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Abstract N\
Background: Matrix metalloproteinase-2 (MMP-2) polymorphisms have been considered as risk factors of cataracts, but the |
results still remain controversial. In this study, we have performed a systematic meta-analysis to evaluate the association between

MMP-2 polymorphisms and cataract risks.

Methods: Published literature was retrieved from Wanfang, Chinese Biomedical Literature Database, Chinese National Knowledge
Infrastructure, Chongaing VIP Chinese Science and Technology Periodical Database, PubMed, Embase, and Web of Science
databases. The case—control studies that explored the association between MMP-2 polymorphisms and cataract risks were
included. Pooled odds ratio (OR) and 95% confidence interval (Cl) were calculated using random- or fixed-effects model.
Results: This study could provide high-quality and evidence-based medical evidence for the correlation between MMP-2
polymorphisms and cataract risks

Conclusion: The study could provide updated evidence for the evaluation of the relationship between MMP-2 polymorphism and
cataract risk.

Ethics and dissemination: The private information from individuals will not be published. This systematic review also will not
involve endangering participant rights. Ethical approval is not available. The results may be published in a peer-reviewed journal or
disseminated in relevant conferences.

OSF Registration Number: DOI 10.17605/0SF.I0/KUSNE.

Abbreviations: Cls = confidence intervals, MMP-2 = matrix metalloproteinase-2, OR = odds ratio, PRISMA-P = Preferred

Reporting Iltems for Systematic Reviews and MetaAnalysis Protocols.
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1. Introduction

Cataract is caused by lens opacity due to the destruction of
crystalline microstructure, which adversely affects the transmis-
sion of light on the retina.™ Currently, cataract is commonly lead
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to blindness in the world, accounting for 46% of the world’s
blindness.”*! Epidemiological studies have displayed that ultravi-
olet radiation, ionizing radiation, smoking, and the use of
steroids are risk factors of cataracts.®! In recent years, it has been
found that genetic factors play an important role in the
pathogenesis of cataract.*! In addition, according to reports,
gene polymorphism is associated with the risk of cataract.[>!
The etiology of cataract is complicated. Meanwhile, it is
generally believed that the study of gene polymorphism may
reveal the nature of cataract.”™! As a new molecular marker,
single nucleotide polymorphism plays significant in the patho-
genesis of cataract.'®! The in-depth study on the relationship
between gene single nucleotide polymorphism and cataract is
helpful to clarify the occurrence of cataract at the molecular level.
Matrix metalloproteinases (MMPs) refer to a class of
proteolytic enzymes that can hydrolyze extracellular ma-
trix.!">12] Based on some researches, the invasion and metastasis
of cells are related to the degradation of extracellular
matrix.">'*! As an important member of the MMPs family,
matrix metalloproteinase-2 (MMP-2) is a proteolytic enzyme
based on type IV collagen and laminin, which can specifically
degrade the matrix components of normal lens capsule.'>' The
increase of MMP-2 concentration can enhance the degradation of
extracellular matrix, promote cell proliferation and migration,
and transform mesothelial cells into myofibroblasts.!'”!8!
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Finally, it could result in matrix contracture, cell aggregation,
collagen deposition, posterior capsule wrinkling, and opaci-
ty.["”2% Therefore, MMP-2 protein that is formed after the
transcriptional translation of MMP-2 gene may be related to the
occurrence and development of cataract.?H**!

At present, the research on the relationship between MMP-2
and cataract has become a hot spot, and especially at the gene
level, the conclusions about MMP-2 gene polymorphism and
cataract susceptibility are not consistent.!**! The purpose of this
study is to explore the relationship between MMP-2 gene
polymorphism and cataract susceptibility through meta-analysis,
thus providing a new direction for early prevention and treatment
of cataract.

2. Methods
2.1. Study registration

The protocol of the systematic review was registered on Open
Science Framework, and the registration number is DOI
10.17605/OSF.JIO/KU9NE. This meta-analysis protocol was
on the basis of the Preferred Reporting Items for Systematic
Reviews and meta-analysis Protocols (PRISMA-P) Statement
Guidelines.!**!

