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Abstract 

Purpose  This study aims to identify potential myopia biomarkers using machine learning algorithms, enhancing 
myopia diagnosis and prognosis prediction.

Methods  GSE112155 and GSE15163 datasets from the GEO database were analyzed. We used “limma” for differential 
expression analysis and “GO plot” and “clusterProfiler” for functional and pathway enrichment analyses. The LASSO 
and SVM-RFE algorithms were employed to screen myopia-related biomarkers, followed by ROC curve analysis 
for diagnostic performance evaluation. Single-gene GSEA enrichment analysis was executed using GSEA 4.1.0.

Results  The functional analysis of differentially expressed genes indicated their role in carbohydrate generation 
and polysaccharide synthesis. We identified 23 differentially expressed genes associated with myopia, four of which 
were highly effective diagnostic biomarkers. Single gene GSEA results showed these genes control the ubiquitin-
mediated protein hydrolysis pathway.

Conclusion  Our study identifies four key myopia biomarkers, providing a foundation for future clinical and experi-
mental validation studies.
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Introduction
Myopia, or nearsightedness, is a common vision condi-
tion where close objects appear clear, but distant ones are 
blurred. It increases the risk of several eye-related com-
plications such as retinal detachment, dry eye, cataracts, 
and glaucoma. Additionally, symptoms like headaches 

and eye strain can occur [1–3]. With a global prevalence 
of 34% in 2020, projected to rise to 49.8% by 2050, myo-
pia presents a significant public health challenge world-
wide [4].The prevalence of myopia is rising year over year 
in several populations as a result of changes in people’s 
lifestyles and daily routines [5]. Myopia is caused by a 
complex interaction of hereditary and environmental 
variables, which are now thought to be the main cause.

Several studies have examined the relationship between 
mutations in disease-causing genes and myopia. A study 
collected data from 593 individuals with high myopia for 
gene-set analysis (GSA) of new genome-wide associa-
tion study (GWAS) data and identified by whole-genome 
sequencing 45 triplet families with high myopia, screening 
196 genes with ab initio mutations for over-representation 
analysis (ORA), and 284 previously reported myopia risk 
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genes for ORA for human genetic analysis. At last, it impli-
cated the HIF-1α signaling pathway in promoting human 
myopia through mediating interactions between genetic 
and environmental factors [6]. The SOX2 gene’s rs4575941 
allele G, which may be a risk gene for high myopia in the 
Chinese population, was predicted to play some roles in 
the genetic vulnerability to high myopia [7]. PAX6 has 
recently been identified as a myopia-risk gene by meta-
analysis. Additionally, it found a strong link between PAX6 
and HOXA9. In addition, it has been noted that HOXA9 
activates TGF, a risk factor for myopia. HOXA9 may 
encourage pro-myopia gene expression and RPE growth, 
which ultimately aid in the development of myopia [8].

Additional data from a study support the hypothesis 
that the PAX6 SNP rs644242 is linked to severe myopia. 
The gene may contribute to the emergence or progres-
sion of severe myopia [9]. Loss of VIPR2 function may 

impair bipolar cell function, which corresponds to an 
increase in form deprivation myopia (FDM), and thus the 
VIP-VIPR2 signaling pathway axis is a viable new target 
to control the development of this condition [10]. Myopia 
is currently treated both domestically and internation-
ally mostly with corrective surgery, medicine, and frame 
glasses. Sports medicine and vision care still lack signifi-
cant experience. Recent developments in biology have led 
to the identification of numerous loci and mutations or 
variants linked to myopia using molecular approaches 
such as linkage analysis, candidate gene identification, 
GWAS, and next-generation sequencing (NGS) [11].

The increasing prevalence of myopia has accelerated 
our research on the pathogenesis of myopia. To further 
investigate the mutated genes in the corneas of myopic 
samples, we explored the differences in gene expression 
between myopic and normal corneas to discover the 

Fig. 1  Differential expression analysis. A Heatmap of differential expression analysis of GSE112155 dataset. B Heatmap of differential expression 
analysis of GSE151631 dataset



Page 3 of 12Zhang et al. BMC Ophthalmology          (2023) 23:388 	

Fig. 1  continued

Fig. 2  Venn diagram of differentially expressed genes in both datasets. A Venn diagram of down-regulated genes in GSE112155 and GSE151631. 
B Venn diagram of up-regulated genes in GSE112155 and GSE151631. C Venn diagram of up-regulated genes in GSE112155 and GSE151631
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molecular biological mechanism of myopia pathogenesis 
and precisely target myopia treatment to provide a refer-
ence for clinical treatment of myopia.

