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Abstract

Original Article

IntroductIon

Cardiovascular diseases constitute an imperative cause of 
morbidity and mortality in type 2 diabetes mellitus.[1] Early 
identification of diabetic patients at risk for cardiovascular 
events and instigation of interventions to prevent progression 
of the disease process assumes high priority. Literature has 
shown increased arterial stiffness is associated with the 
occurrence of first cardiovascular event.[2,3] Several indices 
such as carotid-femoral pulse wave velocity, brachial-ankle 
pulse wave velocity, arterial stiffness index, central blood 
pressure, and augmentation index are used for the assessment 
of arterial stiffness.[4] However, carotid-femoral pulse wave 
velocity is considered to be the gold standard index for the 
measurement of arterial stiffness.[5]

Vitamin D deficiency is supposedly higher in type 2 diabetic 
patients compared to healthy individuals, and an inverse 

relationship between Vitamin D levels and arterial stiffness has 
been demonstrated.[6-9] It is postulated that Vitamin D improves 
endothelial function by reducing vascular inflammation, 
regulating blood pressure, inhibiting proliferation of vascular 
smooth muscle cells, and antagonizing the formation of 
foam cells.[10] Further, antioxidant property of Vitamin D 
adds to protective mechanisms on heart and vasculature.[10,11] 
Studies conducted so far to evaluate the effect of Vitamin D 
supplementation on arterial stiffness and other measures of 
vascular functions in Vitamin D deficient patients have shown 
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inconsistent results.[12-15] Hence, the present study was planned 
to evaluate the effect of oral Vitamin D supplementation on 
change in vascular functions (carotid-femoral pulse wave 
velocity, brachial-ankle pulse wave velocity, and arterial 
stiffness index) and oxidative stress (serum malondialdehyde 
levels and total antioxidant status) in type 2 diabetic patients 
with Vitamin D deficiency.

SubjectS and methodS

The study was approved by Institutional Ethics Committee 
(Human Studies), JIPMER, Puducherry, and was registered 
in Clinical Trials Registry of India (CTRI/2016/03/006698). 
The study was conducted from May 2015 to June 2016 in 
accordance with the principles of Declaration of Helsinki. 
Patients diagnosed with type 2 diabetes mellitus for the 
last 10 years and on the stable treatment of metformin 
or sulfonylurea or both for the last 3 months in the age 
group of 35–60 years belonging to either gender attending 
endocrinology outpatients department, JIPMER, were 
included in the study. Written informed consent was obtained 
from all the eligible patients willing to participate in the 
study. The diabetic patients with liver dysfunction, renal 
dysfunction, concurrent illnesses other than hypertension, 
taking enzyme inducers or inhibitors or Vitamin D 
supplements, pregnant and lactating women, smokers and 
participated in other clinical studies within the last 3 months 
were excluded from the study.

Demographic characteristics of the enrolled patients 
were recorded, and 6 ml of venous blood was collected 
for analysis of serum 25-hydroxy Vitamin D (25-OH 
Vitamin D) (both D2 and D3), lipid profile, serum calcium, 
serum phosphorous, liver function, renal function, serum 
malondialdehyde, and total antioxidant status. Serum 25-OH 
Vitamin D levels were measured by chemiluminescence 
method; based on the level, patients were classified as 
Vitamin D deficient, insufficient, or normal. Vitamin 
D deficiency was defined as serum 25-OH Vitamin D 
level <20 ng/ml while insufficiency and normal levels were 
considered for serum 25-OH Vitamin D levels of 20–30 ng/
ml and >30 ng/ml, respectively. Oral supplementation of 
60,000 IU/week of cholecalciferol was given to patients 
with Vitamin D deficiency for a period of 8 weeks. The 
cholecalciferol sachets were procured through JIPMER 
pharmacy. Each sachet weighing 1 g contained 60,000 IU of 
cholecalciferol (ENumine D, Hexagon Group Co., Nasik). 
Initially, 4 sachets of cholecalciferol were given to patients 
and instructed to mix the contents of one sachet in 120 ml 
milk and drink it every week for a period of 4 weeks. All 
patients were given a chart and were requested to mention 
the date of intake of the drug as well as the occurrence of any 
adverse effects. During each follow-up visit, the participants 
were asked to return empty sachets of medication to ensure 
adherence. After 4 weeks of supplementation, 2 ml of venous 
blood was collected to measure their serum calcium and 
phosphorous levels, and another 4 sachets of cholecalciferol 

granules containing 60,000 IU per sachet were given. After 
8 weeks of supplementation, 6 ml of venous blood was 
collected for measuring serum 25-OH Vitamin D, serum 
calcium, serum phosphorous, serum malondialdehyde levels, 
and total antioxidant status. Vascular functions namely 
carotid-femoral pulse wave velocity, brachial-ankle pulse 
wave velocity, arterial stiffness index, aortic pressures, and 
augmentation index were analyzed using periscope at baseline 
and after 8 weeks of Vitamin D supplementation in Vitamin 
D deficient type 2 diabetic patients in Department of Clinical 
Pharmacology, JIPMER using PeriScope (Genesis Medical 
Systems, India). The patients with Vitamin D insufficiency 
and normal Vitamin D levels were not given Vitamin D 
supplementation. However, their vascular functions were 
assessed at baseline and after 8 weeks of follow-up.

