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Background: Some studies suggest an association between diabetic kidney disease 
(DKD) and vitamin D (VD), but there is no data about the effect of high dose of VD on 
DKD in type 1 diabetes mellitus (T1DM). Our pilot study aims to evaluate albuminuria 
reduction in patients with T1DM supplemented with high dose of VD.

Methods: 22 patients received doses of 4,000 and 10,000 IU/day of cholecalciferol for 
12 weeks according to patient’s previous VD levels. They were submitted to continuous 
glucose monitoring system, 24 hours ambulatory blood pressure monitoring and urine 
albumin-to-creatinine ratio before and after VD supplementation.

Results: There was a reduction of DKD prevalence at the end of the study (68 vs 32%; 
p = 0.05), with no changes on insulin doses, glycated hemoglobin, glycemic variability 
and blood pressure values. A correlation between percentage variation of VD levels 
(ΔVD) and albuminuria at the end of the study was presented (r  =  −0.5; p  <  0.05). 
Among T1DM patients with DKD at the beginning of the study, 8/13 (62%) had their DKD 
stage improved, while the other five ones (38%) showed no changes (p < 0.05).

Conclusion: Our pilot study suggests an association between VD high dose supple-
mentation, lower prevalence and improvement in stages of DKD in T1DM.

Keywords: vitamin D supplementation, diabetes kidney disease, type 1 diabetes mellitus, nephropathy, 
cholecalciferol, high dose vitamin D supplementation

Abbreviations: T1DM, type 1 diabetes mellitus; T2DM, type 2 diabetes mellitus; VD, vitamin D; DKD, Diabetic Kidney 
Disease; HbA1c, glycated hemoglobin; Δ SDG, Standard Deviation of Glucose; GV, glycemic variability; GC, glycemic control; 
CGMS, continuous glucose monitoring system; 24h-ABPM, 24 hours ambulatory blood pressure monitoring; GFR, glomerular 
filtration rate; HR, heart rate; UACR, urine albumin-to-creatinine ratio; BMI, body mass index; BP, blood pressure; HPLC, 
high-performance liquid chromatography; ADA, American Diabetes Association; DCCT, Diabetes Control And Complications 
Trial Research Group; VDR, VD receptor; VDRE, VD responsive element; ACEIs, angiotensin-converting enzyme inhibitors; 
ARBs, angiotensin II receptor blockers.
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INTRODUCTION

It is well known that better glycemic, blood pressure (BP) control 
and angiotensin-converting enzyme inhibitors (ACEIs) or angio-
tensin II receptor blockers (ARBs) are useful tools in early stages 
of diabetic kidney disease (DKD). Even though it remains an 
important cause of mortality in type 1 diabetes mellitus (T1DM) 
patients (1), vitamin D (VD) acts on renin–angiotensin system, 
inflammatory cascade, and vasculature (2, 3). In this scenario, it 
could be beneficial in prevention and progression of DKD.

There are other reports in literature investigating VD sup-
plementation in DKD patients; however, they have been done 
with type 2 diabetes mellitus (T2DM) population. These studies 
have shown a significant improvement of serum HDL level with 
6  months high-dose parenteral VD therapy (4) and a decrease 
in proteinuria (5). Although Derakhshanian et  al. (6), in their 
meta-analysis, showed no significant change in proteinuria after 
supplementation with VD, but they agreed that risk for DKD is 
higher in VD-deficient patients with diabetes.

As we are aware, there is only one study with VD analog 
(paracalcitol) in T1DM, including 48 patients, that referred 
improvement in residual albuminuria (7). Nevertheless, the pos-
sible benefits of VD supplementation (cholecalciferol) in these 
cases are still not established. Our pilot study aims to evaluate 
possible albuminuria reduction in patients with T1DM and DKD, 
supplemented with high dose of VD.

MATERIALS AND METHODS

Study Design
It is a 3-month prospective study, between January of 2015 and 
November of 2016, which aimed to evaluate albuminuria in 
patients receiving VD supplementation. Patients with insuf-
ficiency and/or VD deficiency [serum 25(OH)D less than 30 ng/
mL] have received 10,000 IU/day for three consecutive months. 
Those with 25(OH)D levels between 30 and 60 ng/mL were treated 
with 4,000 IU/day of VD, in order to maintain serum levels above 
30 ng/mL and less than 100 ng/mL. They were supplemented with 
cholecalciferol (1 mL = 20 drops = 4,000 IU). American Endocrine 
Society (8) has established values of 30 ng/mL as normal levels and 
the Institute of Medicine has used 20  ng/mL (9), so it remains 
controversial (10). We have done a supplementation of VD based 
only on basal VD levels to decide the dose, trying to achieve and 
maintain levels above 30 ng/mL. Even there is no consensus about 
normal VD levels, it would be ethically unappropriated not to 
replace VD in patients with deficiency or insufficiency, so our 
ethics committee has not approved a placebo group in this case.