Methods
Data sources
Data from the Gene Expression Omnibus (GEO) (https://​
www.​ncbi.​nlm.​nih.​gov/​geo/) database in the GSE112155 
and GSE151631 datasets were used for analysis in this 
study. Gene expression levels were normalized using 
transcripts per kilobase million (TPM) values; the follow-
ing equation was used: TPM = Read count × 1,000,000/
Mapped Reads [12].

Analysis methods
Analysis of differentially expressed genes
Differential expression analysis was performed on con-
trol samples from GSE112155 and Keratoconus patient 
samples from GSE151631 using the “limma” package, and 
the genes that were up- and down-regulated in the two 
datasets were plotted separately in a Venn diagram, with 

the overlap identified as differentially expressed genes 
associated with myopia.

Functional and pathway enrichment analysis
Gene Ontology (GO) and Kyoto Encyclopedia of Genes 
and Genomes (KEGG) enrichment analyses were per-
formed for differentially expressed genes using the “GO 
plot” and “clusterProfiler” software packages. The GO 
enrichment analysis includes cell composition (CC), bio-
logical process (BP), and molecular function (MF).

Selecting myopia‑related biomarkers
The software packages “glmnet” and “e1071” were used 
to perform Support Vector Machine Recursive Feature 
Elimination (SVM-RFE) analysis and Least Absolute 
Shrinkage and Selection Operator (LASSO) Logistic 
Regression. Two machine learning algorithms were used 
to screen the biomarkers, and the genes they identified 
were then shown in a Venn diagram with the myopia-
related biomarkers occupying the overlapped areas. 
The diagnostic effectiveness of the biomarkers was then 

Fig. 3  Functional and pathway enrichment analysis of differentially expressed genes. A GO enrichment analysis. B KEGG enrichment analysis
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tested by plotting the receiver operating characteristic 
(ROC) and measuring the AUC.

Biomarker‑related pathway prediction
To predict biomarker-related pathways software 
GSEA_4.1.0 was used to perform single-gene GSEA 
enrichment analysis. The GSE112155 and GSE151631 data 
were first merged and platform effects were eliminated, 
and the four biomarkers were divided into high and low-
expression groups based on their expression, respectively. 
The significance criterion was a nominal P-value < 5%.

Results
Analysis of differentially expressed genes
The datasets GSE112155 and GSE151631 were trans-
formed into TPM for differentially expressed gene analy-
sis. 308 differentially expressed genes were identified in 
GSE112155 (Fig. 1A), which contained 189 up-regulated 
genes and 119 down-regulated genes; 1848 differentially 

expressed genes were identified in GSE151631, which 
contained 699 up-regulated genes and 1149 down-regu-
lated genes (Fig. 1B).

The datasets GSE112155 and GSE151631 up-regulated 
and down-regulated genes were plotted separately on a 
Venn diagram to take the intersection, and eight genes 
that were co-regulated in GSE112155 and GSE151631 
(Fig.  2A) and 15 genes that were co-regulated in 
GSE112155 and GSE151631 (Fig. 2B) were obtained. The 
latter 23 genes were identified as myopia-related differen-
tially expressed genes.

Functional and pathway enrichment analysis
Then, we conducted functional and pathway enrichment 
analyses on 23 genes, which were primarily enriched in 
BP for the cellular polysaccharide biosynthetic process, 
polysaccharide biosynthetic process, and cellular carbo-
hydrate biosynthetic process (Fig.  3A); CC is primarily 
enriched in the sarcomere, myofibril, and lateral plasma 

Fig. 4  Myopia-related biomarker screening. A LASSO regression analysis. B SVM-RFE analysis. C Venn diagram of genes obtained from LASSO 
regression analysis and SVM-RFE analysis screening
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membrane; and MF is primarily enriched in tropomyo-
sin binding, nuclear receptor activity (Fig. 3B).

