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Introduction

The cornea, along with the sclera, serves as a protective shield for 
intraocular tissues. Moreover, the cornea accounts for two thirds 
of  the eye’s refractive power [1]. Corneal pathologies will disrupt 
the protective function and refractive status of  the eye, leading to 
visual impairment and even subsequent intraocular complications 
such as endophthalmitis. In this editorial, we will highlight the 
current status of  corneal research on gene mapping in the recent 
two decades and the possible future directions.
 
Corneal gene mapping grossly targets two categories of  pheno-
types: A) quantitative traits of  the cornea, such as corneal thick-
ness and corneal curvature, and B) corneal disorders such as astig-
matism, keratoconus and dystrophies. Many of  the phenotypes 
can present in Mendelian or multifactorial forms. The former 
usually occurs in families and is usually caused by mutations in 
specific genes, whereas the latter mostly presents as sporadic cases 
and is resulted from the interactions of  multiple genetic and en-
vironmental factors.

Genetics of  Mendelian Corneal Diseases 

In the earliest stage of  its development, corneal genetic research 
was mainly conducted through observation and analysis of  the 
distributions of  corneal phenotypes amongst families [2] or twins 
[3], leading to the understanding of  their inheritance patterns. 
Not until the late 1980s, linkage analysis was then adopted for 
gene mapping for corneal diseases of  Mendelian inheritance. For 
example, in 1989, a disease locus of  X-linked megalocornea was 

found to be located in the chromosomal region Xq21.3-q22 [4].
A decade on in the 1990s, linkage analysis became the predomi-
nant method for gene mapping and a number of  genetic loci had 
since been discovered. For example, a linkage locus of  posterior 
polymorphous corneal dystrophy was mapped to 20q11 [5], and 
three autosomal dominant corneal dystrophies (viz. lattice dystro-
phy, granular dystrophy and Avellino dystrophy) were mapped to 
chromosome 5q [6].
 
The identification of  the linkage loci had laid down the founda-
tion for further identification of  disease-causing genes and mu-
tations for both dominant and recessive corneal disorders. For 
example, by generating a YAC contig of  the 5q31 linkage region 
of  autosomal dominant corneal dystrophies followed by cDNA 
selection, missense mutations were discovered in the beta ig-h3 
gene in 6 families with granular dystrophy Groenouw type I, Reis-
Bücklers corneal dystrophy, lattice corneal dystrophy type I, or 
Avellino corneal dystrophy, respectively [7]. Another example is 
the identification of  disease-causing mutations in the KERA gene 
for the recessively-inherited form of  cornea plana [8] through 
candidate gene analysis in a previously-identified linkage locus on 
12q [9]. Similarly, after identifying a linkage locus on chromosome 
1p34.3-p32 in a family with Fuchs' endothelial corneal  dystro-
phy (FECD), Biswas et al. analysed the coding sequence of  the 
COL8A2 gene, which encodes the alpha2 chain of  type VIII col-
lagen (a component of  endothelial basement membranes), and 
defined a missense mutation p.Gln455Lys in the family, suggest-
ing that COL8A2 is a disease-causing gene for FECD and that the 
underlying pathogenesis of  FECD may be related to disturbance 
of  type VIII collagen [10]. The identification of  disease genes and 
mutations provides an important platform for understanding the 
molecular pathogenesis of  corneal diseases.
 
The identification of  COL8A2 on the 12q linkage locus repre-
sents a good example illustrating the traditional gene mapping 
strategy for Mendelian corneal diseases. However, not all linkage 
loci contain well-defined candidate genes for follow-up of  the 
linkage signals, rendering the recognition of  the disease-causing 
genes and mutations difficult. For example, a novel linkage locus 
for keratoconus was mapped to a 5.6-Mb interval on 13q32 [11]. 
This locus contains 25 known transcripts, but none of  the genes 
demonstrated any definite functional link to keratoconus; hence 
there is no excellent candidate gene in the locus. In view of  this, 
Czugala et al. selected 8 positional candidate genes in the 13q32 
region and sequenced them in the 13q32-linked keratoconus fami-
lies. The mutation screening identified 4 sequence variants in three 
genes showing complete segregation with autosomal dominant 
keratoconus in a large family. By predicting the functional impact 
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of  each variant, the authors suggested the p.Gln754His mutation 
in DOCK9 may contribute to keratoconus [12]. As only 8 out of  
the 25 genes on 13q32 were sequenced and the p.Gln754His mu-
tation was segregated with keratoconus in just one pedigree, the 
exact role of  DOCK9 as the disease-causing gene for keratoconus 
needs to be further elucidated.
 
