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Background/aim: Type 2 diabetes (T2D) is a multifactorial disease, determined by environmental and genetic factors. Currently, the
transcription factor 7-like 2 (TCF7L2) gene shows the strongest association with T2D. In this study, we investigated whether TCF7L2
gene polymorphisms are associated with T2D in a Turkish population.

Materials and methods: Using PCR-RFLP and PCR-SSCP, we genotyped six intronic polymorphisms in the TCF7L2 gene, commonly
associated with T2D, in 169 individuals with diabetes and 119 healthy controls.

Results: We found that rs7903146 C > T substitution in intron 3 (OR: 1.9, P = 0.005) and rs12255372 G > T substitution in intron 4 (OR:
2.1, P = 0.002) were significantly associated with T2D while other SNPs were not associated (P > 0.05). We determined no association
between TCF7L2 gene polymorphisms and fasting glucose, fasting insulin, HbAlc, or HOMA-IR levels (P > 0.05), except for rs7903146
C > T substitution, which was significantly associated with the fasting glucose level (P = 0.003).

Conclusion: Our results indicate that, in the Turkish population, the T allele of the rs7903146 (C > T) and rs12255372 (G > T)

polymorphisms in the TCF7L2 gene is an independent risk factor for the development of T2D.

Key words: Single nucleotide polymorphism, TCF7L2 gene, type 2 diabetes mellitus, Wnt pathway

1. Introduction

Type 2 diabetes mellitus (T2DM) is one of the most
challenging health problems of the 21st century. Today
more than 371 million people have diabetes globally (1).
This figure shows that the number of cases of diabetes is
more than expected and has already reached the estimation
for the year 2030 (2). Additionally, approximately 50%
of people with diabetes are unaware that they have the
disease. In 2012, diabetes was responsible for 4.8 million
deaths, half of them under the age of 60, and 471 billion
USD spent (1). The Turkish population is no exception to
this trend. Understanding the mechanisms that contribute
to the pathogenesis of T2DM is crucial in implementing
rational treatment strategies and to prevent the increasing
occurrence of diabetes. T2DM is a polygenic metabolic
disorder that can occur in different age groups as a result
of the interaction of genetic and environmental factors (3).
To determine the genetic basis of T2DM, several genes
that were predicted to be T2DM risk factors were studied
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in numerous populations. Contrary to expectations, many
of them conferred only modest effects regarding disease
risk and mostly with conflicting results (4,5). The TCF7L2
gene (also known as TCF-4) on chromosome 10q25 has
the strongest association with an increased risk of T2DM,
and this finding has been well-replicated in multiple
populations (6-21). Reports of strong associations between
TCF7L2 gene variants, especially rs7903146 T, and T2DM
have been predominantly obtained from European
populations. However, unlike populations of European
origin, in Asian populations, either these variants are
unrelated or different variants within the TCF7L2 gene
are associated with disease risk (21-25). In Turkey, which
is a geographic and cultural bridge between Europe and
Asia, a study that investigates the association between
TCF7L2 polymorphisms and T2DM is lacking. In this
study, we aimed to determine whether TCF7L2 variants
are major contributors to T2DM in Turkish populations.
Our population comprised nonobese individuals to
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expose the genetic background of T2DM more accurately
by excluding obesity, an important risk factor in disease
development.

2. Materials and methods

2.1. Clinical samples

Our study population included 169 unrelated nonobese
patients with type 2 diabetes as the diabetic group and
119 individuals without a family history of T2DM and a
body mass index (BMI) matched with the case group as
the healthy control group recruited from the sample pool
indicated in our previous study (26). To exclude obesity,
individuals with a BMI of <30 were included in the
study. Informed written consent was obtained from each
individual prior to participation in the study sample pool.
This study was approved by the ethics committee of Sel¢uk
University.

2.2. Clinical analysis

Fasting plasma glucose, fasting insulin, HbAlc, and
c-peptide values of the diabetic and the healthy individuals
in our sample pool were measured. Our clinical criteria for
inclusion in the groups and the HOMA-IR determination
formula were detailed previously (26).

2.3. DNA analysis and genotyping

Genomic DNA isolation from peripheral blood leukocytes
was performed using a standard proteinase K and SDS
procedure. The nucleotide sequence of the TCF7L2 gene
was obtained from the GenBank database (accession no.
NT_030059.13). Six intronic SNPs that are commonly
associated with T2DM in the literature were genotyped.
Four of the intronic SNPs in the TCF7L2 gene were
evaluated by PCR-RFLP, and two were evaluated by
PCR-SSCP  (polymerase chain reaction/single-strand
conformation polymorphism). Six specific primers
were designed for the target SNPs of the TCF7L2 gene
using an online program (www.idtdna.com). For PCR
amplification, 1X PCR buffer, 0.4 mM of each primer,
0.6 mM deoxynucleoside triphosphates, 0.1 U of Taq
polymerase, and 50-100 ng of genomic DNA was used
in a volume of 15 uL. PCR reactions were carried out in
a thermocycler (Bio-Rad, Hercules, CA, USA) with the
following steps: initial denaturation at 94 °C for 5 min,
followed by 35 cycles of denaturation at 94 °C for 30 s,
annealing of each primer for 30 s at different temperatures,
and elongation at 72 °Cfor 30 s, and finally extension at 72
°Cfor 2 min.

