases where non-COPD patients
detected as non-COPD by the model. b A model interpretability figure for cases
where non-COPD patients detected as COPD by the model. ¢ A model

interpretability figure for cases where COPD patients detected as non-COPD by the
model. d A model interpretability figure for cases where COPD patients detected as
COPD by the model.

whether the patient has COPD. If not, the output includes both the current
COPD status and the probability of developing COPD in the next 1-5 years.

DeepSpiro can be divided into four main modules: (1) SpiroSmoother
(see Fig. 8I): constructing Volume-Flow curves guided by Time-Volume
instability smoothing: This enhances the stability of key physiological
information in the original Volume-Flow data. (2) SpiroEncoder (see Fig.
81I): extracting critical features from the variability-pattern of varied-length
key patches: This dynamically identifies “key patches" and unifies the time-
series representation, achieving the conversion of key physiological infor-
mation from high-dimensional to low-dimensional. (3) SpiroExplainer (see

Fig. 8III): explaining model based on volume attention and heterogeneous
feature fusion: This combines diagnostic probabilities with demographic
information to assess COPD risk and provides an explainer of the model’s
decisions. (4) SpiroPredictor (see Fig. 8IV): predicting the risk of COPD
based on the variability pattern of key patch concavity: This integrates key
concavity information to assess COPD risk for various future periods.
Specifically, the original spirogram data is processed with signal
enhancement technology to obtain smoothed Volume-Flow data. The
smoothed Volume-Flow data is used as input in DeepSpiro for varied-length
time series data in order to extract essential physiological information.

npj Systems Biology and Applications| (2025)11:18


www.nature.com/npjsba

https://doi.org/10.1038/s41540-025-00489-y

| SpiroSmoother: Constructing Volume-Flow Curves
Guided by Time-Volume Instability Smoothing

SpiroEncoder: Extracting Critical Features from The
Variability-pattern of Varied-Length Key Patches

6 w m o

2, 38 S n 0 1 1 o |

—>» 26 —» 55 —>:

32 580 9z &

0 S 5 o L L

0 12 @ 4 i T T —
e i) l l l l l l l l l l l

Dl CEED G SpiroPredictor: Predicting The Risk of B NetD

based on directed area

<< <<

Key Patch Concavity

Feature Fusion

Feature Fusion

CatBoost
Classifier

Future Disease
Risk Predictor

3 g
Volume(t)

Fig. 8 | Framework overview. It is divided into four modules. In the first module, we
process the varied-length original volume curve and convert it into a smoothed
Volume-Flow curve. In the second module, we extract features from the varied-
length Volume-Flow curve. In the third module, combined with demographic

COPD based on The Variability-pattern of

"I SpiroExplainer: Explaining Model based on Volume
Attention and Heterogeneous Feature Fusion

" interpretability Weights
N analysis o

v

Bi-LSTM
Yt-1 Yt Y1
c
S A A
E o o o
<
g LSTM LSTM LSTM
% LSTM LY LSTM Y LSTM
= AV N
Xt-1 Xt Xt+1

information, we output the COPD detection results and model explainer. In the
fourth module, based on concavity information, we output the risk values for COPD
at different future periods.

Subsequently, the model combines the important physiological details and
relevant demographic information using volume attention and hetero-
geneous feature fusion techniques. This process enables the model to output
a COPD risk assessment and provide an explainer for its decisions. By using
the COPD risk assessment values and concavity information obtained from
the Volume-Flow signals in the feature fusion model, we can make precise
predictions about the probability of future disease in high-risk patients who
have not yet received a diagnosis.

SpiroSmoother: constructing Volume-Flow curves guided by
Time-Volume instability smoothing

The current state-of-the-art (SOTA) method for detecting COPD from the
Volume-Flow curve using deep learning has been proposed by J. Cosentino
et al."”. This method involves converting original Time-Volume curves into
Volume-Flow curves, which can result in instability in the curves (as shown
in Fig. 9C). Extensive experimental validation has been demonstrated that
these instabilities can impact the final risk assessment for COPD patients. To
address this, we employ SpiroSmoother. This approach precisely enhances
the stability of the original Volume-Flow curves while preserving key
physiological signals within the original Volume-Flow data.