Statistical analysis
The sample size was calculated as 66 in Vitamin D deficient 
group for a power of 90%, alpha error of 5%, mean difference 
of 100 cm/s, standard deviation of 225 cm/s, and dropout 
rate of 20% using Power and Sample Size Calculation 
version 3.1.2. Copyright © 1997-2009 by William D. 
Dupont and Walton D. Plummer.[16] Data were summarized 
as mean ± standard deviation or median (interquartile 
range) for continuous variables. Categorical variables 
were summarized as percentages or ratios. Normality was 
assessed by Kolmogorov–Smirnov test. Change in serum 
25-OH Vitamin D levels was compared by Wilcoxon signed 
rank test. Paired t-test and Wilcoxon signed rank test were 
used to compare the changes in vascular functions in each 
group depending on normal or nonnormal distribution, 
respectively. Changes in serum malondialdehyde and 
total antioxidant status were compared using paired t‑test. 
Subgroup analysis was done to study the effect of Vitamin D 
supplementation in normotensive and hypertensive patients 
with type 2 diabetes mellitus and Vitamin D deficiency. 
P < 0.05 was considered statistically significant. Data were 
analyzed using IBM SPSS Statistics for Windows, Version 
19.0, New York.

reSultS

One hundred and three patients with type 2 diabetes mellitus 
were enrolled in the study from May 2015 to June 2016. Among 
them, 75 (72.82%) had Vitamin D deficiency, 23 (22.33%) 
had Vitamin D insufficiency, and 5 (4.85%) had normal 
Vitamin D levels [Figure 1]. The baseline characteristics of 
study participants are given in Table 1. Oral supplementation 
of 60,000 IU of cholecalciferol/week for 8 weeks in Vitamin D 
deficient group resulted in significant increase in serum 25-OH 
Vitamin D levels [Figure 2]. In addition, they had a significant 
decline in carotid-femoral pulse wave velocity, brachial-ankle 
pulse wave velocity, right brachial as well as right ankle arterial 
stiffness index, heart rate, and peripheral and central blood 
pressures [Table 2]. Post hoc subgroup analysis based on the 
presence or absence of hypertension showed similar findings in 
Vitamin D deficient patients with type 2 diabetes mellitus with 



Anandabaskar, et al.: Vitamin D on vascular functions

Indian Journal of Endocrinology and Metabolism ¦ Volume 21 ¦ Issue 4 ¦ July-August 2017 557

regard to their vascular functions [Tables 3 and 4]. Similarly, 
Vitamin D supplementation produced a significant fall in serum 
malondialdehyde levels and increase in total antioxidant status 
in the Vitamin D deficient group [Figures 3 and 4]. Likewise, 

subgroup analysis of Vitamin D deficient patients based on 
the presence or absence of hypertension revealed significant 
reduction in malondialdehyde with increased total antioxidant 
status [Figures 5 and 6]. However, diabetic patients who were 
insufficient and normal for serum 25-OH Vitamin D levels did 
not show any significant difference in vascular function after 
8 weeks of follow-up [Tables 5 and 6].

Figure 1: Patient flow diagram of the study

Figure 3: Change in serum malondialdehyde levels after supplementation 
with 60,000 IU of oral cholecalciferol weekly for 8 weeks in patients 
with type 2 diabetes mellitus and Vitamin D deficiency (n = 70) *paired 
t‑test was used for statistical analysis. Values inside the bars represent 
mean ± standard deviation. P < 0.05 was considered statistically significant

Figure 2: Change in serum Vitamin D levels after supplementation 
with 60,000 IU of cholecalciferol weekly for 8 weeks in patients with 
type 2 diabetes mellitus and Vitamin D deficiency (n = 70) *Wilcoxon 
signed rank test was used for statistical analysis. Values beside the 
boxes represent median (interquartile range). P < 0.05 was considered 
statistically significant
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Fatigue and sleepiness (n = 1) as well as loss of appetite for 
2 weeks (n = 1) were the three adverse drug reactions that 
occurred with cholecalciferol supplements. However, the 
reactions subsided without any treatment and both the patients 
completed the study, and their results were used for analysis. 
During the study period, none of the participants reported any 
change in background medications.

dIScuSSIon

This study has shown that Vitamin D supplementation reduces 
both central as well as peripheral blood pressure along with 
arterial stiffness as well as oxidative stress in diabetic patients 
with Vitamin D deficiency. Subgroup analysis performed in 

Table 1: Baseline characteristics of study participants (n=93)

Characteristics Vitamin D deficient 
group (n=70)

Vitamin D insufficient 
group (n=18)

Normal Vitamin D 
group (n=5)

