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Abstract: Background: The DLG5-e26 and P1371Q polymorphisms in the discs large homologue 5 (DLG5) gene 
may influence the susceptibility to inflammatory bowel disease (IBD), including Crohn’s disease (CD) and ulcerative 
colitis (UC); however, existing results remain inconclusive. Aim: Our aim was to investigate the association between 
the DLG5 polymorphisms and IBD risk by meta-analysis. Methods: Fourteen studies were extracted from a search 
of PubMed, Embase, Chinese National Knowledge Infrastructure (CNKI) and Google Scholar databases before 
December 2015. We estimated the odds ratio (OR) and 95% CI using fixed-effect model or random-effect model. 
Results: The minor A allele at P1371Q decreased risk of CD in European (A vs. C, OR = 0.843, 95% CI = 0.714-0.995, 
P = 0.044), however, it increased the risk of IBD in North American (1.751 (95% = CI 1.249-2.455), P = 0.001). No 
significant associations were found between DLG5-e26 and IBD (delA vs. insA in IBD: 1.053, 95% CI = 0.976-1.136; 
CD: 1.031, 95% CI = 0.938-1.132; UC: 1.007, 95% CI = 0.832-1.219), and between P1371Q and IBD (A vs. C in IBD: 
1.050, 95% CI = 0.930-1.184; CD 0.994, 95% CI = 0.802-1.231; UC: 1.124, 95% CI = 0.962-1.313). Conclusions: 
DLG5-e26 polymorphisms in the DLG5 have no relationship with IBD in either CD or UC, but P1371Q reduces the 
risk of CD in European, while increases the risk of IBD in North American.
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Introduction

Inflammatory bowel disease (IBD) is a chronic 
and relapsing intestinal inflammatory disorder, 
and includes Crohn’s disease (CD) and ulcera-
tive colitis (UC). CD and UC have defined clinical 
and histopathological characteristics but over-
lapping symptoms can be observed. UC is char-
acterized by inflammation limited to colorectal 
mucosal and sub-mucosal layers, while the 
inflammation in CD can involve any part of the 
gastrointestinal tract in a discontinuity [1]. Re- 
cently, the prevalence rate of IBD has increas- 
ed, especially in Western countries. The high-
est prevalence rates of UC and CD in Europe 
were 505 per 100,000 persons and 322 per 
100,000 persons, respectively [2]. Although  
it is believed that genetics, environmental fac-
tors and immunological factors play a part in 
the pathogenesis of IBD, its aetiology is still not 
fully understood. Several whole-genome asso-

ciation studies (GWAS) have identified many 
potential susceptible variants in the following 
genes: DLG5, NOD2, ATG16L1, IRGM and STAT4 
[3-7]. This suggests that genetics may play an 
important role in the susceptibility of IBD. 

The DLG5 gene is located at chromosome 
10q23 and comprised of 32 exons [8, 9]. It 
encodes scaffolding proteins that belong to  
the Membrane Associated Guanylate Kinases 
(MAGUKs) and is widely expressed in human 
tissues, including the small bowel as well as  
the colon [8]. There are four protein interaction 
motif (PDZ) domains in the DLG5 gene, includ-
ing one Scr homology 3 (SH3) domain, a gua-
nylate kinase (GUK) domain, and an N-terminal 
domain of unknown function (DUF622) [10]. 
DLG5 interacts with the GUK domain of erythro-
cyte membraneprotein p55 (MPP1) and forms  
a heteromeric MAGUK complex at the plasma 
membrane. It then clusters a variety of intracel-
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lular molecules to maintain the structure of  
epithelial cells and transmits extra cellular sig-
nals to the membrane [8, 10, 11]. Therefore, 
DLG5 plays important roles in maintaining cell 
shape and polarity [12]. Furthermore, it is loca- 
ted at sites of cell-cell contact as a binding 
partner of vinexin [13] and takes part in the 
maintenance of epithelial integrity [7]; loss of 
cell polarity complexes and adhesion complex-
es results in a failure to maintenance epithelial 
cell polarity, inducing epithelial-to-mesenchy-
mal transition (EMT) [14]. Stoll and colleagues 
[7] found that DLG5 mRNA was expressed in 
the intestine and the variation of DLG5 was 
associated with IBD, including CD and UC. Se- 
zaki and colleagues [15] showed that DLG5 
could interact with TGF-β type I (TβRI) and 
TGF-β type II (TβRII) receptors at the plasma 
membrane and enhance their degradation, and 
DLG5 was involved in suppressing epithelial- 
to-mesenchymal transition (EMT) by inhibiting 
growth factor-β (TGF-β) receptor-dependent sig-
nal and transforming TGF-β signalling [16]. In 
addition, TGF-β signalling dysregulation incre- 
ased the risk of having CD [15], and TGF-β I 
knockout mice developed systemic inflamma-
tion in the intestine [17]. Thus, it is conceivable 
that genetic variants in DLG5 might contribute 
to a disturbance of the epithelial barrier in the 
gastrointestinal tract and then result in im- 
paired epithelial structure, making it more vul-
nerable to IBD, CD and UC [7, 9]. DLG5-e26 
variant presents insertion or deletion of ade-
nine (insA or delA) in exon 26 [18]. Several 
research articles showed that DLG5-e26 might 
have associations with IBD, including CD and 
UC [18-20]. P1371Q, also known as C4136A 
[7], presents a C to A transversion in exon 23  
of DLG5 gene, resulting in the substitution of 
proline by glutamine [18]. This substitution 
probably hinders the scaffolding of DLG5 and 
alters the normal functions of the intestinal 
barrier [7], which could then lead to inflamma-
tion of the affected area; this association may 
be observed in different populations [20-22].

The association in different populations bet- 
ween DLG5-e26 and P1371Q with IBD risk has 
been extensively investigated [23-28]. However, 
an individual study may not have enough statis-
tical power to find a true association, and some 
studies have yielded conflicting and inconsi- 
stent results. Therefore, to estimate strength, 
accuracy and characteristics of the relationship 

between DLG5-e26 and P1371Q and IBD, a 
meta-analysis was performed.

Materials and methods

Literature search

Systematic computerized searches about DLG5 
polymorphisms with IBD (up to December 
2015) were performed in the PubMed data-
base without a language limitation. The Chinese 
National Knowledge Infrastructure (CNKI), Em- 
base and Google Scholar were used to supply 
other publications that could not be found in 
PubMed. The following combination of key-
words was used to search: (“DLG5” or “Droso- 
phila Discs Large Homologue 5”) and (“Crohn’s 
disease” or “Crohn’s disease” or “CD” or “in- 
flammatory bowel disease” or “IBD” or “ulcera-
tive colitis” or “UC”). After scanning the titles 
and abstracts of all related manuscripts, we 
manually examined reference lists for addi- 
tionally potential relevant articles. The most 
complete or recent publications were chosen  
if more than one study was published with the 
same content.