As shown in Fig. 9c, we observe instability when converting the Time-
Volume curve into a Time-Flow curve. Therefore, we believe that smoothing
the original Time-Volume curve could help enhance the stability of both the
Time-Flow curve and the Volume-Flow curve.

Gaussian filtering is employed to implement instability smoothing
guidance for the original Time-Volume curves. This method achieves
smoothing by taking a weighted average of the areas around the data points,
where the weight of each data point is determined by a Gaussian function.
For a given data point x; its smoothed value y; can be defined as

Zfsz Xy - 8(7)

Yi= - (1)
Zfszg(l)

In this formula, g(j) represents the Gaussian function, k is the filter’s window
size, and x;,; represents the original data point and its adjacent points. The

formula calculates the weighted average of data points around x;, using
weights derived from the Gaussian function g(j). This function is centered at
x;, and its standard deviation determines both the range and the degree of
smoothing. Through this method, Gaussian filtering effectively smooths the
data while preserving important feature information.

To convert the smoothed Time-Volume curve into a Volume-Flow
curve, we utilize the finite difference method to approximate the first
derivative of the volume data with respect to time. Simply put, it involves
calculating the volume change rate at consecutive time points to obtain
corresponding flow data. The flow Q(f) can be obtained by calculating the
derivative of volume V(#) with respect to time ¢, where flow Q(f) is defined as

V(t+ At) — V(¢)

Al )

Q) ~

where V(f) represents a set of Time-Volume curve data, At is the time
interval between two adjacent time points, and ¢ denotes the time points.

We linearly interpolate the calculated flow data to ensure that the
Time-Flow curve is consistent with the original Time-Volume curve in
terms of time data. In this way, we can construct the Volume-Flow curves
Z (v) using the Time-Flow curves Q(f) and the Time-Volume curves V().
The Volume-Flow curves Z (v) is defined as

F(v)=QV'(v) ©)

As shown in Fig. 9¢, the Time-Flow curve and the Volume-Flow curve
have been constructed using the Time-Volume instability smoothing gui-
dance technique and have effectively eliminated the original fluctuations,
significantly enhancing the data’s stability. In subsequent experiments, we
have used these stable Volume-Flow curves to replace the original data for
model training. Experimental results have confirmed that the curves pro-
cessed through instability smoothing guidance demonstrate superior per-
formance in risk assessment.
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Fig. 9 | Spirometry curve and smoothing effects overview. a Examples of Volume-
Flow diagrams for different populations. b The conversion of the original Time-
Volume curve. To obtain the degree of airflow limitation, we need to use finite
difference methods on the original Time-Volume curve to calculate the

corresponding Volume-Flow curve. ¢ Smoothing comparison, the original curve
shows fluctuations in some areas when converting to Time-Flow and Volume-Flow
curves. After smoothing, the curves in the same positions become more stable.

SpiroEncoder: extracting critical features from the variability-
pattern of varied-length key patches

Existing methods for modeling varied-length time series data generally use
missing value imputation or downsampling truncation. The former intro-
duces external noise, while the latter will likely lose meaningful data
dependencies. We aim to preserve the key signals of the original data and
adapt them to model input. To this end, we propose SpiroEncoder.

First, we need to reconstruct the original data. We have adopted an
adaptive temporal decomposition method, which dynamically calculates
the most suitable “key patches" count for each time series patch, accurately
capturing the key Volume-Flow information within each time patch. By
introducing the hyperparameter k, we can calculate the number of key
patches based on the ratio of the sequence length to k, ensuring that each
patch contains enough information for subsequent analysis. For a given
length of time series L, the number of key patches S can be defined as

L
5= H @

where [ - | represents the ceiling function, ensuring that meaningful data
dependencies are not lost even when L is not divisible by k.

We can obtain the number of key patches for each sequence using the
above-mentioned method. Thus, we can divide each sequence into several

key patches. We feed all the key patches into the Net1D network™ to extract
the spatial features between the patches and the temporal features within
each patch. The Net1D network extracts spatial features for us. We must
compress the high-dimensional spirogram space into the same low-
dimensional key patch to adapt these features for our subsequent modules.

