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Development of deep learning-based detecting
systems for pathologic myopia using retinal fundus
Images
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Globally, cases of myopia have reached epidemic levels. High myopia and pathological
myopia (PM) are the leading cause of visual impairment and blindness in China, demanding a
large volume of myopia screening tasks to control the rapid growing myopic prevalence. It is
desirable to develop the automatically intelligent system to facilitate these time- and labor-
consuming tasks. In this study, we designed a series of deep learning systems to detect PM
and myopic macular lesions according to a recent international photographic classification
system (META-PM) classification based on color fundus images. Notably, our systems
recorded robust performance both in the test and external validation dataset. The perfor-
mance was comparable to the general ophthalmologist and retinal specialist. With the
extensive adoption of this technology, effective mass screening for myopic population will
become feasible on a national scale.
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yopia is a worldwide public health problem. It was
M estimated that nearly 2.5 billion people might be

affected by 2020, among which 27-33% would be high
myopial. By 2050, the global myopic population can reach 4.8
billion (49.8% of the global population)?, leading to the sub-
stantial global economic loss due to the burden of visual
impairment caused by myopiaZ.

Pathologic myopia (PM) is one of the most common causes of
severe irreversible visual impairment due to the myopic macu-
lopathy (MM). According to global population surveys, the
incidence of PM was 5-10% in diagnosed myopia and 1-4% in
the general population*~®, In particular, the situation in Eastern
Asia nations is worrisome. In China, more than 50% students in
urban have myopia and 20% are high myopia*’. Although the
typical PM lesions can also be observed in some moderate
myopia, high myopia was generally thought as the essential
condition for PM and people with high myopia are at higher risk
of PM®.

As the treatment effects and prognosis of PM are often poor,
early detection and intervention to prevent the aggravation of PM
are critically important. However, the retinal specialists are always
confronted with heavy clinical duty managing multiple ocular
fundus diseases, while the healthcare institution workers are often
lack of the requisite expertise to identify the PM and MM,
let alone the management. Moreover, currently some govern-
ments had launched the public healthcare programs to screen the
ocular fundus diseases including PM in local community medical
institutions!0-12. Such large screening task further challenges the
ophthalmic medical resources with respect of clinical data ana-
lysis, especially the retinal fundus images reading. The work
volume of image data processing will be daunting if done by man
power alone.

Fortunately, with the rapid development of artificial intelli-
gence (AI) technologies, the application of Al in medical areas
started to play important role in the automated clinical data
processing and hence made the heavy work feasible!3. Among Al
technologies, the deep learning, a sophisticated subclass of
machine learning, mimics the way of human brain working and
uses deep artificial neural networks to solve any feature expres-
sion problem!% The deep learning system (DLS) has shown
excellent performance comparable to the board-certified specia-
lists in the respect of massive medical images categorizing in
clinical practice!®17. In the field of ophthalmology, the DLS-
affiliated diagnosis software for diabetic retinopathy has been
succlezssfully applied in clinical and public healthcare screening
task’=,

However, the application of deep learning technology in PM
lesions screening is still a challenge, due to the complexity of
classification and definition system of PM. For a long time, there
had been a lack of consensus on the precise definition of PM,
until a new simplified systematic classification for MM was
proposed by a meta-analysis for pathologic myopia (META-PM)
study group!8. According to this classification standard, eyes with
MM, which is equal to or more serious than diffuse choroidal
atrophy (category 2) or with at least one of the “plus” lesions, can
be defined as having PM!°. Based on such classification system, it
is viable to design the AI algorithm to automatically identify PM
and assist the clinicians to make relevant diagnosis. Importantly,
sufficient resources of high-quality PM retinal fundus image
dataset and high standard expert teams are also crucial to achieve
this goal.

This study aimed to design and train the DLSs to automatically
detect PM as well as the category of MM using a large dataset of
color retinal fundus images obtained from the ophthalmic clinics
of the hospitals.

Results

Altogether 16,428 gradable images were screened from 17,330
color fundus images and used for PM grading, while 902 images
were labeled as ungradable. The workflow of manual grading
tasks was illustrated in Fig. 1. About 15% of the graded images
with inconsistent diagnosis were submitted to retinal specialists
for final grading. The characteristics and summary of all the
datasets were shown in Table 1 and Supplementary Table 1.

Performance of the DLSs. In the test dataset for binary task
(none PM /PM), the external general ophthalmologist had an
accuracy of 0.978 (95% CI: 0.971-0.985), sensitivity of 0.980 (95%
CI: 0.973-0.986), and specificity of 0.967 (95% CI: 0.958-0.976),
while the external retinal specialist achieved an accuracy of 0.991
(95% CI: 0.986-0.996), sensitivity of 0.991 (95% CI: 0.987-0.996),
and specificity of 0.989 (95% CI: 0.984-0.994). The DLS achieved
an AUC of 0.993 (95% CI: 0.989-0.997), accuracy of 0.977 (95%
CI: 0.970-0.984), specificity of 0.972 (95% CI: 0.962-0.980), and
sensitivity of 0.977 (95% CI: 0.970-0.985) (Table 2, Fig. 2a).

