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Limited research has assessed associations between schizophrenia and genetic variants of the ankyrin repeat and kinase domain
containing 1 (ANKK1) and lymphotoxin-alpha (LTA) genes among individuals of Middle Eastern ancestry. Here we present the
first association study investigating the ANKK1 rs1800497 (T>C) and LTA rs909253 (A>G) single-nucleotide polymorphisms in
an Egyptian population. Among 120 patients with DSM-IV and PANSS (Positive and Negative Syndrome Scale) assessments of
schizophrenia and 100 healthy controls, we determined the genotypes for the polymorphisms using endonuclease digestion of
amplified genomicDNA. Results confirmed previous findings fromdifferent ethnic populations, in that the rs1800497 and rs909253
polymorphisms were both associated with risk of schizophrenia. Differences between the genotypes of cases and controls were
strongly significant (P = 0.0005 for rs1800497 and P = 0.001 for rs909253). The relative risk to schizophrenia was 1.2 (P = 0.01) for
the C allele and 0.8 (P = 0.04) for the G allele. The CC, GG, and combined CC/AA genotypes were all more frequent in cases than
in controls. These results support an association between ANKK1 and LTA genetic markers and vulnerability to schizophrenia and
show the potential influence of just one copy of the mutant C or G allele in the Egyptian population.

1. Introduction

Schizophrenia is a highly heritable disorder characterized
by psychotic symptoms, alterations of thought, volition, and
abnormal perceptions (i.e., hallucinations) and beliefs (i.e.,
delusions). With a worldwide lifetime prevalence of 0.5–2%
[1], it is noteworthy that no society or culture in the world is
free from schizophrenia. Although few data are available on
incidence in developing countries, early assumptions about
consistently lower rates outside the western industrialized
countries have not been confirmed by investigations in Asian
countries [2, 3].

Supporting evidence has linked the high heritability of
schizophrenia to a combination of relatively common alleles
of small effect and to a few rare alleles with relatively large
effects [4].Thirteen genetic SNPs contributing to schizophre-
nia have been identified in recent years through genome-
wide association studies [5–8] and surpassing a genome-wide

significance threshold [9] of 𝑃 < 5 × 10−8. These studies
have identified 10 genes (i.e.,CSF2RA,HIST1H2BJ,NOTCH4,
NRGN, SHOX, SMARCA2, TCF4, ZNF804A, PRSS16, and
PGBD1) [10–14], but they confer relatively small increments
in risk and explain only a small proportion of heritability
[14, 15].

Some of the most investigated genes in studies of sus-
ceptibility to schizophrenia are those that encode proteins
of the dopaminergic system. Evidence suggests a role of
central dopamine pathways in the pathophysiology of the
disorder [16], as drugs that reduce dopamine levels diminish
psychotic symptoms and drugs that increase dopamine levels
exacerbate these symptoms [17].

The rs1800497 single-nucleotide polymorphism (SNP)
has been identified within exon 8 of the ankyrin repeat and
kinase domain containing 1 (ANKK1) gene (MIM 608774),
just 10 kb away from the dopamine receptor D2 (DRD2) gene
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(located at 11q23.2, MIM 126450) in the 3 untranslated
region. This polymorphism, which leads to a substitution
of glutamic acid for a basic lysine (E713K) that may alter
substrate-binding specificity [18], likely modulates the func-
tion and expression of DRD2 due to its close proximity
[19]. Despite the fact that the rs1800497 SNP is localized to
the ANKK1 gene, it seems to be in linkage disequilibrium
with several DRD2 genetic variants, which could potentially
explain a dopaminergic role in the etiopathogenesis of
schizophrenia [20].

The rs1800497 pathogenic variant has been previously
described to associate with a reduction in DRD2 receptor
density in the brain [21] and thusmay be a risk factor for neu-
ropsychiatric disorders.Many studies have also supported the
association between the rs1800497 SNP and drug dependence
[21–23], although others have not found such an association
[24].

The lymphotoxin-alpha (LTA; MIM 153440) gene and
tumor necrosis factor-alpha (TNF-𝛼; MIM 191160) gene,
located 13 kb apart on chromosome 6p21, are cytokines func-
tioning as the principal mediators of the immune response.
The LTA gene is known to play a central role in neurodevel-
opment, synaptic plasticity, and the response to neural injury
[25]. Repeatedly associated with various brain activities and
having immunologic, neurochemical, neuroendocrine, and
behavioral effects, the LTA gene has also been associated with
symptoms of schizophrenia [26]. In contrast to studies of
TNF-𝛼, few studies have evaluated the association between
LTA gene polymorphisms and susceptibility to schizophrenia
[27–29].

Despite a large amount of available genetic information
on schizophrenia, most of the reports are fromwestern coun-
tries. Only 18 articles have focused on this psychotic disorder
in Middle Eastern populations; two of them are from Egypt,
describing likely associations between the disorder and the
methylenetetrahydrofolate reductase [30] and brain-derived
neurotrophic factor [31] genes. These documentations, taken
together with the strongest support for the involvement of
dopamine as antipsychotic drugs, and the neurodevelop-
mental evidence of lymphotoxin as a cytokine in signaling
between cells during immune response, have highlighted the
ANKK1 and the LTA as promising schizophrenia susceptibil-
ity genes.