First, we determine the length of the most extended sequence in the
dataset and use this length along with the preset hyperparameter k. Calculate
the number of key patches all sequences should have, thereby normalizing
the temporal representation of the data. For the longest sequence length
L o in the dataset, the maximum number of patches is defined as

Lmax

We perform encoding for the key features of each sequence. This encoding
marks the key patches and records them as a mask. For each sequence, we
create a mask vector. Parts of the vector where key patches exist are masked
as 1, and parts extending from the end of the existing key patches to the
maximum number of patches are masked as 0.

We construct a zero tensor O € RY xsxc, where N represents the
number of samples, S represents the number of key patches, and C repre-
sents the number of output channels. Subsequently, we selectively apply
these encodings to the zero tensor O using the mask vector. For each sample,
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the mask vector indicates where to insert the features of key patches.
Specifically, if the mask vector is one at a certain position, then we insert
the encoding at the corresponding position in the zero tensor O; if the
mask vector is 0 at a position, the zero tensor remains unprocessed at that
position. (This part also constitutes the padding of Os for the sequence.)
Thus, the zero tensor O transforms into a fixed-length sequence con-
taining encoding information, and we refer to the transformed zero tensor
O as the feature tensor of key patches O. For each sample i and its key
patches j, we use the mask vector M;; to decide whether to apply encoding,
O, can be defined as

Oi,j,: = Mz',j ’ Ei,j,: (6)

where the features extracted by Net1D for each key patch are E; ;. € RE.

Because the process of constructing the key patch feature tensor O
involves padding with zeros, this padded information may introduce
unnecessary noise when captured by the Bidirectional Long Short-Term
Memory Network (Bi-LSTM). To address this, we aim to effectively ignore
this portion of padded information before entering the Long Short-Term
Memory Network.

First, we calculate the effective length Length; for each sequence, which
is the number of valid key patches in the sequence i. The effective length
Length; can be defined as

S
Length,- = EMU (7)
Py

J

Then, we create a new tensor P € RT*¢, where T = Zfil Length,,
that is, the sum of the effective lengths of all sequences, and C is the number
of output channels. Following the sequence order, we copy the features of
valid key patches from the key patch feature tensor O into the tensor P. After
the above steps, the tensor P contains only valid key patch features.

After the tensor P enters the Bidirectional Long Short-Term Memory
network (Bi-LSTM)™, the variability-pattern relationships among key pat-
ches are obtained.

SpiroExplainer: explaining model based on volume attention and
heterogeneous feature fusion
Existing deep learning models still function as black boxes, capable only of
producing diagnostic outcomes without offering an explainer for those
results. In order to establish credibility with medical professionals and
patients, the model must offer a decision-making process that is more
open and easily understood by both parties. Therefore, through the
dynamic volume attention integration method, we accurately highlight
the time patches crucial for model predictions using a method for
explaining models based on volume attention and heterogeneous feature
fusion.

Data enters the first linear transformation layer as it passes through the
volume attention layer. This layer provides an initial feature representation
for each time step, which is specifically manifested as

X' =W X+b ®)

Here, W, and b, are the weight and bias of the linear layer, respectively.

To perform a nonlinear transformation, We follow up by applying the
Swish activation function to the linearly transformed data X’. The Swish
activation function helps to improve the model’s ability to capture complex
features. The transformed data after applying Swish activation function is
given by

X' =X - o(X) ©9)

where o(X') = Hﬁ is the sigmoid function applied element-wise to X'.
Next, we apply a bilinear transformation to the activated data X” by using a

bilinear weight matrix. This is specifically represented as

X" = X" ijl (1 0)

where Wy, is the bilinear weight matrix.

After passing through the bilinear transformation, the data X" goes
through another linear layer to calculate the attention scores S for each time
step. Finally, the S scores are normalized using the softmax function to
obtain the volume attention weights.

We combine the volume attention information with the smoothed
Time-Volume curve data. The decision-making process within the deep
neural network model can be transformed into visualized graphs. The
graphs provide a clear representation of the specific data regions that the
model prioritizes when making decisions, thereby improving the trans-
parency of the model and bolstering the credibility of its decision-making
process.