Inclusion and exclusion criteria

Two investigators (Zixing Zhou, Shiqi Huang) 
independently read the titles and abstracts of 
the publications. The studies were included if 
they met the following selection criteria: case-
control study; DLG5-e26 and P1371Q polymor-
phisms with risks of IBD or CD or UC; distri- 
bution data of allele frequency or genotype; 
clear diagnosis criteria in IBD, CD and UC; 
human study; and the reporting of the odds 
ratio (OR) and 95% confidence interval. We ex- 
cluded republished articles, overlapping data, 
studies with inadequate data for pooling, meet-
ing abstracts and reviews.

Data extraction

General information on the included studies 
was extracted independently by two investiga-
tors (Zixing Zhou, Shiqi Huang), including the 
first author, country and ethnicity, genotyping 
method and the number of patients and con-
trols. If there was a lack of genotype informa-
tion, we attempted to contact the correspond-
ing author to obtain the missing information;  
if we were unsuccessful, the study would be 
excluded. Any divergence was resolved by the 
senior investigator (Chunxia Jing).
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the degree of heterogeneity (I² < 25%, no het-
erogeneity; 25% < I² < 50%, moderate hetero-
geneity; 50% < I² < 75%, large heterogeneity; 
and I² > 75% extreme heterogeneity) [33]. The 
population-attributable risk (PAR) for the risk 
allele was estimated based on results from the 
discrete-time model [34, 35]. We performed a 
sensitivity analysis to assess the stability of the 
meta-analysis, first omitting one study and then 
observing the influence of the remaining results 
on the overall OR.

Per-genotype analysis

We performed the model-free method to as- 
sess the genotype effects; thus, DD vs. dd/
deldel vs. insins (OR1) and Dd vs. dd/insdel vs. 
insins (OR2) were estimated for each publica-
tion [36]. The model of genetic effect, meas-
ured by the parameter lambda (λ) (the ratio of 
logOR2 to logOR1), was then estimated by the 
model-free Bayesian approach. This parameter 
ranges from 0 to 1, which represents model as 
follows: λ = 0, suggesting a recessive (DD vs. 
Dd + dd/deldel vs. insdel + insins) model; λ = 1, 
suggesting a dominant model (DD + Dd vs. dd/
deldel + insdel vs. insins); λ = 0.5, suggesting  
a co-dominant model (DD vs. dd; Dd vs. dd/
deldel vs. insins; insdel vs. insins). If λ > 1 or λ < 
0, a rare homozygous or heterozygous model  
is likely. For λ, we used WinBugs 1.4.2 to esti-
mate parameters with vague prior to distribu-
tions (i.e., lambda and odds ratio). The publica-
tion bias was quantified by Egger’s regression 
intercept (P < 0.05 was considered statistically 
significant) and funnel plot [37].

Results

Characteristics of studies

Ninety-one studies concerning DLG5-e26 were 
identified in PubMed, CNKI, Embase and Goo- 
gle Scholar databases. There were 76 records 
after identifying duplicates, and 53 studies 
were eligible after screening titles and abst- 
racts. Ultimately, a total of 8 studies concern- 
ing DLG5-e26 were included (Figure 1A), and 
13 studies about P1371Q were chosen (Figure 
1B). HWE was included in all studies except  
for one [20], so this article was not included  
for further pooling. The characteristics of the 
included studies are listed in Table 1.

Assessment of bias risk

The quality of studies was also independently 
assessed by the same reviewers, based on a 
bias risk score for genetic association, which 
was modified on the basis of traditional epide-
miologic considerations as well as genetic is- 
sues developed by Thakkinstian and colleagues 
[29]. The score considered five domains, includ-
ing information bias, confounding bias, selec-
tive reporting of outcomes, population stratifi-
cation and assessment of the Hardy-Weinberg 
equilibrium (HWE) in the control group. All items 
were classified with regard to a ‘yes’, ‘no’ or 
‘unclear’, on behalf of low risk, high risk or in- 
sufficient information, respectively. The dissi-
dences between the two investigators were 
resolved by a senior reviewer.

Statistical analysis

A comprehensive meta-analysis software (ver-
sion 2.0) was used for statistical analysis. The 
Hardy-Weinberg equilibrium (HWE) was calcu-
lated in the control groups with Fisher’s exact 
test. If the HWE had no evidence (P < 0.05),  
the article was considered to have disequilibri-
um. We performed both per-allele and per-gen-
otype approaches to estimate the strength of 
the association between the polymorphisms of 
DLG5-e26 and P1371Q and the risks of IBD, 
including CD and UC.

Per-allele analysis

Assuming that ‘D’ and ‘d’ are the risk and non-
risk alleles for polymorphism, respectively, then 
‘DD’, ‘Dd’ and ‘dd’ are minor homozygous, het-
erozygous and common homozygous genotype, 
respectively. ‘del/ins’ represents a deletion/
insertion polymorphism, so ‘deldel’, ‘insdel’ and 
‘insins’ are minor homozygous, heterozygous 
and common homozygous genotypes, respec-
tively [18]. The risk allele frequency in each 
group was calculated using the reported geno-
type data, and 95% confidence intervals of the 
overall prevalence were estimated. The hetero-
geneity of studies was assessed by the Q test, 
while the degree of heterogeneity was quanti-
fied by the I² test [30]. When the inspection 
result showed P > 0.10, a fixed-effect model 
(the Mantel-Haenszel method) [31] was chosen 
to pool the data. If not, a random-effect model 
(the Der Simonian and Laird method) [32] was 
selected. Furthermore, I² was used to quantify 
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Figure 1. Flowchart for identified studies for DLG5 gene with IBD, CD and UC. A. DLG5-e26; B. P1371Q.



P1371Q decreases CD in european: a meta-analysis

4111 Int J Clin Exp Med 2017;10(2):4107-4118

Table 1. Characteristics of the eligible studies for DLG5-e26 and P1371Q in meta-analysis

Study Year
Country  

(ethnicity/ 
continent)

Method

IBD (DLG5-e26) CD (DLG5-e26) UC (DLG5-e26) IBD (P1371Q) CD (P1371Q) UC (P1371Q)
Number 
(case/
control)

HWE
Number 
(case/
control)

HWE
Number 
(case/
control)

HWE
Number 
(case/ 
control)

HWE
Number 
(case/ 
control) 

HWE
Number 
(case/ 
control) 

HWE

Buning [23] 2006 German (C/E) PCR 389/228 0.43 242/228 0.43 147/228 0.43 339/419 0.29 249/419 0.29 150/419 0.29

Hungary(C/E) PCR 266/203 0.49 142/203 0.49 124/203 0.49 268/203 0.64 145/203 0.64 123/203 0.64

Vermeire [21] 2005 Belgium(NA/E) MALDI-TOF-MS 585/297 0.30 455/297 0.30 115/297 0.30 NA NA NA NA NA NA

Lappalainen [44] 2008 Finnish (NA/E) RFCP/PCR 699/190 0.94 240/190 0.94 459/190 0.96 NA NA NA NA NA NA

Tremelling [25] 2006 UK (C/E) TaqMan NA NA NA NA NA NA 1098/752 0.31 495/752 0.31 507/752 0.31