In the test dataset for three-class classification task (ungrad-
able/NPM/PM), the DLS achieved a performance measured with
the macro-AUC value of 0.979, an accuracy of 0.963, and
quadratic-weighted kappa of 0.787 (Fig. 2b). Meanwhile, in the
test dataset for five-class task, the DLS achieved a macro-AUC of
0.978, accuracy of 0.976, and quadratic-weighted kappa of 0.990
(Fig. 2¢). From CO to C4 MM, the specific accuracy of DLS is 98.8,
99.3,93.7, 95.5, and 93.9% respectively. Overall, the DLS achieved
the performance which was comparable to the general ophthal-
mologist. The detailed results of performance in multiclass
classification tasks were listed in Table 3. Moreover, the
performance of DLSs in the external validation dataset was
slightly inferior to that in the test dataset (Supplementary
Table 2). The precision recall curves of DLSs were also provided
in Supplementary Fig. 1 (the source data were shown in
Supplementary Data 1).

Misclassified images analysis. In the binary task of NPM/PM,
the total number of false-negative classification was five, among
which two were PM with retinal detachment and three were PM
with retinal vein obstruction. Of the thirty-three false-positive
images, thirty were tessellated fundus characterized as PM, while
the remaining three were retinal vein obstruction, proliferative
retinopathy, and exudative retinopathy. In the multiclass classi-
fication tasks, the results were shown in confusion matrices
(Supplementary Fig. 2). The major error in the three-class task
was that fifty-five NPM images were misclassified as ungradable
by the DLS due to the poor clarity. Meanwhile, in the five-class
task, the major error was that two patchy chorioretinal atrophy
images were erroneously classified as macular atrophy. Similarly,
there were two images of macular atrophy that were incorrectly
identified as patchy chorioretinal atrophy. The typical mis-
classified images were shown in Fig. 3. In addition, the confusion
matrices of three tasks in the external dataset were also provided
in Supplementary Fig. 2. The distribution of misclassified images
for the 3 tasks in the external dataset was basically comparable to
that in the test dataset.

Visualization analysis. Heatmap analysis demonstrated the
learning procedure of our DLS and the areas contributing to the
DLS. The original images of different MM categories in the five-
class task were displayed in Fig. 4a. After overlying fundus
heatmap in Fig. 4a, the regions that the DLS thought most sig-
nificant for its decision were highlighted and displayed in Fig. 4b.
The typical MM lesions including tessellated fundus, diffuse

2 COMMUNICATIONS BIOLOGY | (2021)4:1225 | https://doi.org/10.1038/s42003-021-02758-y | www.nature.com/commsbio


www.nature.com/commsbio

COMMUNICATIONS BIOLOGY | https://doi.org/10.1038/542003-021-02758-y ARTICLE

Total data set
N=17330

Manual grading by 20 graders*

Gradable image
N=16428
(PM=1805; NP M=14623)

Ungradable image
N=902

DLS for three-class task DLS for Binary task DLS for five-class task
(ungradable/NPM/PM) (NPM/PM) (Category0-4)

Validation Validation Validation
N=3467 N=3284 N=707

Fig. 1 Workflow diagram showing the overview of developing deep learning systems to detect PM as well as myopic maculopathy. PM pathologic
myopia, NPM none pathologic myopia, DLS deep learning system. *20 graders were randomly grouped into five teams with each team involving three
general ophthalmologists and one senior specialist.

Table 1 Study population characteristics of the total dataset and external validation dataset.

Number of images Number of Mean age Sex (% Spherical equivalent

with labels participants (years) female) (diopters)
Total dataset 17,330 13,869 495 66.1 —2.6+4792
Ungradable images 902 881 48.8 66.6 NA
none PM 14,623 11,698 49.2 65.9 —1.294£2.39
Pathologic myopia 1805 1290 52.7 67.5 —14.469 £ 4.84
Category O 693 645 50.6 61.2 —7.23+0.22
Category 1 1581 1089 489 66.3 —11.38+2.75
Category 2 480 338 49.7 67.5 —14.06+4.26
Category 3 451 334 55.9 68.9 —16.26+5.24
Category 4 331 188 613 67 —16.87+5.78
External validation dataset 1000 738 515 63.4 —3.07+£5.802
Ungradable images 63 59 59.0 63.9 NA
none PM 800 602 50.5 64.2 —1.5+3.42
Pathologic myopia 137 77 53.6 55.8 —15.35+5.98
Category O 35 31 52.1 64.1 —6.73+0.24
Category 1 121 78 49.8 61.6 —12.35+4.98
Category 2 32 17 50.5 62.7 —15.75+5.71
Category 3 33 18 56.2 65.1 —17.03+5.96
Category 4 23 13 62.4 66.2 —17.26 £6.21

Abbreviations: PM pathologic myopia.
anot include the refractive error data of ungradable image group.
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AUC (95% CI)

Table 2 Classification results for binary task in test dataset.