Twenty-two individuals with T1DM were recruited from 
Endocrinology Division of the Federal University of Pará. The 
study was approved by ethics committee, reference number 
0122.0.071.000-12, and it was in accordance with the standards 
of the National Health Council. The consent obtained was written 
and informed for all patients included in the study. Main inclu-
sion criteria consisted in (a) T1DM patients with at least a 2-year 
follow-up; (b) age between 18 and 50 years in regular treatment 
with an endocrinologist; (c) body mass index (BMI) ≥18.5 kg/m2  
and <40 kg/m2; (d) glycated hemoglobin (HbA1c) ≥7%; (e) no 

renal impairment [glomerular filtration rate (GFR) >89  mL/
min/1.73 m2] (11); and (f) ACEI or ARB, hypertensive medica-
tions, basal, and ultra-rapid insulin must be in a stable dose for at 
least 3 months before starting the study. Exclusion criteria were 
(a) liver diseases; (b) bone metabolism diseases and previous VD 
supplementation; (c) pregnant women; (d) anemias; and (e) not 
controlled hypo- or hyperthyroidism and patients allergic to VD 
supplementation components.

Patients had to be in a stable dose of insulin for at least 
3  months before starting the study. Basal insulin, ultra-rapid, 
regular, and metformin doses should be unchanged during the 
study. It is very important to point out that the inevitable changes 
in insulin dose were made only by usual care endocrinologist or 
patient by himself, never by study team. Patients were guided 
to inform the study team if an adverse event and/or recurrent 
hypoglycemia (capillary blood glucose <70  mg/dL), and/or 
hyperglycemia (blood glucose in capillary fasting ≥240 mg/dL in 
two consecutive days) occurred.

Data Collection
Body mass index, BP, heart rate; laboratorial analysis [VD, 
urine albumin-to-creatinine ratio (UACR), HbA1c and GFR], 
24 hours-ambulatory blood pressure monitoring (24h-ABPM) 
and continuous glucose monitoring system (CGMS) were 
performed in initial and final visit. HbA1c was analyzed by 
high-performance liquid chromatography, 25(OH)D by immu-
noassay (12); UACR was performed by immunoturbidimetry 
(Wiener-CMD800iX1) (13); GFR was calculated by the formula 
chronic kidney disease (CKD)-EPI (14). For purposes of data 
analysis, DKD was classified according to results in normoalbu-
minuria (<30 mg/g creatinine), microalbuminuria (≥30 mg/g 
creatinine and <300 mg/g creatinine), and macroalbuminuria 
(≥300 mg/g creatinine). Three first morning void urine sample 
collections were obtained before starting the study. The first 
morning void was defined as the subject’s first void after 5 a.m. 
Urine samples were collected in three different days, 3  weeks 
before visit one, to establish UACR. In three patients, it was not 
possible to collect three samples to UACR at the end of the study. 
Blood and urine samples were stored in a biorepository to future 
analysis for 10 years.

24-h ABPM was performed by the oscillometric method, 
installed in the morning and withdrawn after 24 h, and patient 
was instructed to maintain his usual activities and write them 
down in a diary, which should include the time and description of 
each activity performed. The device was programmed to perform 
a measurement every 15 min, and the arithmetic mean of systolic 
and diastolic BP was established for each hour, during the waking 
period, during sleep, and at 24 h.

Continuous glucose monitoring system sensor was intro-
duced in regions with adequate fat layer (abdominal region was 
chosen in all patients in this study), with a needle device that was 
removed, remaining only the sensor in the subcutaneous and a 
transmitter attached externally to the skin. A monitor that was 
attached to patient clothing received the information by radio 
signal. Subcutaneous glucose was measured continuously in the 
form of an electrical signal. To calibrate the sensor, it was neces-
sary for patient to verify the blood glucose at specific times (2, 6, 
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Table 3 | Insulin doses before and after vitamin D dose supplementation.

