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Introduction
Type 2 Diabetes Mellitus (T2DM) has become a growing public 

health problem associated with socioeconomic lifestyle factors in 
both developed and developing countries like India. It is a complex 
heterogeneous metabolic disorders characterised by both environment 
and genetic factors [1-4]. It is estimated that the prevalence of T2DM 
worldwide is around 6% and it is likely to rise many folds over next 
decade due to economic transition and increasing the age of population 
[5,6]. In recent time several candidate genes have been suggested for 
defects in insulin signalling pathways through genome-wide association 
study [7,8]. However, one of such gene Ectoenzyme Endonucleotide 
Pyrophosphatase Phosphodiesterase 1 (ENPP1) has shown a strong 
association with increased risk of T2DM. It has suggested that this 
membrane glycoprotein (ENPP1) down regulates insulin signalling by 
inhibiting insulin receptor’s tyrosine kinase activity. Therefore, it has 
also proposed that Q allele of K121Q in ENPP1 gene enhance the risk of 
developing insulin resistance [9,10]. The ENPP1 gene is located on 6q22-
23, a locus has been found to be associated with T2DM and obesity in 
many ethnic populations [11-18]. In contrast, negative associations of 
Q allele with T2DM have also been demonstrated in many populations 
[19-24]. Therefore, in context of these ambiguous findings motivated 
us to investigate the association between ENPP1 K121Q variant and 
T2DM in an Indian Punjabi population. To our knowledge very scanty 
studies with this SNP have been available in the North Indian Punjabi 
populations.

Material and Methods
Subjects

The studied population consisted of 250 unrelated T2DM patients 
and 250 normoglycemic controls. The T2DM patients were recruited 
from the different clinical centres (Heart Station and Diabetic Clinic, A.P. 
Hospital, Heart Care Centre, Diabetic Clinic and Research Institute) in 
Amritsar district in Punjab, a North Indian state. Age and sex matched 
unrelated individuals without T2DM were recruited randomly from the 
same area to serve as control subjects. All participants provided written 
informed consent. T2DM patient diagnosis has been done based on 
the criteria of American Diabetes Association [25], with fasting plasma 
glucose ≥ 126 mg/dL, 2-hr plasma glucose ≥ 200 mg/dL during oral 
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Abstract
In many worldwide populations, the K121Q variant of ENPP1 gene are associated with increased risk of type 

2 diabetes mellitus (T2DM). The objective of the present study was to investigate the association of K121Q variant 
of ENPP1 gene with T2DM in North Indian Punjabi populations. A total of 500 participants consisting 250 T2DM 
patients and 250 healthy unrelated subjects were recruited for this study. The PCR-RFLP method was used for 
genotyping of K121Q polymorphism. The minor allele Q was found to be significantly associated with increased risk 
of T2DM (OR: 1.44, 95% CI: 1.06-1.94, p=0.015). A significant difference in QQ genotype was observed between 
T2DM patients and control groups (OR: 2.04, 95% CI: 1.04-3.98, p=0.033). It is also observed that co-dominant 
model would be best fit to predict the susceptible gene effect (OR: 1.36, 95% CI: 1.04-1.80, p=0.026). This study 
confirmed the association of ENPP1 polymorphism with increased risk of T2DM.

glucose tolerance test. The detailed protocol of the study was approved 
by the Ethical Committee of Guru Nanak Dev University.

Inclusion/Exclusion Criteria
At the time of data collection, the individuals over 40 years old and 

meeting above diagnostic criteria from north Indian Punjabi Population 
were included in the study. Only one member from one family without 
having family history of T2DM at least before two generations was 
taken. Individuals with type I diabetes, a family member with type I 
and type II diabetes, with any illness/ chronic disease interfering with 
patients and with any secondary diabetes were excluded from the study. 

Measurements of clinical characteristics

Anthropometric measurements of height, weight, waist and hip 
circumference, skinfold thickness (biceps and triceps) were taken on 
each individual using standard anthropometric techniques and tools 
[26,27]. The Body Mass Index (BMI) was calculated as the weight in kg 
divided by square of height in meters. Waist to Hip Ratio (WHR) was 
calculated as waist circumference (cm) divided by hip circumference 
(cm). Height and weight were measured to the nearest 0.5 cm and 
0.1 kg respectively. A Lange skinfold calliper was used to measure the 
skinfolds to the nearest 0.2 mm. Actual age and age on onset of the 
disease were recorded from the subject’s health-card provided by the 
clinical centres. 