In the present case-control study, we focus on poly-
morphisms of ANKK1 and LTA as possible risk factors
for schizophrenia. Specifically, we hypothesized that the C
allele within the rs1800497 SNP of ANKK1 and the G allele
within the rs909253 SNP of LTA may affect vulnerability
to schizophrenia among Egyptian cases. To the best of
our knowledge, this is the first study to evaluate possible
associations between ANKK1 and LTA genetic variants and
schizophrenia in this population.

2. Subjects and Methods

2.1. Characteristics of the Study Population. The study
was conducted among Egyptian patients diagnosed with
schizophrenia and healthy controls. Patients aged 20–55
years who presented at the Outpatient Psychiatry Clinics,

Psychiatry Department, Ain Shams University, Cairo, over a
three-month period were considered for inclusion.Themean
age was 27.6 years at onset and 32.6 years at examination.
The gender distribution of the patients was 1 : 1.5 (women:
men). The mean duration of the schizophrenia was 9.8 years
(standard deviation (SD), ±4.7 years). The patients were
recruited from both rural and urban areas with an equal ratio
and were of Egyptian origin.

The proportion of patients with insidious-onset schizo-
phrenia (62%) was higher than the proportion with acute-
onset disease (38%). Use of antipsychotics for treatment of
behavioral and psychological symptoms of schizophrenia was
frequent among patients. Among users, there were signif-
icantly more used typical medications (70%) than atypical
(30%) or typical-atypical ones (40%).

Diagnosis of schizophrenia was confirmed according to
the criteria of theDiagnostic and Statistical Manual of Mental
Disorders, Fourth Edition (DSM-IV), based on individual
interviews, clinical observation, medical records (hospital
and outpatient clinic case notes), and family information
(American Psychiatric Associations, 1994). Moreover, the
patients were subjected to the Positive and Negative Syn-
drome Scale (PANSS) [32] assessment using a 45- to 50-
minute interview to measure the severity of a patient’s
schizophrenia. “Positive symptoms” referred to an excess or
distortion of normal functions (e.g., hallucinations and delu-
sions) and the “negative symptoms” described a diminution
or loss of normal functions. In the interview, 30 symptoms (7
positive symptoms, 7 negative symptoms, and 16 symptoms
of general psychopathology) were each rated from 1 to 7.
The total PANSS score (with a maximum of 210) could not
be lower than 30 for a schizophrenic patient. The mean
PANSS scores were 92.8 (SD, ±13.56) for the total score, 23.1
(SD, ±7.91) for positive psychotic symptoms, 22.7 (SD, ±4.16)
for negative psychotic symptoms, and 47.8 (SD, ±7.79) for
general psychopathology.

Those individuals with a history of traumatic brain
injury, neurologic disorders, mental retardation, epilepsy, or
substance addiction (except for nicotine) were excluded. The
control group consisted of healthy volunteers who did not
meet any of the exclusion criteria and who were free from
present, past, and a family history (first-degree relatives) of
psychiatric illness.

This study was approved by the local Biomedical Ethics
Committee at Faculty ofMedicine, UmmAl-QuraUniversity,
and by the Psychiatry Department, Faculty of Medicine, Ain
Shams University, Cairo. Informed and written consent was
obtained from each participant prior to enrollment in the
study.

2.2. DNA Analysis. High molecular weight DNA samples
were extracted from saliva using the Oragene.DNA-OG-
500 kit (DNA Genotek Inc., Ottawa, ON, Canada). The full
saliva sample should be collected within 30 minutes and the
Oragene tube should be capped immediately. The saliva was
incubatedwith the lysis buffer at 50∘C to release theDNA that
was then precipitated by ethanol and dissolved in Tris-EDTA
buffer, as recommended by the manufacturer.



BioMed Research International 3

2.3. Genotyping of ANKK1 rs1800497 and LTA rs909253. The
ANKK1 rs1800497 (T>C) and LTA rs909253 (A>G) SNPs
were genotyped using TaqI and NcoI restriction endonucle-
ases.The rs1800497 locus was amplified using the forward 5-
CCGTCGACGGCTGGCCAAGTT TCTA-3 and reverse
5-CCGTCGACCCTTCCTGAGTGTCATCA-3 primers
[33], whereas the rs909253 locus was amplified using the 5-
CCG TGC TTC GTG CTT TGG ACT A-3 and 5-AGA
GCT GGT GGG GAC ATG TCG-3 primers [34, 35] at an
annealing temperature of 58∘C for both variants. Following
amplification, 5 𝜇L of PCR ampliconwas incubated overnight
with 5U of TaqI and NcoI at 65∘ and 37∘C, respectively,
as recommended by the manufacturer (Fermantas, GmbH,
Germany). The fragments were separated on a 3% MetaPhor
agarose gel (BMA, Rockland, ME) using ethidium bromide
staining and viewed under a UV transilluminator (G-Box,
Syngene, Frederick, MD).