Following amplification, the samples to be evaluated
by PCR-SSCP were diluted 5-fold with formamide buffer
(80% formamide, 0.1% bromophenol blue, 0.1% xylene
cyanol, 10 mM EDTA), denaturated at 95 °C for 10 min,
and chilled on ice prior to electrophoresis. Samples were

run on electrophoresis at 2-10 W for 15-18 h at room
temperature in 10X Tris-borate-EDTA (TBE) buffer and
banding was performed by silver staining. Samples were
grouped according to migration profiles on the SSCP gel,
and differences were analyzed by nucleotide sequencing.
Following amplification, the products of all four SNPs
to be evaluated by PCR-RFLP (rs7903146, rs12255372,
rs11196213, and rs3814573) were digested with the Rsal,
Tasl, Bsrl, and Cac8l restriction enzymes, respectively.
Following digestion, DNA fragments were visualized
by electrophoresis on a 3% agarose gel and stained with
ethidium bromide. Genotyping results were validated
by direct sequencing of randomly selected samples for
each SNP. Sequence traces were evaluated individually,
and alignments were compared to sequences available
in GenBank using the NCBI blast program. Observed
concordance between genotyping assays was 100%.

2.4. Statistical analysis

Descriptive statistics for clinical and biochemical
properties were detailed in our previous study (26). A
t-test was used for performing initial comparison between
patient and control groups. Hardy—-Weinberg equilibrium
in patient and control groups was evaluated by performing
a chi-square goodness-of-fit test. Dominant, additive, and
recessive modeling was used for analyses. Dominance
was defined in terms of allele 2 (minor allele) effects. In
dominant allele 2 models, homozygous individuals for
allele 1 were compared with carriers of allele 2. In recessive
allele 2 models, homozygous individuals for allele 2 were
compared with carriers of allele 1. Odds ratios (ORs)
were used to evaluate allele frequencies of SNPs in patient
and control groups. Additionally, patient and control
group ORs were obtained for pairwise SNP genotypes to
evaluate the SNP allele-type 2 diabetes associations under
dominant, additive, and recessive models. Before analysis,
variables of fasting plasma insulin and HOMA-IR were
skewed and were normalized using log and square root
transformations, respectively.

Secondly, SNP genotypes were coded as 0, 1, and 2 for
genotypes 11, 12, and 22, respectively. In the subsequent
stage, transformed fasting plasma insulin and HOMA-
IR were analyzed by fitting single-point (single SNP) and
two-point (two SNPs) regression analysis models. Fasting
glucose levels of the individuals were classified as <100,
100-125, 126-200, and >200 mg/dL. To evaluate the fasting
glucose level-SNP genotype relationship, the chi-square
test was used. All statistical analyses were performed using
the R 2.11.1 program (27). Linkage disequilibrium (LD)
and haplotype frequency analysis were performed with
Arlequin software. In all analyses, P < 0.05 was considered
statistically significant.
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3. Results

3.1. Clinical and biochemical properties of study subjects
The clinical and biochemical properties of the individuals
included in our study were previously presented (26). As
seen there, levels of fasting glucose, fasting insulin, HbAlc,
c-peptide, and HOMA-IR in patients with T2DM were
significantly different compared to the control group (P <
0.05). There was no significant difference for BMI between
diabetic (26.7 + 8.2) and control (26 + 8.4) groups, as
expected (P = 0.20).

3.2. Association study

All SNPs were in Hardy—Weinberg equilibrium in our
population (P > 0.05). No association was observed
between the rs7901695 T > C, rs11196205 G > C,
11196213 C > T, and rs3814573 C > T substitutions and
T2DM according to chi-square and odds calculations
(P > 0.05). The rs7903146 C > T substitution in intron
3 was associated under dominant (OR: 1.71 [95% CI:
1.06-2.77], P = 0.01) and additive (OR: 1.9 [95% CL:
1.15-3.19], P = 0.005) models, and the rs12255372 G > T
substitution in intron 4 was significantly associated under

dominant (OR: 2.1 [95% CI: 1.25-3.55], P = 0.002) and
additive (OR: 1.99 [95% CI: 1.14-3.48], P = 0.007) models
with T2DM (Table 1). The T allele was determined to be
a diabetic risk allele for both of the SNPs. Calculated
odds ratios were higher compared to those in the current
literature. Remarkably, for all studied SNPs, heterozygote
and homozygote rare allele frequencies were higher
than common alleles, compared to other populations.
Genotype distributions are presented in Table 1. LD was
calculated among the eight SNPs and r? values did not
provide evidence of pairwise LD between the SNPs (Table
2). We conducted haplotype frequency analysis using the
six SNPs. Fifty-seven haplotypes in the diabetic group
and 42 haplotypes in the control group were observed
in our population. The most common haplotypes were
TTTCTT (16.66%) in the diabetic group and CGCCTT
(15.7%) in the control group for rs7903146, rs12255372,
rs7901695, rs11196205, rs11196213, and rs3814573,
respectively. The most common haplotype, TTTCTT,
in the patient group was observed at only 0.8% in the
control group.

Table 1. Genotype distribution of SNPs in the TCF7L2 gene and association analysis with type 2 diabetes.