Variables Initial (N = 22) Final (N = 22) p

Basal insulin (IU) 44.2 ± 20.1 42.6 ± 19.2 NS
Prandial insulin (IU) 22.0 ± 12.6 20.8 ± 11.9 NS
Total insulin (IU) 65.2 ± 29.9 62.4 ± 27.1 NS

Total insulin = basal + prandial insulin (IU).
NS, not significant.

Table 2 | Laboratorial characteristics and ABPM of type 1 diabetes mellitus 
patients.

Variables Initial (N = 22) Final (N = 22) p

Glycated hemoglobin (%) 9.3 ± 2.7 9.3 ± 2.3 NS
SDG 62.5 (31–96) 66.5 (33–111) NS
Vitamin D (ng/mL) 25.9 (14.2–53.9) 36.8 (9.4–122.5) <0.01
Creatinine (mg/dL) 0.94 ± 0.15 0.98 ± 0.18 NS
Glomerular filtration rate (mL/
min/1.73 m2)

108.6 ± 23.2 106.5 ± 24.1 NS

Albuminuria (log10mg/24 h) 1.72 ± 0.51 1.65 ± 0.37 NS
Albuminuria index 0.75 ± 0.55 0.68 ± 0.48 NS
DKD prevalence (yes/no); N = 19 13/6 (68%) 6/13 (32%) 0.05
Vigil systolic blood pressure (BP) 
(mmHg)

120.1 ± 10.3 120.9 ± 13.0 NS

Vigil diastolic BP (mmHg) 74.9 ± 9.0 76.8 ± 10.5 NS
Sleep systolic BP (mmHg) 110.0 ± 11.6 110.9 ± 12.7 NS
Sleep diastolic BP (mmHg) 67.0 ± 10.0 68.3 ± 10.9 NS
SD of sleep systolic BP (mmHg) 8.2 ± 3.3 10.3 ± 4.9 NS
SD of sleep diastolic BP (mmHg) 8.0 ± 2.2 8.7 ± 2.7 NS

Table 1 | Clinical characteristics of T1DM patients.

Variables Initial (N = 22) Final (N = 22) p

Sex (M/F) 11/11 – –
Age (years) 29.0 ± 8.1 – –
Duration of T1DM (years) 11.3 ± 7.2 – –
Office systolic BP (mmHg) 113.4 ± 14.9 112.3 ± 13.3 NS
Office diastolic BP (mmHg) 70.5 ± 11.5 69.4 ± 11.8 NS
BMI (kg/m2) 25.7 ± 3.4 25.6 ± 3.5 NS

T1DM, type 1 diabetes mellitus; BP, blood pressure; BMI, body mass index; NS, not 
significant.

Figure 1 | Correlation between albuminuria at the end of study and 
percentage variation (Δ) of vitamin D (VD).
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and 12 h after installation, and every 12 h in subsequent days). 
The value obtained from capillary blood glucose was added to 
display. Patients have stayed 3–5 days with CGMS. About 864 
glycemic values were measured into this period. The glycemic 
variability (GV) was evaluated by CGMS taking into account all 
glycemias measured during all days in each patient and standard 
deviation of glucose (SDG) was calculated by CGMS and used 
to evaluate GV.

Statistical Analysis
Categorical variables were described as frequency (percentage). 
Numeric variables with normal distribution were described as 
mean (SD) and non-normally distributed as median (minimum– 
maximum). Chi-square, Fisher, and McNemar tests were 
used to compare categorical variables. The Student’s t-test and 
Mann–Whitney test were used to compare subgroups with and 
without normal distributions, respectively. The paired Student’s 
t-test and Wilcoxon test were used to compare data before and 
after intervention. To establish correlations between variables, 
Pearson and Spearman tests were used. The analysis of variance 
compared more than two subgroups with normal distribution, 
and the Kruskal–Wallis test was used to compare more than two 
subgroups without normal distribution.

In regard to DKD, the stages normoalbuminuria, microal-
buminuria, and macroalbuminuria were used as DKD index 0, 
1, and 2, respectively. For clarification, the index was used for 
statistical analysis. GV was assessed by SD of glycemic values. 
The percentage variations of some variables were calculated: 
total insulin dose percentage variation (Δ total insulin dose), 
basal insulin dose percentage variation (Δ basal insulin dose) 
percentage variation of prandial insulin dose (Δ prandial insulin 
dose), percentage variation of VD levels (ΔVD), and percentage 
variation in the standard deviation of glucose (Δ SDG).