The amplicon with the T allele remained uncut (310 bp),
but that with the C allele was cleaved into 180 and 130 bp
fragments. The LTA +252G allele was identified by 545 and
196 bp fragments, and the LTA +252A allele by a single
741 bp fragment. A positive control was used for each variant.
Each sample was run in duplicate. The genotypes of all
DNA samples were reassessed twice to confirm the results
and ensure reproducibility. Some suspected genotypes were
validated by purifying the PCR products using an automated
Agencourt AMPure XP kit (Beckman Coulter Inc., Riyadh,
Saudi Arabia) and genotyping using a Genetic Analyzer 3500
(ABI, Life Technologies, Jeddah, Saudi Arabia).

2.4. Data Analysis. Hardy-Weinberg equilibria of the genetic
variants rs1800497 and rs909253 were assessed using online
software (http://www.oege.org/software/hwe-mr-calc.shtml).
Student’s 𝑡-test was used to compare sociodemographic
and clinical characteristics. The Mantel-Haenszel chi-square
(𝜒2) test for linear association was used to assess the
contributions of the genotypes and alleles of rs1800497
and rs909253 and other independent risk factors to the
study outcomes (http://www.socscistatistics.com/tests/chis-
quare/Default.aspx). All 𝑃 values were two-tailed, and a
probability < 0.05 was considered statistically significant.
The odds ratios and relative risks associated with the C
allele (rs1800497) and the G allele (rs909253), their standard
errors, 95% confidence intervals (CIs), and z-scores were
calculated using MedCalc software for Windows, version
12.3.0.0 (Mariakerke, Belgium).

We used G∗Power software, version 3.1.5 (Univer-
sität Kiel, Germany; http://www.psycho.uni-duesseldorf.de/
abteilungen/aap/gpower3/download-and-register/) to per-
form a priori power analysis to estimate sufficient sample
sizes to achieve adequate power for 𝑧-testing of two inde-
pendent proportions. A priori sample-size estimations were
performed using known information on the common allele
frequencies in schizophrenia patients, a criterion probability
of 𝛼 = 0.05, and a power sensitivity of 80%.The prevalence of
schizophrenia in the studied population was assumed to be
50%, with a case-control ratio of 1.

3. Results

For the study, 120 eligible individuals with schizophrenia (72
men and 48 women) and 100 healthy nonpsychotic controls
were enrolled. Table 1 shows selected sociodemographic and
clinical characteristics.Thirty additional eligible patientswith
schizophrenia did not enroll because they refused to be
clinically investigated, they could not be traced, or their
clinical profiles were incomplete.

3.1. Hardy-Weinberg Equilibria of ANKK1 and LTA Variants.
None of the rs1800497 or rs909253 SNPs showed deviation
from Hardy-Weinberg equilibria in the control population
(𝜒2 = 3.6; 𝑃 = 0.06, and 𝜒2 = 0.5; 𝑃 = 0.5, resp.).

3.2. Association with the rs1800497 (T>C) Variant. As shown
in Table 2(a), the mutant C allele was significantly more
frequent in schizophrenia cases than in controls (82% versus
72%). The odds ratio of the C allele outcome was 1.8 (95%
CI, 1.2–2.9; 𝑧 = 2.9; 𝑃 = 0.009); consequently, the relative
risk of the C allele outcome was 1.2 (95% CI, 1.0–1.3; 𝑧 = 2.6;
𝑃 = 0.01). As shown in Table 2(b), genotypic analysis of the
rs1800497 polymorphism showed the absence of TT carriers
among schizophrenia cases but showed a 12% prevalence
among controls. The CC genotype was more frequent in
schizophrenia cases than in controls (64.2% versus 55%).The
difference between the genotypes of schizophrenia cases and
controls containing the C allele was highly significant (𝜒2 =
15.3; 𝑃 = 0.0005).

3.3. Association with the rs909253 (A>G) Variant. The odds
ratio of the mutant G allele outcome was 0.7 (95% CI, 0.5–1.0;
𝑧 = 2.1;𝑃 = 0.04), and the relative risk of theG allele outcome
was 0.8 (95% CI, 0.6–1.0; 𝑧 = 2.1; 𝑃 = 0.04). The wild-
type A allele was more frequent than the mutant G allele in
both cases (67.5% versus 3.5%) and controls (58% versus 42%)
(Table 2(a)). The mutant GG genotype was more frequent
in schizophrenia cases (18.3%) than in controls (16%). The
difference between the genotypes of schizophrenia cases and
controls containing the G allele was significant (𝜒2 = 13.7;
𝑃 = 0.001) (Table 2(b)).

3.4. Combined Genotypes of ANKK1/LTA Variants. Table 3
shows the combined genotype effect of the two SNPs,
rs1800497 (T>C) and rs909253 (A>G), on the risk for
schizophrenia. Among the nine possible genotypes, we found
only six combined genotypes in schizophrenia cases; the
CC/AA was the most frequent (40%), followed by CC/AG
(15%). Among the controls, the TT/AA and CC/GG geno-
types were the least prevalent. The nine combined genotypes
differed significantly between cases and controls (𝜒2 = 85.8;
df = 8; 𝑃 = 0). Regression analysis showed no significant
differences between the cases and controls (𝑟 = 0.56).