Odds ratio (95% CI-P)
Ger'le SNP Geilotype
region n (%) Additive Dominant Recessive

rs7901695 T/T C/T C/C 1.40 (0.62-3.16) (1)';4(0'6_2'8) 1.11 (0.57-2.16)
1 |(intron3) |Diabetic 50 (29.76) |82 (48.80) |36(21.43) |0.205 : 0.37

Control 27 (24.11)  |62(55.33) |23 (20.53)

157903146 | C/C C/T T/T 1.9 (1.15-3.19) | 1.71 (1.06-2.77) |0.78 (0.38-1.6)
2 | (intron 3) |Diabetic 58 (34.52) |95(54.76) |18 (10.71) |0.005 0.01 0.25

Control 57 (47.5) 47 (39.16) 16 (13.33)

rs11196205 | G/G G/C C/C 0.81(0.41-1.61) |0.91(0.47-1.74) |0.63 (0.26-1.5)
3 (intron 4) | Diabetic 18 (11.25) 89 (55.62) 53 (33.12) 0.27 0.39 0.15

Control 16 (14.68) |54 (49.54) |39 (35.77)

1512255372 | G/G GIT T/T 1.99 (1.14-3.48) |2.1 (1.25-3.55) (1)'225(0'9'2'94)
4 |(intron4) |Diabetic 72 (42.85) | 65(38.69) |31(18.45) |0.007 0.002 :

Control 30 (27.5) 51 (46.78) |28 (25.68)

rs11196213 | C/C 53@51 w0 |7 2.06 (0.95-4.44) | 1.98 (0.94-4.19) g'zg (0.38-2.48)
5 (intron 4) | Diabetic 50 (35.21) 69 (65'71) 19 (13.38) 0.07 0.08 ’

Control 22 (20.95) ’ 14 (13.3)

1s3814573 | C/C 6C7/f ps  |UT 0.78 (0.39-1.56) | 0.75 (0.39-1.44) (1)§6 (051-3.12)
6 | (intron4) |Diabetic 59(3831) | (39‘ 00 |28 (18.18) | 0.24 0.2 :

Control 51 (46.36) : 16 (14.54)
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Table 2. Standardized pairwise LD coefficients D" and r2 of SNPs of TCF7L2 gene.

D>
SNP
rs7903146 rs12255372 rs7901695 rs11196205 rs11196213 rs3814573
17903146 * 0.5017 0.3250 0.5598 0.4334 0.1889
rs12255372 0.2133 * 0.1420 0.3419 0.3711 0.1834
r2 | | 187901695 0.0798 0.0129 * 0.3154 0.2723 0.2546
rs11196205 0.1329 0.0420 0.0558 * 0.5554 0.4258
rs11196213 0.1720 0.1275 0.0513 0.1197 * 0.2358
rs3814573 0.0357 0.0285 0.0769 0.0769 0.0509 *

D’ is shown above diagonal of empty cells.
r2 is shown below diagonal of empty cells.

3.3. Genotype-phenotype association

The rs7903146 C > T substitution was significantly
associated with fasting glucose level (P = 0.003), while the
other substitutions displayed no association (P > 0.05).
HOMA-IR, HbAlc, and c-peptide values were statistically
evaluated for fasting insulin levels and no association was
observed between the SNPs and these phenotypic values
(P > 0.05). Additionally, SNP-SNP interactions and the
combined effects of the SNPs on T2DM, fasting insulin,
fasting glucose, and HOMA-IR values were evaluated
using a two-point regression model, but no significant
interaction was found.

4. Discussion

T2DM has a strong genetic basis; however, prior to
2006, this was insufficiently explained by most of the
candidate genes (3,4). In 2006, Grant et al. (6) reported
that TCF7L2 gene variants were strongly associated
with an increased T2DM risk in various case-control
subjects from Iceland, Denmark, and the United States.
This study attracted considerable worldwide attention,
and similar association results have been consistently
replicated in several subsequent studies from different
ethnic groups (7-21). TCF7L2 encodes a transcription
factor involved in the Wnt signaling pathway, which
critically influences endocrine pancreatic development
and modulates mature B-cell functions including insulin
secretion, survival, and proliferation (28), and it acts as
a nuclear receptor for B-catenin (29). The results of five
large-scale genome-wide association studies (19,30-33)
and data obtained from comprehensive metaanalysis
studies (11,34,35) revealed that TCF7L2 is the most
important (in terms of susceptibility) T2DM gene
among those identified to date. One SNP in particular,
rs7903146 T, has been found to be associated with type 2
diabetes in several populations, and it is regarded as one

of the strongest genetic risk factors for the development
of T2DM (12).

All of the TCF7L2 variants that are associated with
T2DM are intronic substitutions. rs7903146 C > T and
rs7901695 T > C in intron 3, and rs12255372 G - T and
rs11196205 G - C in intron 4, are the most notable SNPs
in TCF7L2. The strong linkage between these four SNPs
has been shown in multiple studies (35). In the present
study, we aimed to explore the effects of these four SNPs
and additionally rs1196213 and rs3814573 in a Turkish
population.

In our study population, the rs7903146 C > T
substitution in intron 3 and the rs12255372 G > T
substitution in intron 4 are strongly associated with
T2DM, which is consistent with the majority of the current
literature. The odds ratios (1.9 and 2.1) were higher
compared to those in the literature; however, they were
similar to the odds ratios calculated for rs7903146 and
rs12255372 (1.9 and 1.8, respectively) in the metaanalysis
study in which the data from 36 different populations
were evaluated (35). Our results suggest that the T allele
of both the rs7903146 and rs12255372 substitutions is an
independent risk factor for white Europeans as well as
West African, Mexican, African American, Indian, and
Japanese populations.