Screening for myopia‑related biomarkers
We used two machine learning algorithms, LASSO 
and SVM-RFE, to screen myopia-related biomarkers in 
GSE151631: the LASSO regression algorithm selected six 
potential biomarkers (Fig. 4A) (NR1D1, PPP1R18, RTKN, 
LMOD1, PGBD2, and PPP1R3D); the SVM-RFE algo-
rithm screened also 6 potential biomarkers (Fig. 4B) were 
obtained (PPP1R18, NUPR1, NR1D1, PPP1R3D, PGBD2, 
and ZNF780A). The biomarkers selected by both algo-
rithms were plotted in a Venn diagram (Fig. 4C), and a total 
of 4 genes (NR1D1, PPP1R18, PGBD2, PPP1R3D) were 
identified as biomarkers of myopia in the overlapping part.

Diagnostic efficiency of biomarkers
To clarify the diagnostic efficiency of the four genes in 
NR1D1, PPP1R18, PGBD2, and PPP1R3D, respectively, we 
subsequently plotted ROC curves and calculated the area 
under the curve (AUC) using GSE151631 and validated 
them in GSE112155. NR1D1 (AUC = 0.986) in GSE151631, 
PGBD2 (AUC = 1.000), PPP1R3D (AUC = 1.000), PPP1R18 
(AUC = 1.000) (Fig.  5A); NR1D1 (AUC = 0.810), PGBD2 
(AUC = 0.710), PPP1R3D (AUC = 0.800), in GSE112155 
PPP1R18 (AUC = 0.720) (Fig. 5B). This result indicates that 
all four biomarkers have good diagnostic efficiency.

Biomarker‑related pathway prediction
To predict potentially relevant pathways for the biomarkers, 
we combined GSE151631 and GSE112155 and performed 
GSEA based on the expression of each of the four biomarkers. 
eight pathways were enriched in the NR1D1 low expression 
group (Fig.  6): KEGG_SPHINGOLIPID_METABOLISM 
(NES = 1.89, P = 0.006), KEGG_UBIQUITIN​_​M​EDIATED_
PROTEOLYSIS (NES =  1 .69,  P  =  0 .000) ,  KEGG​_​
PANCREATIC_CANCER (NES = 1.64, P = 0.015), KEGG_​CELL​
_​CYCLE (NES = 1.57, P = 0.048), KEGG_RENAL_CELL_
CARCINOMA (NES = 1.53, P = 0.039), KEGG_ERBB​_​
SIGNALING_PATHWAY (NES = 1.47, P = 0.038), KEGG​_​
AMINO_SUGAR_AND_NUCLEOTIDE_ SUGAR_
METABOLISM (NES = 1.47, P = 0.030), and KEGG_LONG_
TERM_POTENTIATION (NES = 1.43, P = 0.040). This 
result suggests that NR1D1 may play a negative regulatory 
role in these pathways.

The PGBD2 high expression group was enriched to 
1 pathway: KEGG_UBIQUITIN_MEDIATED_PRO-
TEOLYSIS (NES=-1.52, P = 0.032) (Fig.  7). This 
suggests that PGBD2 may play an important role in 
UBIQUITIN_MEDIATED_PROTEOLYSIS.

The PPP1R3D high expression group was enriched 
to 4 pathways (Fig.  8): KEGG_UBIQUITIN_MEDI-
ATED_PROTEOLYSIS (NES=-1.77, P = 0.000), KEGG_
RNA_DEGRADATION (NES=-1.55, P = 0.018), KEGG_ 
PROPANOATE_METABOLISM (NES=-1.53, P = 0.047), 

Fig. 5  Diagnostic efficiency of myopia-related biomarkers. A Four biomarker ROC curves in GSE151631. B Four biomarker ROC curves in GSE112155
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and KEGG_LONG_TERM_POTENTIATION (NES=-
1.35, P = 0.043). These results imply that PPP1R3D has a 
positive regulatory effect on these pathways.