Browning [45] 2007 New Zealand (C/P) PCR/TaqMan NA NA NA NA NA NA 790/408 0.51 348/408 0.51 406/408 0.51

Torok [18] 2005 German (C/E) RFCP 970/972 0.35 615/972 0.35 355/972 0.35 970/972 0.94 615/972 0.94 355/972 0.94

Yamazaki [22] 2004 Japan (A/As) PCR NA NA NA NA NA NA NA NA 477/341 0.58 NA NA

Weersma[43] 2009 Netherlands(C/E) TaqMan NA NA NA NA NA NA 2804/1350 0.83 1684/1350 0.83 1120/1350 0.83

Chua [20] 2011 Malaysia(A/As) RFCP/PCR NA NA 80/100 0.02 NA NA NA NA 80/100 0.00 NA NA

Newman [24] 2006 Canada (C/Na) MALDI-TOF-MS NA NA NA NA NA NA 387/388 0.71 229/388 0.71 158/388 0.71

Ghyslaine[27] 2012 German (C/E) PCR 380/218 0.38 232/218 0.38 148/218 0.38 380/218 0.50 232/218 0.50 148/218 0.50

Lin [38] 2011 USA (M/Na) RFCP/CRFCP/PCR NA NA NA NA NA NA 212/170 0.69 NA NA NA NA

Stoll [7] 2004 German (C/E) PCR 514/519 0.37 NA NA NA NA 525/516 0.56 NA NA NA NA

Al-Sulaiman [28] 2014 Saudi Arabia (NA/As) RFCP NA NA NA NA NA NA 77/75 0.11 NA NA NA NA
A, Asians; C, Caucasians; M, mixed; E, Europe; As, Asia; Na, North America; P, Pacific; RFLP, restriction fragment length polymorphism analysis; MALDI-TOF-MS, matrix-assisted laser desorption/ionization time of flight mass spectrometry; PCR, 
polymerase chain reaction; NA, not available; IBD, inflammatory bowel disease; CD, Crohn’s disease; UC, ulcerative colitis; HWE, Hardy-Weinberg equilibrium.
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Risk of bias assessment

The criteria for assessing the 
quality wereclearly described 
in Table S2. The risk of bias 
from the quality control for 
genotyping was the highest, 
unclear in 10 out of 15 studies 
(66.7%), followed by not ass- 
essing Hardy-Weinberg equili- 
brium (8/15, 53.3%) and con- 
founding bias (2/15, 13.3%) 
(Table 2).

The genetic association be-
tween DLG5-e26 and IBD risk

Eight studies, including 3 803 
cases and 2 424 controls, as- 
sessed the association bet- 
ween DLG5-e26 and IBD, in 
which there were 2 006 cases 
and 2 208 controls concern-
ing CD, and 1 348 cases and 
2108 controls concerning UC 
(Table 1). The pooled OR of 
DLG5-e26 (delA vs. insA) for 
IBD was 1.053 (95% CI: 0.976-
1.136, P > 0.05) with moder-
ate heterogeneity (χ2 = 8.489, 
P = 0.204, I2 = 29.319), sug-
gesting that a delA in DLG5- 

Table 2. The risk of bias assessment

Author Ascertainment of 
IBD (CD and UC)

Ascertainment 
of control

Quality control 
for genotyping

Population 
stratification

Confounding 
bias

Selective  
outcome report HWE

Vermeire [21] Yes Yes Yes Yes No Yes No
Buning [23] Yes Yes Unclear Yes No Yes No

Yes Yes Unclear Yes No Yes No
Torok [18] Yes Yes Unclear Yes No Yes No
Lappalainen [44] Yes Yes Unclear Yes Yes Yes Yes
Chua [20] Yes Yes Unclear Yes No Yes No
Ghyslaine [27] Yes Yes Unclear Yes No Yes Yes
Stoll [7] Yes Yes Unclear Yes No Yes No
Tremelling [25] Yes Yes Yes Yes No Yes No
Browning [45] Yes Yes Yes Yes No Yes Yes
Yamazaki [22] Yes Yes Unclear Yes Yes Yes Yes
Weersma [43] Yes Yes Unclear Yes No Yes Yes
Newman [24] Yes Yes Yes Yes No Yes Yes
Lin [38] Yes Yes Unclear Yes No Yes Yes
Al-Sulaiman [28] Yes Yes Unclear Yes No Yes No
IBD, inflammatory bowel disease; CD, Crohn’s disease; UC, ulcerative colitis; HWE, Hardy-Weinberg equilibrium.

Figure 2. Forest plot of P1371Q polymorphisms with IBD in subgroup analy-
sis (A vs. C). (A) The association between P1371Q and IBD risk in European; 
(B) The association between P1371Q and IBD risk in North American.

Figure 3. Forest plot of P1371Q polymorphisms with CD in European (A vs. 
C).
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e26 did not increase the risk of IBD (Figure S1). 
The PAR of risk delA was 1.94%.

Both OR1 (delAdelA vs. insAinsA: χ2 = 5.657, P = 
0.463, I2 = 0.000) and OR2 (insAdelA vs. insAin-
sA: χ2 = 7.522, P = 0.275, I2 = 20.236) were 
homogenous. The pooled OR1 and OR2 were 
1.068 (95% CI 0.903-1.262) and 1.029 (95% 
CI 0.918-1.153), respectively (Figure S3). The λ 
= 0.630 (95% CI 0.085-0.983) suggests that a 
co-dominant effect was most likely, although 
both genotype effects did not reach statistical 
significance. No association was detected bet- 
ween DLG5-e26 and CD as well as the overall 
UC susceptibility (in CD: delA vs. insA, OR = 
1.031, 95% CI = 0.938-1.132; delAdelA vs. 
insAinsA, OR = 1.054, 95% CI = 0.857-1.296; 
insAdelA vs. insAinsA, OR = 1.045, 95% CI = 
0.914-1.195; PAR = 1.1%; in UC: delA vs. insA, 
OR = 1.007, 95% CI = 0.832-1.219, I2 = 64.107; 
delAdelA vs. insAinsA, OR = 1.015, 95% CI = 
0.796-1.293, I2 = 31.928; insAdelA vs. insAin-
sA, OR = 1.015, 95% CI = 0.767-1.343, I2 = 
66.639; delA, PAR = 0.24%) (Figure S3). 

The funnel plot (Figure 4) and Egger test did not 
suggest any publication bias (IBD: SE = 1.85, P 
= 0.52; CD: SE = 1.33, P = 0.50; UC: SE = 3.16, 
P = 0.93), and the sensitivity analysis showed 
that no individual study obviously affected the 
final conclusion (Table S3). 