With the advent of  the next-generation sequencing platform, it 
is now possible to sequence a large number of  genes simultane-
ously in a targeted locus or even the whole genome. This makes 
the gene identification in a known linkage locus can nowadays be 
performed at an unprecedented pace. For example, a locus for 
late-onset FECD was mapped to 18q21.2-q21.32 [13]. Recently, 
next-generation sequencing of  all coding exons in the critical in-
terval in a multigenerational pedigree with autosomal dominant 
FECD was performed. The authors identified a missense change 
in LOXHD1 as the sole variant contributing to the clinical phe-
notype. Subsequent screening in a cohort of  over 200 sporadic 
FECD patients identified another 15 missense mutations of  the 
gene that were absent from more than 400 controls, supporting 
LOXHD1 as the causative gene for late-onset FECD on 18q 
[14]. In another study, targeted next-generation sequencing was 
performed following the identification of  a linkage locus on 15q 
for late-onset FECD and a nonsense mutation in AGBL1 was 
identified to be disease-causing [15]. These studies illustrated the 
usefulness of  next-generation sequencing in the gene hunting for 
corneal diseases.
 
The next-generation sequencing is also a powerful platform for 
gene discovery in disease pedigrees without any prior linkage loci, 
especially when the size of  a family is small making linkage analy-
sis difficult. Recently, whole exome sequencing with subsequent 
pipeline analysis identified a de novo mutation p.Met77Thr in the 
NLRP1 gene as disease-causing for corneal intraepithelial dys-
keratosis [16]. To the best of  our knowledge, this is the only study 
in which whole exome sequencing was used to map for corneal 
disease genes. On the other hand, exome sequencing had been 
widely adopted in gene mapping for other eye diseases, such as 
retinitis pigmentosa (RP) [17,18] and high myopia [19,20].
 
Apart from whole exome sequencing (which targets mainly on 
coding and splicing regions), whole genome sequencing, which 
also covers intronic regions, had also been applied to disease gene 
mapping. Whole genome sequencing has led to the identification 
of  causative genes for systemic diseases such as Charcot-Marie-
Tooth neuropathy [21] and chronic lymphocytic leukemia [22]. 
So far, there is one report on using whole genome sequencing to 
map for eye disease genes. In using whole genome sequencing 
in patients with retinitis pigmentosa, Nishiguchi et al. detected 
homozygous or compound heterozygous mutations in 7 genes 
known to be associated with autosomal recessive RP, and also 
identified a new RP gene, NEK2 [23]. In view of  the power of  the 
next-generation sequencing platform in gene mapping in contrast 
to the limited genetic information identified previously for cor-
neal diseases, it could be expected that the application of  the next-
generation sequencing in gene mapping for corneal diseases could 
represent a major direction in future corneal genetic research. 

Genetics of  Multifactorial Corneal Phenotypes

The genes illustrated above are mainly for the Mendelian form 
of  corneal (or other ocular) diseases. Apart from these, there 
is another group of  genes and variants that are associated with 

the multifactorial form of  corneal traits and diseases. With the 
completion the HapMap project and the advent of  the genome-
wide association analysis platform, genome-wide association 
study (GWAS) has become a predominant genetic methodology 
for mapping of  susceptibility gene variants for eye diseases. In 
GWAS, tens of  thousands gene variants across the human ge-
nome were analysed simultaneously for disease-association. So 
far, multiple gene loci for corneal phenotypes have been identified 
by GWAS, including central corneal thickness [24-27], corneal 
astigmatism [28], corneal curvature [29], keratoconus [27,30], and 
FECD [31]. The gene loci identified by GWAS usually revealed 
ethnic diversities; therefore replication in different populations 
other than the initial cohorts is warranted to confirm the GWAS 
signals. An excellent example is that a single-nucleotide polymor-
phism, rs613872, in the TCF4 gene for FECD [31] was confirmed 
in a meta-analysis to be strongly associated with FECD in differ-
ent populations [32].

Future Directions

So far, a large group of  genes and variants have been identified for 
corneal diseases and traits, however, they can explain only a small 
proportion of  the genetic contributions to the phenotypes.There-
fore more genes are yet to be identified. Moreover, the functional 
roles of  the identified genes in the disease pathogenesis are poorly 
understood. With the upcoming susceptibility genes identified by 
GWAS with larger sample sizes and disease-causing genes identi-
fied by the other methods as mentioned above, along with down-
stream functional characterization of  the roles of  the genes in the 
diseases, the elucidation of  the genetic architecture and molecular 
mechanisms of  corneal phenotypes will be taken to new heights.

In addition, with more genes identified, genetic diagnostic panels 
can be designed for clinical use to diagnose patients earlier who 
are at risk of  developing specific corneal diseases. Such gene pan-
els have been tested in retinal diseases [33,34]. Moreover, with 
the identification of  disease genes and their biological roles con-
firmed, gene therapies would be possible for corneal diseases, the 
part of  the eye that is most easily accessible.