Physiometric measurements

Left arm blood pressure (first phase systolic and fifth phase diastolic) 
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were taken from each participant with mercury sphygmomanometer 
after a 5 minute rest. The average of the two subsequent measurements 
was used for the analysis. All efforts were made to minimize the factors 
which affect the blood pressure like anxiety, fear, stress, laughing and 
recent activities [28]. The radial artery at the wrist was used to count the 
pulse. It was counted over one minute. The difference of SBP and DBP 
was used as pulse pressure.

DNA extraction and genotyping

Genomic DNA was extracted from the peripheral blood using the 
phenol/Chloroform method.

The PCR mixture contained 20ng genomic DNA, 0.2 µM of each 
primer, 200 µM of each dNTP, 1.5 mM of tris-HCL buffer (pH.9.0), 1.5 
mM Mgcl2 and 0.024 unit of Tag DNA polymerase in a final reaction 
volume of 15 µl. The amplification cycle was performed on Master 
cycler personal (Eppendrof AG 5332). The initial denaturing was set up 
at 94˚C for 5 minutes followed by 30 cycles of denaturation at 94˚C for 
50 seconds, annealing at 55˚C for 40 seconds , extension at 72˚C for 40 
seconds and the final extension was at 72˚C for 5min.The PCR product 
was stored at 4˚C until further use. The amplified PCR product (208bp) 
was digested with 1units of Ava II restriction enzyme (New England 
Biolabs, USA) at 37˚C for 15 hrs with 1x NEB buffer4 in a final volume 
of 15 µL reaction followed by heat inactivation for 20min at 65˚C and 
analyzed on 2% agarose gel.

Statistical Analysis
All statistical analyses were done on SPSS (Statistical Package for 

Social Sciences, version 19.0, Chicago, IL USA). A p value of <0.05 
(two tailed) was considered to be significant. Genotypic and allele 
frequencies were compared using the Chi-square probability test. The 
t-test was applied to compare the means of quantitative traits between 
T2DM patients and control groups. The association of SNPs with T2DM 
in matched case-control study was calculated by χ2 analysis and also the 
calculation of odds ratio with 95% confidence intervals has been done.

Sample Size

The sample size calculation showed that the minimum 210 samples 
of each cases and control groups were sufficient for 80% power (α=0.05) 
to detect an association with OR of 1.5. Allele frequencies were used 
from previous studies in this population.

Results
The anthropometric and physiometric characteristics of the study 

subjects are summarized in Table 1. Among the individuals with 
T2DM, the mean age of diagnosis was 48.12 ± 8.20 years. The duration 
of diabetes was 8.30 ± 6.20 years. The mean height, weight, BMI, 
waist and hip circumferences, WHR and thickness of skinfolds were 
significantly (p<0.001) higher in type 2 diabetic patients as compared 
to control subjects. The criteria based on WHO (2004), it was observed 
maximum central obesity in T2DM patients group (BMI=27.72%) 
as compared to control groups (BMI=24.5). There was a significant 
(p<0.001) difference observed in fasting and random glucose level 
among diabetic group (181.23 ± 20.60 for fasting glucose and 218.25 ± 
20.80 mg/dl for random glucose level respectively) compared to non-
diabetic control (103.64 ± 18.58 mg/dl for fasting glucose and 118.05 ± 
15.28 mg/dl for random glucose level, respectively). The means of SBP, 
DBP, pulse rate and pulse pressure have also been significantly higher 
(p<0.001) in T2DM patient groups.

Table 2 summarizes the comparison of clinical characteristics 
between T2DM patients and non-diabetic control groups stratified 
by the genotypes of ENPP1 K121Q polymorphism. It was observed 
that among diabetic individuals carrying KK genotype, a significantly 
higher almost all clinical characteristics were observed (p<0.001). 
Similarly, among diabetic individuals carrying KQ+QQ genotypes have 
also shown significantly higher clinical characteristic values (p<0.001) 
as compared to non-diabetic controls with same genotypes.

In case-control association study, we genotyped (Table 3) ENPP1 
K121Q variant in 250 unrelated T2DM patients and 250 non-diabetic 
control subjects. The genotype relative risk was calculated when 
compared with baseline genotypes.

The frequencies of KK, KQ and QQ genotypes in T2DM patients 
were 59.20, 30.00 and 10.80% respectively as compared to the non-
diabetic controls (67.20, 26.80 and 6.00 respectively). A significant 
difference (p<0.023) in the distribution of KK, KQ and QQ genotypes 
was observed. The minor allele Q of the ENPP1 K121Q variant was 
found to significantly increase T2DM risk, with allele Odds Ratio (OR) 
of 1.44(95% CI: 1.06-1.94, p=0.05) in this study population. The Q allele 
frequency was 25.80% in T2DM patients and 19.40% in normoglycemic 
controls. The binary logistic regression analysis of the data also showed 
a significant association of QQ genotype with type 2 diabetes (OR: 2.04, 
95% CI: 1.04-3.98, p=0.015). Therefore, this polymorphism has a strong 
association with T2DM in this population. 