4. Discussion

Wehave presented the first association study investigating the
ANKK1 rs1800497 (T>C) and LTA rs909253 (A>G) SNPs in
an Egyptian sample of patients with schizophrenia. Overall,
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Table 1: Sociodemographic and clinical information of schizophrenia patients.

Parameter Schizophrenia cases (𝑁 = 120) 𝑡 (95% confidence interval)
Ratio of women :men 48 : 72 (1 : 1.5)
Ratio of urban : rural residence 60 : 60 (1 : 1)
Number (%) with family history (+)a,b 36 (30)c 146.8 (0.2–0.4)d

Age at onset (years) 27.6 ± 10.9 27.7 (25.6–29.6)d

Age at examination (range, years)e 32.6 ± 11.27 (20–55) 31.6 (30.6–34.6)d

Duration of disease (years) 9.8 ± 4.7 22.7 (9.0–10.6)d

Number (%) with acute onset 46 (38)
Number (%) with insidious onset 74 (62)
PANSS score

Total 92.8 ± 13.56 74.7 (90.3–95.3)d

Positive 23.1 ± 4.52 56.1 (22.3–23.9)d

Negative 22.7 ± 4.16 59.1 (21.9–23.5)d

General psychopathology 47.8 ± 7.79 67.1 (46.4–49.2)d

Antipsychotic medication
Typical 84 (70%)c 342.8 (0.6–0.8)d

Atypical 36 (30%)c 146.8 (0.2–0.4)d

Typical-atypical 48 (40%)c 195.8 (0.3–0.5)d

PANSS: Positive and Negative Syndrome Scale; SD: standard deviation.
aNumber of patients, with percentages in parentheses.
bFamily history was considered positive (+) if there was more than one case having schizophrenia in the same family and negative (−) if the case was sporadic.
c
𝑧-value’s test.

dVery highly significant difference (𝑃 < 0.0001).
eStudent’s 𝑡-test. Values are mean ± standard deviation.

our results provide strong evidence of associations between
these two SNPs and risk of schizophrenia in this population.
Moreover, the frequencies of the C allele (rs1800497) and the
G allele (rs909253) were found to potentially affect the risk of
schizophrenia when compared with those of wild-type alleles
(𝑃 = 0.009 and 𝑃 = 0.04, resp.).

In addition, we found no deviation fromHardy-Weinberg
equilibria for either SNP in our controls. Most previous
observations in ANKK1 are consistent with this equilibrium,
with the exception of two previous reports showing signifi-
cant deviations with the rs1800497 SNP [33, 36].

Data on linkages or associations between the ANKK1
locus and schizophrenia vary among different ethnicities.
A meta-analysis recently reported that the rs1800497 SNP
is cumulatively associated with schizophrenia among East
Asians (𝑃 = 0.007) but not among Caucasians (𝑃 =
0.245) or among Indians and Sri Lankans (𝑃 = 0.329) [37].
Our study in the Egyptian population, as well as studies
among American (non-Hispanic white) and French (Cau-
casian) populations, has further revealed a highly significant
association between the C allele of the rs1800497 SNP and
schizophrenia [21, 38] (Table 4). A study among Brazilian-
Latino patients also suggested borderline significance (𝑃 =
0.06).

In contrast, studies in Russian, Indian, Chinese, Iranian,
and German populations have reported insignificant differ-
ences between schizophrenia cases and controls [36, 39–
43]. The relatively small sample sizes of the Indian and
Iranian populations might have affected these results. An
additional study reported a near founder effect of the ANKK1

rs1800497 polymorphism among the Turkish population
with schizophrenia (𝑛 = 99) of 97.2% for the T allele and 2.8%
for the C allele, reporting no significant differences in C and
T allele frequencies between cases and controls [44].

It has been challenging to find a plausible explanation
for these contradictions based on gene flow or genetic drift
within ethnic populations. Yet, we can justify them based
on genetic heterogeneity between continental populations or
based on lifestyle, socioeconomic, and other environmental
factors that can positively or negatively affect morbidity and
mortality among East Asian, Caucasian, Latina, Indian, or
Egyptian patients with severe phenotypes [45].

Despite the potential role of neurotransmitters, such as
dopamine, in the risk of schizophrenia, and in the devel-
opment of newer antipsychotics based on these hypothe-
ses until several decades ago, more cytokines have still
shared a vulnerability for their influence on schizophre-
nia. The immunomodulatory functions of LTA are well
known, particularly in cellular defense against viral infection
and phagocyte-dependent inflammation [34]. LTA has been
found to be protective against excitotoxicity. Expression of
the LTA mRNA is observed in areas of white and gray
matter, which are highly sensitive to excitotoxicity [46].
Alterations in myelin and white matter may cause aberration
of neurotransmission resulting in a disharmonious informa-
tion processing between subcortical and cortical networks
that maybe associated with psychosis exacerbation [46]. In
particular, LTA has been shown to be more effective than
TNF-𝛼 in protecting neurons against glutamate and N-
methyl-D-aspartate (NMDA) toxicity [47].
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Table 2: Allele frequencies and genotype distributions ofANKK1 rs1800497 (T>C) and LTA rs909253 (A>G) polymorphisms among Egyptian
participants (120 cases and 100 controls).