2.2. Data sources and search strategy

We carried out a literature search in Wanfang, Chinese Biomedical
Literature Database, Chinese National Knowledge Infrastructure,
Chongging VIP Chinese Science and Technology Periodical
Database, PubMed, Embase, and Web of Science databases up
to February 2021, with the following MeSH terms and keywords
“cataract,” “matrix metalloproteinase-2,” and “polymorphism.”
The search strategy for PubMed is listed in Table 1.

2.3. Inclusion criteria for study selection

The inclusion criteria for eligible studies in this meta-analysis are
as follows:

(a) a study evaluating the association between MMP-2 polymor-
phism and cataract,

(b) a case—control study,

(c) a study with available genotype frequency, and

(d) a study with sufficient data for the estimation of odds ratio
(OR) and 95% confidence interval (CI).

Exclusion criteria are as follows: animal studies; reviews;
conference abstracts; and letters to the editors. For studies
performed in the same patients, only the study with the largest
sample size was included. The corresponding authors of all
eligible studies were not contacted for further information.

2.4. Data collection and analysis
2.4.1. Selection of studies. According to the PRISMA

flowchart (Fig. 1), all reviewers received evidence-based training
and adhered to the summarized process. According to the
inclusion and exclusion criteria, 2 researchers will independently
introduce the literature into EndNote X7, set up a group, check
the repetition, screen the literature that obviously does not meet
the requirements through reading topics and abstracts, and
screen the literature that meets the requirements again after
reading the full text. It is difficult to determine whether it is
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Search strategy in PubMed database.
Number Search terms
#1 Matrix metalloproteinase 2[MeSH]
#2 Gelatinase A[Title/Abstract]
#3 72-kDa Gelatinase[Title/Abstract]
#4 72-kDa Type IV Collagenase(Title/Abstract]
#5 MMP-2 Metalloproteinase([Title/Abstract]
#6 MMP2 Metalloproteinase([Title/Abstract]
#7 Matrix Metalloproteinase-2[Title/Abstract]
#8 72kDa Gelatinase[Title/Abstract]
#9 72kDa Type IV Collagenase[Title/Abstract]
#10 Gelatinase, 72-kDa[Title/Abstract]
#11 MMP 2 Metalloproteinase(Title/Abstract]
#12 Metalloproteinase 2, Matrix[Title/Abstract]
#13 Metalloproteinase, MMP-2[Title/Abstract]
#14 Metalloproteinase, MMP2[Title/Abstract]
#15 MMP-2[Title/Abstract]
#16 or/1-15
#17 Cataract[MeSH]
#18 Cataract, Membranous(Title/Abstract]
#19 Lens Opacities[Title/Abstract]
#20 Pseudoaphakia[Title/Abstract]
#21 Cataracts(Title/Abstract]
#22 Cataracts, Membranous(Title/Abstract]
#23 Lens Opacity[Title/Abstract]
#24 Membranous Cataract[Title/Abstract]
#25 Membranous Cataracts(Title/Abstract]
#26 Opacities, Lens(Title/Abstract]
#27 Opacity, Lens[Title/Abstract]
#28 Pseudoaphakias(Title/Abstract]
#29 or/17-28
#30 polymorph*Title/Abstract]
#31 susceptibility[Title/Abstract]
#32 or/30-31
#33 #16 and #29 and #32

included or not for the differences, and then the third researcher
would discuss and decide whether it will be included or not.

2.4.2. Data extraction and management. Two investigators
independently assessed the articles for inclusion, and reached a
consensus on extracted data. For each study, the following
information was extracted: the first author name and publication
year of the article; ethnicity (country) of study subjects; gene
polymorphisms and genotype frequencies; sample size (numbers
of cases and controls); sources of controls; subtypes of cataract
classified. Hardy—-Weinberg equilibrium (HWE) in controls was
calculated as previously described.

2.5. Assessment of quality in included studies

The quality of all the included studies will be evaluated by 2
reviewers independently based on the Newcastle-Ottawa scale
(NOS) that is applied to evaluate the quality of observational
studies.!*’! Disagreement will be reported and resolved by a third
reviewer. The NOS values arrange from 0 to 9. Studies with the
score of 6 are considered to be of high quality.