To find out which model would fit the effect of ENPP1 K121q 
variant, dominant, co-dominant and recessive models were considered. 
In the dominant model (KQ/QQ vs. KK), the genotype frequencies 
were compared between the T2DM patients and control groups and 
no significant association was observed (OR: 1.41, 95% CI: 0.98-
2.03, p=0.063). In the recessive model (QQ vs. KK/KQ), a significant 
association was observed (OR: 1.90, 95% CI: 0.98-3.66, p=0.05). 
However, the strong association was found in co-dominant model 
(OR: 1.36, 95% CI: 1.04-1.80, p=0.026). Based on 2% agarose gel 
electrophoresis, the polymorphism chain reaction-restriction-fragment 
length polymorphism (PCR-RFLP) product of K121Q polymorphism 

Clinical characteristics Control (n=250) T2DM (n=250)  
  Mean SD Mean SD  
Age(years) 42.54 8.27 55.74 8.89 <0.001
Age of  Onset (years) - - 48.12 8.2 -
Duration (years) - - 8.3 6.2 -

Height (cm) 157.66 8.73 162.26 8.85 <0.001
Weight (Kg) 68.26 9.3 74.9 10.2 <0.001
Body Mass Index (Kg/m2) 24.5 2.88 27.72 3.97 <0.001
Waist Circumference (cm) 91.11 6.95 95.12 7.72 <0.001
Hip Circumference (cm) 95.57 8.99 99.06 8.42 <0.001
Waist Hip Ratio 0.92 0.07 0.95 0.06 <0.001
Biceps Skinfold (mm) 12.06 4.57 13.46 5.91 <0.003
Triceps Skinfold (mm) 16.8 6.4 18.25 5.42 <0.006
Fasting Glucose (mg/dL) 103.64 18.58 181.23 20.6 <0.001
Random Glucose (mg/dL) 118.05 15.28 218.25 8.8 <0.001
Systolic Blood Pressure (mmHg) 120.54 11.51 128.46 10.24 <0.001
Diastolic Blood Pressure (mmHg) 80.4 10.1 87.45 8.85 <0.001
Pulse Rate (per minute) 75.63 8.22 80.11 7.72 <0.001
Pulse Pressure 40.59 9.31 42.84 8.01 <0.004

Table 1: Mean, Standard Deviation and level of significance of clinical characteristics 
analysed in the study among type 2 diabetic and non-diabetic control subjects.
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studies have shown stronger association between ENPP1 K121Q gene 
with T2DM risk [6,9,29-31]. In these studies indicate that insulin 
resistance is the major cause of the pathogenesis of type 2 diabetes. The 
ENPP1 K121Q variants inhibit the insulin receptor’s tyrosine kinase 
activity and confer insulin resistance. It has also observed the increased 
odds ratio between type 2 diabetes and ENPP1 K121Q variant in 
other ethnic populations such Domican [12], South Asian, Caucasian 
[9], Finnish [32] and French population [33]. Furthermore, in meta-
analysis for the association between ENPP1 K121Q polymorphism 
and type 2 diabetes showed significant association through odds ratio 
[34]. Many studies failed to show the significant association between 
ENPP1 K121Q variant and T2DM in many populations [19,22,35]. One 
available study from Punjabi Population [24] has not also been detected 
any significant association between ENPP1 K121Q variant, Body Mass 
Index (BMI), Waist to Hip Ratio (WHR), and level of cholesterol 
with type 2 diabetes. However, in the present study, the frequency 
of the QQ genotype presence of two minor allele Q (risk allele) was 
significantly higher in T2DM patients as compared to normoglycemic 
controls, therefore, suggesting a gene dosage effect. The frequency of 
KQ genotype was higher in T2DM patients as compared to controls and 
no significant difference was observed between T2DM. All important 
clinical characteristics such as BMI, WHR, skinfold thickness, SBP, 
DBP, pulse pressure and pulse rate were found to be significantly higher 
in T2DM in both K and Q allele homozygotes. The study has proved 
that K121Q variant of ENPP1 gene to be significantly associated in 
North Indian Punjabi population. Therefore, in the view of no apparent 
association was found in previous study [24], it is possible due to 
genetic heterogeneity of samples which was collected from different 
states in India. However, further similar study would be required to test 
the validity of this association between K121Q variant of ENPP1 gene 
with T2DM in this population. In conclusion, it is likely to be that the 
K121Q variant in ENPP1 gene has a significant effect on susceptibility 
to T2DM in Punjabi population in India. 
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of ENPP1gene was determined. The Ava II restriction enzyme has been 
used to digest the PCR product to detect the homozygous wild (KK) 
fragment (208bp), homozygous mutant (QQ) fragment (153bp and 
55bp) and heterozygous fragment (208bp, 153bp and 55bp) (Figure 1).