(a)

Allele Cases Controls Odds ratio 𝑧 (𝑃 value) 95% CI
𝑛 (frequency) 𝑛 (frequency)

rs1800497:
T (A1) 43 (0.18) 57 (0.29) 1.8 2.9 (0.009) 1.2–2.9
C (A2) 197 (0.82) 143 (0.72)

rs909253:
+252A 162 (0.68) 116 (0.58) 0.7 2.1 (0.04) 0.5–1.0
+252G 78 (0.33) 84 (0.42)

(b)

Genotype 𝑛 (%) 𝑛 (%) 𝜒
2 (𝑃 value)

rs1800497:
TT (A1A1) 0 (0.0) 12 (12.0)

15.3 (0.0005)TC (A1A2) 43 (35.8) 33 (33.0)
CC (A2A2) 77 (64.2) 55 (55.0)

rs909253:
AA 64 (53.3) 32 (32.0)

13.7 (0.001)AG 34 (28.4) 52 (52.0)
GG 22 (18.3) 16 (16.0)

CI: confidence interval.

Table 3: Possible combined rs1800497 (T>C) and rs909253 (A>G)
genotypes in schizophrenia cases and controls.

Combined genotypes Cases, 𝑛 (%)
𝑁 = 120

Controls, 𝑛 (%)
𝑁 = 100

TT/AA 0 (0.0) 1 (0.0)
TT/AG 0 (0.0) 5 (5.0)
TT/GG 0 (0.0) 7 (7.0)
TC/AA 18 (15.0) 10 (10.0)
TC/AG 13 (10.8) 18 (18.0)
TC/GG 10 (8.3) 5 (5.0)
CC/AA 48 (40.0) 20 (20.0)
CC/AG 18 (15.0) 32 (32.0)
CC/GG 13 (10.9) 2 (2.0)

Our finding of a statistically significant association
between the LTA rs909253 polymorphism and schizophrenia
supports a previous hypothesis of pathophysiology of LTA
gene expression. Our result is consistent with a report
showing an association between this particular SNP and
schizophrenia in the Korean population (odds ratio = 1.76;
95% CI = 1.27–2.45; 𝑃 = 0.0007) [27]. However, in contrast to
our study, the mutant G allele of rs909253 was prevalent and
overexpressed in the Korean population.

Another study has found a genetic variant in the non-
coding sequence of the first exon of LTA (rs1800683) to
be significantly associated with cognitive functioning within
schizophrenia patients (𝑃 < 0.008) [48]. Associations have
also been found for other genetic loci linked to the short

arm of chromosome 6. These include the rs111602326 and
rs113663679 loci within theARVD8 gene (MIM 607450) [49],
theHLA-DRB1 gene (MIM 142857) [50], and the rs113785696
and rs111341380 loci associated with schizophrenia type 3
(MIM 600511) [51, 52].

In our study, combined genotyping of the ANKK1/LTA
variants revealed no significant differences between schizo-
phrenia cases and controls (𝑟 = 0.56). However, it is interest-
ing that in cases, combined genotypes containing the mutant
CC genotype were more frequent than combined genotypes
containing theTTgenotype. In contrast, combined genotypes
containing the mutant GG genotype were less frequent than
those containing the wild-type AA genotype.

Although schizophrenia is a major public health concern
causing extensive suffering and requiring costly treatment
and care, only a few reports provide evidence on genetic-
environmental interactions that affect the risk of schizophre-
nia. Despite the significant contribution of genetic factors
to the expression of syndromes, like schizophrenia, these
syndromes may be a heterogeneous collection of genetic and
nongenetic illnesses. To limit the potential for genetic het-
erogeneity, we performed our study on an Egyptian sample
population of historically relative homogeneity. The random
selection of our patients with schizophrenia gave rise to an
equal ratio of urban and rural Egyptians. This enabled us to
exclude the influence of social contacts, such as family visits,
social visits, and planned social activities, which have been
observed as less common in urban than rural environments
[53]. Some trials have reported that rural living is associated
with a greater frequency of social contacts among patients
with schizophrenia [53], but the risk of the disease in themost
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Table 4: Distribution of ANKK1 rs1800497 (T>C) genotypes and their allelic frequencies in schizophrenia cases and controls from different
ethnic populations.

Populationa (ethnicity) Number of
cases (controls)

Distribution of rs1800497 genotypes (%)b C allele frequency
in cases (controls)

Odds ratio
(95% CI)

𝑃

value Reference
TT TC CC

American
(non-Hispanic white) 87 (69) 2.3 (0.0) 31.0 (14.5) 66.7 (85.5) 0.82 (0.93) 0.4 (0.2–0.8) 0.008c [21]