Accuracy (95% CI)

Specificity (95% CI)

Sensitivity (95% CI)

DLS
General ophthalmologist? -
Retinal specialist? -

0.993 (0.989 to 0.997)

97.7% (97.0 to 98.4)
97.8% (97.1 to 98.5)
99.1% (98.6 to 99.6)

97.2% (96.2 to 98.0)
96.7% (95.8 to 97.6)
98.9% (98.4 to 99.4)

97.7% (97.0 to 98.5)
98.0% (97.3 to 98.6)
99.1% (98.7 to 99.6)

aThe external ophthalmologist and retinal specialist.

Abbreviations: DLS deep learning system, AUC area under the receiver operating curve.

Receiver operating characteristic (ROC) curves
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Fig. 2 Receiver operating characteristic (ROC) curves of the deep learning systems derived from the test datasets. a The performance for binary task.
b The performance for three-class task. ¢ The performance for five-class task. NPM none pathologic myopia, PM pathologic myopia, AUC area under the

receiver operating curve, C Category.

chorioretinal atrophy, patchy chorioretinal atrophy, and macular
atrophy were observed in the hot regions. Of note, these lesions
were used to diagnose PM in ophthalmic practice. The t-SNE
analysis showed the excellent classification performance of our
DLSs for each task. In the t-SNE plots, clustering occurred in the
same classification of images, with significant differences between
images with different labels (Supplementary Fig. 3).

Discussion

In view of the rapid increase in myopia prevalence’-20-21, there
was a demand to establish the systemic electronic ocular data-
bases especially for the adolescent individuals. Meanwhile, the
large amount of PM patients also should receive the timely
diagnosis and advices by eye doctors to avoid the occurrence or
aggravation of ocular complications. In particular, with the ser-
ious situation of COVID-19 pandemic, the remote medical sys-
tems will be more broadly applied. To implement such high
throughput or telemedicine task, the aid of modern AI technol-
ogies is crucial.

In this study, we designed a series of DLSs incorporating three
tasks to detect PM and the category of MM based on retinal fundus
images. Our work was an exploratory and innovative effort to apply
the modern deep learning technologies in the PM diagnosis and
management. The target serving population for clinical application of
our DLS will mainly be the subjects with myopia, as the DLS is
designed to identify the PM. Using a large dataset of 17,330 retinal
fundus images labeled by ophthalmologists and senior retinal spe-
cialists from real-world, our DLSs achieved robust performance in
the binary task of NPM/PM (AUC = 0.993), the three-class task of
ungradable/NPM/PM  (macro-AUC =0.979) and the multiclass
classification task of five MM categories (macro-AUC = 0.978).
Besides, based on quadratic-weighted kappa value, the DLS showed
slightly less consistent with the reference standard than the general
ophthalmologist in the three-class task and demonstrated consistency
equivalent to that of a retinal specialist in the five-class task. The
competitive performance of our DLSs in this work could mainly be

attributed to two factors: the suitable CNN architecture and larger
training dataset. We selected Xception inspired by InceptionV3 as the
basic architecture after validation. In this architecture, Inception
modules were replaced with depthwise separable convolutions to
handle spatial-correlations and cross-channel correlations indepen-
dently. It is believed that an independent processing of corss-channel
correlations would better address the tasks involved in this study.
Due to the strong pixel similarity in the characteristic PM lesions,
Xception can better learn the characteristic similarity of multiple pixel
points within a PM lesion to make more accurate judgments by
processing cross-channel correlations independently. Although the
number of parameters was similar to InceptionV3, Xception can take
better use of model parameters??. On the other hand, the larger
training dataset was used in this work and ought to be effective to
prevent parameters overfitting. In the process of DLS development,
in view of the relatively small number of training images for some
categories, several strategies were adopted to avoid overfitting. Firstly,
the diversity of the training data were increased by means of data
augmentation by randomly flipping training images from left to right
or up to down, and adjusting images’ brightness, contrast, hue, and
saturation. Secondly, dropout layer were inserted between the basic
Xception model and the last full connection layer. The dropout ration
is 0.2 with only 20% of the weights updated every time. Thirdly, we
used a two-step training process. In the first training step, only the
last full connection layer was fine-tuned and the weights of the basic
Xception were not updated. In the second training step, the whole
model was fine-tuned and the weights of all the layers were updated.
Finally, we used the early stopping strategy. Training was stopped if
the validation loss did not decrease in 5 consecutive epochs during
the training process. Therefore, our DLSs were proven to be a precise
and efficient solution for the PM screening task.