The genetic association between P1371Q and 
IBD risk

Thirteen case-control studies, with 7 850 cas- 
es and 5 471 controls of IBD, reported the 
associations between P1371Q and IBD. There 
were 4 325 cases and 4 763 controls in CD  
and 2 967 cases and 4 710 controls in UC.  
The pooled OR of P1371Q on IBD was 1.050 
(95% CI 0.930-1.184, P = 0.433), indicating 
that individuals carrying the A allele in P1371Q 
had no increased risk of developing IBD than 
those carrying the C allele (Figure S2). The sum-
mary OR1 and OR2 for P1371Q were 1.759 (95 
% CI: 0.770-3.979) and 1.015 (95% CI: 0.895-
1.152), respectively, suggesting that the AA 
and CA genotypes did not increase the risk  
of developing IBD compared with the CC geno-
type (Figure S4 and Table S1). However, when 
we did subgroups analysis according to conti-
nents, the pooled OR of risk allele on IBD in 

North American was 1.751 (95% CI 1.249-
2.455, P = 0.001), suggesting that North Am- 
erican carrying the A allele had increased risk 
of developing IBD than those with C allele 
(Figure 2). But no association was found in 
other continents between P1371Q and IBD.

There was also no association between P1371Q 
and CD (A vs. C, OR = 0.994, 95% CI = 0.802-
1.231) or between P1371Q and UC (A vs. C, OR 
= 1.124, 95% CI = 0.962-1.313). The λ = 0.333 
(95% CI 0.011-0.937) suggested that a co-
dominant effect was most likely. In continents 
subgroups analysis of CD, the European with A 
allele decreased 15.7% risk of CD than those 
with C allele (A vs. C, OR = 0.843, 95% CI = 
0.714-0.995, P = 0.044), indicating that A allele 
in P1371Q was the protective factor for CD of 
European (Figure 3). However, no meta-analy-
sis could carry out in other continents because 
of limited article.

The funnel plot (Figure 4) and Egger test did not 
indicate any publication bias (IBD: SE = 1.08, P 
= 0.34; CD: SE = 1.40, P = 0.83; UC: SE = 0.61, 
P = 0.13), and we found no individual study 
obviously affected the final conclusion from the 
sensitivity analysis observed in Table S4.

Discussion

Our meta-analysis gave no evidence of an asso-
ciation between DLG5-e26 polymorphisms in 
the DLG5 gene and IBD, including CD and UC. 
However, we identified the minor allele A in 
P1371Q increased the IBD risk in North Ameri- 
can, but not in European. These inconsistent 
results might be due to various genetic back-
grounds, different environment and limited 
publications. A allele in P1371Q decreased the 
risk of CD in European, without any founding in 
the people in other continents. Lin. Z and col-
leagues [38] suggested that the risk allele A of 
P1371Q was associated with IBD in USA, this 
association was female-specific. P1371Q was 
complementary to R30Q in the DLG5 gene, 
with R30Q exhibiting a dominant effect in IBD 
susceptibility. A previous meta-analysis reveal- 
ed that R30Q was associated with a small 
reduction in the risk of CD, but only in women 
[39]. Interestingly, Purmonen and colleagues 
[40] suggested that DLG5 was a primary pro-
gesterone target gene in human breast cancer 

Figure 4. Funnel plots for delA vs. insA for DLG5-e26 and funnel plots for A vs. C for P1371Q. A. DLG5-e26 and IBD; 
C. DLG5-e26 and CD; E. DLG5-e26 and UC; B. P1371Q and IBD; D. P1371Q and CD; F. P1371Q and UC.
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cells. Furthermore, progesterone is a principal 
component of contraceptives [41]. Therefore, 
further well-designed association analysis on 
gender specific differences and continents spe- 
cific differences is needed to explore P1371Q 
and the risk of IBD, including CD and UC. 

Heterogeneity, divided into genetic heteroge-
neities of the model and effect, is one of the 
important potentially elements affecting pool- 
ed results [42]. In research on DLG5-e26 poly-
morphisms in CD on a per-allele analysis, no 
heterogeneity existed. Moreover, for more pre-
cise results, we excluded one article [20] with-
out HWE in the control group when we calcu-
lated the summary ORs, and there was moder-
ate heterogeneity in DLG5-e26 with UC. Due  
to limited information, we speculate that this 
moderate heterogeneity might have resulted 
from differences in demographic characters, 
behaviours or environmental factors that are 
not easily gained in primary data [24]. The 
result of P1371Q on CD risk in overall sum- 
mery OR suffered moderate heterogeneity, 
although we had already eliminated the study 
without HWE [20]. When we excluded the stud-
ies from Weersma and colleagues [43] and 
Newman and colleagues [24] during the sensi-
tivity analysis, the I² reduced from 55.839 to 
47.853 and 31.642, respectively, so we specu-
lated that these two studies may increase the 
heterogeneity. In the continent specific study of 
P1371Q on CD of European, no heterogeneity 
existed. The different genetic backgrounds of 
geographically diverse regions and ethnicities 
and distinct environment may be the source  
of heterogeneity. Newman and colleagues [24] 
found that P1371Q was associated with IBD, 
including CD and UC, in the non-Jewish popula-
tion but not in the Jewish population. Therefore, 
it may be hypothesized that populations of the 
same race from geographically diverse regions 
have different genetic backgrounds, and more 
geography-specific studies should performed 
in the future. The summary genetic association 
was estimated by a genetic model-free ap- 
proach, which does not assume the underlying 
genetic mode is known in advance but still 
takes advantage of the information available 
on all genotypes.

However, some limitations still exist in our 
study. Firstly, some sources of control are nei-
ther clear nor uniform, which may lead to insuf-
ficient estimations. Secondly, all included arti-

cles were case-control studies, which might 
overestimate the genetic association. To avoid 
confounding bias, the best method is to estab-
lish the population-based nested case-control 
study, although it is difficult to do. In addition, 
we had a small sample size, with limited stud-
ies pooled in P1371Q in subgroup analysis, 
which limited our assessment. A more accu- 
rate association needs to be explored with 
more data. From our risk of bias assessment, 
many of the included studies did not meet the 
criteria for assessing quality, so uncertainty  
of the gene results of DLG5-e26 and P1371Q 
was still present. Finally, a lack of original data 
from the eligible articles limited assessments 
of the effects of the gene-gene, gene-gender 
and gene-environment interactions during IBD 
development. Therefore, our results should be 
interpreted with caution until further verifica-
tion of sequencing approaches and a larger 
meta-analysis has been performed.

In conclusion, this meta-analysis implied that 
DLG5-e26 polymorphisms are not implicated  
in susceptibility of IBD, but P1371Q has asso-
ciation with increasing risk of IBD in North 
American and decreasing risk of CD in Euro- 
pean. More race-specific, geography-specific 
and gene-gender studies are needed to give 
further clarification on this question, and gene-
gene and gene-environment studies should be 
explored to confirm the aetiology of IBD.

Acknowledgements

This work was supported in part by Training 
Program of the Major Research Plan of the 
National Natural Science Foundation of China 
(Grant numbers: 91543132), National Natu- 
ral Science Foundation of China (Grant num-
bers: 30901249, 81101267 and 81541070), 
Guangdong Natural Science Foundation (Grant 
numbers: 10151063201000036, S2011010- 
002526 and 2016A030313089), Guangdong 
Province Medical Research Foundation (Grant 
number: A2014374 and A2015310) and Proj- 
ect from Jinan university (Grant number: 21- 
612426, 21615426, JNUPHPM2016001, and 
JNUPHPM2016002). 