References

[1]. De Miguel M.P, Alio J.L, Arnalich-Montiel F, Fuentes-Julian S, de Benito-
Llopis L, et al. (2010) Cornea and ocular surface treatment. Curr. Stem Cell 
Res. Ther 5:195-204.

[2]. Colvin J.L, Blyth H. (1962) Lattice Dystrophy of the Cornea: Occurrence 
in Four Generations of a Yorkshire Family. Br. J. Ophthalmol 46: 549-553.

[3]. Wixson R.J. (1959) Genetic and environmental implications resulting from 
a study of corneal curvatures and total refractive status of identical and frater-
nal twins. Am. J. Optom. Arch. Am. Acad. Optom 36:586-590.

[4]. Chen J.D, Mackey D, Fuller H, Serravalle S, Olsson J, et al. (1989) X-linked 
megalocornea: close linkage to DXS87 and DXS94. Hum. Genet 83:292-
294.

[5]. Heon E, Mathers W.D, Alward W.L, Weisenthal R.W, Sunden S.L, et al. 
(1995) Linkage of posterior polymorphous corneal dystrophy to 20q11. 
Hum. Mol. Genet 4: 485-488.

[6]. Stone E.M, Mathers W.D, Rosenwasser G.O, Holland E.J, Folberg R, et al. 
(1994) Three autosomal dominant corneal dystrophies map to chromosome 
5q. Nat. Genet 6:47-51.

[7]. Munier F.L, Korvatska E, Djemai A, Le Paslier D, Zografos L, et al. (1997) 
Kerato-epithelin mutations in four 5q31-linked corneal dystrophies. Nat. 
Genet: 15: 247-251.

[8]. Pellegata N.S, Dieguez-Lucena J.L, Joensuu T, Lau S, Montgomery K.T,et 
al. (2000) Mutations in KERA, encoding keratocan, cause cornea plana. 
Nat. Genet 25: 91-95.

[9]. Tahvanainen E, Forsius H, Karila E, Ranta S, Eerola M, et al. (1995) Cornea 
plana congenita gene assigned to the long arm of chromosome 12 by linkage 
analysis. Genomics 26: 290-293.



Chen LJ, Young AL (2015) Current Status and Future Directions on Corneal Genetics. Int J Ophthalmol Eye Res. 03(1e), 1-3.

3

http://scidoc.org/IJOES.php

[10]. Biswas S, Munier F.L, Yardley J, Hart-Holden N, Perveen R, et al. (2001) 
Missense mutations in COL8A2, the gene encoding the alpha2 chain of type 
VIII collagen, cause two forms of corneal endothelial dystrophy. Hum. Mol. 
Genet 10: 2415-2423.

[11]. Gajecka M, Radhakrishna U, Winters D, Nath S.K, Rydzanicz M, et al. 
(2009) Localization of a gene for keratoconus to a 5.6-Mb interval on 
13q32. Invest. Ophthalmol. Vis. Sci 50:1531-1539.

[12]. Czugala M, Karolak J.A, Nowak D.M, Polakowski P, Pitarque J, et al. (2012) 
Novel mutation and three other sequence variants segregating with pheno-
type at keratoconus 13q32 susceptibility locus. Eur. J. Hum. Genet 20:389-
397.

[13]. Sundin O.H, Broman K.W, Chang H.H, Vito E.C, Stark W.J, et al. (2006) 
A common locus for late-onset Fuchs corneal dystrophy maps to 18q21.2-
q21.32. Invest. Ophthalmol. Vis. Sci 47:3919-3926.

[14]. Riazuddin S.A, Parker D.S, McGlumphy E.J, Iliff B.W, Schmedt T, et al. 
(2012) Mutations in LOXHD1, a recessive-deafness locus, cause dominant 
late-onset Fuchs corneal dystrophy. Am. J. Hum. Genet 90:533-539.

[15]. Riazuddin S.A, Vasanth S, Katsanis N, Gottsch J.D. (2013) Mutations in 
AGBL1 cause dominant late-onset Fuchs corneal dystrophy and alter pro-
tein-protein interaction with TCF4. Am. J. Hum. Genet 93:758-764.

[16]. Soler V.J, Tran-Viet K.N, Galiacy S.D, Limviphuvadh V, Klemm T.P, et al. 
(2013) Whole exome sequencing identifies a mutation for a novel form of 
corneal intraepithelial dyskeratosis. J. Med. Genet 50:246-254.

[17]. Zuchner S, Dallman J, Wen R, Beecham G, Naj A, et al. (2011) Whole-
exome sequencing links a variant in DHDDS to retinitis pigmentosa. Am. J. 
Hum. Genet 88:201-206.