Al and big data analysis have currently been widely applied in
the medical field. Deep learning technologies based on image data
have become the powerful tools in screening diabetic retinopathy
(DR), glaucoma, retinopathy of prematurity (ROP), and age-
related macular degeneration (AMD)?3-26,
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Table 3 Classification results for multiclass tasks in test
dataset.
Macro- Accuracy(95% CI) Quadratic-
AUC weighted
kappa(95% ClI)
Task of ungradable/NPM/PM
DLS 0.979 96.3% (95.1to 97.5)  0.787 (0.737
to 0.837)
General - 98.4% (97.6 to 99.2) 0.962 (0.940
ophthalmologist to 0.979)
Retinal - 99.2% (98.6 to 99.8) 0.981 (0.969
specialist to 0.994)
Task of 5 myopic maculopathy categories
DLS 0.978 97.6% (96.8 to 98.3) 0.990 (0.985
to 0.994)
Category O - 98.8% -
Category 1 - 99.3% -
Category 2 - 93.7% -
Category 3 - 95.5% -
Category 4 - 93.9% -
General - 95.4% (94.3 to 96.4) 0.966 (0.957
ophthalmologist to 0.974)
Category O - 97.7% -
Category 1 - 98.1% -
Category 2 - 91.6% -
Category 3 - 88.8% -
Category 4 - 90.9% -
Retinal - 98.9% (98.3 to 99.4) 0.991 (0.986
specialist to 0.995)
Category O - 100% -
Category 1 - 99.3% -
Category 2 - 97.9% -
Category 3 - 97.7% -
Category 4 - 96.9% -
Abbreviations: DLS deep learning system, PM pathologic myopia, NPM none pathologic myopia.

Several automated systems for detection of PM have been
reported. For instance, Tan et al. introduced the PAMELA system
that automatically detected PM via peri-papillary atrophy
feature?’. Zhang et al. proposed a computer-aided diagnosis
framework for PM diagnosis through biomedical and image
informatics?8. Freire et al. reported the work of PM diagnosis and
detection of retinal structures and some lesions using Xception as
the baseline model and achieved satisfactory performance in
classification and segmentation tasks2®. Devda et al. developed a
deep learning method with CNN for tasks of Pathologic Myopia
Challenge (PALM) based on dataset provided by International
Symposium on Biomedical Imaging (ISBI). Their works showed a
better performance when compared to PAMELA system30.
However, these were all developed from public databases with
small sample sizes, such as Singapore Malay Eye Study (SiMES)
database, Singapore Cohort Study of the Risk factors for Myopia
(SCORM) and ISBIL The datasets in this study were collected
from the real-world of eye center, which provide more original
disease information and data complexity compared with the
public databases. Nevertheless, in real-world screening condi-
tions, the rate of detecting ungradable images or poor-quality
images exist, being reported at a level about 20%3132. In the
present work, using targeted three-class task training, the DLSs
recorded high performance in distinguishing ungradable images
or poor-quality images from the raw total dataset (Fig. 2b,
Table 3).

In clinical practice, the category of MM can reflect the severity
of the disease to a large extent. Zhao et al. reported that the
morphological and functional characteristics of highly myopic

Fig. 3 The typical misclassified cases of DLSs. Typical images of false-
negative images in binary task: a PM with retinal detachment. b PM with
retinal vein obstruction. Typical images of false-positive images in binary
task: ¢ Tessellated fundus. d Retinal vein occlusion. e Exudative retinopathy.
f Proliferative retinopathy. The major error cases of three-class task:

g images with the relatively poor clarity. The major error cases of five-class
task: h patchy chorioretinal atrophy image were classified as macular
atrophy image. i macular atrophy image were classified as patchy
chorioretinal atrophy image.

Fig. 4 Visualization of the DLS for five-class task. a The original images of
different myopic maculopathy (Categoryl-Category4). b Heatmap
generated from deep features overlaid on the original images. The typical
myopic maculopathy lesions were observed in the hot regions.

eyes were positively correlated to the MM severity from Category
0 to 3. Meanwhile, the complications were different from Cate-
gory 0 to 4 and closely correlated to the MM degree33.

A recent study by Kyoko et al. developed four DL models to
recognize the Category 2 to 4 MM and CNV. They also integrated
the four DL models and a special processing layer to develop the
META-PM categorizing system (META-PM CS), which could detect
PM defined as having MM equal to or more serious than diffuse
atrophy (category 2)%. Compared with their META-PM CS, our
five-class DLS is able to recognize MM from Category 0 to 4 directly.
The binary task of NPM/PM was assigned to a well-trained DLS
based on a more precise PM definition (equal to or more serious than
diffuse atrophy (category 2) or with at least one of the “plus” lesions).
Therefore, our DLSs had prominent significance for ocular healthcare
work. The category of MM lesions suggested by our DLS in the five-
class task can provide the automatic medical diagnosis and relevant
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medical advice for patients instantly. Meanwhile, the DLSs also can
assist ophthalmologists to obtain the prompt information of MM
lesions for reference in their clinical practice.

The interpretation of deep learning remains a long-standing
problem3>. This study analyzed the distribution of misclassifica-
tion of the DLS, including false negatives and false positives, and
visualized the output images (Figs. 3 and 4). The misclassified
images in our results indicated the weakness of DLSs somewhat.
However, the misclassification rate of our three DLSs was within
4%. The outcomes at this stage were optimistic for future’s clinical
application. Certainly, increasing the image number of specific
diseases into the training dataset will always be the effective
approach to further minimizing the false-positive and false-
negative results. Moreover, the visualization results in heatmap
indicated the regional contribution to decision making by DLS on
an image. The typical MM lesions found in the hot regions of the
heatmap (Fig. 4) indicated the central procedure of the DLSs and
confirmed the validity of our systems. The results also suggested
the direction of optimization and updating for the better preci-
sion in the future.