The PPP1R18 low expression group was enriched to 4 
pathways (Fig.  9): KEGG_UBIQUITIN_MEDIATED​_​
PROTEOLYSIS (NES = 1.59, P = 0.015), KEGG_RNA​
_​DEGRADATION (NES = 1.54, P = 0.025), KEGG_ REGULA-
TION_OF_AUTOPHAGY (NES = 1.51, P = 0.049), and 

KEGG_PROPANOATE_METABOLISM (NES = 1.49, 
P = 0.031). These results suggest that PPP1R3D may 
inhibit the activation of these pathways.

Discussion
There is growing evidence confirming that myopia is not 
simply a refractive error, but is influenced by many fac-
tors [13]. In this study, we compared the gene expression 

Fig. 6  NR1D1 single gene GSEA
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profiles of myopic patients’ corneas to those from nor-
mal populations. We searched both datasets for differ-
entially expressed genes, and then we merged the results 
to uncover co-regulated genes. This analysis revealed 23 
co-regulated genes to be myopia-related differentially 
expressed genes. The generation of carbohydrates is pri-
marily impacted by the 23 distinct genes indicated above, 
which are involved in polysaccharide biosynthesis. High 
glucose levels may impact the glycosylation of corneal 
fibers and collagen cross-links in the corneal stroma, 
limiting the biomechanical weakening of the cornea and 
lowering the occurrence of conical corneas, according 
to earlier research [14, 15], while the body’s blood glu-
cose levels can be influenced by the processes of carbo-
hydrate synthesis and polysaccharide synthesis, which 
are enriched by separate genes, which is consistent with 
earlier research. Subsequent machine-learning analy-
sis revealed four genes—NR1D1, PPP1R18, PGBD2, and 
PPP1R3D—as potential myopia biomarkers, all demon-
strating robust diagnostic efficiency.The single gene GSEA 
results for the aforementioned four genes reveal that each 
of these four genes has an impact on the pathway for ubiq-
uitin-mediated protein hydrolysis. All eukaryotic cells 
contain ubiquitin, which alters proteins for proteasomal 
breakdown and non-protein hydrolysis processes [16]. 
The ubiquitin protein hydrolysis system plays important 

role in the cell. These include regulation of the cell cycle, 
regulation of immune and inflammatory responses, con-
trol of signal transduction pathways, development, and 
differentiation [17]. These complex processes are con-
trolled by the specific degradation of a protein or group 
of proteins. The role of ubiquitination in ophthalmology 
has been studied in several ways. In a study by Fu SH et al. 
[18], the epithelial-mesenchymal transition and cell per-
meability of retinal pigment epithelial cells were discov-
ered to be impacted by the ubiquitination degradation 
process, which has an impact on diabetic retinopathy. In 
a study by Annika N Boehm et al. [19], it was discovered 
that in inflammatory eye diseases, the human leukocyte 
antigen (HLA)-F adjacent transcript 10 (FAT10) family of 
ubiquitin-like modifiers can lead to the loss of phospho-
diesterase 6 (PDE6) by targeting PDE6 for proteasomal 
degradation through the formation of covalent covalent 
bonds. All of the myopia-related biomarkers examined in 
this investigation alter ubiquitin-mediated protein hydrol-
ysis, but more research is required to determine the pre-
cise role of ubiquitin-mediated protein hydrolysis in the 
onset and progression of myopia.

NR1D1 is involved in metabolism, autophagy, cell 
proliferation, inflammation and other processes and 
regulates a variety of diseases [20–22]. It is not only a 
regulator of circadian clock metabolism, but also an 

Fig. 7  PGBD2 single gene GSEA
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important nuclear receptor for the normal function of 
mammalian retina [23]. Importantly, it can also regu-
late the expression of many genes in the retina [24, 25]. 
Studies have confirmed that NR1D1 reverses the func-
tional NR2E3 gene in retinal degeneration mice. There-
fore, NR1D1 can be used as a new therapeutic drug for 
retinal degeneration [23]. Additionally, it was shown that 
NR1D1 reduced retinal inflammation and prevented 

the activation of microglia linked to the start of reti-
nal inflammation [26]. Protein phosphatase 1(PP1) is a 
major serine/threonine phosphatase that is expressed in 
all eukaryotic cells [27]. Previous research has revealed 
that the PP1-binding proteins protein phosphatase 1 
regulatory subunit 18 (PPP1R18) and PPPIR subunit 3D 
(PPP1R3D) play a critical role in regulating vertebrate 
studies of development [28]. In addition, PP1 plays a key 