Egyptian (African Arab) 120 (100) 0.0 (12.0) 35.8 (33.0) 64.2 (55.0) 0.82 (0.72) 1.8 (1.2–2.9) 0.009c This study
French (Caucasian) 144 (142) 4.2 (6.3) 30.6 (38.0) 65.3 (55.6) 0.81 (0.75) 1.5 (1.1–2.2) 0.019c [38]
Brazilian (Latino) 235 (834) 12.4 (16.6) 47.6 (48.8) 40.0 (34.7) 0.64 (0.59) 1.2 (1.0–1.5) 0.062d [16]
Russian (Caucasian) 311 (364) 5.8 (2.7) 33.4 (31.9) 60.8 (65.4) 0.78 (0.81) 0.8 (0.6–1.0) 0.083d [42]
Indian (Indian) 212 (194) 8.0 (15.0) 44.0 (40.0) 48.0 (45.0) 0.70 (0.65) 1.3 (0.9–1.7) 0.141d [41]
Chinese (East Asian) 396 (399) 16.4 (12.8) 45.7 (46.9) 37.9 (40.3) 0.61 (0.64) 0.9 (0.7–1.1) 0.209d [43]
Iranian (Sri Lankan) 38 (63) 15.8 (4.8) 55.3 (61.9) 28.9 (33.3) 0.57 (0.64) 0.7 (0.4–1.3) 0.276d [36]
French (Caucasian) 62 (161) 3.2 (3.1) 30.6 (28.0) 66.1 (68.9) 0.87 (0.85) 0.9 (0.5–1.5) 0.712d [40]
German (Caucasian) 60 (60) 3.3 (1.7) 30.0 (30.0) 66.7 (68.3) 0.82 (0.83) 0.9 (0.5–1.7) 0.734d [39]
ANKK1: ankyrin repeat and kinase domain containing 1; SNP: single-nucleotide polymorphism.
aPopulations are arranged in ascending order of the 𝑃 values.
bGenotype distributions of schizophrenia cases, with distributions of controls in parentheses.
cThe distribution of the ANKK1 rs1800497 C allele is significantly different between schizophrenia cases and controls (𝑃 < 0.05).
dThe distribution of the ANKK1 rs1800497 C allele does not differ between schizophrenia cases and controls (𝑃 > 0.05).

urban environments is estimated to be more frequent (2.37
times) compared to that in the most rural environments [54].

Conflicting results in pinning down a genetic association
for schizophrenia are not uncommon, quite the contrary,
as poor replication can arise from several different factors.
The present study had a few limitations. First, some other
populations have been of admixed ethnicities and/or are
expressed in small sample sizes, which would lessen the
strength of the overall results to be consistent with our Egyp-
tian populations. Also, our post hoc statistical analyses for the
ANKK1 rs1800497 and LTA rs909253 SNPs revealed powers
of 49% and 33%, respectively, among our 220 participants.
Usually smaller sample sizes lead to lower post hoc power
of detection, coinciding with increased rates of both false-
positives and false-negatives and subsequent difficulty repli-
cating or contradicting previous findings. Overcoming these
limitations can be difficult, but sometimes meta-analysis
offers some viable options as it permits easily surveying a
wide set of subjects, thereby enhancing post hoc power and
allowing for a more broadly based analysis of previously
available data. Recruiting more participants (i.e., 466 for
rs1800497 and 730 for rs909253) would have been needed to
reach a power of 80%. But recruitingmore participantswithin
a reasonable time frame from a single center would have been
difficult, and hence replication of our results through larger,
multicenter genetic association studies will be of interest.

5. Conclusions

To the best of our knowledge, this is the first study to report
associations between allelic variants of the ANKK1 rs1800497
and LTA rs909253 loci and risk of schizophrenia in the
Egyptian population. We found that one copy of the mutant
C or G allele can influence the risk of schizophrenia. Since
the completion of our study, two genome-wide association

studies have reported additional SNPs as risk factors for
schizophrenia: the rs1006737 SNP of the CACNA1C gene
(MIM 114205) in the European population [55], the rs548181
SNP of the STT3A gene (MIM 601134), the rs17603876 SNP
of the NRG1 gene (MIM 142445), and the rs3864075 SNP
of the GRM7 gene (MIM 604101) in individuals of Indo-
European and Dravidian ancestry [56]. A recent study found
a statistically significant excess of rare missense variants
of NRXN1 (MIM 600565) and extremely rare damaging
risk variants of AKAP9 (MIM 604001) in schizophrenia
patients in Northwest Spain [57]. The identification of new
susceptibility genes has opened new avenues for exploring the
underlying disease mechanisms for schizophrenia.
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Bortolini, andC.H.D. Bau, “Linking dopamine neurotransmis-
sion and neurogenesis: the evolutionary history of the NTAD
(NCAM1-TTC12-ANKK1-DRD2) gene cluster,” Genetics and
Molecular Biology, vol. 35, supplement, no. 4, pp. 912–918, 2012.

[19] A. Doehring, N. V. Hentig, J. Graff et al., “Genetic variants
altering dopamineD2 receptor expression or functionmodulate
the risk of opiate addiction and the dosage requirements of
methadone substitution,” Pharmacogenetics and Genomics, vol.
19, no. 6, pp. 407–414, 2009.

[20] E. G. Jonsson, M. M. Nothen, H. Neidt et al., “Association
between a promoter polymorphism in the dopamine D2 recep-
tor gene and schizophrenia,” Schizophrenia Research, vol. 40, no.
1, pp. 31–36, 1999.

