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ABSTRACT. The global prevalence of type 2 diabetes mellitus (T2DM)
has increased, as well as complications including diabetic retinopathy.
Polymorphisms in transcription factor 7-like 2 (TCF7L2) have been
associated with T2DM, with the strongest association attributed to
the single-nucleotide polymorphism rs7903146. In this review, we
searched the current literature to determine whether an association
exists between TCF7L2 polymorphisms rs7903146 with diabetic
retinopathy. A systematic search was performed of EMBASE, PubMed,
and Scopus using the following search terms: diabetic, retinopathy,
polymorphism, genetic, transcription factor 7-like 2, TCF7L2. A
manual search was also performed. There was no language or study
design restriction. Three full articles and one abstract were reviewed.
All studies were retrospective case-control studies that compared the
frequency of the wild-type CC genotype and genotypes with the risk
T allele. None of the studies found a statistically significant odds ratio.
While the number of studies examined was small, this review suggests
that there is no risk of diabetic retinopathy among individuals with the
TCF7L2 polymorphisms rs7903146; however, the polymorphism may
play a small role in diabetic retinopathy. Future prospective studies
and trials involving diverse ethnicities that adjust for confounding

Genetics and Molecular Research 13 (3): 5865-5872 (2014) ©FUNPEC-RP www.funpecrp.com.br



P. Sudchada and K. Scarpace 5866

variables are required to understand the association between TCF7L2
polymorphisms and diabetic retinopathy.

Key words: Diabetic retinopathy; Systematic review; TCF7L2,
Transcription factor 7-like 2 polymorphisms

INTRODUCTION

The prevalence of type 2 diabetes mellitus (T2DM) has increased in recent decades.
The current global prevalence is estimated to be 6% and it is projected that 300 million people
will be affected by 2025 (Zimmet et al., 2001; Tong et al., 2009; Yau et al., 2012). Among
its clinical outcomes, diabetes microvasculature complications threaten the quality of life for
many patients. Diabetic retinopathy is one of the leading causes of blindness worldwide in
middle-aged adults. The global prevalence of diabetic retinopathy was estimated to be 34.6%
through the evaluation of 22,896 diabetic patients in 35 studies, corresponding to 93 million
patients living with diabetic retinopathy in 2010 (Yau et al., 2012).

A specific gene, transcription factor 7-like 2 (TCF7L2), has reproducibly demonstrated
to be associated with T2DM (Tong et al., 2009). The TCF7L2 gene is located on chromosome 10
and encodes for a transcription factor involved in the Wnt signaling pathway (Lyssenko, 2008).
When the Wnt signaling pathway is inactivated, a complex involving TCF7L2 represses Wnt
gene expression. When activated, TCF7L2 forms a complex with 3-catenin to activate expression
of the Wnt signaling gene. This pathway is vital for regulating cell morphology, proliferation,
motility, oncogenesis, and tumor suppression (Lyssenko, 2008; Hansson et al., 2010).

The association between 2 specific TCF7L2 polymorphisms, rs12255372 and
1s7903146, and T2DM was first reported in 2006 (Grant et al., 2006). The strongest asso-
ciation with T2DM was identified as a single-nucleotide polymorphism (SNP) in intron 4,
1s7903146 (Helgason et al., 2007; Weedon, 2007; Lyssenko, 2008), which replaces cytosine
with thymine and the risk allele identified as T (Cauchi and Froguel, 2008). The risk T allele
has been associated with impaired insulin secretion, insulin processing, and incretin effects,
subsequently resulting in hyperglycemia (Grant et al., 2006; Loos et al., 2007, Jin and Liu,
2008; Lyssenko, 2008; Shu et al., 2008; Hansson et al., 2010). /n vitro studies have demon-
strated that T7CF7L2 is required for pancreas development through active Wnt signaling and
cytoprotection of B cells (Lyssenko, 2008). When the TCF7L2 gene was knocked down in
vitro in isolated islets, decreased (-cell survival and functioning were observed (Shu et al.,
2008; Hansson et al., 2010). TCF7L2 also has binding sites on the proglucagon promoter and
can upregulate the expression of glucagon-like peptide (GLP-1) (Jin and Liu, 2008), which
stimulates glucose-induced insulin secretion and B-cell proliferation and slows gastric empty-
ing (Grant et al., 2006; Hansson et al., 2010).