Age (years) 49.07±7.38 48.33±5.72 49.6±5.41
Serum 25-hydroxyvitamin D (ng/ml) 14.65 (6.34) 23.13 (5.23) 32.92 (2.85)
Male (%):Female (%) 37:63 78:22 60:40 
Height (cm) 156.13±8 162.78±8.39 156.4±10.74
Weight (kg) 65.23±11.22 68±11.13 65.8±7.12
BMI (kg/m2) 26.67±3.52 25.69±3.99 27.15±4.48
Hypertension (n [%]) 35 (50) 11 (61.1) 2 (40)
Medications (n [%])
Metformin monotherapy 14 (20) 4 (22.2) 1 (20)
Metformin and sulfonylurea combination 56 (80) 14 (77.8) 4 (80)
Antihypertensives 35 (50) 11 (61.1) 2 (40)
Atorvastatin 60 (85.7) 15 (83.3) 5 (100)
Daily exposure to sunlight (minutes) 60 (150) 330 (420) 480 (150)
Duration of type 2 diabetes mellitus (years) 4 (4.3) 5.5 (5.8) 4 (3.3)
Serum calcium (mg/dl) 9.15±0.56 9.45±0.65 9.94±0.87
Serum phosphorous (mg/dl) 3.48±0.45 3.24±0.27 4.08±2.4
Total cholesterol (mg/dl) 153.19±31.05 154.89±30.30 137.8±34.9
Triglycerides (mg/dl) 120.26±44.33 112.72±45.38 85.8±31.2
HDL cholesterol (mg/dl) 41.61±8.43 41.72±10.99 40.6±3.13
LDL cholesterol (mg/dl) 85.04±24.28 85.78±15.29 76.6±30
VLDL cholesterol (mg/dl) 23.8±8.51 22.44±9.16 20±6.4
Blood urea (mg/dl) 20.6±5.8 22.39±5.28 25.6±7.1
Serum creatinine (mg/dl) 0.9±0.1 0.9±0.1 1±0.1
Total bilirubin (mg/dl) 0.66±0.1 0.66±0.1 0.68±0.04
AST (IU/L) 20.76±5.15 19.39±5 22±3.9
ALT (IU/L) 25.73±9.11 23.39±10.33 26.4±3.78

Figure 4: Change in total antioxidant status after supplementation with 
60,000 IU of oral cholecalciferol weekly for 8 weeks in patients with type 2 
diabetes mellitus and Vitamin D deficiency (n = 70) *paired t‑test was used 
for statistical analysis. Values inside the bars represent mean ± standard 
deviation. P < 0.05 was considered statistically significant

Figure 5: Change in serum malondialdehyde levels after supplementation 
with 60,000 IU of cholecalciferol/week for 8 weeks in normotensives 
(n = 35) and hypertensives (n = 35) with type 2 diabetes mellitus and 
Vitamin D deficiency. Paired t‑test was used for statistical analysis; P < 0.05 
was considered statistically significant. *In normotensives, comparing 
serum malondialdehyde levels before and after treatment, P = 0.001. **In 
hypertensives, comparing serum malondialdehyde levels before and after 
treatment, P < 0.001. Values inside bars represent mean ± standard deviation
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from 1446.16 (204.33) cm/s to 1350.8 (178.39) cm/s and 
1493.81 (219.65) cm/s to 1367.61 ± 220.64 cm/s, respectively, 
after 8 weeks of Vitamin D supplementation. The findings 
of the present study were similar to a previous study that 
demonstrated significant decrease in pulse wave velocity 
from baseline (6.8 [1.55] m/s vs. 6.4 [1.3] m/s) following 
oral administration of 50,000 IU of Vitamin D3/week for 
8 weeks followed by 2000 IU/day for 4 weeks in patients with 
Vitamin D deficiency.[17]

Our study found a significant reduction in central systolic, 
diastolic, and pulse pressure with Vitamin D supplementation. 
This is similar to another study that demonstrated significant 
decrease in systolic (115.8 [17.1]–106.3 [10.9]) and 
diastolic (75.4 [10.3]–68.5 [10.1] mmHg) blood pressures as 
well as pulse wave velocity (7.45 [1.55]–6.11 [1.89] m/s) in 
healthy participants following administration of 2000 IU/day of 
Vitamin D3 supplementation for 14 days.[18] A study in patients 
at risk for type 2 diabetes mellitus found significant decrease 
in pulse wave velocity by 73 cm/s (95% confidence interval 
of 142–3 cm/s) after oral supplementation of 100,000 IU 
of Vitamin D3/month for 4 months compared to placebo.[12] 
Similarly, a study by Dong et al. found that supplementation 
of 2000 IU Vitamin D3/day for 16 weeks produced significant 
reduction in carotid-femoral pulse wave velocity from 
5.41 ± 0.73 m/s to 5.33 ± 0.79 m/s (P = 0.031).[19]

Various mechanisms have been suggested for the protective 
effects of Vitamin D on endothelial and vascular smooth muscle 
cells. Vitamin D is claimed to have anti-inflammatory action 
resulting in improved endothelial function and reduced arterial 
stiffness. It is proposed to have antiatherogenic effect owing 
to inhibition of foam cells formation. Moreover, regulation 

Table 2: Effect of oral vitamin D3 supplementation on vascular parameters in type 2 diabetic patients with vitamin D 
deficiency (n=70)

Parameter Baseline After 8 weeks P
Heart rate (beats/min) 82.91±12.7 78.94±10.8 0.004
Systolic blood pressure (mm Hg) 130.34±13.9 123.55±14 <0.001
Diastolic blood pressure (mm Hg) 75.09±7.1 71.67±7.1 <0.001
Pulse pressure (mm Hg) 55.8±12.2 52.81±11.1 0.009
Carotid- femoral PWV (cm/s) 991.6±161.8 899.29±151.8 <0.001
Right brachial-ankle PWV (cm/s) 1446.16±204.3 1350.8±178.3 <0.001
Left brachial-ankle PWV (cm/s) 1493.8±219.6 1367.6±220.6 <0.001
Right brachial ASI# (mm Hg) 29.78 (11.37) 26.78 (9.2) 0.008
Left brachial ASI# (mm Hg) 28.4 (11.2) 28.28 (8.76) 0.401
Right Ankle ASI# (mm Hg) 39.68 (13.55) 38.28 (12.78) 0.023
Left Ankle ASI# (mm Hg) 41.45 (12.88) 40.78 (10.63) 0.346
Right Ankle Brachial Index 1.11±0.07 1.12±0.07 0.37
Left Ankle Brachial Index 1.1±0.07 1.1±0.07 0.86
Aortic systolic pressure (mmHg) 113.23±14.9 106.01±14.8 <0.001
Aortic pulse pressure# (mmHg) 35.25 (14.25) 33 (12.13) <0.001
Aortic diastolic pressure (mmHg) 75.26±7.4 71.45±7.2 <0.001
Aortic augmentation pressure (mmHg) 8.33±4.7 6.18±4.2 <0.001
Augmentation index# (%) 22.25 (10.13) 18.5 (13.13) <0.001
Augmentation index @ Heart rate75# (%) 18.5 (12.88) 14.75 (14.13) <0.001

