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Figure 3. Network analyses represent genetic interaction among identified genes associated with CAD.

C2CD4C region were previously associated
with clinical cardiovascular events [43]. There
were previously reported SNPs in the C2CD4C
gene, and our results agree, highlighting a role
of the identified variant in CAD. We performed
network analysis among the identified genes
using GeneMania. All three genes are 70%
functionally interconnected and 30% in co-
expression as well as in pathways (Figure 3).

In conclusion, our study suggests SNPs in
VLDLR, IFITM1 and C2CD4C are commonly
associated with CAD in Indian population
groups. To the best of our knowledge the vari-
ants so observed in present study have never
been reported in other populations. Additional-
ly, PAR calculation shows that all three asso-
ciated variants contribute >10% of attributed
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risk towards CAD, highlighting more genetic
variants is needed to be explored to have pre-
cise evidence about the genetic susceptibility
towards CAD in Indians. Moreover, network
analyses have shown an increased effect in
associations suggesting the importance of
gene-gene and pathway based interaction be-
tween multiple functionally important genes
(Figure 2). Our study was not able to attain the
GWAS threshold (i.e. p>5*10°8), is the only limi-
tation and the plausible reason could be small
sample size (N = 153). Moreover, the putative
functional annotations of these variants indi-
cate that these might have strong regulatory
role in CAD which further warrants functional
validation studies of these variants. These vari-
ants should be added in polygenic risk model-
ing, as there is scarcity of GWAS of such disor-
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ders specifically for Indian population groups,
where the incidence rate of CAD is soaring. We
anticipate further such genome wide screening
of Indian populations with larger sample size
would contribute in understanding the missing
heritability of CAD.
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Supplementary Table 1. Distribution of risk factors among CAD cases and healthy controls

Data Cases (N = 76)* Controls (N = 77)**
Age (in years) 59.7 (+17.9) 57.47 (+19.03)
Gender (in percentage) Male = 88.16% Males = 71.43
Females = 11.84% Females = 28.57%
BMI (in Kg/m?) 23.9 (x3.7) 24.1 (+4.0)
Smoking (in percentage) Yes = 17.1% -
No = 82.9%
Alcohol Consumption (in percentage) Yes = 21.05% -
No = 78.95%
Hypertension (in percentage) Yes = 21.05 -
No = 78.95
Diabetes (in percentage) Yes = 28.95 -
No = 71.05
Thyroid (in percentage) Yes = 3.95 -
No = 96.05

*All cases are confirmed by Coronary Angiography (CAG), **All controls are healthy with no indications of CAD with any family
history of CAD or disorders associated with CAD.

Supplementary Table 2. Clinical profile of CAD cases

Data Total CAD patients (n = 76)
Stable CAD 41 (53.9%)
Acute Coronary Syndrome 35 (46.1%)
Unstable Agina 7 (9.1%)
NSTEMI (Non-ST-elevation myocardial infarction) 5 (9.2%)
STEMI (ST-elevation myocardial infarction) 23 (30.3%)
LV Dysfunction 17 (22.4%)
Severe 5 (6.6%)
Moderate 2 (2.6%)
Mild 10 (13.15%)

Culprit Lesion (The angiographic distribution of CAD in patients)
Triple Vessel Disease 17 (22.4%)
Double Vessel Disease 14 (18.4%)
LAD (Left anterior descending artery) 50 (64.9%)
RCA (Right coronary artery) 28 (36.8%)
17 ( )

LCX (Left circumflex artery) 22.4%

Supplementary Table 3. Variants shown association with CAD

CHR SNPs BP Al A2 p value OR

2 rs4643574 315215 A G 0.04695 0.5547
2 rs59365208 322579 A G 0.04912 1.9

2 rs1511326 478095 A C 0.01323 1.794
2 rs59053869 730616 A c 0.04491 1.624
2 rs55681810 733101 G A 0.003864 1.973
2 rs13428401 733534 C A 0.02477 2.902
2 rs4854364 741003 G A 0.008459 1.889
6 rs11242709 209159 A G 0.000506 2.813
6 rs908026 455419 G A 0.03233 0.5873
6 rs12202284 471136 A C 0.03555 0.3639
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Genome wide screening for CAD in Indian population
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