Polymorphisms in 7CF7L2 may impair its ability to upregulate GLP-1 expression.
Human studies have demonstrated that carriers of the risk T allele showed a weaker response
to intravenous glucose and reduced GLP-1 stimulated glucose tolerance in the hyperglycemic
state (Grant et al., 2006; Jin and Liu, 2008). Additionally, the risk T allele may impair insulin
processing by reducing the conversion of proinsulin to insulin (Loos et al., 2007). Decreased
insulin secretion and processing lead to a hyperglycemic state and progression of diabetic reti-
nopathy. Because TCF7L2 has been hypothesized to influence glycemic control, it may play a
role in the development of diabetic retinopathy. In this review, we analyzed clinical studies to
better understand the relationship between T7CF7L2 and diabetic retinopathy.
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MATERIAL AND METHODS

A systematic literature search of EMBASE, PubMed (MEDLINE), and Scopus was
conducted through June 2012 using the MeSH terminology for ‘diabetic’, ‘retinopathy’, ‘poly-
morphism’, and ‘genetic’ and adding ‘transcription factor 7-like 2> and ‘TCF7L2’ to the search
terms (Supplementary file). A manual search of the references cited in the initially identified
articles was also performed. There was no language or study design restriction. Animal stud-
ies, in vitro studies, letters, systematic reviews and meta-analyses, examination of a differ-
ent polymorphism, or articles not containing information about both diabetes retinopathy and
TCF7L2 polymorphisms were excluded.

RESULTS

A total of 69 articles were collected, with 9 duplicate references. After review, 6 clini-
cal studies were identified. One article was dismissed because it was presented as a conference
paper; 1 article was not included because the study investigated the entire microsatellite. One
article could only be reviewed as an abstract because it was written in Chinese. Therefore, 3
full articles (Melzer et al., 2006; Yan et al., 2010; Buraczynska et al., 2011) and 1 abstract (Fu
et al., 2012) were reviewed (Figure 1). A summary of the study results is presented in Table
1. Odd ratios of the risk T allele and a reference genotype CC of TCF7L2 rs7903146 were
reported to determine the association between the T allele and the development of diabetes
retinopathy at a significance level of P < 0.05.

I EMBASE: 10 | | PUBMED: 2 | | SCOPUS: 57 |

\/

I Total articles: 69 l

44 Duplicate references found: 9
A

Total articles left to review: 60 I

Excluded: 54

* 32 meta-analysis or reviews

* 1animal or in vitro study

+ 21 not containing both information about diabetes
retinopathy and TCF7L2 polymorphisms

A 4

Articles remaining to review for TCF7L2: 6

Excluded: 2

+ 1 studying a different polymorphism than
rs7903146

* 1published as conference article

A 4

A 4
Full articles reviewed for TCF7L2 rs7903146:4 l

Figure 1. Flowchart of included and excluded studies.

Genetics and Molecular Research 13 (3): 5865-5872 (2014) ©FUNPEC-RP www.funpecrp.com.br


http://www.geneticsmr.com/year2014/vol13-3/pdf/gmr4216_supplementary.pdf

5868

P. Sudchada and K. Scarpace

“[EAIIUT QOUSPYUOD = [)) ‘01T SPPO = YO "AJUO JoBISqY 44 "dNOIT d0uUIJ2I 1) sem D)) adKjouan, (059 = N)
Ayyedoaydau onaqerp 10 Aypedounar onoqerp noym sajeqerp g odA) ynm (gL = N) Ayredounar onoqerp yim sajaqeip g 9dA1 usomiaq sarouonbaiy oore paredwo)),