Research indicates that there is a significant correlation between
smoking, age, and other demographic information with COPD. Therefore,
we aim to incorporate some demographic information to enhance the
effectiveness of our model. For this purpose, after passing through the
volume attention layer, we first conduct an initial COPD assessment
through a fully connected layer, resulting in P = {p",p*,....7/,...,p"},
where P represents a series of COPD assessment values for the samples, with
P € [0,1] denoting the assessment value for the jth sample. In the sub-
sequent steps, we use these evaluation values to generate the feature
Forobability> representing the probability of dise;ise. Specifically, Fprobability i
obtained by applying the Softmax function to P, as follows:

(11)

F probability — Softmax (i) )

Additionally, we extract features Fy, from demographic and other
structured data. Then, we combine these features with Fpropabiiey using the
following fusion operation:

(12)

F fusion — F probability ®F struct

where @ denotes the concatenation of features.

By utilizing the Gradient Boosting framework (Catboost) to process the
fused features Fgygon, We predict the risk of COPD. The COPD risk
assessment obtained in this manner outperforms the assessment results
derived solely from unstructured varied-length Volume-Flow curve data.

SpiroPredictor: predicting the risk of COPD based on the
variability-pattern of key patch concavity

In future risk prediction tasks, we used the degree of concavity in individual
Volume-Flow graphs as one of the features for prediction. As shown in
Fig. 9a, high-risk individuals and COPD patients exhibit more significant
concavity, while low-risk individuals exhibit fewer concavity than high-risk
individuals and COPD patients. The following provides a detailed expla-
nation of how this feature of concavity is extracted.

Since the spirogram itself is not strictly monotonic, each phase consists
of a set of concave and convex curve segments (such as the FEF50-FEF75
phase in Fig. 10a), making it difficult to simply judge the degree of collapse in
the curve. Therefore, we have defined a concavity-based directed area metric
to approximate the degree of collapse in such non-monotonic curves, in
order to characterize the overall concave-convex nature exhibited by
the curve.

First, given the Volume-Flow curve .7 (v) for a particular phase s, we
define its baseline BL(s, v) as the straight line connecting the starting and
ending points of the curve in that phase, where the starting volume of the
phase curve is B(s) and the ending volume is G(s). The slope of the baseline
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Fig. 10 | Volume-Flow curves illustrating phase-specific concavity and airway
collapse. a A representative Volume-Flow curve divided into four phases: early

(PEF-FEF25), mid-early (FEF25-FEF50), mid-late (FEF50-FEF75), and late
(FEF75+), highlighting concave and convex segments relative to the baseline.
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b Volume-Flow curve of a healthy individual, showing airway collapse occurring in
the late phase (FEF75+). ¢ Volume-Flow curve of a COPD patient, showing early-
stage airway collapse in the early phase (PEF-FEF25).
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BL(s, v), denoted as m(s), can be defined as:

_ F(G) — F((B)

=60 - B (4
The intercept b(s) of the baseline BL(s) can be defined as
b(s) = F(B(s)) — m(s) x B(s) (14)

Thus, the baseline BL for a given phase s can be expressed as: where v is a
specific volume value on the Volume-Flow curve. Next, we define a
concavity measure %/(s) based on directed area, which is the directed area of
phase s:

G(s)

@)=Y (BL(s,v) — ()

v=B(s)

(15)

Therefore, if the curve of phase s is convex, meaning that the Volume-
Flow curve of this phase lies above its baseline (as in the PEF-FEF25 phase in
Fig. 10a), the directed area is negative, i.e., the concavity measure is negative.
Conversely, if the curve of phase s is concave, meaning that the Volume-
Flow curve of this phase lies below its baseline (as in the FEF25-FEF50 phase
in Fig. 10a), the directed area is positive, i.e., the concavity measure is
positive. According to the above definition, the more concave a curve is, the
larger the concavity measure, and conversely, the more convex a curve is, the
smaller the concavity measure. The concavity measure of a given phase
represents the concavity information for that phase.