We did not observe an association between the
rs7901695 T > C, rs11196205 G > C, 11196213 C > T,
and rs3814573 C > T substitutions and T2DM (P > 0.05).
According to LD analysis, we did not detect any significant
linkage between the SNPs evaluated in this study.
Furthermore, our findings suggest that the TTTCTT
haplotype for rs7903146, rs12255372, 157901695,
rs11196205, rs11196213, and rs3814573 is an important
risk indicator for the development of T2DM in Turkish
populations.
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Aninteresting finding was that the risk allele frequencies
of the four SNPs rs7901695, rs11196205, 11196213, and
rs3814573 were higher in East Asian populations and lower
in Caucasian populations, consistent with the findings
in our Caucasian population. The frequencies of genetic
variants in humans, including TCF7L2, vary between
populations. Evidence suggests that a high frequency
of variants at genetic loci included in metabolism in
some populations occurred as a consequence of natural
selection (36). In particular, the observed rs7903146 T SNP
frequency is highly variable at a wide range in the world.
The rs7903146 T variant is represented at less than 5% in
most East Asian and Native American populations, while
it has a frequency nearing 50% in African populations as
shown by Guinan (37).

Guinan’s epidemiology study demonstrated extensive
global and regional variations in the frequency of TCF7L2
SNPs, the effects of which may impose a contrasting risk
of disease in different regions and populations of the
world and may contribute to differences in the incidence
of T2DM globally. The diverse geographic distribution of
TCF7L2 SNPs is likely because of genetic diversity believed
to be shaped by the effect of a range of factors such as the
impact of historical founder effects, migration, population
admixture, and genetic drift occurring throughout human
evolution and affecting the distribution of TCF7L2 SNPs
globally (37).

In the literature, common allele frequencies of the SNPs
studied in our work were strikingly higher compared to
the incidence in heterozygous and homozygous rare alleles
in general. In our study, both in the diabetic and control
groups, rare and especially heterozygous allele frequencies
were found to be higher than those of common alleles. We
consider that this finding is due to the genetic admixture
of Anatolia that results from it being the cradle of several
civilizations throughout the history of mankind and its
geographical position that lies in the center of migration
roads, existing as a bridge between Europe and Asia (38).
Therefore, the frequency of the heterozygote genotype
may show differences when compared to communities
without genetic admixture such as Northern European,
Scandinavian, and Native American communities, where
genetic stratification is known to occur.

Notwithstanding the established effect of TCF7L2
variants on T2DM risk, the downstream molecular effects
of these SNPs and how the variants confer susceptibility
to T2DM remain unclear. Functional studies have
suggested various mechanisms such as an impairment in
insulin secretion by glucose-induced insulin secretion or
incretin-induced insulin secretion, development of insulin
resistance, or affected proinsulin conversion to insulin.

Damcott et al. (7) and Chandak et al. (13) suggested
that TCF7L2 variants are associated with increased
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insulin resistance. However, in the majority of the studies,
these gene variants were associated with reduced insulin
secretion rather than reduced insulin activity (6,11,39-
43). Although the association between decreased insulin
secretion and TCF7L2 is not yet fully understood, it has
been hypothesized that in particular the presence of the
rs7903146 T allele constitutes a T2DM risk by reducing
glucose-induced insulin secretion (41) or by reducing
incretin-induced insulin secretion, which is secreted
from enteroendocrine cells (6,39). Alternatively, because
TCF7L2 has a key role in Wnt signaling, which is critical
for the development of the pancreas and islets during
embryonic growth, it may cause impairment of 3-cell mass,
pancreatic B-cell development, and/or B-cell function (44).

In the present study, only the rs7903146 C > T
substitution was significantly associated with fasting
glucose levels (P = 0.003), while other substitutions
were not associated (P > 0.05). Fasting insulin, HOMA-
IR, HbAlc, and c-peptide values were not associated
with the SNPs (P > 0.05). The lack of association in our
study between HOMA-IR and the variants with T2DM
in addition to a strong statistical association between
the rs7903146 C > T substitution and the fasting glucose
level further suggest that TCF7L2 risk variants affect the
development of T2DM by influencing the secretion of
insulin from the pancreas rather than insulin resistance.
Taken together with the data from existing studies, it is
observed that TCF7L2 variants contribute to a decrease
in insulin secretion and impairment of incretin hormone
GLP-1 activity, which stimulates pancreatic -cell output.

Identification of genes and associated variants
related to type 2 diabetes is important to explain the
pathophysiology of the disease, to detect individuals under
risk of disease development at an early stage by developing
models to be used in disease risk estimation, to determine
drug-genome interactions, and, taking this total
information together, to develop diagnostic, preventive,
and therapeutic methods for clinical management. The
TCF7L2 gene is quite promising in terms of meeting the
expectations for clinical benefit among those identified to
date. This study provides the initial data from a Turkish
population regarding the association between the TCF7L2
gene and T2DM development among nonobese diabetics.
Our results support an association between the TCF7L2
gene and the disease and indicate that the rs12255372
and rs7903146 risk alleles are independent risk factors for
T2DM development in this Turkish population and may
be useful for clinical management of the disease.

Acknowledgments

We would like to thank Dr Hilya Ozdemir and Dr
Siileyman Hilmi Ipekgi for their assistance in this study.
This study was supported by the Selguk University
Research Foundation (09202048).



ERKOC KAYA et al. / Turk ] Med Sci

References

1.

10.

11.

12.

International Diabetes Federation. IDF Diabetes Atlas. 5th ed.
Brussels, Belgium: IDF; 2012.

Wild S, Roglic G, Green A, Sicree R, King H. Global prevalence
of diabetes: estimates for the year 2000 and projections for
2030. Diabetes Care 2004; 27: 1047-1053.