Disclosure of conflict of interest

None.

Address correspondence to: Dr. Chunxia Jing, 
Department of Epidemiology, School of Medicine, 
Jinan University, No. 601, Huangpu Avenue West, 



P1371Q decreases CD in european: a meta-analysis

4116 Int J Clin Exp Med 2017;10(2):4107-4118

Guangzhou 510632, Guangdong, China. Tel: +86-
20-8522-0258; Fax: +86-20-8522-1343; E-mail: 
jcxphd@gmail.com; Dr. Guang Yang, Department of 
Parasitology, School of Medicine, Jinan University, 
No. 601, Huangpu Avenue West, Guangzhou 51- 
0632, Guangdong, China. Tel: +86-20-8522-0255; 
Fax: +86-20-8522-1343; E-mail: guangyangphd@
gmail.com

References

[1] Baumgart DC and Sandborn WJ. Inflammatory 
bowel disease: clinical aspects and estab-
lished and evolving therapies. Lancet 2007; 
369: 1641-1657.

[2] Molodecky NA, Soon S, Rabi DM, Ghali WA, 
Ferris M, Chernoff G, Benchimol EI, Panac-
cione R, Ghosh S and Barkema HW. Increasing 
incidence and prevalence of the inflammatory 
bowel diseases with time, based on systematic 
review. Gastroenterology 2012; 142: 46-54. 
e42.

[3] Duerr RH, Taylor KD, Brant SR, Rioux JD, Silver-
berg MS, Daly MJ, Steinhart AH, Abraham C, 
Regueiro M and Griffiths A. A genome-wide as-
sociation study identifies IL23R as an inflam-
matory bowel disease gene. Science 2006; 
314: 1461-1463.

[4] Hugot JP, Chamaillard M, Zouali H, Lesage S, 
Cézard JP, Belaiche J, Almer S, Tysk C, O’Morain 
CA and Gassull M. Association of NOD2 leu-
cine-rich repeat variants with susceptibility to 
crohn’s disease. Nature 2001; 411: 599-603.

[5] Parkes M, Barrett JC, Prescott NJ, Tremelling 
M, Anderson CA, Fisher SA, Roberts RG, Nim-
mo ER, Cummings FR and Soars D. Sequence 
variants in the autophagy gene IRGM and mul-
tiple other replicating loci contribute to crohn’s 
disease susceptibility. Nat Genet 2007; 39: 
830-832.

[6] Liu QF, Li Y, Zhao QH, Wang ZY, Hu S, Yang CQ, 
Ye K and Li L. Association of STAT4 rs7574865 
polymorphism with susceptibility to inflamma-
tory bowel disease: a systematic review and 
meta-analysis. Clin Res Hepatol Gastroenterol 
2015; 39: 627-636.

[7] Stoll M, Corneliussen B, Costello CM, Waetzig 
GH, Mellgard B, Koch WA, Rosenstiel P, Al-
brecht M, Croucher PJ, Seegert D, Nikolaus S, 
Hampe J, Lengauer T, Pierrou S, Foelsch UR, 
Mathew CG, Lagerstrom-Fermer M and Sch-
reiber S. Genetic variation in DLG5 is associ-
ated with inflammatory bowel disease. Nat 
Genet 2004; 36: 476-480.

[8] Shah G, Brugada R, Gonzalez O, Czernusze-
wicz G, Gibbs RA, Bachinski L and Roberts R. 
The cloning, genomic organization and tissue 
expression profile of the human DLG5 gene. 
BMC Genomics 2002; 3: 6.

[9] Friedrichs F and Stoll M. Role of discs large  
homolog 5. World J Gastroenterol 2006; 12: 
3651-3656.

[10] González-Mariscal L, Betanzos A and Ávila-
Flores A. MAGUK proteins: structure and role in 
the tight junction. Semin Cell Dev Biol 2000; 
11: 315-324.

[11] Nakamura H, Sudo T, Tsuiki H, Miyake H, Mori-
saki T, Sasaki JI, Masuko N, Kochi M, Ushio Y 
and Saya H. Identification of a novel human 
homolog of the drosophila dlg, P-dlg, specifi-
cally expressed in the gland tissues and inter-
acting with p55. FEBS Lett 1998; 433: 63-67.

[12] Humbert P, Russell S and Richardson H. Dlg, 
scribble and Lgl in cell polarity, cell prolifera-
tion and cancer. Bioessays 2003; 25: 542-
553.

[13] Wakabayashi M, Ito T, Mitsushima M, Aizawa S, 
Ueda K, Amachi T and Kioka N. Interaction  
of lp-dlg/KIAA0583, a membrane-associated 
guanylate kinase family protein, with vinexin 
and β-catenin at sites of cell-cell contact. J Biol 
Chem 2003; 278: 21709-21714.

[14] Moreno-Bueno G, Portillo F, Cano A. Transcrip-
tional regulation of cell polarity in EMT and 
cancer. Oncogene 2008; 27: 6958-6969.

[15] Sezaki T, Tomiyama L, Kimura Y, Ueda K and 
Kioka N. Dlg5 interacts with the TGF-β receptor 
and promotes its degradation. FEBS Lett 2013; 
587: 1624-1629.

[16] Sezaki T, Inada K, Sogabe T, Kakuda K, Tomi-
yama L, Matsuno Y, Ichikawa T, Matsuo M, 
Ueda K and Kioka N. Role of Dlg5/lp-dlg, a 
membrane-associated guanylate kinase family 
protein, in epithelial-mesenchymal transition 
in LLc-PK1 renal epithelial cells. PLoS One 
2012; 7: e35519.

[17] Kulkarni AB and Karlsson S. Transforming 
growth factor-beta 1 knockout mice. A muta-
tion in one cytokine gene causes a dramatic 
inflammatory disease. Am J Pathol 1993; 143: 
3-9.

[18] Torok HP, Glas J, Tonenchi L, Lohse P, Muller-
Myhsok B, Limbersky O, Neugebauer C, Schnit-
zler F, Seiderer J, Tillack C, Brand S, Brunnler 
G, Jagiello P, Epplen JT, Griga T, Klein W, Schie-
mann U, Folwaczny M, Ochsenkuhn T and Fol-
waczny C. Polymorphisms in the DLG5 and 
OCTN cation transporter genes in crohn’s dis-
ease. Gut 2005; 54: 1421-1427.

[19] Peltekova VD, Wintle RF, Rubin LA, Amos CI, 
Huang Q, Gu X, Newman B, Van Oene M, 
Cescon D and Greenberg G. Functional vari-
ants of OCTN cation transporter genes are as-
sociated with crohn disease. Nat Genet 2004; 
36: 471-475.