Interferences are represented by hypothesis tests with a 
bilaterally significance level of 0.05. All information was stored 
and processed with the software SigmaStat (Jandel Scientific) 
version 3.5 and SPSS (Statistical Package for Social Sciences) 
21.0 (IBM).

RESULTS

During the study, patients have not contacted the investigators  
to report or request care for serious and non-serious adverse event 
or side effects due to use of VD. The individual insulin doses were 
managed by usual care doctor or patient by himself. There was no 
change in metformin dose. In 22 patients, CGMS evaluated about 
41,000 glycemias for SD analysis. In addition, approximately 2,000 
BP measurements were performed using 24h-ABPM.

Clinical and laboratorial features at baseline and final of 
study are described in Tables 1 and 2, respectively. As expected, 
there was an increase in VD levels. A reduction of DKD preva-
lence at the end of the study (68 vs 32%; p  =  0.05), with no 
changes on insulin doses, HbA1c, GV, and BP values occurred 
(Tables 2 and 3).

A correlation between percentage variation of VD levels 
(ΔVD) and albuminuria at the end of study was presented 

(r = −0.5; p < 0.05) (Figure 1). There was no change in mean 
insulin doses (basal and prandial) before and after VD supple-
mentation (Table 3).
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Figure 2 | Diabetic kidney disease stages before and after vitamin D 
supplementation.
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In addition, in one patient, it was not possible to perform 
24h-ABPM at the end of the study.

Only in 19 patients, it was possible to establish the stage of 
DKD based on three UACR samples at the end of the study. 
To understand the changes in DKD stages, patients were 
divided into two groups: those in whom there was an improve-
ment in the stage of DKD (Group A, n  =  8) and those who 
have no changes in DKD stage (Group B, n = 11). No patient 
presented worsening in the stage of DKD. In group A, seven 
patients have improved from stage of microalbuminuria to 
normoalbuminuria and one patient from macroalbuminuria 
to microalbuminuria, showing regression of DKD. In group B,  
there was no DKD stage change in any patient, all of them 
remained with microalbuminuria or normoalbuminuria at the 
end of the study (p = 0.01) (Figure 2).

DISCUSSION

Our pilot study suggests an association between VD supple-
mentation and an improvement in DKD stages on patients with 
T1DM. We have also found a correlation between improvement 
in percentage VD levels and reduction of albuminuria.

Recently, there was just one study (7) in the literature that sup-
plemented 48 patients with T1DM and DKD for 12 weeks with a 
VD analog (paracalcitol). They found a significant reduction in 
the rate of urinary albumin excretion in these patients. However, 
this study has not selected patients in early DKD stages and has 
not used high dose supplementation, as we did. Therefore, even 
though we have a lower sample, as we are aware, our pilot study 
is the first to demonstrate an improvement in DKD stages, after 
high dose of VD (cholecalciferol) supplementation, in T1DM 
patients.

In the same way, VITAL study (15) in 2010 found an improve-
ment in residual albuminuria, using 2  µg of paricalcitol (VD 
analog) for supplementation in patients with T2DM and DKD. 
By contrast, a reduction has not been demonstrated in individuals 
using 1 µg daily, as well as those on placebo. Therefore, it remains 
controversial the optimum level of VD supplementation in DKD 

and if there is any possible benefit of this therapeutic strategy in 
disease progression.

A few non-interventional studies have demonstrated an asso-
ciation between VD and DKD, opening the door to investigate 
if VD supplementation can bring benefits to patients with 
this complication. Verrotti et  al. (16), comparing VD levels 
and urinary albumin excretion in 22 patients with T1DM and 
microalbuminuria, 24 with normoalbuminuria, and 24 con-
trols, showed lower levels of VD in the first group. De Boer et al. 
(17) in 2012, have also found that low plasma concentrations 
of VD (below 20 ng/mL) were associated with an increased risk 
of microalbuminuria in 65% of patients with T1DM. In addi-
tion, recently, we have compared T1DM subjects with controls 
and observed a progressive decline in VD levels/status as DKD 
worsened. Through linear regression analysis, we have sug-
gested that a possible association between higher VD levels and 
lower values of microalbuminuria was independent of HbA1c 
and BP levels, hypothesizing a kidney direct effect of VD (18). 
Nonetheless, it is necessary to clarify how VD supplementation 
could bring improvements on this scenario.