Malecki MT, Klupa T. Type 2 diabetes mellitus: from genes to
disease. Pharmacol Rep 2005; 57: 20-32.

Florez JC, Hirschhorn J, Altshuler D. The inherited basis
of diabetes mellitus: implications for the genetic analysis of
complex traits (review). Annu Rev Genomics Hum Genet
2003; 4: 257-291.

Hattersly AT, McCarthy MI. A question of standards: what
makes a good genetic association study? Lancet 2005; 366:
1315-1323.

Grant SE Thorleifsson G, Reynisdottir I, Benediktsson
R, Manolescu A, Sainz J, Helgason A, Stefansson H, Emilsson
V;, Helgadottir A et al. Variant of transcription factor 7-like 2
(TCF7L2) gene confers risk of type 2 diabetes. Nat Genet 2006;
38:320-323.

Damcott CM, Pollin TI, Reinhart L], Ott SH, Shen H, Silver
KD, Mitchell BD, Shuldiner AR. Polymorphisms in the
transcription factor 7-like 2 (TCF7L2) gene are associated with
type 2 diabetes in the Amish: replication and evidence for a
role in both insulin secretion and insulin resistance. Diabetes
2006; 55: 2654-2659.

Groves Cj, Zeggini E, Minton ], Frayling TM, Weedon MN,
Rayner NW, Hitman GA, Walker M, Wiltshire S, Hattersley
AT et al. Association analysis of 6,736 UK. subjects provides
replication and confirms TCF7L2 as a type 2 diabetes
susceptibility gene with a substantial effect on individual risk.
Diabetes 2006; 55: 2640-2644.

Humpbhries SE, Gable D, Cooper JA, Ireland H, Stephens JW,
Hurel SJ, Li KW, Palmen J, Miller MA, Cappuccio FP et al.
Common variants in the TCF7L2 gene and predisposition to
type 2 diabetes in UK European Whites, Indian Asians and
Afro-Caribbean men and women. ] Mol Med 2006; 84: 1-10.

Scott L], Bonnycastle LL, Willer CJ, Sprau AG, Jackson AU,
Narisu N, Duren WL, Chines PS, Stringham HM, Erdos MR
et al. Association of transcription factor 7-like 2 (TCF7L2)
variants with type 2 diabetes in a Finnish sample. Diabetes
2006; 55: 2649-2653.

Saxena R, Gianniny L, Burtt NP, Lyssenko V, Giuducci C,
Sjogren M, Florez JC, Almgren P, Isomaa B, Orho-Melander
M et al. Common single nucleotide polymorphisms in TCF7L2
are reproducibly associated with type 2 diabetes and reduce
the insulin response to glucose in non-diabetic individuals.
Diabetes 2006; 55: 2890-2895.

Cauchi S, El Achhab Y, Choquet H, Dina C, Krempler F,
Weitgasser R, Nejjari C, Patsch W, Chikri M, Meyre D et al.
TCF7L2 is reproducibly associated with type 2 diabetes in
various ethnic groups: a global meta-analysis. ] Mol Med 2007;
85:777-782.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

Chandak GR, Janipalli CS, Bhaskar S, Kulkarni SR,
Mohankrishna P, Hattersley AT, Frayling TM, Yajnik CS.
Common variants in the TCF7L2 gene are strongly associated
with type 2 diabetes mellitus in the Indian population.
Diabetologia 2007; 50: 63-67.

Hayashi T, Iwamoto Y, Kaku K, Hirose H, Maeda S. Replication
study for the association of TCF7L2 with susceptibility to type
2 diabetes in a Japanese population. Diabetologia 2007; 50:
980-984.

Helgason A, Palsson S, Thorleifsson G, Grant SE, Emilsson V,
Gunnarsdottir S, Adeyemo A, Chen Y, Chen G, Reynisdottir I
et al. Refining the impact of TCF7L2 gene variants on type 2
diabetes and adaptive evolution. Nat Genet 2007; 39: 218-225.

Lehman DM, Hunt KJ, Leach RJ, Hamlington J, Arya R,
Abboud HE, Duggirala L, Blangero J, Géring HH, Stern MP.
Haplotypes of transcription factor 7-like 2 (TCF7L2) gene and
its upstream region are associated with type 2 diabetes and age
of onset in Mexican Americans. Diabetes 2007; 56: 389-393.

Marzi C, Huth C, Kolz M, Grallert H, Meisinger C, Wichmann
HE, Rathmann W, Herder C, Illig T. Variants of the transcription
factor-7 like-2 gene (TCF7L2) are strongly associated with
type 2 diabetes but not with the metabolic syndrome in the
MONICA/KORA surveys. Horm Metab Res 2007; 39: 46-52.

Mayans S, Lackovic K, Lindgren P, Ruikka K, Agren A, Eliasson
M, Holmberg D. TCF7L2 polymorphisms are associated with
type 2 diabetes in northern Sweden. Eur ] Hum Genet 2007; 15:
342-346.

Sladek R, Rocheleau G, Rung J, Dina C, Shen L, Serre D,
Boutin P, Vincent D, Belisle A, Hadjadj S et al. A genome-wide
association study identifies novel risk loci for type 2 diabetes.
Nature 2007; 445: 881-885.

Palizban A, Nikpour M, Salehi R, Maracy MR. Association of a
common variant in TCF7L2 gene with type 2 diabetes mellitus
in a Persian population. Clin Exp Med 2012; 12: 115-119.