Fig. 8  PPP1R3D single gene GSEA
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role in both the lens and human retinal epithelium [29]. 
PGBD2 is a member of the PiggyBac family [30], and 
there are few studies on the relationship between PGBD2 
and myopia. The value of this gene in myopia diagnosis 
identified in this study may inspire subsequent studies.

In the current study, we compared patients with differ-
ent degrees of myopia to normal cornea patients, search-
ing for differentially expressed genes, investigating the 
functions of these genes, identifying key myopia biomark-
ers, studying the diagnostic efficacy of these key biomark-
ers, and based on GSEA analysis, identifying several key 
pathways that may be involved in myopia progression. 
These findings have contributed to our understanding of 

the pathophysiology of myopia. However, due to the lim-
ited sample size in this study, the strength of the evidence 
is reduced. We will use this research as a stepping stone 
for more clinical and basic experimental studies to further 
validate our findings, as the exact mechanisms of myopia 
are still largely unknown.

To further understand the potential roles of these genes 
in high myopia, future research should consider using 
larger sample populations and including more patients with 
high myopia. We will also explore whether these genes are 
associated with high myopia. Additionally, we plan to fur-
ther investigate how these genes influence cellular func-
tions and how they may interact with environmental factors 

Fig. 9  PPP1R18 single gene GSEA
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to affect the severity of myopia. Through such efforts, we 
hope to gain a better understanding of the genetic basis 
of high myopia and potentially guide future treatment 
strategies.

Conclusion
Our study shows that NR1D1, PPP1R18, PGBD2, and 
PPP1R3D are effective as biomarkers in the diagno-
sis of myopia and that NR1D1, PPP1R18, PGBD2, and 
PPP1R3D may be potential therapeutic targets.

Abbreviations
AUC​	� Area Under Curve
GSA	� Gene Set Analysis
GWAS	� Genome-wide association study
ORA	� Over representation analysis
FDM	� Form-deprivation myopia
NGS	� Next-generation sequencing
GEO	� Gene Expression Omnibus
TPM	� Transcripts per kilobase million
GO	� Gene Ontology
KEGG	� Kyoto Encyclopedia of Genes and Genomes
CC	� Cell composition
MF	� Molecular function
SVM-RFE	� Support Vector Machine Recursive Feature Elimination
LASSO	� Least Absolute Shrinkage and Selection Operator
ROC	� Receiver operating characteristic
HLA	� Human leukocyte antigen
FAT	� F adjacent transcript
PDE	� Phosphodiesterase
PPI	� Protein phosphatase 1
PPP1R	� Protein phosphatase 1 regulatory

Supplementary Information
The online version contains supplementary material available at https://​doi.​
org/​10.​1186/​s12886-​023-​03119-5.

Additional file 1. 

Acknowledgements
Thanks to the editors and reviewers for their hard work and important 
comments.

Authors’ contributions
C.S. contributed to the direction and guidance of this review. SN.Z. drafted the 
manuscript and revised the manuscript. T.W., HH.W., and BF.G. prepared the 
figures and provided constructive advice. All authors read and approved the 
final manuscript.

Funding
Not applicable.

Availability of data and materials
The available data has been placed in the Supplementary materials.
Web links and URLs: The GEO database (https://​www.​ncbi.​nlm.​nih.​gov/​geo/).
The GSEA database (http://​www.​gsea-​msigdb.​org/​gsea/​index.​jsp).

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare no competing interests.

Received: 3 February 2023   Accepted: 31 August 2023

References
	1.	 Baird PN, Saw SM, Lanca C, Guggenheim JA, Smith Iii EL, Zhou X, et al. 

Myopia. Nat Rev Dis Primers. 2020;6(1):99.
	2.	 Bullimore MA, Ritchey ER, Shah S, Leveziel N, Bourne RRA, Flit-

croft DI. The risks and benefits of Myopia Control. Ophthalmology. 
2021;128(11):1561–79.