Discussion
The aim of the present study was to identify the association of 

ENPP1 K121Q polymorphism with T2DM in North Indian Punjabi 
population. The study observed that minor allele Q was significantly 
associated with the increased risk of T2DM in this population. Many 

Clinical characteristics

	 KK genotype

P value

KQ + QQ genotype

P value
Control (n=168) T2DM (n=148) Control (n=82) T2DM (n=102)

Mean SD Mean SD Mean SD Mean SD
Age(years)	 42.95 8.75 56.08 9.11 <0.001 39.82 6.39 56.16 7.87 <0.001

Age of  Onset (years) - - 47.74 10.33 - - - 44.56 7.78 -
Duration (years) - - 8.15 5.97 - - - 11.21 5.54 -
Height (cm) 156.36 8.95 162.41 9.16 <0.001 160.24 4.33 161.25 8.18 0.162
Weight (Kg) 65.19 10.47 72.12 10.34 <0.001 66.81 11.11 72.78 9.96 <0.001
Body Mass Index (Kg/m2) 24.49 4.55 28.54 4.72 <0.001 24.35 3.02 27.99 4.10 <0.001
Waist Circumference(cm) 91.56 10.73 95.60 8.48 <0.001 91.64 9.20 96.80 9.62 <0.001
Hip Circumference(cm) 96.84 9.45 98.09 10.27 0.258 93.19 7.09 101.63 10.70 <0.001
Waist Hip Ratio 0.92 0.07 0.94 0.07 <0.011 0.92 0.07 0.95 0.05 <0.001
Biceps Skinfold (mm) 10.19 4.98 13.08 6.01 <0.001 11.07 4.11 14.00 4.09 <0.001
Triceps  Skinfold (mm) 16.75 6.63 17.75 5.73 0.153 17.16 7.30 18.73 6.19 <0.040
Fasting  Glucose (mg/dL) 97.13 18.81 187.30 20.6 <0.001 98.13 10.54 173.60 25.20 <0.001
Random  Glucose (mg/dL) 127.07 25.45 214.10 22.7 <0.001 120.55 16.09 221.65 23.70 <0.001
Systolic Blood Pressure (mmHg) 120.01 11.73 138.56 9.67 <0.001 119.93 11.13 135.67 10.88 <0.001
Diastolic Blood Pressure(mmHg) 79.55 10.64 88.83 9.50 <0.001 82.41 9.37 87.73 11.66 <0.001
Pulse Rate (per minute) 75.989 9.08 80.28 9.25 <0.001 72.57 4.36 82.05 9.21 <0.001
Pulse Pressure 40.93 10.06 47.32 9.63 <0.001 40.06 9.63 46.10 10.31 <0.001

Table 2: Differences of clinical characteristics between type 2 diabetic and non-diabetic control subjects stratified by ENPP1 (K121Q) polymorphism.

Genotypes Control N 
(%) T2DM N (%) P 

value
Test of Association 
Odds ratio (95% CI) P value

KK 168 (67.20) 148 (59.20)
<0.023

- 1
KQ 67 (26.80) 75 (30.00) 1.27 (0.854 -1.88) 0.236
QQ 15(6.00) 27 (10.80) 2.04 (1.04 – 3.98) <0.033
K allele (%) 403 (80.60) 371 (74.20)

<0.015 1.44 (1.06 – 1.94) <0.015
Q allele (%) 97 (19.40) 129 (25.80)

Table 3: Genotypic, allelic frequencies and estimates of relative risk for ENPP1 
K121Q polymorphisms in type 2 diabetic and non-diabetic control subjects.

208bp 

153bp 

55bp 
 

M 1 2 3 4 5 

Figure 1: Restriction enzyme fragments of K121Q polymorphism using AvaII 
in 2% agarose gel electrophoresis. Lane M shows the 100bp genomic DNA 
Ladder; Lane 1&3 show the heterozygous fragments (208, 153 and 55 bp); 
Lane 5 shows a mutant fragment (155 and 53 bp) and Lane 2&4 show the wild 
type fragments (208 bp).