Qiao H, Zhang X, Zhao X, Zhao Y, Xu L, Sun H, Fu S. Genetic
variants of TCF7L2 are associated with type 2 diabetes in a
northeastern Chinese population. Gene 2012; 495: 115-119.

Chang YC, Chang TJ, Jiang YD, Kuo SS, Lee KC, Chiu KC,
Chihuang LM. Association study of the genetic polymorphisms
of the transcription factor 7-like 2 (TCF7L2) gene and type 2
diabetes in the Chinese population. Diabetes 2007; 56: 2631-
2637.

Ren Q, Han XY, Wang F, Zhang XY, Han LC, Luo YY, Zhou
XH, Ji LN. Exon sequencing and association analysis of
polymorphisms in TCF7L2 with type 2 diabetes in a Chinese
population. Diabetologia 2008; 51: 1146-1152.

Tsao DA, Huang CW, Chang HR, Hsieh KC, Tung TC,
Liao MC, Huang SC, Lu TY, Huang CS. Single nucleotide
polymorphisms of TCF7L2 and adiponectin genes for type 2
diabetes mellitus in Taiwan. Fooyin ] Health Sci 2009; 1: 41-47.

27


http://dx.doi.org/10.2337/diacare.27.5.1047
http://dx.doi.org/10.2337/diacare.27.5.1047
http://dx.doi.org/10.2337/diacare.27.5.1047
http://dx.doi.org/10.1146/annurev.genom.4.070802.110436
http://dx.doi.org/10.1146/annurev.genom.4.070802.110436
http://dx.doi.org/10.1146/annurev.genom.4.070802.110436
http://dx.doi.org/10.1146/annurev.genom.4.070802.110436
http://dx.doi.org/10.1016/S0140-6736(05)67531-9
http://dx.doi.org/10.1016/S0140-6736(05)67531-9
http://dx.doi.org/10.1016/S0140-6736(05)67531-9
http://dx.doi.org/10.1038/ng1732
http://dx.doi.org/10.1038/ng1732
http://dx.doi.org/10.1038/ng1732
http://dx.doi.org/10.1038/ng1732
http://dx.doi.org/10.1038/ng1732
http://dx.doi.org/10.2337/db06-0338
http://dx.doi.org/10.2337/db06-0338
http://dx.doi.org/10.2337/db06-0338
http://dx.doi.org/10.2337/db06-0338
http://dx.doi.org/10.2337/db06-0338
http://dx.doi.org/10.2337/db06-0338
http://dx.doi.org/10.2337/db06-0355
http://dx.doi.org/10.2337/db06-0355
http://dx.doi.org/10.2337/db06-0355
http://dx.doi.org/10.2337/db06-0355
http://dx.doi.org/10.2337/db06-0355
http://dx.doi.org/10.2337/db06-0355
http://dx.doi.org/10.2337/db06-0341
http://dx.doi.org/10.2337/db06-0341
http://dx.doi.org/10.2337/db06-0341
http://dx.doi.org/10.2337/db06-0341
http://dx.doi.org/10.2337/db06-0341
http://dx.doi.org/10.2337/db06-0381
http://dx.doi.org/10.2337/db06-0381
http://dx.doi.org/10.2337/db06-0381
http://dx.doi.org/10.2337/db06-0381
http://dx.doi.org/10.2337/db06-0381
http://dx.doi.org/10.2337/db06-0381
http://dx.doi.org/10.1007/s00109-007-0203-4
http://dx.doi.org/10.1007/s00109-007-0203-4
http://dx.doi.org/10.1007/s00109-007-0203-4
http://dx.doi.org/10.1007/s00109-007-0203-4
http://dx.doi.org/10.1007/s00109-007-0203-4
http://dx.doi.org/10.1007/s00125-006-0502-2
http://dx.doi.org/10.1007/s00125-006-0502-2
http://dx.doi.org/10.1007/s00125-006-0502-2
http://dx.doi.org/10.1007/s00125-006-0502-2
http://dx.doi.org/10.1007/s00125-006-0502-2
http://dx.doi.org/10.1007/s00125-007-0618-z
http://dx.doi.org/10.1007/s00125-007-0618-z
http://dx.doi.org/10.1007/s00125-007-0618-z
http://dx.doi.org/10.1007/s00125-007-0618-z
http://dx.doi.org/10.1038/ng1960
http://dx.doi.org/10.1038/ng1960
http://dx.doi.org/10.1038/ng1960
http://dx.doi.org/10.1038/ng1960
http://dx.doi.org/10.2337/db06-0860
http://dx.doi.org/10.2337/db06-0860
http://dx.doi.org/10.2337/db06-0860
http://dx.doi.org/10.2337/db06-0860
http://dx.doi.org/10.2337/db06-0860
http://dx.doi.org/10.1055/s-2007-957345
http://dx.doi.org/10.1055/s-2007-957345
http://dx.doi.org/10.1055/s-2007-957345
http://dx.doi.org/10.1055/s-2007-957345
http://dx.doi.org/10.1055/s-2007-957345
http://dx.doi.org/10.1038/sj.ejhg.5201773
http://dx.doi.org/10.1038/sj.ejhg.5201773
http://dx.doi.org/10.1038/sj.ejhg.5201773
http://dx.doi.org/10.1038/sj.ejhg.5201773
http://dx.doi.org/10.1038/nature05616
http://dx.doi.org/10.1038/nature05616
http://dx.doi.org/10.1038/nature05616
http://dx.doi.org/10.1038/nature05616
http://dx.doi.org/10.1007/s10238-011-0144-7
http://dx.doi.org/10.1007/s10238-011-0144-7
http://dx.doi.org/10.1007/s10238-011-0144-7
http://dx.doi.org/10.1016/j.gene.2011.12.055
http://dx.doi.org/10.1016/j.gene.2011.12.055
http://dx.doi.org/10.1016/j.gene.2011.12.055
http://dx.doi.org/10.2337/db07-0421
http://dx.doi.org/10.2337/db07-0421
http://dx.doi.org/10.2337/db07-0421
http://dx.doi.org/10.2337/db07-0421
http://dx.doi.org/10.2337/db07-0421
http://dx.doi.org/10.1007/s00125-008-1039-3
http://dx.doi.org/10.1007/s00125-008-1039-3
http://dx.doi.org/10.1007/s00125-008-1039-3
http://dx.doi.org/10.1007/s00125-008-1039-3
http://dx.doi.org/10.1016/S1877-8607(09)60007-2
http://dx.doi.org/10.1016/S1877-8607(09)60007-2
http://dx.doi.org/10.1016/S1877-8607(09)60007-2
http://dx.doi.org/10.1016/S1877-8607(09)60007-2