In 2015, Derakhshanian et  al. (6), in a meta-analysis, 
evaluated four interventional studies that used VD (calcitriol 
or cholecalciferol) in patients with T2DM to reduce proteinu-
ria. The largest one (19), with 91 patients, showed proteinuria 
reduction. The other three studies (20–22) have failed to 
reduce urinary protein excretion. All of them have included 
patients with several stages of CKD. In our study, all patients 
were T1DM, had normal GFR—so, they were on early stages of 
DKD—and had taken a much higher VD dose. Therefore, these 
studies cannot fit as a comparison parameter to our protocol. 
We need to continue recruiting to increase our sample and 
reinforce our data.

In relation to the mechanisms that VD could bring some 
benefits to DKD management, some studies suggest that VD 
could inhibit the renin–angiotensin system, a possible mediator 
of progressive renal injury in DKD (17, 23–25). Other possible 
hypotheses would be alterations in the nitric oxide and reduction 
of the inflammation and fibrosis, which would play a critical role 
in the development of this complication, by promoting endothe-
lial dysfunction, with increased vascular permeability and release 
of pro-inflammatory molecules, which over time would lead to 
progression of renal injury and alterations in BP (26–29).

Vitamin D acts directly on beta cells facilitating insulin secre-
tion from the binding of 1,25(OH)2D3 to its nuclear VD receptor 
and indirectly by regulating the flow of calcium in those cells  
(30, 31). Changes in the concentrations of this mineral can lead 
to peripheral resistance to insulin action, by reduction of signal 
transduction in glucose transport activity. In addition, hypovi-
taminosis D contributes to the increase of chronic low-grade 
inflammation associated with insulin resistance, contributing to 
beta cell apoptosis (32, 33).

The main limitation of our study was the sample size that  
needs to be enlarged. However, as we have used high supple-
mentation dose of VD, it was necessary to evaluate preliminary 
results of our pilot study to verify possible benefits that allow us to 
increase the recruitment. In addition, study design is also a limi-
tation, considering that it is a not randomized controlled study.
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In summary, our pilot study suggests an association between 
VD high dose supplementation and albuminuria reduction in 
patients with TDM1 and DKD.

AVAILABILITY OF DATA AND MATERIAL

The datasets during and/or analyzed during the current study 
available from the corresponding author on reasonable request.

ETHICS STATEMENT

Research ethics committee of João de Barros Barreto Hospita. 
Informed consent was obtained from all patients for being 
included in the study. All procedures followed were in accord-
ance with the ethical standards of the responsible committee on 
human experimentation (institutional and national) and with the 
Helsinki Declaration of 1975, as revised in 2008.

AUTHOR CONTRIBUTIONS

All persons who meet authorship criteria are listed as authors, and 
all authors certify that they have participated sufficiently in the 
work to take public responsibility for the content, including par-
ticipation in the concept, design, analysis, writing, or revision of  
the manuscript. JF and KF took part in conception and design 
of study. EY, MS, AS, and FM were responsible for acquisition 
of data, while SC, LJ, CC, and JN have done the analysis and 
interpretation of data. ML, AO, AP, and FR have drafted the 
manuscript together. All authors have revised the manuscript 
critically and approved the version to be published.

ACKNOWLEDGMENTS

The authors thank JF from University Hospital João de Barros 
Barreto—Endocrinology Division, Federal University of Pará, for 
the technical assistance.

REFERENCES

1.	 Collins AJ, Foley RN, Chavers B, Gilbertson D, Herzog C, Johansen K, et al. 
US renal data system 2011 annual data report. Am J Kidney Dis (2012) 59:A7. 
doi:10.1053/j.ajkd.2011.11.015 

2.	 Wood JR, Miller KM, Maahs DM, Beck RW, DiMeglio LA, Libman IM, et al. 
Most youth with type 1 diabetes in the T1D exchange clinic registry do not 
meet American Diabetes Association or International Society for Pediatric 
and Adolescent Diabetes clinical guidelines. Diabetes Care (2013) 36:2035–7. 
doi:10.2337/dc12-1959 

3.	 Nakashima A, Yokoyama K, Yokoo T, Urashima M. Role of vitamin D in dia-
betes mellitus and chronic kidney disease. World J Diabetes (2016) 7:89–100. 
doi:10.4239/wjd.v7.i5.89 