jueoyrugis Ajjeonsnels
JOU ST J|NSAI dJL)S SIOYINY

umouyun paytodar ouoN 01 <40 ,S910qe1p 7 odK) asauty)  710T P RER B
6L LST LL
(s1-c0'D sT'l L91 LOY 1D
JUROYIUSIS JOU ST NS SIY)
UONBIND SIJOqEIP PUB SIPN[OUOD SI[qeLIeA SUIPUNOJu0d
01y urqo[Soway ‘xopur ssew Apoq ‘ornssaxd 10J UOIIILI0D S, IUOLIOJUOE ‘10
‘poorq ‘Topuag ‘oFe 103 paysnlpe YO payodar joN +O0UDIAJY 91 9% 20 sojoqerp g adAyysijod 1107 eysukzoeing
(85°1-88°0) 81'1 € 9¢€1 LL
(9T 1-76'0) 60°1 9L 9¢$ 1D
S0°0< #90UIJY 8L 1439 20 uelsedned) onoqerq
SUOBIIPAW dAIsUdIRdAYIUR
Jo asn pue ‘uorsusyadAy ‘omssard
POOIq [BLIO}IE UBIW ‘SIPLIIA[TLI pauodarjoN  pauodarjoN 8S LL
1019159101 [10} ‘AI1S2qO “urjows pauodarjoN  panodorjoN 85T 10
‘10puds ‘191u00 Apmys o8k 10J pajsnipe YO S0'0< 4O0URIQJY  pauodarjoN €87 o)) SUBOLIDWY/-UBILILY 91dqeIq  010T ‘[e o UL
1T 1L
(15°85-L8°0) ST'L 1 LS 1D pIo s129K 692
J10pudd pue oFe 10] paysnipe YO £90°0 OIUDIJY 1 6F o)) ‘sajoqeip 7 9dAL 9007 1B 10 JOZ[PN
JAyedounar
syuounsn(py (S0°0 =1) YO Jo anjea g (10%56) 4O ym suIe) soue)  adLAouan sjudned IBAX oyny

"POpNIOUT SAPMIS * AL

©FUNPEC-RP www.funpecrp.com.br

Genetics and Molecular Research 13 (3): 5865-5872 (2014)



TCF7L2 polymorphisms and diabetic retinopathy 5869

One retrospective case-control study explored the association between TCF7L2
17903146 and diabetic biochemical changes and measured diabetic complications between
diabetics (N = 127) and non-diabetics (N = 817) using a linear regression model and log-
transformed values. The results showed that 12 diabetic subjects had diabetic retinopathy and
carried the T allele, indicating that this allele was not associated with development of diabetes
retinopathy (Melzer et al., 2006). However, variation in frequency of the risk T allele was sig-
nificantly greater in patients with high fasting glucose levels (P = 0.028) (Table 1).

A population-based, longitudinal cohort study explored the association of diabetic
retinopathy and the TCF7L2 rs7903146 polymorphism in 2199 African Americans and 8121
American Caucasians. No association was found between the risk T allele and diabetic reti-
nopathy in either African Americans or Caucasians (Yan et al., 2010). These findings were
similar to those of a previous study (Melzer et al., 2006) in which subgroup analysis revealed
no association between the gene polymorphisms and diabetic retinopathy in diabetic patients
(Table 1). Another retrospective case-control study in Polish T2DM subjects (Buraczynska et
al., 2011) explored the association between rs7903146 with T2DM and clinical phenotypes of
diabetic manifestations including diabetic retinopathy. Patients with hypertension and normo-
glycemic patients with diabetic traits were excluded. The study reported that the odds ratios
(OR) of the CC genotype vs the risk T allele after adjusting for related factors (Table 1) be-
tween the group with (N = 408) or without (N = 573) diabetic retinopathy was 1.25 (95%CI =
1.03-1.50). However, the result was no longer statistically significant after application of Bon-
ferroni’s correction for nephropathy, cardiovascular disease, and early onset diabetes (Table
1). Additionally, the TCF7L2 polymorphism was found to be associated with an increased risk
of diabetic nephropathy with an OR of 2.98 (95%CI = 1.16-6.87, N = 586).