2.6. Dealing with missing data

The reason for the loss of data in the period of data screening and
extraction is identified here. If the data of potential studies are
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Figure 1.

Flow diagram of study selection process.

insufficient, missing, or vague, we would attempt to contact the
authors. Only if the data are not available through the method
described above, these studies would be excluded.

2.7. Statistical analysis

The HWE for control subjects of each studies was evaluated by
carrying out a chi-square test, and P < .05 was seen as significant
disequilibrium. The association between MMP-2 polymorphism
and cataract was estimated by calculating pooled OR subtype.
The pooled ORs were executed for homozygote comparison,
dominant and recessive models, allele comparison and heterozy-
gote comparison. The heterogeneity was calculated by perform-
ing the chi-square-based I* test and the Q test. The fixed-effect
model (the Mantel-Haenszel method) was chosen when the I?
value is less than 50%. While I? was more than 50%, a random-
effects model (DerSimonian and Laird method) was adopted. All
of the statistical analyses were conducted by the STATA 16.0

(StataCorp, College Station, TX), and the P values were two-
sided.

2.8. Subgroup analysis

According to different ethnicity, genotyping method, and so on,
we conducted subgroup analyses on the relationship between
MMP-2 gene polymorphisms and the risk factors of cataract.

2.9. Sensitivity analysis

When 1 single study was excluded each time, the one-way
sensitivity analysis was performed and the new-pooled results
that reflect the influence of the study deleted to the overall OR.

2.10. Assessment of publication biases

Publication bias was assessed by Begg’s rank correlation and
Egger’s linear regression, and was seen to be statistically
significant when P <.05.12¢-*7!


http://www.md-journal.com

Jiang et al. Medicine (2021) 100:14

2.11. Ethics and dissemination

The content of this article does not involve moral approval or
ethical review and would be presented in print or at relevant
conferences.

3. Discussion

Some studies have illustrated that abnormal gene expression is
closely related to the occurrence of cataract, which can lead to
changes in the transcription and translation of various proteins in
the lens, thus damaging the structure and function of the lens, and
eventually leading to cataract.**=3 Therefore, the search for
lens-specific genes is of great significance to explore the
pathogenesis of cataract.

As a calcium and zinc dependent proteolytic enzyme, MMPs
play an important role in embryonic development, wound repair,
cell migration, and so on.*'" MMP-2 affects the migration,
shuttle, proliferation and growth of lens posterior capsule cells,
and is closely related to the occurrence and development of
cataract.?>331 In this paper, meta-analysis was carried out to
systematically analyze the relationship between multiple muta-
tion sites of MMP-2 and cataract susceptibility, which will
provide evidence-based medicine for early prevention and
treatment of cataract.

This meta-analysis has some limitations. First of all, cataract is
a multifactorial disease, and other confounding factors, including
ultraviolet radiation and smoking, may also affect the associated
analyses. However, the included study did not provide a detailed
record of these confounding factors. As a result, the link we found
in the review may be strengthened or weakened by these
confounding factors. We hope that future researches will pay
more attention to these effects if possible. Second, the occurrence
of cataract is not a single molecular event. Only when multiple
genes work together, the risk of cataract can be increased. Genetic
factor is one of the risk factors of cataract. Strengthening the
study of the interaction between gene and environmental factors
will be more helpful to deepen the understanding of cataract and
provide a new therapeutic target for disease prevention and
treatment at the genome level to maximize the quality of life of
patients.

Author contributions

Conceptualization: Hongxia Xu, Huaiyan Jiang.

Data curation: Huaiyan Jiang, Yang Gao.

Funding acquisition: Hongxia Xu.

Investigation: Hongxia Xu.

Methodology: Yang Gao.

Project administration: Hongxia Xu.

Resources: Yang Gao.

Software: Yang Gao, Zhen Chen.

Supervision: Yang Gao, Zhen Chen.

Validation: Zhen Chen.

Visualization: Zhen Chen.

Writing — original draft: Hongxia Xu, Huaiyan Jiang, Zhen
Chen.

Writing — review & editing: Hongxia Xu, Huaiyan Jiang.

References

[1] Asbell PA, Dualan I, Mindel J, et al. Age-related cataract. Lancet
2005;365:599-609.