patients with type 2 diabetes mellitus and Vitamin D deficiency 
with or without hypertension to exclude the confounding 
effect of background antihypertensive medications on vascular 
functions also revealed similar reduction in blood pressure, 
pulse wave velocity, and serum malondialdehyde along with 
an increase in total antioxidant status.

There was a statistically significant reduction in carotid-femoral 
pulse wave velocity from 991.6 (161.82) cm/s at baseline 
to 899.29 (151.86) cm/s after 8 weeks of Vitamin D 
supplementation. Besides, there was a significant fall 
in the right and left brachial-ankle pulse wave velocity 

Figure 6: Change in total antioxidant status after supplementation with 
60,000 IU of cholecalciferol weekly for 8 weeks in normotensive (n = 35) 
and hypertensive patients (n = 35) with type 2 diabetes mellitus and 
Vitamin D deficiency. Paired t‑test was used for statistical analysis and 
P < 0.05 was considered statistically significant. *In normotensives, on 
comparing total antioxidant status before and after treatment, P < 0.001. 
**In hyper tensive patients, on comparing total antioxidant status 
before and after treatment, P = 0.002. Values inside the bars represent 
mean ± standard deviation
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of blood pressure through modulation of renin–angiotensin 
system is postulated to be contributing to its beneficial effects 
on the vasculature.[20]

Conversely, Gepner et  al .  showed that Vitamin D 
supplementation (2500 IU/day for 4 months) does not improve 
pulse wave velocity in postmenopausal women with serum 
Vitamin D levels ranging between 10 and 60 ng/ml.[14] This 
could be attributed to wide variation in Vitamin D level of the 

study population as well as inadequate dose or duration of 
treatment to confer cardiovascular benefits.

The present study showed a significant reduction in brachial-ankle 
pulse wave velocity following Vitamin D supplementation for 
a period of 8 weeks. This was in contrast to the findings of 
randomized controlled study done in patients with type 2 diabetes 
mellitus and suboptimal Vitamin D levels (<30 ng/ml).[15] In that 
study, Vitamin D supplementation at a dose of 5000 IU/day for 

Table 3: Effect of oral vitamin D3 supplementation on vascular parameters in Vitamin D deficient patients with type 2 
diabetes mellitus and hypertension (n=35)

Parameter Baseline After 8 weeks P
Heart rate (beats/min) 81.98±13.74 78.13±10.8 0.04
Systolic blood pressure (mmHg) 132.33±15.37 125.09±16.08 0.003
Diastolic blood pressure (mmHg) 74.5±7.69 71.8±8.24 0.086 
Pulse pressure (mmHg) 59.2±13.87 55.14±12.57 0.021
Carotid femoral PWV (cm/s) 1003.38±171.19 906.95±157.98 <0.001 
Right brachial ankle PWV (cm/s) 1457.34±202.71 1337.37±172.35 <0.001 
Left brachial ankle PWV (cm/s) 1510.88±235.58 1399.44±234.51 <0.001 
Right brachial ASI# (mm Hg) 32.2 (14.3) 28 (8.75) 0.001
Left brachial ASI# (mm Hg) 31.5 (13.1) 29.25 (13) 0.566
Right ankle ASI (mm Hg) 45.76±10.81 41.7±12.4 0.034
Left ankle ASI (mm Hg) 46.37±11.47 44.25±12.23 0.253
Right ankle brachial index 1.12±0.07 1.13±0.07 0.147
Left ankle brachial index 1.1±0.07 1.11±0.07 0.623
Aortic systolic pressure (mm Hg) 115.94±17.25 108.7±17.71 0.003
Aortic pulse pressure (mm Hg) 40.16±11.15 36.09±10.37 0.002
Aortic diastolic pressure (mm Hg) 75.27±8.26 72.04±8.64 0.026
Aortic augmentation pressure (mm Hg) 9.41±5.24 6.94±4.7 <0.001 
Augmentation index# (%) 23.5 (12.5) 19.5 (12.5) <0.001 
Augmentation index @ heart rate 75# (%) 19 (14.5) 18.5 (16.5) 0.001

Table 4: Effect of oral vitamin D3 supplementation on vascular parameters in normotensive patients with type 2 diabetes 
mellitus and Vitamin D deficiency (n=35)