A recent retrospective case control study in Asian populations (Fu et al., 2012) inves-
tigated the associations between 3 polymorphisms (rs7903146, rs6585205, and rs11196218)
and diabetic retinopathy or diabetic nephropathy in T2DM patients. Although the article is in
Chinese, the results presented in the English abstract were reviewed. Genotype frequencies
of diabetic retinopathy (N = 479) and without diabetic retinopathy (N = 650) were compared.
The OR for the association of diabetic retinopathy and the risk rs7903146 T allele was greater
than 1, but this value was not statistically significant (P > 0.05) (Table 1).

DISCUSSION

TCF7L2 has been shown to be associated with diabetes. However, the relationship
between TCF7L2 and diabetic retinopathy is not well understood. Four clinical studies that
investigated the association between TCF7L2 polymorphisms rs7903146 and diabetic reti-
nopathy were reviewed. Based on the results of these studies, there is no definite and strong
correlation between the TCF7L2 polymorphism rs7903146 and diabetic retinopathy.

Limited by its small sample size, the relationship between TCF7L2 rs7903146 poly-
morphisms and diabetic retinopathy was not observed in the study by Melzer et al. (2006). Par-
ticipants were recruited from the same Tuscan community in Italy, and it is unclear whether the
study participants were representative of the T2DM population, specifically because no stan-
dard definition of diabetic retinopathy was used. However, this study found a significant cor-
relation between the frequency of the risk T allele and high fasting glucose levels and supported
current research demonstrating a relationship between TCF7L2 polymorphisms and diabetes.

A larger subpopulation study stratified based on ethnicity by Yan et al. (2010) was
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strengthened by its large and diverse population and its specific standard definitions of dia-
betes and diabetic retinopathy. Similarly to previous study (Melzer et al., 2006), no statistical
significant association was observed between the risk T allele and diabetic retinopathy; the
frequency of the risk T allele was similar in African Americans and Caucasians.

Buraczynska et al. (2011) found an association between TCF7L2 rs7903146 and dia-
betic retinopathy in Polish type 2 diabetics; the study also revealed a significant relation be-
tween the risk T allele and diabetic retinopathy. However, the result was no longer significant
after adjusting for confounding variables. The major confounding variables were likely due
to diabetic nephropathy, as 408 (53%) patients with diabetic retinopathy also had diabetic
nephropathy. Similarly, in the diabetic nephropathy population, 199 (46%) patients also had
retinopathy, but the association of 7CF7L2 remained statistically significant after adjusting
for confounding variables. This result suggests that the risk T allele may be associated with
microvasculature changes and is not specific to retinopathy.

Unfortunately, the most recent study by Fu et al. (2012) was not available in English.
It represents the only clinical studies investigating the TCF7L2 polymorphism and diabetic
retinopathy in an Asian population. The analysis of this study is limited because the definitions
used for diabetes and diabetic retinopathy as well as the inclusion and exclusion criteria are
unknown and the authors did not report a specific OR.

One study was excluded from this review (Buchbinder et al., 2008) because the mic-
rosatellite DG10S478 was determined rather than the TCF7L2 rs7903146 polymorphism. This
study grouped all polymorphisms together as one allele X; the frequency of homozygous XX
and heterozygous X was compared to the control, homozygous wild-type genotype, 00, in pa-
tients with and without microvasculature complications, which included diabetic retinopathy
and diabetic nephropathy. However, no significant association between the risk X allele and
microvasculature complications was observed.

Various genes have been studied in diabetic retinopathy, but few have been shown to
be strongly associated with the risk of developing diabetic retinopathy. Six genes thought to
be associated with diabetic retinopathy have been reviewed in meta-analysis studies (Abhary
et al., 2009; Zhou and Yang, 2010). The genes studied can be divided into 2 classes based on
the proposed mechanism of involvement in diabetic retinopathy. Genes thought to be associ-
ated with direct effects on the retinal microvascular system include angiotension converting
enzyme, vascular endothelial growth factor (VEGF), endothelial nitric oxide synthase, and
receptor for advanced glycation end products. In addition, genes predicted to be indirectly
associated with diabetic retinopathy based on glycemic control include methylenetetrahydro-
folate reductase and aldose reductase (Abhary et al., 2009; Zhou and Yang, 2010).