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

28

ERKOC KAYA et al. / Turk ] Med Sci

Iwata M, Maeda S, Kamura Y, Takano A, Kato H, Murakami
S, Higuchi K, Takahashi A, Fujita H, Hara K et al. Genetic
risk score constructed using 14 susceptibility alleles for type 2
diabetes is associated with the early onset of diabetes and may
predict the future requirement of insulin injections among
Japanese individuals. Diabetes Care 2012; 35: 1763-1770.

Arikoglu H, Ozdemir H, Kaya DE, Ipekci SH, Arslan A, Kayis
SA, Gonen MS. The Adiponectin variants contribute to the
genetic background of type 2 diabetes in Turkish population.
Gene 2014; 534: 10-16.

R Development Core Team. R. A Language and Environment
for Statistical Computing. Vienna, Austria: R Foundation for
Statistical Computing; 2010.

Welters HJ, Kulkarni RH. Wnt signaling: relevance to p-cell
biology and diabetes. Trends Endocrinol Metab 2008; 19: 349-
355.

Smith U. TCF7L2 and type 2 diabetes - we WNT to know.
Diabetologia 2007; 50: 5-7.

Saxena R, Voight BE, Lyssenko V, Burtt NP, de Bakker PI,
Chen H, Roix JJ, Kathiresan S, Hirschhorn JN, Daly MJ et al.
Genome-wide association analysis identifies loci for type 2
diabetes and triglyceride levels. Science 2007; 316: 1331-1336.

Scott L], Mohlke KL, Bonnycastle LL, Willer CJ, Li Y, Duren
WL, Erdos MR, Stringham HM, Chines PS, Jackson AU et al.
A genome-wide association study of type 2 diabetes in Finns
detects multiple susceptibility variants. Science 2007; 316:
1341-1345.

Steinthorsdottir V, Thorleifsson G, Reynisdottir I, Benediktsson
R, Jonsdottir T, Walters GB, Styrkarsdottir U, Gretarsdottir S,
Emilsson V, Ghosh S et al. A variant in CDKALI influences
insulin response and risk of type 2 diabetes. Nat Genet 2007;
39:770-775.

Zeggini E, Weedon MN, Lindgren CM, Frayling TM, Elliott
KS, Lango H, Timpson NJ, Perry JR, Rayner NW, Freathy RM
et al. Replication of genome-wide association signals in UK
samples reveals risk loci for type 2 diabetes. Science 2007; 316:
1336-1341.

Luo Y, Wang H, Han X. Meta-analysis of the association
between SNPs in TCF7L2 and type 2 diabetes in East Asian
population. Diabetes Res Clin Pr 2009; 85: 139-146.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

Tong Y, Lin Y, Zhang Y, Yang J, Zhang Y, Liu H, Zhang B.
Association between TCF7L2 gene polymorphisms and
susceptibility to type 2 diabetes mellitus: a large Human
Genome Epidemiology (HuGE) review and meta-analysis.
BMC Med Genet 2009; 10: 15.

Hancock AM, Witonsky DB, Gordon AS, Eshel G, Pritchard
JK, Coop G, Di Rienzo A. Adaptations to climate in candidate
genes for common metabolic disorders. PLoS Genet 2008; 4:
e32.

Guinan KJ. Worldwide distribution of type II diabetes-
associated TCF7L2 SNPs: evidence for stratification in Europe.
Biochem Genet 2012; 50: 159-179.

Oppenheimer S. Out-of-Africa, the peopling of continents and
islands: tracing uniparental gene trees across the map. Phil
Trans R Soc B 2012; 367: 770-784.

Yi E Brubaker PL, Jin T. TCF-4 mediates cell type-specific
regulation of proglucagon gene expression by {-catenin and
glycogen synthase kinase-3pB. J Biol Chem 2005; 280: 1457-
1464.

Florez JC, Jablonski KA, Bayley N, Pollin TI, de Bakker PIW,
Shuldiner AR, Knowler WC, Nathan DM, Altshuler D; The
Diabetes Prevention Program Research Group. TCF7L2
polymorphisms and progression to diabetes in the Diabetes
Prevention Program. N Engl ] Med 2006; 355: 241-250.

Lyssenko V, Lupi R, Marchetti P, Del Guerra S, Orho-Melander
M, Almgren P, Sjégren M, Ling C, Eriksson KF, Lethagen AL
et al. Mechanisms by which common variants in the TCF7L2
gene increase risk of type 2 diabetes. J Clin Invest 2007; 117:
2155-2163.