Parameter Baseline After 8 weeks P
Heart rate (beats/min) 83.83±11.88 79.75±11.01 0.042 
Systolic blood pressure (mm Hg) 128.36±12.26 122.01±11.59 <0.001 
Diastolic blood pressure (mm Hg) 75.67±6.64 71.54±6.01 <0.001 
Pulse pressure (mm Hg) 52.4±9.27 50.47±9.2 0.189 
Carotid femoral PWV (cm/s) 979.84±153.46 891.63±147.38 <0.001 
Right brachial ankle PWV (cm/s) 1434.98±208.29 1364.22±185.76 0.009 
Left brachial ankle PWV (cm/s) 1476.75±204.49 1335.79±204.25 <0.001 
Right brachial ASI (mm Hg) 27.55±6.49 27.16±7.97 0.789 
Left brachial ASI# (mm Hg) 26.8 (8.9) 26.65 (6.35) 0.507
Right ankle ASI# (mm Hg) 37 (8.35) 38.4 (8.75) 0.883
Left ankle ASI (mm Hg) 39.18±8.08 40.08±7.46 0.605
Right ankle brachial index 1.11±0.06 1.1±0.06 0.833
Left ankle brachial index 1.1±0.07 1.1±0.07 0.502 
Aortic systolic pressure (mmHg) 110.51±11.84 103.31±11.01 <0.001 
Aortic pulse pressure (mmHg) 34.71±7.6 31.91±7.56 0.022 
Aortic diastolic pressure (mmHg) 75.24±6.58 70.86±5.7 <0.001 
Aortic augmentation pressure (mmHg) 7.24±3.87 5.41±3.65 0.001 
Augmentation index (%) 20.11±7.35 16.34±7.34 <0.001 
Augmentation index @ heart rate 75 (%) 16.74±7.37 14.51±7.65 0.024 



Anandabaskar, et al.: Vitamin D on vascular functions

Indian Journal of Endocrinology and Metabolism ¦ Volume 21 ¦ Issue 4 ¦ July-August 2017 561

12 weeks did not alter brachial-ankle pulse wave velocity as well 
as flow-mediated dilatation which are markers of arterial stiffness 
and endothelial dysfunction, respectively. This could be due to 
the selection of patients with higher cutoff value of <30 ng/ml in 
contrast to the present study with a cutoff of <20 ng/ml of Vitamin 
D level. Similarly, a study evaluating effect of 2000 IU/day of 
Vitamin D3 supplementation along with 200 mg/day of calcium for 
24 weeks compared to only calcium (200 mg/day for 24 weeks) 
in patients with type 2 diabetes mellitus and Vitamin D deficiency 
found that Vitamin D supplementation did not produce any 
significant change in brachial-ankle pulse wave velocity.[21] This 

could be due to a lower total dose of Vitamin D supplementation 
used (336,000 IU) in their study.

In the present study, there was a significant reduction 
in augmentation index and augmentation pressure from 
baseline (22.25 [10.13] vs. 18.5 [13.13]%  and 8.33 ± 4.7 vs. 
6.18 ± 4.25 mmHg, P < 0.001) with Vitamin D supplementation. 
The results of this study were in consensus with findings of 
Zaleski et al. that showed significant reduction in augmentation 
pressure and augmentation index following oral Vitamin D 
supplementation of 4000 IU/day for 6 months.[22] The reduction 

Table 5: Vascular parameters in type 2 diabetic patients with Vitamin D insufficiency

Parameter Baseline (n=18) After 8 weeks (n=18) P
Heart rate# (beats/min) 77.18 (16.06) 77.85 (10.06) 0.344
Systolic blood pressure (mm Hg) 125.03±11.1 125.14±12.7 0.963
Diastolic blood pressure (mm Hg) 75.03±8 73.67±8.03 0.375
Pulse pressure (mm Hg) 50±6.32 51.47±8.81 0.456
Carotid femoral PWV (cm/s) 1002.91±117.7 987.84±116.91 0.429
Right brachial ankle PWV (cm/s) 1458.78±153.92 1457.53±151.65 0.965
Left brachial ankle PWV (cm/s) 1508.37±158.62 1473.4±173.5 0.368
Right brachial ASI (mm Hg) 25.06±6.02 27.43±5.69 0.223
Left brachial ASI (mm Hg) 26.8±3.8 25.24±4.25 0.233
Right ankle ASI (mm Hg) 37.13±8.81 36.14±9.95 0.709
Left ankle ASI (mm Hg) 39.23±13.01 40.37±7.23 0.694
Right ankle brachial index 1.15±0.07 1.12±0.08 0.188
Left ankle brachial index 1.14±0.07 1.12±0.08 0.272
Aortic systolic pressure (mmHg) 108.56±10.17 107.81±11.02 0.71
Aortic pulse pressure# (mmHg) 32 (6.63) 35.25 (9.88) 0.796
Aortic diastolic pressure (mmHg) 74.5±7.23 73.5±7.38 0.39
Aortic augmentation pressure# (mmHg) 7 (3.75) 6.75 (5.5) 0.887
Augmentation index (%) 20.97±5.43 20.53±5.41 0.671
Augmentation index @ heart rate 75 (%) 20.03±6.57 20.08±7.76 0.965

Table 6: Vascular parameters in type 2 diabetic patients with normal Vitamin D levels