Citation: Badaruddoza, Barna B, Matharoo K, Bhanwer AJS (2014) Role of the ENPP1 K121Q Polymorphism and Susceptibility to Type 2 Diabetes 
in North Indian Punjabi Population. J Diabetes Metab 5: 450 doi:10.4172/2155-6156.1000450

Page 4 of 4

Volume 5 • Issue 10 • 1000450J Diabetes Metab
ISSN: 2155-6156 JDM, an open access journal

Barna has collected data and carried out the molecular genetic studies, the other 
authors (Badaruddoza, Kawaljit Matharoo and AJS Bhanwer) participated in the 
recruitment of the study subjects, study design, statistical analysis, interpretation 
and manuscript writing and editing. 

Acknowledgement
The work was supported by University Grants Commission, New Delhi 

[DRS I (UGC-SAP)] and also partially supported by UGC major project (study of 
genetic polymorphisms of short tantem repeat lociin Punjabi Population of North 
west Punjab) sanction to Dr. Badaruddoza. The authors would like to extend their 
gratitude to Dr Rohit Kapoor; Dr. A. P. Singh and Dr. Puneet Arora and to all the 
subjects who were involved in this study.

References
1. Barroso I (2005) Genetics of Type 2 diabetes. Diabet Med 22: 517-535.

2. Keshavarz P, Inoue H, Sakamoto Y, Kunika K, Tanahashi T, et al. (2006) No
evidence for association of the ENPP1 (PC-1) K121Q variant with risk of type 2 
diabetes in a Japanese population. J Hum Genet 51: 559-566.

3. O’Rahilly S, Barroso I, Wareham NJ (2005) Genetic factors in type 2 diabetes:
the end of the beginning? Science 307: 370-373.

4. Ramachandran A, Ma RC, Snehalatha C (2010) Diabetes in Asia. Lancet 375:
408-418.

5. Misra P, Upadhyay RP, Misra A, Anand K (2011) A review of the epidemiology of 
diabetes in rural India. Diabetes Res Clin Pract 92: 303-311.

6. Grant SF, Thorleifsson G, Reynisdottir I, Benediktsson R, Manolescu A, et al.
(2006) Variant of transcription factor 7-like 2 (TCF7L2) gene confers risk of type 
2 diabetes. Nat Genet 38: 320-323.

7. Prudente S, Morini E, Trischitta V (2009) Insulin signaling regulating genes:
effect on T2DM and cardiovascular risk. Nat Rev Endocrinol 5: 682-693.

8. Seo HJ, Kim SG, Kwon OJ (2008) The K121Q polymorphism in ENPP1 (PC-
1) is not associated with type 2 diabetes or obesity in Korean male workers. J
Korean Med Sci 23: 459-464.

9. Abate N, Chandalia M, Satija P, Adams-Huet B, Grundy SM, et al. (2005)
ENPP1/PC-1 K121Q polymorphism and genetic susceptibility to type 2
diabetes. Diabetes 54: 1207-1213.

10.	Pizzuti A, Frittitta L, Argiolas A, Baratta R, Goldfine ID, et al. (1999) A 
polymorphism (K121Q) of the human glycoprotein PC-1 gene coding region is
strongly associated with insulin resistance. Diabetes 48: 1881-1884.

11.	Kubaszek A, Markkanen A, Eriksson JG, Forsen T, Osmond C, et al. (2004)
The association of the K121Q polymorphism of the plasma cell glycoprotein-1
gene with type 2 diabetes and hypertension depends on size at birth. J Clin
Endocrinol Metab 89: 2044-2047.

12.	Hamaguchi K, Terao H, Kusuda Y, Yamashita T, Hazoury Bahles JA, et al.
(2004) The PC-1 Q121 allele is exceptionally prevalent in the Dominican
Republic and is associated with type 2 diabetes. J Clin Endocrinol Metab 89:
1359-1364.

13.	Bouhaha R, Meyre D, Kamoun HA, Ennafaa H, Vaillant E, et al. (2008) Effect
of ENPP1/PC-1-K121Q and PPARgamma-Pro12Ala polymorphisms on the
genetic susceptibility to T2D in the Tunisian population. Diabetes Res Clin Pract 
81: 278-283.

14.	El Achhab Y, Meyre D, Bouatia-Naji N, Berraho M, Deweirder M, et al. (2009)
Association of the ENPP1 K121Q polymorphism with type 2 diabetes and
obesity in the Moroccan population. Diabetes Metab 35: 37-42.

15.	Tanyolaç S, Bremer AA, Hodoglugil U, Movsesyan I, Pullinger CR, et al.
(2009) Genetic variants of the ENPP1/PC-1 gene are associated with
hypertriglyceridemia in male subjects. Metab Syndr Relat Disord 7: 543-548.