[21] D. E. Comings, B. G. Comings, D. Muhleman et al., “The
dopamine D2 receptor locus as a modifying gene in neu-
ropsychiatric disorders,” The Journal of the American Medical
Association, vol. 266, no. 13, pp. 1793–1800, 1991.

[22] T. Arinami, M. Itokawa, T. Komiyama et al., “Association
between severity of alcoholism and the A1 allele of the
dopamine D2 receptor gene TaqI A RFLP in Japanese,” Biologi-
cal Psychiatry, vol. 33, no. 2, pp. 108–114, 1993.

[23] Y. Kono, H. Yoneda, T. Sakai et al., “Association between early-
onset alcoholism and the dopamine D2 receptor gene,” The
American Journal of Medical Genetics, vol. 74, no. 2, pp. 179–182,
1997.

[24] J. Gelernter and H. Kranzler, “D2 dopamine receptor gene
(DRD2) allele and haplotype frequencies in alcohol dependent
and control subjects: no association with phenotype or severity
of phenotype,” Neuropsychopharmacology, vol. 20, no. 6, pp.
640–649, 1999.

[25] D. Stellwagen and R. C.Malenka, “Synaptic scalingmediated by
glial TNF-𝛼,” Nature, vol. 440, no. 7087, pp. 1054–1059, 2006.

[26] Z. Kronfol and D. G. Remick, “Cytokines and the brain: Impli-
cations for clinical psychiatry,” American Journal of Psychiatry,
vol. 157, no. 5, pp. 683–694, 2000.

[27] T. Y. Jun, C. U. Pae, J. H. Chae et al., “TNFB polymorphismmay
be associated with schizophrenia in the Korean population,”
Schizophrenia Research, vol. 61, no. 1, pp. 39–45, 2003.

[28] F.Dickerson, J. Boronow,C. Stallings, A.Origoni, andR.Yolken,
“The lymphotoxin Cys13Arg polymorphism and cognitive
functioning in individuals with schizophrenia,” Schizophrenia
Research, vol. 89, no. 1–3, pp. 173–176, 2007.

[29] S. G. Schwab, C. Plummer, M. Albus et al., “DNA sequence
variants in the metabotropic glutamate receptor 3 and risk to
schizophrenia: an association study,” Psychiatric Genetics, vol.
18, no. 1, pp. 25–30, 2008.

[30] M. A. El-Hadidy, H. M. Abdeen, S. M. Abd El-Aziz, and M.
Al-Harrass, “MTHFR gene polymorphism and age of onset of
schizophrenia and bipolar disorder,” BioMed Research Interna-
tional, vol. 2014, Article ID 318483, 9 pages, 2014.

[31] H. M. Hashim, N. Fawzy, M. M. Fawzi, and R. A. Karam,
“Brain-derived neurotrophic factor Val66Met polymorphism
and obsessive-compulsive symptoms in Egyptian schizophrenia
patients,” Journal of Psychiatric Research, vol. 46, no. 6, pp. 762–
766, 2012.

[32] S. R. Kay, A. Fiszbein, and L. A. Opler, “The positive and nega-
tive syndrome scale (PANSS) for schizophrenia,” Schizophrenia
Bulletin, vol. 13, no. 2, pp. 261–276, 1987.



8 BioMed Research International

[33] M. J. Parsons, I. Mata, M. Beperet et al., “A dopamine D2 recep-
tor gene-related polymorphism is associated with schizophre-
nia in a Spanish population isolate,” Psychiatric Genetics, vol. 17,
no. 3, pp. 159–163, 2007.

[34] G.Messer, U. Spengler,M. C. Jung et al., “Polymorphic structure
of the tumor necrosis factor (TNF) locus: an NcoI polymor-
phism in the first intron of the human TNF-𝛽 gene correlates
with a variant amino acid in position 26 and a reduced level of
TNF-𝛽 production,”The Journal of Experimental Medicine, vol.
173, no. 1, pp. 209–219, 1991.

[35] E. H. Jiffri and N. A. Elhawary, “The impact of common tumor
necrosis factor haplotypes on the development of asthma in
children: an egyptian model,” Genetic Testing and Molecular
Biomarkers, vol. 15, no. 5, pp. 293–299, 2011.

[36] J. Behravan, M. Hemayatkar, H. Toufani, and E. Abdollahian,
“Linkage and association of DRD2 gene TagI polymorphism
with schizophrenia in an Iranian population,” Archives of
Iranian Medicine, vol. 11, no. 3, pp. 252–256, 2008.

[37] J. Yao, Y. Pan, M. Ding, H. Pang, and B. Wang, “Associa-
tion between DRD2 (rs1799732 and rs1801028) and ANKK1
(rs1800497) polymorphisms and schizophrenia: a meta-anal-
ysis,” American Journal of Medical Genetics Part B: Neuropsy-
chiatric Genetics, vol. 168, no. 1, pp. 1–13, 2015.

[38] C. Dubertret, C. Bardel, N. Ramoz et al., “A genetic schizo-
phrenia-susceptibility region located between the ANKK1 and
DRD2 genes,” Progress in Neuro-Psychopharmacology and Bio-
logical Psychiatry, vol. 34, no. 3, pp. 492–499, 2010.