[20] Chua KH, Lian LH, Kee BP, Thum CM, Lee WS, 
Hilmi I and Goh KL. Identification of DLG5 and 
SLC22A5 gene polymorphisms in malaysian 

mailto:jcxphd@gmail.com


P1371Q decreases CD in european: a meta-analysis

4117 Int J Clin Exp Med 2017;10(2):4107-4118

patients with crohn’s disease. J Dig Dis 2011; 
12: 459-466.

[21] Vermeire S, Pierik M, Hlavaty T, Claessens G, 
van Schuerbeeck N, Joossens S, Ferrante M, 
Henckaerts L, Bueno de Mesquita M, Vlietinck 
R and Rutgeerts P. Association of organic cat-
ion transporter risk haplotype with perianal 
penetrating crohn’s disease but not with sus-
ceptibility to IBD. Gastroenterology 2005; 129: 
1845-1853.

[22] Yamazaki K, Takazoe M, Tanaka T, Ichimori T, 
Saito S, Iida A, Onouchi Y, Hata A and Naka-
mura Y. Association analysis of SLC22A4, SL-
C22A5 and DLG5 in Japanese patients with 
Crohn disease. J Hum Genet 2004; 49: 664-
668.

[23] Buning C, Geerdts L, Fiedler T, Gentz E, Pitre G, 
Reuter W, Luck W, Buhner S, Molnar T, Nagy F, 
Lonovics J, Dignass A, Landt O, Nickel R, Gen-
schel J, Lochs H, Schmidt HH and Witt H. DLG5 
variants in inflammatory bowel disease. Am J 
Gastroenterol 2006; 101: 786-792.

[24] Newman WG, Gu X, Wintle RF, Liu X, van Oene 
M, Amos CI and Siminovitch KA. DLG5 variants 
contribute to crohn disease risk in a Canadian 
population. Hum Mutat 2006; 27: 353-358.

[25] Tremelling M, Waller S, Bredin F, Greenfield S 
and Parkes M. Genetic variants in TNF-1but 
not DLG5 are associated with inflammatory 
bowel disease in a large united kingdom co-
hort. Inflamm Bowel Dis 2006; 12: 178-184.

[26] De Ridder L, Weersma RK, Dijkstra G, van der 
Steege G, Benninga MA, Nolte IM, Taminiau JA, 
Hommes DW and Stokkers PC. Genetic sus-
ceptibility has a more important role in pediat-
ric-onset crohn’s disease than in adult-onset 
crohn’s disease. Inflamm Bowel Dis 2007; 13: 
1083-1092.

[27] Sastre Ortegon G. Variants in DLG5-gene and 
their impact on occurence and disease course 
of inflammatory bowel disease. 2012. 

[28] Al-Sulaiman R, Abdelrashid M, Akhtar M, Al-Ali 
A, Al-Ateeq S, Al-Nafie A, Al-Quorain A, Hussa-
meddin A, Ismail M and Yasawy M. Association 
of NOD2/CARD15, DLG5, OCTN1 and toll-like 
receptor 4 gene polymorphisms with inflam-
matory bowel disease: a university hospital ex-
perience. Saudi Journal of Medicine and Medi-
cal Sciences 2014; 2: 81.

[29] Thakkinstian A, McKay GJ, McEvoy M, Chakra-
varthy U, Chakrabarti S, Silvestri G, Kaur I, Li X 
and Attia J. Systematic review and meta-analy-
sis of the association between complement 
component 3 and age-related macular degen-
eration: a HuGE review and meta-analysis. 
American J Epidemiol 2011; 173: 1365-79.

[30] Higgins JP and Thompson SG. Quantifying het-
erogeneity in a meta-analysis. Stat Med 2002; 
21: 1539-1558.

[31] Mantel N and Haenszel W. Statistical aspects 
of the analysis of data from retrospective stud-
ies of disease. J Natl Cancer Inst 1959; 22: 
639-640.

[32] Dersimonian R and Nan L. Meta-analysis in 
clinical trials. Controlled Clinical Trials 1986; 7: 
177-188.

[33] Higgins JP, Thompson SG, Deeks JJ and Altman 
DG. Measuring inconsistency in meta-analy-
ses. BMJ 2003; 327: 557.

[34] Rossman MD, Thompson B, Frederick M, Mali-
arik M, Iannuzzi MC, Rybicki BA, Pandey JP, 
Newman LS, Magira E and Beznik-Cizman B. 
HLA-DRB1*1101: a significant risk factor for 
sarcoidosis in blacks and whites. Am J Hum 
Genet 2003; 73: 720-735.

[35] Hayden KM, Zandi PP, Lyketsos CG, Tschanz  
JT, Norton MC, Khachaturian AS, Pieper CF, 
Welsh-Bohmer KA and Breitner J. Apolipopro-
tein E genotype and mortality: findings from 
the cache county study. J Am Geriatr Soc 2005; 
53: 935-942.

[36] Minelli C, Thompson JR, Abrams KR, Thakkin-
stian A and Attia J. The choice of a genetic 
model in the meta-analysis of molecular asso-
ciation studies. Int J Epidemiol 2005; 34: 
1319-1328.

[37] Egger M, Smith GD, Schneider M and Minder 
C. Bias in meta-analysis detected by a simple, 
graphical test. BMJ 1997; 315: 629-634.

[38] Lin Z, Hegarty JP, Berb A, Wang Z, Kelly AA, 
Wang Y, Poritz LS, Wu R and Koltun WA. DLG5 
P1371Q is associated with inflammatory bowel 
disease and complementary to R30Q in dis-
ease susceptibility. Swiss Med Wkly 2011; 
141: w13290.

[39] Browning BL, Annese V, Barclay ML, Bingham 
SA, Brand S, Buning C, Castro M, Cucchiara S, 
Dallapiccola B, Drummond H, Ferguson LR, 
Ferraris A, Fisher SA, Gearry RB, Glas J, Henck-
aerts L, Huebner C, Knafelz D, Lakatos L, Laka-
tos PL, Latiano A, Liu X, Mathew C, Muller-Myh-
sok B, Newman WG, Nimmo ER, Noble CL, 
Palmieri O, Parkes M, Petermann I, Rutgeerts 
P, Satsangi J, Shelling AN, Siminovitch KA, To-
rok HP, Tremelling M, Vermeire S, Valvano MR 
and Witt H. Gender-stratified analysis of DLG5 
R30Q in 4707 patients with crohn disease and 
4973 controls from 12 caucasian cohorts. J 
Med Genet 2008; 45: 36-42.

[40] Purmonen S, Ahola TM, Pennanen P, Aksenov 
N, Zhuang YH, Tuohimaa P and Ylikomi T. 
HDLG5/KIAA0583, encoding a MAGUK-family 
protein, is a primary progesterone target gene 
in breast cancer cells. Int J Cancer 2002; 102: 
1-6.

[41] Yip J and Cunliffe WJ. Hormonally exacerbated 
hereditary angioedema. Australas J Dermatol 
1992; 33: 35-38.