16.	Wang R, Zhou D, Xi B, Ge X, Zhu P, et al. (2011) ENPP1/PC-1 gene K121Q
polymorphism is associated with obesity in European adult populations:
evidence from a meta-analysis involving 24,324 subjects. Biomed Environ Sci
24: 200-206.

17.	Li Q, Schumacher W, Jablonski D, Siegel D, Uitto J (2012) Cutaneous features 
of pseudoxanthoma elasticum in a patient with generalized arterial calcification 
of infancy due to a homozygous missense mutation in the ENPP1 gene. Br J
Dermatol 166: 1107-1111.

18.	Li YY (2012) ENPP1 K121Q polymorphism and type 2 diabetes mellitus in the
Chinese population: a meta-analysis including 11,855 subjects. Metabolism 61: 
625-633.

19.	Chen MP, Chung FM, Chang DM, Tsai JCR, Huang HF, et al. (2006) ENPP1
K121Q polymorphism is not related to type 2 diabetes mellitus, features of
metabolic syndrome, and diabetic cardiovascular complications in a Chinese
population. Rev Diabet Stud 3: 21-30. 

20.	Gouni-Berthold I, Giannakidou E, Faust M, Berthold HK, Krone W (2006) The
K121Q polymorphism of the plasma cell glycoprotein-1 gene is not associated
with diabetes mellitus type 2 in German Caucasians. Horm Metab Res 38: 524-
529.

21.	Moore AF, Jablonski KA, Mason CC, McAteer JB, Arakaki RF, et al. (2009) The 
association of ENPP1 K121Q with diabetes incidence is abolished by lifestyle
modification in the diabetes prevention program. J Clin Endocrinol Metab 94: 
449-455.

22.	Vasudevan R, Ismail P, Ali A, Mansor MS (2009) No association of TCF7L2
and ENPP1 gene polymorphisms in Malaysian type 2 diabetes mellitus with or
without hypertension. Res J Biol Sci 4: 703-709. 

23.	Shi X, Wang L, Jin F, Sun J, Sun L, et al. (2011) The ENPP1 K121Q
polymorphism is not associated with type 2 diabetes in northern Chinese. Acta 
Diabetol 48: 303-310.

24.	Bhatti JS, Bhatti GK, Mastana SS, Ralhan S, Joshi A, et al. (2010) ENPP1/PC-1 
K121Q polymorphism and genetic susceptibility to type 2 diabetes in North
Indians. Mol Cell Biochem 345: 249-257.

25.	American Diabetes Association (2004) Diagnosis and classification of diabetes 
mellitus. Diabetes Care 27: 155-510. 

26.	Singh IP, Bhasin MK (1968) Anthropometry. Delhi, Kamla Raj Enterprises.

27.	Weiner JS, Lourie JA (1981) Practical Human Biology. London, Academic
Press. 

28.	Badaruddoza, Afzal M (1999) Age specific differences in blood pressure among 
inbred and non-inbred North Indian children. J Biostatistics 24: 177-184. 

29.	Chandalia M, Grundy SM, Adams-Huet B, Abate N (2007) Ethnic differences in 
the frequency of ENPP1/PC1 121Q genetic variant in the Dallas Heart Study
cohort. J Diabetes Complications 21: 143-148.

30.	Baratta R, Rossetti P, Prudente S, Barbetti F, Sudano D, et al. (2008) Role of
the ENPP1 K121Q polymorphism in glucose homeostasis. Diabetes 57: 3360-
3364.

31.	Mussig K, Heni M, Thamer C, Kantartzis K, Machicao F, et al. (2010) The
ENPP1 K121Q polymorphism determines individual susceptibility to the insulin-
sensitising effect of lifestyle intervention. Diabetologia 53: 504-509. 

32.	Laukkamen O, pihlajamaki J, Lindstrom J, Eriksson J, Valle TT, et al. (2004)
And Finish Diabetes Prevention Study Group. Common polymorphism in
the genes regulating the early insulin signalling pathways: effects on weight
change and the conversion from impaired glucose tolerance to type 2 diabetes. 
Diabetologia 47: 871-877. 

33.	Meyre D, Bouatia-Naji N, Tounian A, Samson C, Lecoeur C, et al. (2005) Variants 
of ENPP1 are associated with childhood and adult obesity and increase the risk 
of glucose intolerance and type 2 diabetes. Nat Genet 37: 863-867.

34.	Grarup N, Urhammer SA, Ek J, Albrechtsen A, Glumer C, et al. (2006) Studies
of the relationship between the ENPP1 K121Q polymorphism and type 2
diabetes, insulin resistance and obesity in 7,333 Danish white subjects.
Diabetologia 49: 2097-2104. 