Furthermore, for Volume-Flow curves in some phases that are neither
strictly monotonic increasing nor monotonic decreasing, the total concavity
measure of phase s depends on the sum of the concave area (positive value)
and the convex area (negative value). If the concave area in phase s is larger,
the concavity measure is greater (positive value), whereas if the convex area
is larger, the concavity measure is smaller (negative value). For example, in
the FEF50-FEF75 phase in Fig. 10a, the concave area is much larger than the
convex area. Thus, by calculation, the concavity measures %(FEF50 —
FEF75) based on the directed area are positive, indicating that this phase
exhibits a significant concave trend rather than a convex one.

If we divide the spirogram into four phases: early (PEF-FEF25), mid-
early (FEF25-FEF50), mid-late (FEF50-FEF75), and late (FEF75+), we find
that in healthy individuals, the spirogram typically remains full during the
early phases, and collapse does not occur until the late phase (such as in the
FEF75+ phase, as shown in Fig. 10b). In contrast, COPD patients often
experience early-stage collapse (such as in the PEF-FEF25 phase, as shown
in Fig. 10c). Therefore, we aim to use the proposed concavity measure based
on directed area to study the relationship between the phase in which
collapse occurs and future disease risk.

We fused the COPD Risk output from the SpiroExplainer module with
the key concavity information of the Volume-Flow curve and input this
combined data into a future disease risk predictor for assessing future risk.
Our future disease risk predictor can be classifiers like Catboost™, Xgboost™,
Random Forest”, etc. The model, having been obtained in this way, accu-
rately predicts the probability of illness in the next 1-5 years, and beyond for
high-risk patients who have not yet been diagnosed.

Dataset and preprocessing

The data used in our study was obtained from the UK Biobank. We spe-
cifically focused on information from 453,558 patients who underwent their
initial pulmonary function test (The test outputs the Time-Volume time-
series curve). It is worth noting that due to factors such as genetics, envir-
onment, or lifestyle, the spirogram characteristics may vary among different
population groups. Therefore, in our data processing, we chose to conduct
experiments only on the largest population group in the UK Biobank, which
is of European descent. The DeepSpiro model relies on detailed and precise
patterns in spirogram time series to detect and predict COPD. Therefore,
incomplete or distorted data may lead to errors in the model’s predictions.
To mitigate the issue of inaccurate predictions caused by poor data quality,
we have implemented several data preprocessing measures. These measures
ensure that only high-quality and reliable data is used for model training and
validation, thereby enhancing the robustness and accuracy of the
DeepSpiro model.

The original Time-Volume (expiratory volumes over a period of time)
measurements are extracted from UK Biobank field 3066, which contains
expiratory volumes recorded every 10 ms in ml. The Time-Volume mea-
surements are used from each participant’s first visit. To ensure the Time-
Volume data are valid, we consult UK Biobank field 3061; if the value in field
3061 is either 0 or 32, the expiration is considered valid. If multiple valid
expirations are available, we choose the first one in sequence. To control the
quality of the expirations, we review the UK Biobank fields 3062 (FVC),
3063 (FEV1), and 3064 (PEF); if any of these are in the top or bottom 0.5% of
the observed values, any expiratory data will discard from that patient. The
original expiratory volume measurements are converted from milliliters to
liters, and the corresponding flow curves are calculated by approximating
the first derivative with respect to time using finite differences. As shown in
Fig. 9b, the Time-Flow and Time-Volume curves combine to generate a
one-dimensional Volume-Flow curve time series.

We refer to the labeling methods in Justin Cosentino et al.’s research'’.
Specifically, the labels are generated by combining information from various
sources in the UK Biobank. We use a binary COPD label that is determined
through self-reporting, hospital admissions, and primary care reports to
train DeepSpiro. Self-reported COPD status is derived from codes 1112,
1113, and 1472 in the UK Biobank field 20002. Hospital-reported COPD
status comes from codes like J430 and others in the UK Biobank field 41270,
and codes like 4920 and others in field 41271. The COPD status from
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Table 3 | The following table lists the required fields and
corresponding codes during label extraction

Field Id Code Type
20002 1112, 1113, 1472 Self-report
41270 J430, J431, J432, J438 Hospitalization
439J, J440, J441, J448
J449
41271 4920, 4928, 4929, 496X Hospitalization
42040 J430, J431, J432, J438 Primary care

439J, J440, J441, J448
J449

A code suffixed with ‘X’ stands for any code starting with the figures preceding the X.