Parameter Baseline (n=5) After 8 weeks (n=5) P
Heart rate (beats/min) 72.6 (18.53) 61 (10.38) 0.225
Systolic blood pressure (mm Hg) 124.5 (28.75) 126.5 (28.5) 0.225
Diastolic blood pressure (mm Hg) 66 (10.75) 68.5 (12) 0.042
Pulse pressure (mm Hg) 58.5 (18) 55 (20) 0.686
Carotid femoral PWV (cm/s) 994.25 (290.42) 1058 (281.63) 0.686
Right brachial ankle PWV (cm/s) 1524.9 (186.15) 1457.1 (383.85) 0.5
Left brachial ankle PWV (cm/s) 1425.5 (512.95) 1601.6 (400.23) 0.5
Right brachial ASI (mm Hg) 23.3 (18.83) 28.9 (14.37) 0.138
Left brachial ASI (mm Hg) 28.05 (10.48) 31.55 (7.97) 0.043
Right ankle ASI (mm Hg) 40.5 (11.85) 42.8 (14.45) 0.893
Left ankle ASI (mm Hg) 45.75 (9.77) 45.25 (11.78) 0.225
Right ankle brachial index 1.13 (0.15) 1.13 (0.14) 0.042
Left ankle brachial index 1.13 (0.11) 1.07 (0.14) 0.138
Aortic systolic pressure (mmHg) 106.5 (30.75) 106 (27.25) 0.345
Aortic pulse pressure (mmHg) 39 (16.5) 38 (17) 0.893
Aortic diastolic pressure (mmHg) 67 (13.5) 68 (14.25) 0.588
Aortic augmentation pressure (mm Hg) 8.5 (9.25) 9.5 (9) 0.5
Augmentation index (%) 23 (16.75) 24.5 (15.5) 0.786
Augmentation index @ heart rate 75 (%) 23.5 (12.25) 30 (17.75) 0.144
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in augmentation index and augmentation pressure was 
12.3 ± 5.3% and 4 ± 1.5 mmHg, respectively. Similarly, 
Sünbül et al. demonstrated significant reduction in 
augmentation index from baseline (31 [14.5]% vs. 23 [22]%) 
with oral Vitamin D3 supplementation (50,000 IU/week for 
8 weeks and maintenance dose of 2000 IU/day for 4 weeks) in 
patients with Vitamin D deficiency.[17] However, a randomized 
controlled study showed no change in augmentation index 
with Vitamin D supplementation (2500 IU/day for 4 months) 
in postmenopausal women with serum Vitamin D levels 
ranging between 10 and 60 ng/ml.[14] Similarly, another 
randomized controlled trial evaluating the effect of Vitamin D 
supplementation (400 IU or 2500 IU/day for 6 months) showed 
no difference in aortic systolic blood pressure, aortic pulse 
pressure, and augmentation index between high dose and low 
dose Vitamin D group in healthy postmenopausal women.[23]

Raised blood pressure is a major risk factor for the 
development of cardiovascular events such as myocardial 
infarction and stroke. It has been found that even a 
reduction of systolic blood pressure by 2 mmHg is clinically 
significant as it reduces mortality due to stroke and coronary 
artery disease by 6% and 4%, respectively.[24] Our study 
has demonstrated statistically and clinically significant 
decrease in systolic and diastolic blood pressures from 
130.34 (13.95) and 75.09 (7.16) mmHg at baseline to 
123.55 (14) and 71.67 (7.16), respectively, with oral Vitamin 
D supplementation for 8 weeks. Our findings are similar to a 
study that evaluated the effect of oral 50,000 IU of Vitamin 
D3 supplementation/week for 8 weeks on blood pressure 
in hypertensive patients with Vitamin D deficiency.[25] In 
that study, patients in Vitamin D supplementation group 
demonstrated a significant reduction in systolic and 
diastolic blood pressures by 6.4 ± 5.3 and 2.4 ± 3.7 mmHg, 
respectively. The study also demonstrated a significant 
reduction in systolic and diastolic blood pressure from 
121/80.5 mmHg at baseline to 110/76.3 mmHg after 12 weeks 
of Vitamin D supplementation in diabetic patients.[26] Another 
study examining effect of Vitamin D supplementation in 
healthy population revealed a dose-dependent decrease in 
systolic blood pressure by 0.66 mmHg, 3.4 mmHg, and 
4 mmHg following supplementation of Vitamin D3 at doses 
of 1000, 2000, or 4000 IU/day for 3 months, respectively. 
However, the study did not find any change in diastolic blood 
pressure with Vitamin D supplementation.[27]

Various mechanisms have been proposed for the antihypertensive 
effects of Vitamin D. It is found that Vitamin D modulates 
renin–angiotensin–aldosterone system and thus helps in 
regulation of blood pressure. It suppresses the expression of 
renin gene and thereby reduces production of angiotensin-II, 
a potent vasoconstrictor. In addition, Vitamin D is known to 
have renoprotective and anti-inflammatory effects which may 
also be contributing to its antihypertensive effects.[20]

On contrary, in some studies, Vitamin D supplementation 
has not produced any alteration in blood pressure. A study 

by Pilz et al. showed that oral Vitamin D supplementation of 
2800 IU/day for 8 weeks in hypertensive patients with low 
Vitamin D levels (<30 ng/ml) did not produce any change in 
systolic blood pressure.[28] The possible reason for this could 
be lower dose of Vitamin D supplementation inadequate to 
provide cardiovascular benefits. Moreover, the study evaluated 
the effect of Vitamin D supplementation in both Vitamin D 
deficient and insufficient patients.