35.	González-Sánchez JL, Martínez-Larrad MT, Fernández-Pérez C, Kubaszek A,
Laakso M, et al. (2003) K121Q PC-1 gene polymorphism is not associated with 
insulin resistance in a Spanish population. Obes Res 11: 603-605.

http://www.ncbi.nlm.nih.gov/pubmed/15842505
http://www.ncbi.nlm.nih.gov/pubmed/16607460
http://www.ncbi.nlm.nih.gov/pubmed/16607460
http://www.ncbi.nlm.nih.gov/pubmed/16607460
http://www.ncbi.nlm.nih.gov/pubmed/15662000
http://www.ncbi.nlm.nih.gov/pubmed/15662000
http://www.ncbi.nlm.nih.gov/pubmed/19875164
http://www.ncbi.nlm.nih.gov/pubmed/19875164
http://www.ncbi.nlm.nih.gov/pubmed/21458875
http://www.ncbi.nlm.nih.gov/pubmed/21458875
http://www.ncbi.nlm.nih.gov/pubmed/16415884
http://www.ncbi.nlm.nih.gov/pubmed/16415884
http://www.ncbi.nlm.nih.gov/pubmed/16415884
http://www.ncbi.nlm.nih.gov/pubmed/19924153
http://www.ncbi.nlm.nih.gov/pubmed/19924153
http://www.ncbi.nlm.nih.gov/pubmed/18583883
http://www.ncbi.nlm.nih.gov/pubmed/18583883
http://www.ncbi.nlm.nih.gov/pubmed/18583883
http://www.ncbi.nlm.nih.gov/pubmed/15793263
http://www.ncbi.nlm.nih.gov/pubmed/15793263
http://www.ncbi.nlm.nih.gov/pubmed/15793263
http://www.ncbi.nlm.nih.gov/pubmed/10480624
http://www.ncbi.nlm.nih.gov/pubmed/10480624
http://www.ncbi.nlm.nih.gov/pubmed/10480624
http://www.ncbi.nlm.nih.gov/pubmed/15126519
http://www.ncbi.nlm.nih.gov/pubmed/15126519
http://www.ncbi.nlm.nih.gov/pubmed/15126519
http://www.ncbi.nlm.nih.gov/pubmed/15126519
http://www.ncbi.nlm.nih.gov/pubmed/15001634
http://www.ncbi.nlm.nih.gov/pubmed/15001634
http://www.ncbi.nlm.nih.gov/pubmed/15001634
http://www.ncbi.nlm.nih.gov/pubmed/15001634
http://www.ncbi.nlm.nih.gov/pubmed/18657335
http://www.ncbi.nlm.nih.gov/pubmed/18657335
http://www.ncbi.nlm.nih.gov/pubmed/18657335
http://www.ncbi.nlm.nih.gov/pubmed/18657335
http://www.ncbi.nlm.nih.gov/pubmed/19046915
http://www.ncbi.nlm.nih.gov/pubmed/19046915
http://www.ncbi.nlm.nih.gov/pubmed/19046915
http://www.ncbi.nlm.nih.gov/pubmed/19656007
http://www.ncbi.nlm.nih.gov/pubmed/19656007
http://www.ncbi.nlm.nih.gov/pubmed/19656007
http://www.ncbi.nlm.nih.gov/pubmed/21565692
http://www.ncbi.nlm.nih.gov/pubmed/21565692
http://www.ncbi.nlm.nih.gov/pubmed/21565692
http://www.ncbi.nlm.nih.gov/pubmed/21565692
http://www.ncbi.nlm.nih.gov/pubmed/22229486
http://www.ncbi.nlm.nih.gov/pubmed/22229486
http://www.ncbi.nlm.nih.gov/pubmed/22229486
http://www.ncbi.nlm.nih.gov/pubmed/22229486
http://www.ncbi.nlm.nih.gov/pubmed/22136912
http://www.ncbi.nlm.nih.gov/pubmed/22136912
http://www.ncbi.nlm.nih.gov/pubmed/22136912
http://www.ncbi.nlm.nih.gov/pubmed/17491709
http://www.ncbi.nlm.nih.gov/pubmed/17491709
http://www.ncbi.nlm.nih.gov/pubmed/17491709
http://www.ncbi.nlm.nih.gov/pubmed/17491709
http://www.ncbi.nlm.nih.gov/pubmed/16941279
http://www.ncbi.nlm.nih.gov/pubmed/16941279
http://www.ncbi.nlm.nih.gov/pubmed/16941279
http://www.ncbi.nlm.nih.gov/pubmed/16941279
http://www.ncbi.nlm.nih.gov/pubmed/19017751
http://www.ncbi.nlm.nih.gov/pubmed/19017751