Although the DLSs designed by our work demonstrated
excellent performance, this study still had limitations. Firstly, our
DLSs had no independent function to detect “plus” lesions
including CNV, lacquer cracks, and Fuchs spots. These three
specific lesions differ greatly in shape, size, color, and location,
especially the lacquer cracks. A large number of images con-
taining these “plus” lesions are required to train the DLS in a
segmentation task, which is another ongoing work including
images collection and labels annotation by our team. Secondly, we
had a single source of the total dataset in this study. Although we
tested our DLSs in the external validation dataset and achieved
robust performance, massive external validation was still desirable
to ensure its successful application in the real world of PM
screening in the future. Thirdly, the DLSs were exclusive one for
PM identification and not trained to identify the ocular diseases
other than PM. It was not an automated comprehensive diag-
nostic platform to screen multiple fundus diseases.

In conclusion, this study designed the DLSs which can auto-
matically detect the PM and the category of MM according to the
META-PM study classification. The data of our work at this stage
were promising. The DLSs achieved excellent performance in the
test and external validation datasets. This pilot work provided a
useful framework to further develop the more complete and
widely applicable platform for PM screening. This study is a
contributive one to the clinical management and healthcare work
for the myopia patients.

Methods

Data collection. In this study, the use of retinal fundus images was approved by
the Ethics Committee of First Affiliated Hospital, School of Medicine, Zhejiang
University and adhered to the tenets of the Declaration of Helsinki (Approval ID:
NO. 2020-693). Because the study was a retrospective review and analysis of fully
anonymized color retinal fundus images, the medical ethics committee declared it
exempt from informed consent.

A total dataset was generated, containing 17,330 color retinal fundus images
from 13,869 myopia patients aged 14-75 years (Table 1) obtained from the eye
center of the First Affiliated Hospital of School of Medicine, Zhejiang University
between July 2016 and June 2018. The desktop nonmydriatic retinal cameras and
digital retinography systems (Canon) were used to capture the retinal fundus
images, which were maculalutea-centered 45° color fundus photographs. The pupil
dilation was decided by the examiners depending on the patient’s ocular condition.
All the data were pseudonymized.

Definitions and the reference standard. According to the META-PM study
classification, MM was classified into 5 categories: “no myopic retinal degenerative
lesion” (Category 0), “tessellated fundus” (Category 1), “diffuse chorioretinal
atrophy” (Category 2), “patchy chorioretinal atrophy” (Category 3), and “macular
atrophy” (Category 4). Additionally, lacquer cracks, myopic choroidal neovascu-
larization, and Fuchs spot were defined as “plus” lesions!®. Thus, in this study, eyes

with MM > Category 2 or with at least one of the “plus” lesions were considered as
having PM!?, while the low myopic eyes (myopic refractive error between —0.5 D
and —6.0 D), and the eyes with MM of Category 0 or Category 1 without “plus”
lesions were defined as without PM. The example images of Category 0 to Category
4 MM were shown in Supplementary Fig. 4.

Besides, due to the large volume and high complexity of the raw fundus image
data from real-world sources, the quality and gradability of the images were
assessed by the ophthalmologists and then used for the further PM grading task.
The criteria applied to determine a gradable image was listed below:

1. Image field definition: primary field must include the entire optic nerve head
and macula.

2. Images should have perfect exposure because dark and washed-out areas
interfere with detailed grading.

3. The focus should be good for grading of small retinal lesions

4. Fewer artifacts: Avoid dust spots, arc defects, and eyelash images

5. There should be no other errors in the fundus photograph, such as the
absence of objects in the picture.

After learning the definition and testing the intra- and inter-rater reliability, a
total of twenty ophthalmologists from three ophthalmic centers, who achieved an
kappa value > 0.81 (almost perfect) for PM and MM category, participated in the
manual grading tasks and served as the graders’®. Fifteen of them were general
ophthalmologists with more than five years’ experience and five of them were
senior retinal specialists with over 10 years’ experience. They were randomly
grouped into five teams with each team involving one senior specialist. The
reference standard of the three tasks was determined based on the following
protocol. Graders in the same team evaluated the same set of images. Each grader
was blinded to the grading results made by the others and the independent
decisions on the fundus images were made. The results recognized unanimously by
the three graders in the same team were taken as the reference standard. Results
that differed among the general ophthalmologists in the same team were arbitrated
by the retinal specialist for final decision of grading?”. For the detailed workflow of
dataset processing, all available fundus images from the total dataset were involved
(n=17330) at the beginning stage, and the gradable/ungradable images were then
identified and categorized by the grader teams as described above. Subsequently, in
the gradable images group, the PM/non-PM identification and the MM grading
(CO ~ 4 with CO =non-MM and C1-4 = MM) were completed simultaneously by
the grader teams based on the criteria of META-PM classification, with PM or CO-
C4 MM images confirmed by the refractive error data (spherical equivalence worse
than —6.0 D). The workflow of manual grading tasks was illustrated in Fig. 1. The
inclusion/exclusion criteria of three tasks were listed as follows:

1. The binary task: Images obtained from eyes with refractive error (spherical
equivalent) worse than —0.5 diopters were included. Images obtained from
eyes with previous history of refractive surgery and the ungradable images
were excluded.