	3.	 Medina A. The cause of myopia development and progression: theory, 
evidence, and treatment. Surv Ophthalmol. 2022;67(2):488–509.

	4.	 Holden BA, Fricke TR, Wilson DA, Jong M, Naidoo KS, Sankaridurg P, et al. 
Global prevalence of myopia and high myopia and temporal Trends from 
2000 through 2050. Ophthalmology. 2016;123(5):1036–42.

	5.	 Burton MJ, Ramke J, Marques AP, Bourne RRA, Congdon N, Jones I, et al. 
The Lancet Global Health Commission on Global Eye Health: vision 
beyond 2020. Lancet Glob Health. 2021;9(4):e489–551.

	6.	 Zhao F, Zhang D, Zhou Q, Zhao F, He M, Yang Z, et al. Scleral HIF-1α is a 
prominent regulatory candidate for genetic and environmental interac-
tions in human myopia pathogenesis. EBioMedicine. 2020;57: 102878.

	7.	 Li L, Cui YJ, Zou Y, Yang L, Yin X, Li B, et al. Genetic association study of 
SOX2 gene polymorphisms with high myopia in a chinese population. 
Eur J Ophthalmol. 2021;31(2):734–9.

	8.	 Liang CL, Hsu PY, Ngo CS, Seow WJ, Karnani N, Pan H, et al. HOXA9 is a 
novel myopia risk gene. BMC Ophthalmol. 2019;19(1):28.

	9.	 Tang SM, Ma L, Lu SY, Wang YM, Kam KW, Tam POS, et al. Association of 
the PAX6 gene with extreme myopia rather than lower grade myopias. Br 
J Ophthalmol. 2018;102(4):570–4.

	10.	 Zhao F, Li Q, Chen W, Zhu H, Zhou D, Reinach PS, et al. Dysfunc-
tion of VIPR2 leads to myopia in humans and mice. J Med Genet. 
2022;59(1):88–100.

	11.	 Cai XB, Shen SR, Chen DF, Zhang Q, Jin ZB. An overview of myopia genet-
ics. Exp Eye Res. 2019;188: 107778.

	12.	 Jiao Y, Huang B, Chen Y, Hong G, Xu J, Hu C, et al. Integrated analyses 
reveal overexpressed Notch1 promoting Porcine Satellite cells’ prolifera-
tion through regulating the cell cycle. Int J Mol Sci. 2018;19(1): 271.

	13.	 Goldich Y, Barkana Y, Gerber Y, Rasko A, Morad Y, Harstein M, et al. Effect of 
diabetes mellitus on biomechanical parameters of the cornea. J Cataract 
Refract Surg. 2009;35(4):715–9.

	14.	 Seiler T, Huhle S, Spoerl E, Kunath H. Manifest diabetes and keratoconus: 
a retrospective case-control study. Graefes Arch Clin Exp Ophthalmol. 
2000;238(10):822–5.

	15.	 Finley D, Ulrich HD, Sommer T, Kaiser P. The ubiquitin-proteasome system 
of Saccharomyces cerevisiae. Genetics. 2012;192(2):319–60.

	16.	 Vu PK, Sakamoto KM. Ubiquitin-mediated proteolysis and human disease. 
Mol Genet Metab. 2000;71(1–2):261–6.

	17.	 Fu SH, Lai MC, Zheng YY, Sun YW, Qiu JJ, Gui F, et al. MiR-195 inhibits 
the ubiquitination and degradation of YY1 by Smurf2, and induces EMT 
and cell permeability of retinal pigment epithelial cells. Cell Death Dis. 
2021;12(7):708.

	18.	 Boehm AN, Bialas J, Catone N, Sacristan-Reviriego A, van der Spuy J, 
Groettrup M, et al. The ubiquitin-like modifier FAT10 inhibits retinal 
PDE6 activity and mediates its proteasomal degradation. J Biol Chem. 
2020;295(42):14402–18.