Medicine

[2] Church ML, Prichs DR, Denis H, et al. Technique, postoperative
complications, and visual outcomes of phacoemulsification cataract
surgery in 21 penguins (27 eyes): 2011-2015. Vet Ophthalmol
2018;21:612-21.

[3] Robman L, Taylor H. External factors in the development of cataract.
Eye 2005;19:1074-82.

[4] Shiels A, Hejtmancik JF. Genetic origins of cataract. Arch Ophthalmol
(Chicago, T1I: 1960) 2007;125:165-73.

[5] Yang J, Luo J, Zhou P, et al. Association of the ephreceptor
tyrosinekinase-type A2 (EPHA2) gene polymorphism rs3754334 with
age-related cataract risk: a meta-analysis. PLoS One 2013;8:¢71003.

[6] Sun L, Xi B, Yu L, et al. Association of glutathione S-transferases
polymorphisms (GSTM1 and GSTT1) with senile cataract: a meta-
analysis. Investig Ophthalmol Vis Sci 2010;51:6381-6.

[7] Chi XX, Liu YY, Shi SN, et al. XRCC1 and XPD genetic polymorphisms
and susceptibility to age-related cataract: a meta-analysis. Mol Vis
2015;21:335-46.

[8] Zheng LR, Ma JJ, Zhou DX, et al. Association between DNA repair
genes (XPD and XRCC1) polymorphisms and susceptibility to age-
related cataract (ARC): a meta-analysis. Graefe’s Arch Clin Exp
Ophthalmol = Albrecht von Graefes Archiv fur klinische und
experimentelle Ophthalmologie 2014;252:1259-66.

[9] Zhang Y, Zhang L, Song Z, et al. Genetic polymorphisms in DNA repair
genes OGG1, APE1, XRCCl1, and XPD and the risk of age-related
cataract. Ophthalmology 2012;119:900-6.

[10] Eom SY, Yim DH, Kim JH, et al. A pilot exome-wide association study of
age-related cataract in Koreans. ] Biomed Res 2016;30:186-90.

[11] Mohammadhosayni M, Khosrojerdi A, Lorian K, et al. Matrix
metalloproteinases (MMPs) family gene polymorphisms and the risk
of multiple sclerosis: systematic review and meta-analysis. BMC Neurol
2020;20:218.

[12] Hassanzadeh-Makoui R, Razi B, Aslani S, et al. The association between
Matrix Metallo-proteinases-9 (MMP-9) gene family polymorphisms and
risk of Coronary Artery Disease (CAD): a systematic review and meta-
analysis. BMC Cardiovasc Disord 2020;20:232.

[13] Deng W, Peng W, Wang T, et al. Overexpression of MMPs functions as a
prognostic biomarker for oral cancer patients: a systematic review and
meta-analysis. Oral Health Prev Dent 2019;17:505-14.

[14] Takagi H, Hari Y, Nakashima K, et al. Matrix metalloproteinases and
acute aortic dissection: Et Tu, Brute? Interact Cardiovasc Thorac Surg
2020;30:465-76.

[15] Lu B, Yin H, Tang Q, et al. Multiple cytokine analyses of aqueous
humor from the patients with retinitis pigmentosa. Cytokine 2020;
127:154943.

[16] Wong CW, Yanagi Y, Tsai ASH, et al. Correlation of axial length and
myopic macular degeneration to levels of molecular factors in the
aqueous. Sci Rep 2019;9:15708.

[17] Yan Y, Fang L, Li Y, et al. Association of MMP2 and MMP9 gene
polymorphisms with the recurrent spontaneous abortion: a meta-
analysis. Gene 2021;767:145173.

[18] Kun-Che C, Mark PJ. Aldose reductase mediates transforming growth
factor (2 (TGF-(2)-induced migration and epithelial-to-mesenchymal
transition of lens-derived epithelial cells. Investig Ophthalmol Vis Sci
2015;56:4198-210.

[19] Gajjar DU, Vasavada AR, Patel P, et al. Evaluation of collagen derived
antiangiogenic factors and matrix metalloproteinases in anterior lens
epithelial cells of pediatric eyes with persistent fetal vasculature. Indian J
Ophthalmol 2019;67:1618-22.