[18]. Tucker B.A, Scheetz T.E, Mullins R.F, DeLuca A.P, Hoffmann J.M, et al. 
(2011) Exome sequencing and analysis of induced pluripotent stem cells 
identify the cilia-related gene male germ cell-associated kinase (MAK) as a 
cause of retinitis pigmentosa. Proc. Natl. Acad. Sci. U. S. A 108: E569-576.

[19]. Shi Y, Li Y, Zhang D, Zhang H, Lu F, et al. (2011) Exome sequencing identi-
fies ZNF644 mutations in high myopia. PLoS genetics 7:e1002084.

[20]. Tran-Viet K.N, Powell C, Barathi V.A, Klemm T, Maurer-Stroh S, et al. 
(2013) Mutations in SCO2 are associated with autosomal-dominant high-
grade myopia. Am. J. Hum. Genet 92:820-826.

[21]. Lupski J.R, Reid J.G, Gonzaga-Jauregui C, Rio Deiros D, Chen D.C, et al. 
(2010) Whole-genome sequencing in a patient with Charcot-Marie-Tooth 
neuropathy. N. Engl. J. Med 362:1181-1191.

[22]. Puente X.S, Pinyol M, Quesada V, Conde L, Ordonez G.R, et al. (2011) 
Whole-genome sequencing identifies recurrent mutations in chronic lym-
phocytic leukaemia. Nature 475:101-105.

[23]. Nishiguchi K.M, Tearle R.G, Liu Y.P, Oh E.C, Miyake N, et al. (2013) 

Whole genome sequencing in patients with retinitis pigmentosa reveals 
pathogenic DNA structural changes and NEK2 as a new disease gene. Proc. 
Natl. Acad. Sci. U. S. A 110:16139-16144.

[24]. Lu Y, Dimasi D.P, Hysi P.G, Hewitt A.W, Burdon K.P, et al. (2010) Com-
mon genetic variants near the Brittle Cornea Syndrome locus ZNF469 influ-
ence the blinding disease risk factor central corneal thickness. PLoS genetics 
6:e1000947.

[25]. Vitart V, Bencic G, Hayward C, Skunca Herman J, Huffman J, et al. 
(2010) New loci associated with central cornea thickness include COL5A1, 
AKAP13 and AVGR8. Hum. Mol. Genet 19:4304-4311.

[26]. Vithana E.N, Aung T, Khor C.C, Cornes B.K, Tay W.T, et al. (2011) Col-
lagen-related genes influence the glaucoma risk factor, central corneal thick-
ness. Hum. Mol. Genet 20:649-658.

[27]. Lu Y, Vitart V, Burdon K.P, Khor C.C, Bykhovskaya Y, et al. (2013) Ge-
nome-wide association analyses identify multiple loci associated with central 
corneal thickness and keratoconus. Nat. Genet 45:155-163.

[28]. Fan Q, Zhou X, Khor C.C, Cheng C.Y, Goh L.K, et al. (2011) Genome-
wide meta-analysis of five Asian cohorts identifies PDGFRA as a susceptibil-
ity locus for corneal astigmatism. PLoS genetics 7:e1002402.

[29]. Chen P, Miyake M, Fan Q, Liao J, Yamashiro K, et al. (2014) CMPK1 
and RBP3 are associated with corneal curvature in Asian populations. Hum. 
Mol. Genet 23:6129-6136.

[30]. Li X, Bykhovskaya Y, Haritunians T, Siscovick D, Aldave A, et al. (2012) 
A genome-wide association study identifies a potential novel gene locus for 
keratoconus, one of the commonest causes for corneal transplantation in 
developed countries. Hum. Mol. Genet 21:421-429.

[31]. Baratz K.H, Tosakulwong N, Ryu E, Brown W.L, Branham K, et al. (2010) 
E2-2 protein and Fuchs's corneal dystrophy. N. Engl. J. Med 363:1016-
1024.

[32]. Lau L.C, Ma L, Young A.L, Rong S.S, Jhanji V, et al. (2014) Association of 
Common Variants in TCF4 and PTPRG with Fuchs' Corneal Dystrophy: A 
Systematic Review and Meta-Analysis. PLoS One 9:e109142.

[33]. Chen X, Zhao K, Sheng X, Li Y, Gao X, et al. (2013) Targeted sequencing 
of 179 genes associated with hereditary retinal dystrophies and 10 candidate 
genes identifies novel and known mutations in patients with various retinal 
diseases. Invest. Ophthalmol. Vis. Sci 54:2186-2197.

[34]. Xing D.J, Zhang H.X, Huang N, Wu K.C, Huang X.F, et al. (2014) Com-
prehensive molecular diagnosis of Bardet-Biedl syndrome by high-through-
put targeted exome sequencing. PLoS One 9:e90599.


	Introduction
	Genetics of Mendelian Corneal Diseases
	Genetics of Multifactorial Corneal Phenotypes
	Future Directions
	References