Polymorphisms at intron 16 and an SNP rs3138808 of the angiotension converting
enzyme have been hypothesized to be associated with diabetic retinopathy based on the direct
actions of angiotensin II on the retina. However, no association was observed for any forms
of diabetic retinopathy (Abhary et al., 2009; Zhou and Yang, 2010). VEGF is a cytokine that
causes microvascular changes and promotes angiogenesis. It is hypothesized that in the hypox-
ic state caused by diabetic microvascular changes, VEGF increases vessel permeability, lead-
ing to a breakdown of the blood-retinal barrier and neovascularization (Abhary et al., 2009).
However, a meta-analysis of 4 VEGF SNPs (rs25648, rs3095039, rs35569394, and rs699947)
showed no association with T2DM with all types of diabetic retinopathy across all subpopula-
tions (Zhao and Zhao, 2010). Endothelial nitric oxide synthase is a vasodilator that has been
shown to promote angiogenesis and is associated with the regulation of VEGF expression. A
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recent meta-analysis (Zhao et al., 2012) reported inverse associations between polymorphisms
of the NOS 3 4b/a intron and T-786C in T2DM subjects (Zhao et al., 2012). When the receptor
for advanced glycation end products is activated, it is thought to induce oxidative stress and
increase vascular permeability. Based on the results of a meta-analysis (Niu et al., 2012), upon
stratification of the population, G1740T SNPs were found to be significantly associated with
diabetic retinopathy in diabetics (OR = 1.24, 95%CI = 1.01-1.51). Methylenetetrahydrofo-
late reductase catalyzes the methylation of homocysteine to methionine. Hyperhomocysteine
levels are associated with hyperglycemia and thus may increase risk of diabetic retinopathy.
Carriers of 677T showed a 1.32-fold increased risk of developing diabetic retinopathy in rela-
tives of diabetic patients without retinopathy (95%CI = 1.06-1.64, P = 0.011) (Niu and Qi,
2012). Multiple polymorphisms in the aldose reductase gene were found to be associated
with diabetic retinopathy. Under hyperglycemic conditions, the intracellular concentration of
sorbitol increases, which may cause osmotic stress and activate protein kinase C, resulting in
pathogenic vascular changes. Supported by 2 meta-analysis, this gene may be associated with
the development of diabetes retinopathy (Abhary et al., 2009, 2010).

We found no review articles examining the association between TCF7L2
polymorphisms and diabetic retinopathy. All studies reviewed confirm the relationship
between TCF7L2 polymorphisms and diabetes but do not demonstrate a strong association
with diabetic retinopathy. Although TCF7L2 polymorphisms are thought to have mainly
effects on B cells in the pancreas to impair insulin secretion, the strong relationship was not
demonstrated. It is likely because the TCF7L2 polymorphisms have indirectly effects on
diabetic retinopathy as it does not act directly on the retinal microvascular system. TCF7L2
may impair a patient’s ability to control serum glucose levels, and chronic hyperglycemia
may increase the risk of diabetic retinopathy. This is similar to the mechanism of association
of polymorphisms in aldose reductase and methylene tetrahydrofolate reductase. However,
genes associated with direct effects on microvasculature structure did not show a significant
association with diabetic retinopathy (Abhary et al., 2009; Zhou and Yang, 2010). Because
the mechanism of development of diabetic retinopathy are complicated, only analyzing the
association between TCF7L2 and diabetic retinopathy may not be appropriate. Other potential
genes related to diabetic retinopathy should be examined to identify the link between these
genes and diabetes retinopathy.

In conclusion, the limitations of previous studies make it difficult to draw conclusions
regarding the association between TCF7L2 1s7903146 and diabetic retinopathy. Based on the
results of the 4 studies reviewed here, the association between 7CF7L2 and diabetic retinopathy
is complex. Polymorphisms in 7CF7L2 rs7903146 likely play a role in the genetics, placing pa-
tients at risk for developing diabetic retinopathy. Further studies involving larger, ethnically di-
verse populations and adjusting for confounding variables to determine the relationship among
TCF7L2 rs7903146 and other potential genes with diabetic retinopathy are warranted.
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