P1371Q decreases CD in european: a meta-analysis

4118 Int J Clin Exp Med 2017;10(2):4107-4118

[42] Munafo MR and Flint J. Meta-analysis of ge-
netic association studies. Trends Genet 2004; 
20: 439-444.

[43] Weersma RK, Stokkers PC, van Bodegraven 
AA, van Hogezand RA, Verspaget HW, de Jong 
DJ, van der Woude CJ, Oldenburg B, Linskens 
RK, Festen EA, van der Steege G, Hommes DW, 
Crusius JB, Wijmenga C, Nolte IM, Dijkstra G; 
Dutch Initiative on C and Colitis. Molecular pre-
diction of disease risk and severity in a large 
dutch crohn’s disease cohort. Gut 2009; 58: 
388-395.

[44] Lappalainen M, Halme L, Turunen U, Saava-
lainen P, Einarsdottir E, Farkkila M, Kontula K 
and Paavola-Sakki P. Association of IL23R, TN-
FRSF1A, and HLA-DRB1*0103 allele variants 
with inflammatory bowel disease phenotypes 
in the finnish population. Inflamm Bowel Dis 
2008; 14: 1118-1124.

[45] Browning BL, Huebner C, Petermann I, Dem-
mers P, McCulloch A, Gearry RB, Barclay ML, 
Shelling AN and Ferguson LR. Association of 
DLG5 variants with inflammatory bowel dis-
ease in the new zealand caucasian population 
and meta-analysis of the DLG5 R30Q variant. 
Inflamm Bowel Dis 2007; 13: 1069-1076.



P1371Q decreases CD in european: a meta-analysis

1 

Table S1. Genotype frequencies between P1371Q and IBD (CD and UC) and genotype effects of studies included in meta-analysis
Author IBD CD UC

A vs. C AA vs. CC CA vs. CC A vs. C AA vs. CC CA vs. CC A vs. C AA vs. CC CA vs. CC
OR 95% CI OR 95% CI OR 95% Cl OR 95% CI OR 95% CI OR 95% CI OR 95% CI OR 95% CI OR 95% CI

Buning  
[23]

0.759 0.469 1.229 NA NA NA 0.777 0.477 1.265 0.562 0.303 1.042 NA NA NA 0.549 0.293 1.029 1.095 0.605 1.982 NA NA NA 1.101 0.598 2.027

Buning  
[23]

1.233 0.610 2.492 NA NA NA 1.243 0.607 2.545 1.080 0.467 2.497 NA NA NA 1.083 0.461 2.542 1.415 0.624 3.210 NA NA NA 1.435 0.622 3.312

Tremel- 
ling [25]

1.055 0.744 1.495 3.432 0.165 71.61 1.004 0.701 1.438 1.160 0.767 1.755 7.651 0.366 159.7 1.049 0.679 1.620 0.960 0.623 1.480 NA NA NA 0.958 0.617 1.490

Browning  
[45]

1.034 0.641 1.669 NA NA NA 1.035 0.636 1.684 0.992 0.557 1.766 NA NA NA 0.992 0.551 1.783 1.166 0.683 1.989 NA NA NA 1.172 0.680 2.020

Torok  
[18]

1.027 0.757 1.391 2.503 0.484 12.93 0.952 0.689 1.316 0.877 0.612 1.258 1.561 0.219 11.11 0.837 0.572 1.226 1.290 0.877 1.896 4.189 0.697 25.18 1.158 0.761 1.762

Yama- 
zaki [22]

NA NA NA NA NA NA NA NA NA 1.207 0.934 1.559 1.187 0.529 2.663 0.930 0.406 2.132 NA NA NA NA NA NA NA NA AN

Weers- 
ma [43]

0.875 0.706 1.085 0.950 0.237 3.807 0.866 0.691 1.085 0.793 0.622 1.013 0.785 0.158 3.895 0.785 0.608 1.013 1.000 0.773 1.293 1.205 0.243 5.982 0.990 0.756 1.297

Newman  
[24]

1.640 1.121 2.398 3.247 0.336 31.38 1.635 1.089 2.456 1.774 1.163 2.705 3.717 0.335 41.27 1.776 1.127 2.799 1.449 0.886 2.371 2.591 0.161 41.72 1.439 0.848 2.442

Ghyslaine  
[27]

0.902 0.501 1.622 NA NA NA 0.898 0.492 1.636 0.683 0.338 1.379 NA NA NA 0.673 0.329 1.377 1.254 0.634 2.481 NA NA NA 1.270 0.630 2.558

Lin [38] 2.244 1.071 4.704 NA NA NA 2.335 1.097 4.972 NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA

Al-Sulai- 
man [28]

0.625 0.271 1.439 0.456 0.040 5.153 0.663 0.250 1.755 NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA

Stoll [7] 1.692 1.034 2.770 11.09 0.612 201.1 1.318 0.779 2.231 NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA NA

Overall  
odds ratio

1.050 0.930 1.184 1.759 0.770 3.979 1.015 0.895 1.152 0.994 0.802 1.231 1.346 0.712 2.545 0.906 0.777 1.056 1.124 0.962 1.313 2.165 0.722 6.491 1.000 0.934 1.294

IBD, inflammatory bowel disease; CD, Crohn’s disease; UC, ulcerative colitis; OR, odds ratio; CI, Confidence intervals; NA, not available.
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Table S2. Risk of bias assessment for genetic association studies of IBD (CD and UC) of studies 
included in the meta-analysis

Domain and item Low risk 
of bias

Information bias

Ascertainment of IBD (CD and UC)

Clearly described objective criteria of diagnosis of IBD (CD and UC) Yes

Not clearly described No

Did not mention Unclear

Ascertainment of controls

Controls were non-IBD and without family history Yes

Mentioned the sources of controls Yes

Not described No

Ascertainment of genotyping examination

Genotyping done under “blind” conditions of case specimens and control specimens Yes

Genotyping of cases and controls was performed together Yes

Genotyping error rate 5% Yes

Quality control procedure (e.g., reanalysis of random specimens, by using different genotyping methods for analysis, analysis if 
replicate sample)

Yes

Unblind No

Genotyping error rate > 5% No

Did not mention what was done Unclear

Confounding bias

Population stratification

No difference in ethnic origin between cases and controls Yes

Use of controls who were not related to cases with clearly identification Yes

Use of some controls who came from the same family No

No report of what was done Unclear

Other confounding bias

Controls for confounding variables (e.g., age, gender, or BMI) in analysis Yes

Not controlled for confounding variables No

Not mentioned Unclear

Selective reporting (for replication studies)

Reported results of all polymorphisms mentioned in the objectives, no significant or not Yes