2. The three-class task: All the images involved in the binary task and the
ungradable images excluded in the binary task were all included in the
three-class task.

3. The five-class task: Images obtained from eyes with refractive error
(spherical equivalent) less than —6.0 diopters, but without serious
retinopathy caused by other retinal disease, were included. Images obtained
from eyes with previous history of refractive surgery and the ungradable
images were excluded.

Development of the DLSs. Our training platform was implemented with the
PyTorch framework, and all of the DLSs were trained in parallel on four NVIDIA
2080 Ti graphics processing units®S. After processed by manual grading, the total
dataset was randomly subgrouped into the training, validation, and test datasets,
which accounted 70, 20, and 10%, respectively. Each image was always taken from
a different eye and was only allowed to exist in one dataset, so that no same image
would appear in both the training and test datasets. All the raw fundus images were
pre-processed by cropping and resizing to meet the requirement of input image
format with a resolution of 512 x 512 pixels. The images in the training and
validation datasets were pre-processed by the steps of gray-scale transformations,
geometric variation and image enhancement, in order to eliminate the irrelevant
information and recover the useful or true information in images. The features of
input images were then analyzed and extracted by the DLSs. The results of binary
and multiclass classifications were given. Meanwhile, the images in the test dataset
were simultaneously evaluated by the DLSs and two ophthalmologists (one general
ophthalmologist and one retinal specialist external to the aforementioned grading
teams). The comparison results between the classifications given by the DLSs and
ophthalmologists were used to assess the performance of the DLSs. To further
evaluate our DLSs, we also recruited 1000 images from 738 patients aged 17-79
years (Table 1) in another hospital in Shanghai, which were produced by another
brand of desktop nonmydriatic retinal camera (NIDEK) and served as an external
validation dataset.

In this study, the DLSs were trained using four convolutional neural network
(CNN) architectures, namely DenseNet201, ResNet50, VGG16, and Xception. The
CNN architectures were evaluated in the test dataset and their performances were
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compared. Xception had the best metrics compared with the other architectures in all
three tasks (Supplementary Table 3 and Supplementary Fig. 5). Thus, Xception was
adopted as the optimal architecture used for the classification tasks. The detailed
relevant architecture was shown in Supplementary Fig. 6. Altogether three DLSs were
trained to handle binary or multiclass classification tasks: (i) a binary system of none
pathologic myopia/pathologic myopia (NPM/PM), (ii) a three-class system of
ungradable images/NPM/PM, and (iii) five-class system of five MM categories.

Misclassification and visualization analysis. The false-negative and false-positive
images misclassified by the three DLSs were further analyzed by a senior retinal
specialist. To provide detailed guidance for clinical analysis, a convolutional
visualization layer was implanted at the end of the network in the five-class task.
Then, this layer generated a visualization heatmap highlighting the strong pre-
dicting regions on retinal fundus images®. The consistency analysis between the
hot regions and the actual lesions was performed by a senior retinal specialist.
Additionally, we used an advanced nonlinear dimensionality reduction method, ¢-
distributed stochastic neighbor embedding visualization (t-SNE) to reduce the deep
features to two-dimension, and visualize them.

Statistics and reproducibility. According to the reference standard in binary task,
the performance of the selected general ophthalmologist, retinal specialist, and the
DLSs in the test and external validation dataset was calculated using the indices of
sensitivity, specificity, accuracy, and area under the receiver operating curve (AUC).
For the multi-class tasks, the area under the macro average of ROC (macro-AUC) for
each class in one-vs-all manner, quadratic-weighted kappa score, and accuracy were
calculated. The source data underlying ROC curves were shown in Supplementary
Data 1. We also demonstrated the confusion matrices for the multi-class classification
tasks?’. Additionally, the Clopper-Pearson method was used to calculate the 95% CL
Statistical data were analyzed using Sigma Plot 14.0 and Python 3.7.3.

Reporting summary. Further information on research design is available in the Nature
Research Reporting Summary linked to this article.

Data availability

The datasets generated and/or analyzed during the current study are available from the
corresponding author on a reasonable request. Correspondence and requests for data
materials should be addressed to Wei Han (hanweidr@zju.edu.cn). All datasets are stored
at our FTP server. The source data underlying ROC can be found in Supplementary
Data 1.

Code availability
The code used in this study can be accessed at GitHub (https://github.com/18818569575/
image_pathological_myopia).

Received: 5 December 2020; Accepted: 6 October 2021;
Published online: 26 October 2021

References

1. Ruiz-Medrano, J. et al. Myopic maculopathy: current status and proposal for a
new classification and grading system (ATN). Prog. Retin. Eye Res. 69, 80-115
(2019).