[39] M. M. Nothen, D. Wiidenauer, S. Cichon et al., “Dopamine D2
receptor molecular variant and schizophrenia,”The Lancet, vol.
343, no. 8908, pp. 1301–1302, 1994.

[40] S. Dollfus, D. Campion, T. Vasse et al., “Association study
between dopamine D1, D2, D3, and D4 receptor genes and
schizophrenia defined by several diagnostic systems,” Biological
Psychiatry, vol. 40, no. 5, pp. 419–421, 1996.

[41] N. N. Vijayan, S. Bhaskaran, L. V. Koshy et al., “Association
of dopamine receptor polymorphisms with schizophrenia and
antipsychotic response in a South Indian population,” Behav-
ioral and Brain Functions, vol. 3, article 34, 2007.

[42] M. Monakhov, V. Golimbet, L. Abramova, V. Kaleda, and V.
Karpov, “Association study of three polymorphisms in the
dopamine D2 receptor gene and schizophrenia in the Russian
population,” Schizophrenia Research, vol. 100, no. 1–3, pp. 302–
307, 2008.

[43] C. Zhang, J. Zhang, J. Fan et al., “Identification of ANKK1
rs1800497 variant in schizophrenia: new data and meta-anal-
ysis,”The American Journal of Medical Genetics B: Neuropsychi-
atric Genetics, vol. 165, no. 7, pp. 564–571, 2014.

[44] S. Aslan, M. Y. Karaoguz, H. Y. Eser, D. K. Karaer, and E.
Taner, “Comparison of DRD2 rs1800497 (TaqIA) polymor-
phism between schizophrenic patients and healthy controls:
lack of association in a Turkish sample,” International Journal of
Psychiatry in Clinical Practice, vol. 14, no. 4, pp. 257–261, 2010.

[45] J. L. Martin, G.McLean, J. Park et al., “Impact of socioeconomic
deprivation on rate and cause of death in severe mental illness,”
BMC Psychiatry, vol. 14, article 261, 2014.

[46] J. Christensen, J. Holcomb, and D. L. Garver, “State-related
changes in cerebral white matter may underlie psychosis exac-
erbation,” Psychiatry Research, vol. 130, no. 1, pp. 71–78, 2004.

[47] C. U. Pae, “Potential role of lymphotoxin-alpha (tumor necrosis
factor-beta) in the development of schizophrenia,” Medical
Hypotheses, vol. 68, no. 6, pp. 1359–1362, 2007.

[48] F.Dickerson,C. Stallings, A.Origoni, J. Boronow, andR.Yolken,
“C-reactive protein is associated with the severity of cognitive
impairment but not of psychiatric symptoms in individuals with
schizophrenia,” Schizophrenia Research, vol. 93, no. 1-3, pp. 261–
265, 2007.

[49] E. Lindholm, B. Ekholm, J. Balciuniene et al., “Linkage analysis
of a large Swedish kindred provides further support for a
susceptibility locus for schizophrenia on chromosome 6p23,”
American Journal of Medical Genetics—Neuropsychiatric Genet-
ics, vol. 88, no. 4, pp. 369–377, 1999.

[50] P. Wright, P. T. Donaldson, J. A. Underhill, K. Choudhuri, D. G.
Doherty, and R. M. Murray, “Genetic association of the HLA
DRB1 gene locus on chromosome 6p21.3 with schizophrenia,”
The American Journal of Psychiatry, vol. 153, no. 12, pp. 1530–
1533, 1996.

[51] S. Wang, C.-E. Sun, C. A. Walczak et al., “Evidence for a
susceptibility locus for schizophrenia on chromosome 6pter-
p22,” Nature Genetics, vol. 10, no. 1, pp. 41–46, 1995.

[52] L. M. Brzustowicz, W. G. Honer, E. W. C. Chow, J. Hogan, K.
Hodgkinson, and A. S. Bassett, “Use of a quantitative trait to
map a locus associated with severity of positive symptoms in
familial schizophrenia to chromosome 6p,”American Journal of
Human Genetics, vol. 61, no. 6, pp. 1388–1396, 1997.

[53] G. Schomerus, D. Heider, M. C. Angermeyer et al., “Residential
area and social contacts in schizophrenia. Results from the
European Schizophrenia Cohort (EuroSC),” Social Psychiatry
and Psychiatric Epidemiology, vol. 42, no. 8, pp. 617–622, 2007.

[54] E. Vassos, C. B. Pedersen, R. M. Murray, D. A. Collier, and C.
M. Lewis, “Meta-analysis of the association of urbanicity with
schizophrenia,” Schizophrenia Bulletin, vol. 38, no. 6, pp. 1118–
1123, 2012.

[55] H. Jiang, F.Qiao, Z. Li et al., “Evaluating the association between
CACNA1C rs1006737 and schizophrenia risk: a meta-analysis,”
Asia-Pacific Psychiatry, 2015.

[56] A. Jajodia, H. Kaur, K. Kumari et al., “Evidence for schizophre-
nia susceptibility alleles in the Indian population: an association
of neurodevelopmental genes in case—control and familial
samples,” Schizophrenia Research, vol. 162, no. 1–3, pp. 112–117,
2015.
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