Freathy RM, Weedon MN, Bennett A, Hypponen E, Relton CL,
Knight B, Shields B, Parnell KS, Groves CJ, Ring SM et al. Type
2 diabetes TCF7L2 risk genotypes alter birth weight: a study of
24,053 individuals. Am ] Hum Genet 2007; 80: 1150-1161.

Loos RJE Franks PW, Francis RW, Barroso I, Gribble FM,
Savage DB, Ong KK, O’Rahilly S, Wareham NJ. TCF7L2
polymorphisms modulate proinsulin levels and { cell function
in a British Europid population. Diabetes 2007; 56: 1943-1947.

Weedon MN. The importance of TCF7L2. Diabet Med 2007;
24:1062-1066.


http://dx.doi.org/10.2337/dc11-2006
http://dx.doi.org/10.2337/dc11-2006
http://dx.doi.org/10.2337/dc11-2006
http://dx.doi.org/10.2337/dc11-2006
http://dx.doi.org/10.2337/dc11-2006
http://dx.doi.org/10.2337/dc11-2006
http://dx.doi.org/10.1016/j.gene.2013.10.039
http://dx.doi.org/10.1016/j.gene.2013.10.039
http://dx.doi.org/10.1016/j.gene.2013.10.039
http://dx.doi.org/10.1016/j.gene.2013.10.039
http://dx.doi.org/10.1016/j.tem.2008.08.004
http://dx.doi.org/10.1016/j.tem.2008.08.004
http://dx.doi.org/10.1016/j.tem.2008.08.004
http://dx.doi.org/10.1007/s00125-006-0521-z
http://dx.doi.org/10.1007/s00125-006-0521-z
http://dx.doi.org/10.1126/science.1142358
http://dx.doi.org/10.1126/science.1142358
http://dx.doi.org/10.1126/science.1142358
http://dx.doi.org/10.1126/science.1142358
http://dx.doi.org/10.1126/science.1142382
http://dx.doi.org/10.1126/science.1142382
http://dx.doi.org/10.1126/science.1142382
http://dx.doi.org/10.1126/science.1142382
http://dx.doi.org/10.1126/science.1142382
http://dx.doi.org/10.1038/ng2043
http://dx.doi.org/10.1038/ng2043
http://dx.doi.org/10.1038/ng2043
http://dx.doi.org/10.1038/ng2043
http://dx.doi.org/10.1038/ng2043
http://dx.doi.org/10.1126/science.1142364
http://dx.doi.org/10.1126/science.1142364
http://dx.doi.org/10.1126/science.1142364
http://dx.doi.org/10.1126/science.1142364
http://dx.doi.org/10.1126/science.1142364
http://dx.doi.org/10.1016/j.diabres.2009.04.024
http://dx.doi.org/10.1016/j.diabres.2009.04.024
http://dx.doi.org/10.1016/j.diabres.2009.04.024
http://dx.doi.org/10.1186/1471-2350-10-15
http://dx.doi.org/10.1186/1471-2350-10-15
http://dx.doi.org/10.1186/1471-2350-10-15
http://dx.doi.org/10.1186/1471-2350-10-15
http://dx.doi.org/10.1186/1471-2350-10-15
http://dx.doi.org/10.1371/journal.pgen.0040032
http://dx.doi.org/10.1371/journal.pgen.0040032
http://dx.doi.org/10.1371/journal.pgen.0040032
http://dx.doi.org/10.1371/journal.pgen.0040032
http://dx.doi.org/10.1007/s10528-011-9456-2
http://dx.doi.org/10.1007/s10528-011-9456-2
http://dx.doi.org/10.1007/s10528-011-9456-2
http://dx.doi.org/10.1098/rstb.2011.0306
http://dx.doi.org/10.1098/rstb.2011.0306
http://dx.doi.org/10.1098/rstb.2011.0306
http://dx.doi.org/10.1074/jbc.M411487200
http://dx.doi.org/10.1074/jbc.M411487200
http://dx.doi.org/10.1074/jbc.M411487200
http://dx.doi.org/10.1074/jbc.M411487200
http://dx.doi.org/10.1056/NEJMoa062418
http://dx.doi.org/10.1056/NEJMoa062418
http://dx.doi.org/10.1056/NEJMoa062418
http://dx.doi.org/10.1056/NEJMoa062418
http://dx.doi.org/10.1056/NEJMoa062418
http://dx.doi.org/10.1172/JCI30706
http://dx.doi.org/10.1172/JCI30706
http://dx.doi.org/10.1172/JCI30706
http://dx.doi.org/10.1172/JCI30706
http://dx.doi.org/10.1172/JCI30706
http://dx.doi.org/10.1086/518517
http://dx.doi.org/10.1086/518517
http://dx.doi.org/10.1086/518517
http://dx.doi.org/10.1086/518517
http://dx.doi.org/10.2337/db07-0055
http://dx.doi.org/10.2337/db07-0055
http://dx.doi.org/10.2337/db07-0055
http://dx.doi.org/10.2337/db07-0055
http://dx.doi.org/10.1111/j.1464-5491.2007.02258.x
http://dx.doi.org/10.1111/j.1464-5491.2007.02258.x

	Transcription factor 7-like 2 (TCF7L2) gene polymorphisms are strong predictorsof type 2 diabetes among nonobese diabetics in the Turkish population
	Recommended Citation

	tmp.1643390283.pdf.ajjo9