4.	 Liyanage GC, Lekamwasam S, Weerarathna TP, Liyanage CE. Effects of 
high-dose parenteral vitamin D therapy on lipid profile and blood pressure 
in patients with diabetic nephropathy: a randomized double-blind clinical 
trial. Diabetes Metab Syndr (2017). doi:10.1016/j.dsx.2017.05.013 

5.	 Momeni A, Mirhosseini M, Kabiri M, Kheiri S. Effect of vitamin D on protein-
uria in type 2 diabetic patients. J Nephropathol (2017) 66:10–4. doi:10.15171/
jnp.2017.03 

6.	 Derakhshanian H, Shab-Bidar S, Speakman JR, Nadimi H, Djafarian K. 
Vitamin D and diabetic nephropathy: a systematic review and meta-analysis. 
Nutrition (2015) 31:1189–94. doi:10.1016/j.nut.2015.04.009 

7.	 Joergensen C, Tarnow L, Goetze JP, Rossing P. Vitamin D analogue therapy, 
cardiovascular risk and kidney function in people with type 1 diabetes 
mellitus and diabetic nephropathy: a randomized trial. Diabet Med (2015) 
32:374–81. doi:10.1111/dme.12606 

8.	 Holick MF, Binkley NC, Bischoff-Ferrari HA, Gordon CM, Hanley DA,  
Heaney RP, et  al. Evaluation, treatment, and prevention of vitamin D defi-
ciency: an endocrine society clinical practice guideline. J Clin Endocrinol 
Metab (2011) 96:1911–30. doi:10.1210/jc.2011-0385 

9.	 Ross AC, Manson JE, Abrams SA, Aloia JF, Brannon PM, Clinton SK, et al. The 
2011 report on dietary reference intakes for calcium and vitamin D from the 
institute of medicine: what clinicians need to know. J Clin Endocrinol Metab 
(2011) 96:53–8. doi:10.1210/jc.2010-2704 

10.	 Manson JE, Brannon PM, Rosen CJ, Taylor CL. Vitamin D deficiency—Is 
there really a pandemic? N Engl J Med (2016) 375:1817–20. doi:10.1056/
NEJMp1608005 

11.	 National Kidney Foundation. Definition and classification of stages 
of chronic kidney disease (part 4). Am J Kidney Dis (2002) 39:S46–75. 
doi:10.1053/ajkd.2002.30943 

12.	 Wagner D, Hanwell HEC, Vieth R. An evaluation of automated methods 
for measurement of serum 25-hydroxyvitamin D. Clin Biochem (2009) 
42:1549–56. doi:10.1016/j.clinbiochem.2009.07.013 

13.	 American Diabetes Association. Clinical practice recommendation. Diabetes 
Care (2011) 34:11–61. doi:10.2337/dc11-S011 

14.	 Levey AS, Stevens LA, Schmid CH, Zhang YL, Castro AF, Feldman HI, et al. 
A new equation to estimate glomerular filtration rate. Ann Intern Med (2009) 
150:604–12. doi:10.7326/0003-4819-150-9-200905050-00006 

15.	 de Zeeuw D, Agarwal R, Amdahl M, Audhya P, Coyne D, Garimella T, et al. 
Selective vitamin D receptor activation with paricalcitol for reduction of 
albuminuria in patients with type 2 diabetes (VITAL study): a randomised con-
trolled trial. Lancet (2010) 376:1543–51. doi:10.1016/S0140-6736(10)61032-X 

16.	 Verrotti A, Basciani F, Carle F, Morgese G, Chiarelli F. Calcium metabolism 
in adolescents and young adults with type 1 diabetes mellitus without and 
with persistent microalbuminuria. J Endocrinol Invest (1999) 22:198–202. 
doi:10.1007/BF03343541 

17.	 de Boer IH, Ioannou GN, Kestenbaum B, Brunzell JD, Weiss NS. 
25-Hydroxyvitamin D levels and albuminuria in the third national health 
and nutrition examination survey (NHANES III). Am J Kidney Dis (2007) 
50:69–77. doi:10.1053/j.ajkd.2007.04.015 

18.	 Felício JS, Luz RM, de Melo FTC, de Souza Resende F, de Oliveira AF,  
Peixoto AS, et  al. Vitamin D on early stages of diabetic kidney disease:  
a cross-sectional study in patients with type 1 diabetes mellitus. Front 
Endocrinol (2016) 7:149. doi:10.3389/fendo.2016.00149 

19.	 Krairittichai U, Mahannopkul R, Bunnag S. An open label, randomized 
controlled study of oral calcitriol for the treatment of proteinuria in patients 
with diabetic kidney disease. J Med Assoc Thai (2012) 95(Suppl 3):S41–7. 