Reported results of only significant polymorphisms No

HWE

HWE in the control group Yes

HWD in the control group No

HWE not checked or mentioned No
IBD, inflammatory bowel disease; CD, Crohn’s disease; UC, ulcerative colitis; BMI, body mass index; HWE, Hardy-Weinberg equilibrium; HWD, Hardy-Weinberg disequilib-
rium.
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Figure S1. Forest plot of DLG5-e26 polymorphisms with IBD, CD and UC (delA vs. insA). A. The association between 
DLG5-e26 and IBD risk; B. The association between DLG5-e26 and CD risk; C. The association between DLG5-e26 
and UC risk.
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Figure S2. Forest plot of P1371Q gene with IBD, CD and UC (A vs. C). A. The association between P1371Q and IBD 
risk; B. The association between P1371Q and CD risk; C. The association between P1371Q and UC risk.
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Figure S3. Forest plot of DLG5-e26 gene with IBD, CD and UC, A. (insAdelA vs. insAinsA); B. (delAdelA vs. insAinsA). a. The association between DLG5-e26 and IBD 
risk; b. The association between DLG5-e26 and CD risk; c. The association between DLG5-e26 and UC risk.
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Table S3. The results of sensitivity analysis
SNP Excluded study Pooled OR 95% CI P I² (%) P value for I²

DLG5-e26 of UC Vermeire [21] 1.062 0.875-1.289 0.541 60.766 0.037
Buning [23] 1.063 0.878-1.287 0.532 60.254 0.039

0.958 0.784-1.170 0.671 61.709 0.034
Torok [18] 1.017 0.790-1.310 0.893 70.247 0.009

Lappalainen [44] 0.990 0.782-1.252 0.932 70.516 0.009
Ghyslaine [27] 0.955 0.786-1.160 0.642 59.846 0.041

P1371Q of CD Buning [23] 0.988 0.786-1.241 0.915 61.285 0.012
1.042 0.854-1.286 0.697 52.210 0.041

Tremelling [25] 0.970 0.763-1.235 0.807 60.118 0.014
Browning [45] 0.992 0.784-1.255 0.946 61.358 0.011

Torok [18] 1.010 0.790-1.292 0.934 60.127 0.014
Weersma [43] 1.090 0.937-1.269 0.265 47.853 0.062
Newman [24] 0.940 0.821-1.077 0.373 31.642 0.175
Ghyslaine [27] 1.020 0.816-1.276 0.862 58.724 0.018
Yamazaki [22] 0.955 0.749-1.217 0.708 54.169 0.033

CD, Crohn’s disease; UC, ulcerative colitis; OR, odds ratio; CI, Confidence intervals.
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Figure S4. Forest plot of P1371Q gene with IBD, CD and UC, A (CA vs. CC); B (AA vs. CC). a. The association between P1371Q and IBD risk; b. The association between 
P1371Q and CD risk; c. The association between P1371Q and UC risk.
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Table S4. MOOSE checklist: P1371Q polymorphisms in DLG5 gene decrease the risk of Crohn’s disease in European: a meta-analysis
Criteria Brief description of how the criteria were handled in the review
Reporting of background

√ Problem definition The epidemiology of inflammatory bowel disease (IBD), Crohn’s disease (CD) as well as ulcerative colitis (UC). The inconsis-
tent results of genetic risk with IBD, CD and UC in different population based publications

√ Hypothesis statement We propose there are significant associations between gene polymorphisms DLG5-e26 and P1371Q and IBD, including CD 
and UC

√ Description of study outcomes The pool odds ratio (OR) and 95% confidence interval

√ Type of exposure Genetic markers

√ Type of study designs used The population based genetic epidemiological observational studies of IBD, including CD and UC

√ Study population The worldwide population is considered our analysis

Reporting of search strategy should include

√ Qualifications of searchers Two investigators (Z.H) independently browsed all titles and abstracts of the identified articles

√ Search strategy, including time period included in the synthesis and 
keywords

Time period: from inception of PubMed, Embase, Chinese National Knowledge Infrastructure (CNKI) and Google Scholar, De-
cember 2015. Search strategy: (‘DLG5’ or ‘Drosophila Discs Large Homologue 5’) and (‘Crohn’s disease’ or ‘crohns disease’ 
or ‘CD’ or ‘inflammatory bowel disease’ or ‘IBD’ or ‘ulcerative colitis’ or ‘UC’)

√ Databases and registries searched PubMed, Embase, CNKI and Google Scholar

√ Search software used, name and version, including special features PubMed was accessed from the National Library of Medicine (free), CNKI was available on the website of Jinan University 
Library, Embase was purchased in Internet, Google Scholar was free from Internet

√ Use of hand searching We searched bibliographies of retrieved papers and those of previous reviewers on the subject were examined for further 
relevant studies

√ List of citations located and those excluded, including justifications Details of the literature search process are outlined in the flow chart. The citation list for excluded studies is available upon 
request

√ Method of addressing articles published in languages other than English We hadno restriction on language

√ Method ofhandling abstracts and unpublished studies We included proceedings papers and assessed them for eligibility according to our inclusion and exclusion criteria. Unpub-
lished studies were excluded in our analysis

√ Description of any contact with authors It is applicable; we contact the authors when we needed

Reporting of methods should include

√ Description of relevance or appropriateness of studies assembled for as-
sessing the hypothesis to be tested

Detailed inclusion and exclusion criteria are described in the Methods section

√ Rationale for the selection and coding of data Data extracted from each of the studies were relevant to the population characteristics name of first author, year of publica-
tion, region of study population, genotype method, the number of cases and controls, the risk allele frequency in cases and 
controls, the genotype of cases and controls and the Hard-Weinberg Equilibrium (HWE)

√ Assessment of confounding Detailed inclusion is described in the Methods section

√ Assessment of study quality, including blinding of quality assessors; stratifi-
cation or regression on possible predictors of study results

Sensitivity analyses by several quality indicators such as study size, study objects’ ethnic, and another influent factors in the 
Methods section

√ Assessment of heterogeneity Heterogeneity of the studies was explored with I2 statistic that provides the relative amount of variance of the summary ef-
fect due to the between-study heterogeneity,detailed inclusion is described in the Methods section

√ Description of statistical methods in sufficient detail to be replicated Description of methods of meta-analyses, sensitivity analyses and assessment of publication bias are detailed in the meth-
ods. We performedfixed effects and random effects in meta-analysis with comprehensive meta-analysis software (verson.12)

√ Provision of appropriate tables and graphics Tables 1, 2, Figures 1-4, Tables S1, S2, S3, S4, Figures S1, S2

Reporting of results should include

√ Graph summarizing individual study estimates and overall estimate Figure 1

√ Table giving descriptive information for each study included Tables 1, 2
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√ Results of sensitivity testing Table S3

√ Indication of statistical uncertainty of findings 95% confidence intervals were presented with all summary estimates, I2 values and results of sensitivity analyses

Reporting of discussion should include

√ Quantitative assessment of bias The funnel plot and Egger’s regression.

√ Justification for exclusion All studies were excluded based on the pre-defined inclusion criteria in methods section.

√ Assessment of quality of included studies Brief discussion included in Methods section

Reporting of conclusions should include

√ Consideration of alternative explanations for observed results Discussed in the context of the results.

√ Generalization of the conclusions Discussed in the context of the results.

√ Guidelines for future research Discussed in the context of the results

√ Disclosure of funding source No separate funding was necessary for the undertaking of this meta-analysis.