Malondialdehyde, a marker of oxidative stress, and total 
antioxidant status, a measure of ability of biological sample 
like serum or plasma to tackle oxidative stress generated by 
the accumulation of free radicals, were used as markers of 
oxidative stress in our study. There was significant decrease in 
serum malondialdehyde levels and increase in total antioxidant 
status following Vitamin D supplementation in patients with 
type 2 diabetes mellitus and Vitamin D deficiency. This 
demonstrates the antioxidant action of Vitamin D, and this is 
in agreement with results of the randomized controlled trial by 
Foroozanfard et al.[29] In that study, Vitamin D supplementation 
at doses of 50,000 IU/week for 8 weeks produced significant 
decrease in malondialdehyde level by 0.1 µmol/L and increase 
in total antioxidant status by 22.5 mmol/L in Vitamin D 
deficient women with polycystic ovary syndrome.[29] Another 
randomized controlled study in patients with nonalcoholic fatty 
liver disease showed that supplementation with 50,000 IU of 
Vitamin D3 every 14 days for 4 months produced significant 
decrease in serum malondialdehyde by 2.09 ng/ml and 
an increase in total antioxidant status by 270 µmol/L.[30] 
Similarly, another study revealed significant reduction in 
serum malondialdehyde from 4.7 to 2.9 ng/ml with Vitamin D3 
at a dose of 300,000 IU monthly for 3 months in Vitamin D 
deficient (<10 ng/ml) asymptomatic individuals.[31] However, 
findings of Yiu et al. with Vitamin D supplementation of 
5000 IU/day for 12 weeks in patients with type 2 diabetes 
mellitus did not improve oxidative stress markers.[15]

The discrepancies in the results of various studies evaluating 
the effect of Vitamin D supplementation on vascular functions 
as well as oxidative stress could be attributed to differences in 
dose, route, duration of Vitamin D supplementation, techniques 
used to measure arterial stiffness, comorbidities in study 
participants, and use of concomitant drugs that modulate 
arterial stiffness.

The strengths of the study include paired study design to 
reduce interindividual variations and estimating serum 25-OH 
Vitamin D levels after 8 weeks supplementation as a measure 
of adherence. The limitation of the study is not including 
parathormone level, an important biomarker to assess response 
to Vitamin D.

concluSIon

The present study shows that oral Vitamin D supplementation 
of 60,000 IU/week for 8 weeks improves vascular functions 
and reduces oxidative stress in patients with type 2 diabetes 
mellitus and Vitamin D deficiency.



Anandabaskar, et al.: Vitamin D on vascular functions

Indian Journal of Endocrinology and Metabolism ¦ Volume 21 ¦ Issue 4 ¦ July-August 2017 563

Acknowledgments
We would like to thank Mr. P. Rajaa Muthu, PhD Scholar, 
Department of Biochemistry, JIPMER. Mr. A. Vengattaraman, 
Technical Assistant, Department of Endocrinology, JIPMER.

Financial support and sponsorship
JIPMER intramural research grant.

Conflicts of interest
There are no conflicts of interest.

referenceS
1. Morrish NJ, Wang SL, Stevens LK, Fuller JH, Keen H. Mortality and 

causes of death in the WHO multinational study of vascular disease in 
diabetes. Diabetologia 2001;44 Suppl 2:S14-21.

2. Mattace-Raso FU, van der Cammen TJ, Hofman A, van Popele NM, 
Bos ML, Schalekamp MA, et al. Arterial stiffness and risk of 
coronary heart disease and stroke: The Rotterdam Study. Circulation 
2006;113:657-63.

3. Mitchell GF, Hwang SJ, Vasan RS, Larson MG, Pencina MJ, 
Hamburg NM, et al. Arterial stiffness and cardiovascular events: The 
Framingham Heart Study. Circulation 2010;121:505-11.

4. Tomiyama H, Yamashina A. Non-invasive vascular function tests: 
Their pathophysiological background and clinical application. Circ J 
2010;74:24-33.

5. Laurent S, Cockcroft J, Van Bortel L, Boutouyrie P, Giannattasio C, 
Hayoz D, et al. Expert consensus document on arterial stiffness: 
Methodological issues and clinical applications. Eur Heart J 
2006;27:2588-605.

6. Al Mheid I, Patel R, Murrow J, Morris A, Rahman A, Fike L, et al. 
Vitamin D status is associated with arterial stiffness and vascular 
dysfunction in healthy humans. J Am Coll Cardiol 2011;58:186-92.

7. Chien KL, Hsu HC, Chen PC, Lin HJ, Su TC, Chen MF, et al. Total 
25-hydroxyvitamin D concentration as a predictor for all-cause death 
and cardiovascular event risk among ethnic Chinese adults: A cohort 
study in a Taiwan community. PLoS One 2015;10:e0123097.

8. Bayani MA, Akbari R, Banasaz B, Saeedi F. Status of Vitamin-D in 
diabetic patients. Caspian J Intern Med 2014;5:40-2.

9. Lee JI, Oh SJ, Ha WC, Kwon HS, Sohn TS, Son HS, et al. Serum 
25-hydroxyvitamin D concentration and arterial stiffness among Type 2 
diabetes. Diabetes Res Clin Pract 2012;95:42-7.

10. Pilz S, Tomaschitz A, Drechsler C, de Boer RA. Vitamin D deficiency 
and heart disease. Kidney Int Suppl 2011;1:111-5.

11. Wiseman H. Vitamin D is a membrane antioxidant. Ability to inhibit 
iron-dependent lipid peroxidation in liposomes compared to cholesterol, 
ergosterol and tamoxifen and relevance to anticancer action. FEBS Lett 
1993;326:285-8.

12. Forouhi NG, Menon RK, Sharp SJ, Mannan N, Timms PM, Martineau AR, 
et al. Effects of Vitamin D2 or D3 supplementation on glycaemic control 
and cardiometabolic risk among people at risk of Type 2 diabetes: 
Results of a randomized double-blind placebo-controlled trial. Diabetes 
Obes Metab 2016;18:392-400.