Table 4 | The number of COPD cases under different
categories

Category Nums COPD case
All 348,039 19,308
Hospitalization 348,039 16,254
Death 24,105 4243

primary care reports is required using TRUD to map the UK Biobank’s gp-
clinical to read codes from UK Biobank field 42040, with mapped fields
including codes like J430, among others. For specific extraction of field
codes, please refer to Table 3. In addition, death information is used in
subsequent analyses. Death information is recorded in UK Biobank field
40000. If any value is present in this field, we consider the patient to
have died.

After completing the necessary data processing, the data were cate-
gorized into three groups: All (the complete dataset), Hospitalization
(patients reporting hospitalization), and Death (patients who passed away).
The number of COPD cases in each category is summarized in the Table 4.

Currently, the dataset includes a total of 348,039 participants, divided into
training and testing sets at an 8:2 ratio. Specifically, the training set contains
278,431 participants, while the testing set comprises 69,608 participants.

Evaluations

To evaluate the performance of this method, we used a validation set to
calculate the model’s area under the receiver operating characteristic curve
(AUROC), area under the precision-recall curve (AUPRC), and F1 scores.

AUROC: The area under the receiver operating characteristic curve
(AUROC) is a widely used metric for evaluating the performance of clas-
sification models, especially in binary classification problems. It is calculated
by varying the classification threshold to determine the true positive rate
(TPR = TP?-iPFN) and the false positive rate (FPR = FPS_%). The ROC curve
shows the relationship between the true positive rate and the false positive
rate. The value of AUROC is the area under the ROC curve, which can be
approximated as AUROC = fol R(F)dF, where F represents the false
positive rate and R(F) is the corresponding true positive rate. Numerical
methods generally estimate the FPR values f;, f5, ..., f, and the corre-
sponding TPR values t;, ,, ..., t,,. The trapezoidal area approximation of the
AUROC is: AUROC & Y1 e D2 litties)

AUPRC: The area under the precision-recall curve (AUPRC) is a
commonly used metric to evaluate models for classification problems. The
PR curve is derived by varying the classification threshold to calculate
TPT%) and recall (recall = TPR = TPT%). It can be
approximated as [P(r)dR(r), where P(r) represents precision, R(r) denotes
recall, and r represents the decision threshold.

precision (precision =

F1 score: The F1 score is a crucial metric for evaluating the accuracy of a
model. It is the harmonic mean of precision and recall
(F1=2x m%), providing a single metric that considers both the
accuracy and completeness of the model.

These metrics collectively help us comprehensively assess the model’s
performance across different aspects. In this experiment, the AUROC,
AUPRG, and F1 scores are calculated using functions from the scikit-learn

library and code from Justin Cosentino et al.”>.

Compared methods
To assess the effectiveness of DeepSpiro, we compared it against several
baseline methods, including:

* FEVI/FVC ratio: The FEV1/FVC ratio is the GOLD standard in
clinical practice for determining whether an individual has COPD. If
an individual’s ratio is less than 70%, they are considered to have
COPD. Therefore, this method also be used as our baseline.

* ResNetl8 (Nature Genetics): The ResNetl8 convolutional neural
network (CNN) is capable of efficiently learning features from large-
scale datasets. In a paper published in Nature Genetics, Justin
Cosentino et al. utilized this model for the task of COPD detection".
Therefore, we also adopt this model as the primary baseline.

Data availability

Data from the UK Biobank, which is available after the approval of an
application at https://www.ukbiobank.ac.uk. UK Biobank received ethical
approval from the National Information Governance Board for Health and
Social Care and the National Health Service North West Centre for Research
Ethics Committee (Ref: 21/NW/0157).

Code availability
Our code is publicly available at https://github.com/yudaleng/ COPD-Early-
Prediction.
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