[20] Li JH, Wang NL, Wang JJ. Expression of matrix metalloproteinases of
human lens epithelial cells in the cultured lens capsule bag. Eye (London,
England) 2008;22:439-44.

[21] Nathu Z, Dwivedi DJ, Reddan JR, et al. Temporal changes in MMP

mRNA expression in the lens epithelium during anterior subcapsular

cataract formation. Exp Eye Res 2009;88:323-30.

Awasthi N, Wang-Su ST, Wagner BJ. Downregulation of MMP-2 and -9

by proteasome inhibition: a possible mechanism to decrease LEC

migration and prevent posterior capsular opacification. Investig

Ophthalmol Vis Sci 2008;49:1998-2003.

[23] Dong G-Y, Chen R-L, Zhao W. Correlation between MMP-2 gene

polymorphism and cataract susceptibility. Eur Rev Med Pharmacol Sci

2019523:3167-72.

Shamseer L, Moher D, Clarke M, et al. Preferred reporting items for

systematic review and meta-analysis protocols (PRISMA-P) 2015:

elaboration and explanation. BM] (Clinical research ed) 2015;350:

57647.

(22

™~
e



Jiang et al. Medicine (2021) 100:14

[25] Stang A. Critical evaluation of the Newcastle-Ottawa scale for the
assessment of the quality of nonrandomized studies in meta-analyses. Eur
J Epidemiol 2010;25:603-5.

[26] Lewis SJ, Zammit S, Gunnell D, et al. Bias in meta-analysis detected by a
simple, graphical test. BM]J Clin Res 1997;315:629-34.

[27] Duval S, Tweedie R. Trim and fill: a simple funnel-plot-based method of
testing and adjusting for publication bias in meta-analysis. Biometrics
2000;56:455-63.

[28] Lopez-Valverde G, Garcia-Martin E, Ferndndez-Mateos ], et al.
Study of association between pre-senile cataracts and rs11615 of
ERCC1, rs13181 of ERCC2, and rs25487 of XRCC1 polymor-
phisms in a Spanish population. Ophthalmic Genet 2017;38:
314-9.

[29] Lopez Valverde G, Garcia Martin E, Larrosa Povés JM, et al. Study of
association between pre-senile cataracts and the polymorphisms

www.md-journal.com

rs2228000 in XPC and rs1042522 in p53 in Spanish population. PLoS
One 2016;11:e0156317.

[30] Qi R, Gu Z, Zhou L. The effect of GSTT1, GSTM1 and GSTP1 gene
polymorphisms on the susceptibility of age-related cataract in Chinese
Han population. Int J Clin Exp Med 2015;8:19448-53.

[31] Mathalone N, Marmor S, Rahat MA, et al. MMP expression in leaking
filtering blebs and tears after glaucoma filtering surgery. Graefe’s Arch
Clin Exp Ophthalmol = Albrecht von Graefes Archiv fur klinische und
experimentelle Ophthalmologie 2011;249:1047-55.

[32] Vorob’Eva IV, Merkushenkova DA, Parfenova EV, et al. The effect of
fibrinolytic therapy for proliferative diabetic retinopathy complications
on the angiogenic potential of the eye. Vestn Oftalmol 2014;130:31-6.

[33] Mackay AR. Identification of the 72-kDa (MMP-2) and 92-kDa (MMP-
9) gelatinase/type IV collagenase in preparations of laminin and
Matrigel. Biotechniques 1993;15:1048.


http://www.md-journal.com

	Association between MMP-2 gene polymorphism and cataract susceptibility
	1 Introduction
	2 Methods
	2.1 Study registration
	2.2 Data sources and search strategy
	2.3 Inclusion criteria for study selection
	2.4 Data collection and analysis
	2.4.1 Selection of studies
	2.4.2 Data extraction and management

	2.5 Assessment of quality in included studies
	2.6 Dealing with missing data
	2.7 Statistical analysis
	2.8 Subgroup analysis
	2.9 Sensitivity analysis
	2.10 Assessment of publication biases
	2.11 Ethics and dissemination

	3 Discussion
	Author contributions
	References