2. Holden, B. A. et al. Global prevalence of myopia and high myopia and
temporal trends from 2000 through 2050. Ophthalmology 123, 1036-1042
(2016).

3. Smith, T. Potential lost productivity resulting from the global burden of
uncorrected refractive error. B. World Health Organ. 87, 431-437 (2009).

4. Liu, H. H. et al. Prevalence and progression of myopic retinopathy in Chinese
adults: the Beijing Eye study. Ophthalmology 117, 1763-1768 (2010).

5. Vongphanit, J., Mitchell, P. & Wang, J. J. Prevalence and progression of
myopic retinopathy in an older population. Ophthalmology 109, 704-711
(2002).

6. Wong, T. Y., Ferreira, A., Hughes, R,, Carter, G. & Mitchell, P. Epidemiology
and disease burden of pathologic myopia and myopic choroidal
neovascularization: an evidence-based systematic review. Am. J. Ophthalmol.
157, 9-25 (2014).

7. Pan, C. W, Dirani, M., Cheng, C. Y., Wong, T. Y. & Saw, S. M. The age-
specific prevalence of myopia in Asia: a meta-analysis. Optom. Vis. Sci. 92,
258-266 (2015).

8. Wang, N. K. et al. Clinical characteristics of posterior staphylomas in myopic
eyes with axial length shorter than 26.5 millimeters. Am. J. Ophthalmol. 162,
180-190 (2016).

9. Morgan, I. G., Ohno-Matsui, K. & Saw, S. M. Myopia. Lancet 379, 1739-1748
(2012).

11.

13.

14.

16.

17.

18.

19.

20.
21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

Liao, C. et al. Role of parental refractive status in myopia progression: 12-year
annual observation from the Guangzhou twin eye study. Invest. Ophthalmol.
Vis. Sci. 60, 3499-3506 (2019).

He, J. et al. Prevalence and causes of visual impairment and rate of wearing
spectacles in schools for children of migrant workers in Shanghai, China. Bmc
Public Health 14, 1312 (2014).

Grzybowski, A. et al. Artificial intelligence for diabetic retinopathy screening: a
review. Eye 34, 451-460 (2020).

Hamet, P. & Tremblay, J. Artificial intelligence in medicine. Metabolism 69,
$36-540 (2017).

Zhang, J. et al. A deep learning framework for driving behavior identification
on in-vehicle CAN-BUS sensor data. Sensors. 19, 1356 (2019).

Esteva, A. et al. Dermatologist-level classification of skin cancer with deep
neural networks. Nature 542, 115-118 (2017).

Ehteshami Bejnordi, B. et al. Diagnostic assessment of deep learning
algorithms for detection of lymph node metastases in women with breast
cancer. JAMA 318, 2199 (2017).

Zhao, X. et al. A deep learning model integrating FCNNs and CRFs for brain
tumor segmentation. Med. Image Anal. 43, 98-111 (2018).

Ohno-Matsui, K. et al. International photographic classification and grading
system for myopic maculopathy. Am. J. Ophthalmol. 159, 877-883

(2015).

Ohno-Matsui, K. WHAT IS THE FUNDAMENTAL NATURE OF
PATHOLOGIC MYOPIA? Retina. 37, 1043-1048 (2017).

Dolgin, E. The myopia boom. Nature 519, 276-278 (2015).

Spillmann, L. Stopping the rise of myopia in Asia. Graefe’s Arch. Clin. Exp.
Ophthalmol. 258, 943-959 (2020).

Chollet, F. Xception: deep learning with depthwise separable convolutions.
(2016).

Gulshan, V. et al. Development and validation of a deep learning algorithm for
detection of diabetic retinopathy in retinal fundus photographs. JAMA 316,
2402 (2016).

Liu, H. et al. Development and validation of a deep learning system to detect
glaucomatous optic neuropathy using fundus photographs. Jama Ophthalmol.
137, 1353 (2019).

Burlina, P. M., Joshi, N., Pacheco, K. D., Liu, T. Y. A. & Bressler, N. M.
Assessment of deep generative models for high-resolution synthetic retinal
image generation of age-related macular degeneration. Jama Ophthalmol. 137,
258 (2019).

Gupta, K. et al. A quantitative severity scale for retinopathy of prematurity
using deep learning to monitor disease regression after treatment. Jama
Ophthalmol. 137, 1029 (2019).

Tan, N. M. et al. Automatic detection of pathological myopia using variational
level set. Conf. Proc. IEEE Eng. Med Biol. Soc. 2009, 3609-3612 (2009).
Zhang, Z. et al. Automatic diagnosis of pathological myopia from
heterogeneous biomedical data. Plos ONE 8, 65736 (2013).

Freire, C. R., Moura, J. C. D. C, Barros, D. M. D. S. & Valentim, R. A. D. M.
Automatic lesion segmentation and Pathological Myopia classification in
fundus images. (2020).

Devda, J. & Eswari, R. Pathological myopia image analysis using deep
learning. Procedia Comput. Sci. 165, 239-244 (2019).