13. McGreevy C, Barry M, Davenport C, Byrne B, Donaghy C, Collier G, 
et al. The effect of Vitamin D supplementation on arterial stiffness 
in an elderly community-based population. J Am Soc Hypertens 
2015;9:176-83.

14. Gepner AD, Ramamurthy R, Krueger DC, Korcarz CE, Binkley N, 
Stein JH. A prospective randomized controlled trial of the effects of 
Vitamin D supplementation on cardiovascular disease risk. PLoS One 
2012;7:e36617.

15. Yiu YF, Yiu KH, Siu CW, Chan YH, Li SW, Wong LY, et al. Randomized 
controlled trial of Vitamin D supplement on endothelial function in 
patients with Type 2 diabetes. Atherosclerosis 2013;227:140-6.

16. Kola S, George M, Srinivasamurthy SK, Selvarajan S, Tamilarasu K, 
Swaminathan RP, et al. Assessment of arterial stiffness index in 
hypertensive patients in relation to their treatment status attending a 
tertiary care center in South India. Pharmacol Pharm 2014;5:413-8.

17. Sünbül M, Çinçin A, Bozbay M, Mammadov C, Atas H, Özsenel EB, 
et al. Arterial stiffness parameters associated with Vitamin D deficiency 
and supplementation in patients with normal cardiac functions. Turk 
Kardiyol Dern Ars 2016;44:281-8.

18. Al-Dujaili EA, Munir N, Iniesta RR. Effect of Vitamin D supplementation 
on cardiovascular disease risk factors and exercise performance in 
healthy participants: A randomized placebo-controlled preliminary 
study. Ther Adv Endocrinol Metab 2016;7:153-65.

19. Dong Y, Stallmann-Jorgensen IS, Pollock NK, Harris RA, Keeton D, 
Huang Y, et al. A 16-week randomized clinical trial of 2000 
international units daily Vitamin D3 supplementation in black youth: 
25-hydroxyvitamin D, adiposity, and arterial stiffness. J Clin Endocrinol 
Metab 2010;95:4584-91.

20. Pilz S, Tomaschitz A. Role of Vitamin D in arterial hypertension. Expert 
Rev Cardiovasc Ther 2010;8:1599-608.

21. Ryu OH, Chung W, Lee S, Hong KS, Choi MG, Yoo HJ. The effect 
of high-dose Vitamin D supplementation on insulin resistance and 
arterial stiffness in patients with Type 2 diabetes. Korean J Intern Med 
2014;29:620-9.

22. Zaleski A, Panza G, Swales H, Arora P, Newton-Cheh C, Wang T, et al. 
High-dose versus low-dose Vitamin D supplementation and arterial 
stiffness among individuals with prehypertension and Vitamin D 
deficiency. Dis Markers 2015;2015:918968.

23. Gepner AD, Haller IV, Krueger DC, Korcarz CE, Binkley N, 
Stein JH. A randomized controlled trial of the effects of Vitamin D 
supplementation on arterial stiffness and aortic blood pressure in Native 
American women. Atherosclerosis 2015;240:526-8.

24. Chobanian AV, Bakris GL, Black HR, Cushman WC, Green LA, 
Izzo JL Jr., et al. Seventh report of the Joint National Committee on 
Prevention, detection, evaluation, and treatment of high blood pressure. 
Hypertension 2003;42:1206-52.

25. Mozaffari-Khosravi H, Loloei S, Mirjalili MR, Barzegar K. The effect of 
Vitamin D supplementation on blood pressure in patients with elevated 
blood pressure and Vitamin D deficiency: A randomized, double-blind, 
placebo-controlled trial. Blood Press Monit 2015;20:83-91.

26. Nasri H, Behradmanesh S, Ahmadi A, Rafieian-Kopaei M. Impact of 
oral Vitamin D (cholecalciferol) replacement therapy on blood pressure 
in Type 2 diabetes patients; a randomized, double-blind, placebo 
controlled clinical trial. J Nephropathol 2014;3:29-33.

27. Forman JP, Scott JB, Ng K, Drake BF, Suarez EG, Hayden DL, et al. 
Effect of Vitamin D supplementation on blood pressure in blacks. 
Hypertension 2013;61:779-85.

28. Pilz S, Gaksch M, Kienreich K, Grübler M, Verheyen N, 
Fahrleitner-Pammer A, et al. Effects of Vitamin D on blood pressure and 
cardiovascular risk factors: A randomized controlled trial. Hypertension 
2015;65:1195-201.

29. Foroozanfard F, Jamilian M, Bahmani F, Talaee R, Talaee N, Hashemi T, 
et al. Calcium plus Vitamin D supplementation influences biomarkers of 
inflammation and oxidative stress in overweight and Vitamin D-deficient 
women with polycystic ovary syndrome: A randomized double-blind 
placebo-controlled clinical trial. Clin Endocrinol (Oxf) 2015;83:888-94.

30. Sharifi N, Amani R, Hajiani E, Cheraghian B. Does Vitamin D improve 
liver enzymes, oxidative stress, and inflammatory biomarkers in adults 
with non-alcoholic fatty liver disease? A randomized clinical trial. 
Endocrine 2014;47:70-80.

31. Tarcin O, Yavuz DG, Ozben B, Telli A, Ogunc AV, Yuksel M, et al. 
Effect of Vitamin D deficiency and replacement on endothelial function 
in asymptomatic subjects. J Clin Endocrinol Metab 2009;94:4023-30.