http://www.ncbi.nlm.nih.gov/pubmed/19017751
http://www.ncbi.nlm.nih.gov/pubmed/19017751
http://medwelljournals.com/abstract/?doi=rjbsci.2009.703.709
http://medwelljournals.com/abstract/?doi=rjbsci.2009.703.709
http://medwelljournals.com/abstract/?doi=rjbsci.2009.703.709
http://www.ncbi.nlm.nih.gov/pubmed/21452007
http://www.ncbi.nlm.nih.gov/pubmed/21452007
http://www.ncbi.nlm.nih.gov/pubmed/21452007
http://www.ncbi.nlm.nih.gov/pubmed/20820885
http://www.ncbi.nlm.nih.gov/pubmed/20820885
http://www.ncbi.nlm.nih.gov/pubmed/20820885
http://care.diabetesjournals.org/content/27/suppl_1/s5.full
http://care.diabetesjournals.org/content/27/suppl_1/s5.full
http://www.jofri.net/article/S2212-4780%2814%2900012-4/references
http://books.google.co.in/books?id=sZd0ancwLe0C&pg=PA130&lpg=PA130&dq=Weiner+JS,+Lourie+JA+%281981%29+Practical+Human+Biology.+London,+Academic+Press&source=bl&ots=HWhTWM751U&sig=HUdudw-RYJ7sd8NbiMGKB6Ejbhc&hl=en&sa=X&ei=mR8cVPn0E9OKuAS_p4GIBQ&redir_esc=y#v=onepage&q=Weiner JS%2C Lourie JA %281981%29 Practical Human Biology. London%2C Academic Press&f=false
http://books.google.co.in/books?id=sZd0ancwLe0C&pg=PA130&lpg=PA130&dq=Weiner+JS,+Lourie+JA+%281981%29+Practical+Human+Biology.+London,+Academic+Press&source=bl&ots=HWhTWM751U&sig=HUdudw-RYJ7sd8NbiMGKB6Ejbhc&hl=en&sa=X&ei=mR8cVPn0E9OKuAS_p4GIBQ&redir_esc=y#v=onepage&q=Weiner JS%2C Lourie JA %281981%29 Practical Human Biology. London%2C Academic Press&f=false
http://link.springer.com/article/10.1007%2FBF02941198#page-1
http://link.springer.com/article/10.1007%2FBF02941198#page-1
http://www.ncbi.nlm.nih.gov/pubmed/17493546
http://www.ncbi.nlm.nih.gov/pubmed/17493546
http://www.ncbi.nlm.nih.gov/pubmed/17493546
http://www.ncbi.nlm.nih.gov/pubmed/18776139
http://www.ncbi.nlm.nih.gov/pubmed/18776139
http://www.ncbi.nlm.nih.gov/pubmed/18776139
http://www.ncbi.nlm.nih.gov/pubmed/20091022
http://www.ncbi.nlm.nih.gov/pubmed/20091022
http://www.ncbi.nlm.nih.gov/pubmed/20091022
http://www.ncbi.nlm.nih.gov/pubmed/15127203
http://www.ncbi.nlm.nih.gov/pubmed/15127203
http://www.ncbi.nlm.nih.gov/pubmed/15127203
http://www.ncbi.nlm.nih.gov/pubmed/15127203
http://www.ncbi.nlm.nih.gov/pubmed/15127203
http://www.ncbi.nlm.nih.gov/pubmed/16025115
http://www.ncbi.nlm.nih.gov/pubmed/16025115
http://www.ncbi.nlm.nih.gov/pubmed/16025115
http://www.ncbi.nlm.nih.gov/pubmed/16865358
http://www.ncbi.nlm.nih.gov/pubmed/16865358
http://www.ncbi.nlm.nih.gov/pubmed/16865358
http://www.ncbi.nlm.nih.gov/pubmed/16865358
http://www.ncbi.nlm.nih.gov/pubmed/12740448
http://www.ncbi.nlm.nih.gov/pubmed/12740448
http://www.ncbi.nlm.nih.gov/pubmed/12740448

	Title
	Abstract
	Corresponding author
	Keywords
	Introduction
	Material and Methods 
	Subjects

	Inclusion/Exclusion Criteria 
	Measurements of clinical characteristics 
	Physiometric measurements 
	DNA extraction and genotyping 

	Statistical Analysis 
	Sample Size 
	Results
	Discussion
	Authors Contribution 
	Acknowledgement 
	Table 1
	Table 2
	Table 3
	Figure 1
	References