	19.	 Cho H, Zhao X, Hatori M, Yu RT, Barish GD, Lam MT, et al. Regulation of cir-
cadian behaviour and metabolism by REV-ERB-α and REV-ERB-β. Nature. 
2012;485(7396):123–7.

	20.	 Sulli G, Rommel A, Wang X, Kolar MJ, Puca F, Saghatelian A, et al. Phar-
macological activation of REV-ERBs is lethal in cancer and oncogene-
induced senescence. Nature. 2018;553(7688):351–5.

https://doi.org/10.1186/s12886-023-03119-5
https://doi.org/10.1186/s12886-023-03119-5
https://www.ncbi.nlm.nih.gov/geo/
http://www.gsea-msigdb.org/gsea/index.jsp


Page 12 of 12Zhang et al. BMC Ophthalmology          (2023) 23:388 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

	21.	 Shen W, Zhang W, Ye W, Wang H, Zhang Q, Shen J, et al. SR9009 induces a 
REV-ERB dependent anti-small-cell lung cancer effect through inhibition 
of autophagy. Theranostics. 2020;10(10):4466–80.

	22.	 Cruz NM, Yuan Y, Leehy BD, Baid R, Kompella U, DeAngelis MM, et al. 
Modifier genes as therapeutics: the nuclear hormone receptor Rev 
Erb alpha (Nr1d1) rescues Nr2e3 associated retinal disease. PLoS ONE. 
2014;9(1): e87942.

	23.	 Cheng H, Khanna H, Oh EC, Hicks D, Mitton KP, Swaroop A. 
Photoreceptor-specific nuclear receptor NR2E3 functions as a 
transcriptional activator in rod photoreceptors. Hum Mol Genet. 
2004;13(15):1563–75.

	24.	 Mollema NJ, Yuan Y, Jelcick AS, Sachs AJ, von Alpen D, Schorderet D, et al. 
Nuclear receptor rev-erb alpha (Nr1d1) functions in concert with Nr2e3 
to regulate transcriptional networks in the retina. PLoS ONE. 2011;6(3): 
e17494.

	25.	 Wang Z, Huang Y, Chu F, Ji S, Liao K, Cui Z, et al. Clock gene Nr1d1 allevi-
ates retinal inflammation through repression of Hmga2 in Microglia. J 
Inflamm Res. 2021;14:5901–18.

	26.	 Korrodi-Gregório L, Silva JV, Santos-Sousa L, Freitas MJ, Felgueiras 
J, Fardilha M. TGF-β cascade regulation by PPP1 and its interactors 
-impact on prostate cancer development and therapy. J Cell Mol Med. 
2014;18(4):555–67.

	27.	 Liu WB, Yan Q, Liu FY, Tang XC, Chen HG, Liu J, et al. Protein serine/threo-
nine phosphotase-1 is essential in governing normal development of 
vertebrate eye. Curr Mol Med. 2012;12(10):1361–71.

	28.	 Wang W, Stukenberg PT, Brautigan DL. Phosphatase inhibitor-2 balances 
protein phosphatase 1 and aurora B kinase for chromosome segrega-
tion and cytokinesis in human retinal epithelial cells. Mol Biol Cell. 
2008;19(11):4852–62.

	29.	 Umeda IO, Nakata H, Nishigori H. Identification of protein phosphatase 2 
C and confirmation of other protein phosphatases in the ocular lenses. 
Exp Eye Res. 2004;79(6):385–92.

	30.	 Yusa K. piggyBac Transposon. Microbiol Spectr. 2015;3(2):Mdna3-0028.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	Identification of potential biomarkers of myopia based on machine learning algorithms
	Abstract 
	Purpose 
	Methods 
	Results 
	Conclusion 

	Introduction
	Methods
	Data sources
	Analysis methods
	Analysis of differentially expressed genes
	Functional and pathway enrichment analysis
	Selecting myopia-related biomarkers
	Biomarker-related pathway prediction


	Results
	Analysis of differentially expressed genes
	Functional and pathway enrichment analysis
	Screening for myopia-related biomarkers
	Diagnostic efficiency of biomarkers
	Biomarker-related pathway prediction

	Discussion
	Conclusion
	Anchor 23
	Acknowledgements
	References