Scanlon, P. H,, Foy, C., Malhotra, R. & Aldington, S. J. The influence of age,
duration of diabetes, cataract, and pupil size on image quality in digital
photographic retinal screening. Am. J. Ophthalmol. 141, 603 (2006).
Scanlon, P. H. et al. The effectiveness of screening for diabetic retinopathy by
digital imaging photography and technician ophthalmoscopy. Diabet. Med.
20, 467-474 (2003).

Zhao, X. et al. Morphological characteristics and visual acuity of highly
myopic eyes with different severities of myopic maculopathy. Retina 40,
461-467 (2020).

Du, R. et al. Deep learning approach for automated detection of myopic
maculopathy and pathologic myopia in fundus images. Ophthalmol. Retina
(2021).

Wang, Y., Cao, Z.,, Zeng, D., Wang, X. & Wang, Q. Using deep learning to
predict the hand-foot-and-mouth disease of enterovirus A71 subtype in
Beijing from 2011 to 2018. Sci. Rep. 10, 12201 (2020).

Landis, J. R. & Koch, G. G. The measurement of observer agreement for
categorical data. Biometrics 33, 159-174 (1977).

Verbraak, F. et al. Diagnostic accuracy of a device for the automated detection
of diabetic retinopathy in a primary care setting. Diabetes Care 42, c180148
(2019).

Paszke, A. et al. PyTorch: an imperative style, high-performance deep learning
library. (2019).

Gargeya, R. & Leng, T. Automated identification of diabetic retinopathy using
deep learning. Ophthalmology 124, 962-969 (2017).

Sahlsten, J. et al. Deep learning fundus image analysis for diabetic retinopathy
and macular edema grading. Sci. Rep. 9 (2019).

COMMUNICATIONS BIOLOGY | (2021)4:1225 | https://doi.org/10.1038/s42003-021-02758-y | www.nature.com/commsbio 7


https://github.com/18818569575/image_pathological_myopia
https://github.com/18818569575/image_pathological_myopia
www.nature.com/commsbio
www.nature.com/commsbio

ARTICLE

COMMUNICATIONS BIOLOGY | https://doi.org/10.1038/s42003-021-02758-y

Acknowledgements

This study was supported by grants from the National Natural Science Foundation of
China (grant no. 81670842), the Science and technology project of Zhejiang Province
(grant no. 2019C03046), the Fundamental Research Funds for the Central Universities
(grant no. WK9110000099). The sponsor or funding organization had no role in the
design or conduct of this research.

Author contributions

LL, EL.Z, and W.S.Y. had full access to all of the data in the study and take respon-
sibility for the integrity of the data and the accuracy of the data analysis. Concept and
design: L.L. and W.H. Administrative, technical, or material support: W.H., LX.L., D.Q,,
and L.W. Acquisition, analysis, or interpretation of data: EL.Z, QY.L, PFR, X.Y.T,,
MM.Z, QY.L, B.C,, and W.S.Y. Drafting of the manuscript: All authors. Critical
revision of the manuscript for important intellectual content: All authors. Statistical
analysis: E.L.Z. and W.S.Y. Supervision: L.L. and W.H.

Competing interests
The authors declare no competing interests.

Additional information
Supplementary information The online version contains supplementary material
available at https://doi.org/10.1038/542003-021-02758-y.

Correspondence and requests for materials should be addressed to Wei Han.

Peer review information Communications Biology thanks Juexin Wang and the other,
anonymous, reviewers for their contribution to the peer review of this work. Primary
Handling Editors: Luke R. Grinham and Jaume Bacardit. Peer reviewer reports are
available.

Reprints and permission information is available at http://www.nature.com/reprints

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Open Access This article is licensed under a Creative Commons
BY

Attribution 4.0 International License, which permits use, sharing,
adaptation, distribution and reproduction in any medium or format, as long as you give
appropriate credit to the original author(s) and the source, provide a link to the Creative
Commons license, and indicate if changes were made. The images or other third party
material in this article are included in the article’s Creative Commons license, unless
indicated otherwise in a credit line to the material. If material is not included in the
article’s Creative Commons license and your intended use is not permitted by statutory
regulation or exceeds the permitted use, you will need to obtain permission directly from
the copyright holder. To view a copy of this license, visit http://creativecommons.org/
licenses/by/4.0/.

© The Author(s) 2021

8 COMMUNICATIONS BIOLOGY | (2021)4:1225 | https://doi.org/10.1038/s42003-021-02758-y | www.nature.com/commsbio


https://doi.org/10.1038/s42003-021-02758-y
http://www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
www.nature.com/commsbio

	Development of deep learning-based detecting systems for pathologic myopia using retinal fundus images
	Results
	Performance of the DLSs
	Misclassified images analysis
	Visualization analysis

	Discussion
	Methods
	Data collection
	Definitions and the reference standard
	Development of the DLSs
	Misclassification and visualization analysis
	Statistics and reproducibility

	Reporting summary
	Data availability
	Code availability
	References
	Acknowledgements
	Author contributions
	Competing interests
	Additional information