20.	 Mustafar R, Mohd R, Ahmad Miswan N, Cader R, Gafor HA, Mohamad M, 
et al. The effect of calcium with or without calcitriol supplementation on renal 
function in patients with hypovitaminosis d and chronic kidney disease. 
Nephrourol Mon (2014) 6:e13381. doi:10.5812/numonthly.13381 

21.	 Ahmadi N, Mortazavi M, Iraj B, Askari G. Whether vitamin D3 is effective in 
reducing proteinuria in type 2 diabetic patients? J Res Med Sci (2013) 18:374–7. 

22.	 Huang Y, Yu H, Lu J, Guo K, Zhang L, Bao Y, et  al. Oral supplementation 
with cholecalciferol 800 IU ameliorates albuminuria in chinese type 2 diabetic 
patients with nephropathy. PLoS One (2012) 7:e50510. doi:10.1371/journal.
pone.0050510 

23.	 Zhang Z, Zhang Y, Ning G, Deb DK, Kong J, Li YC. Combination therapy with 
AT1 blocker and vitamin D analog markedly ameliorates diabetic nephropa-
thy: blockade of compensatory renin increase. Proc Natl Acad Sci U S A (2008) 
105:15896–901. doi:10.1073/pnas.0803751105 

24.	 Zhang Z, Sun L, Wang Y, Ning G, Minto AW, Kong J, et al. Renoprotective 
role of the vitamin D receptor in diabetic nephropathy. Kidney Int (2008) 
73:163–71. doi:10.1038/sj.ki.5002572 

25.	 Chiu KC, Chuang LM, Yoon C. The vitamin D receptor polymorphism in the 
translation initiation codon is a risk factor for insulin resistance in glucose 
tolerant Caucasians. BMC Med Genet (2001) 2:2. doi:10.1186/1471-2350-2-2 

http://www.frontiersin.org/Endocrinology/
http://www.frontiersin.org
http://www.frontiersin.org/Endocrinology/archive
https://doi.org/10.1053/j.ajkd.2011.11.015
https://doi.org/10.2337/dc12-1959
https://doi.org/10.4239/wjd.v7.i5.89
https://doi.org/10.1016/j.dsx.2017.05.013
https://doi.org/10.15171/jnp.2017.03
https://doi.org/10.15171/jnp.2017.03
https://doi.org/10.1016/j.nut.2015.04.009
https://doi.org/10.1111/dme.12606
https://doi.org/10.1210/jc.2011-0385
https://doi.org/10.1210/jc.2010-2704
https://doi.org/10.1056/NEJMp1608005
https://doi.org/10.1056/NEJMp1608005
https://doi.org/10.1053/ajkd.2002.30943
https://doi.org/10.1016/j.clinbiochem.2009.07.013
https://doi.org/10.2337/dc11-S011
https://doi.org/10.7326/0003-4819-150-9-200905050-00006
https://doi.org/10.1016/S0140-6736(10)61032-X
https://doi.org/10.1007/BF03343541
https://doi.org/10.1053/j.ajkd.2007.04.015
https://doi.org/10.3389/fendo.2016.00149
https://doi.org/10.5812/numonthly.13381
https://doi.org/10.1371/journal.pone.0050510
https://doi.org/10.1371/journal.pone.0050510
https://doi.org/10.1073/pnas.0803751105
https://doi.org/10.1038/sj.ki.5002572
https://doi.org/10.1186/1471-2350-2-2


6

Felício et al. Vitamin D Effect on DKD

Frontiers in Endocrinology  |  www.frontiersin.org August 2017  |  Volume 8  |  Article 199

26.	 Deng X, Cheng J, Shen M. Vitamin D improves diabetic nephropathy in rats 
by inhibiting renin and relieving oxidative stress. J Endocrinol Invest (2016) 
39:657–66. doi:10.1007/s40618-015-0414-4 

27.	 Carbone F, Mach F, Vuilleumier N, Montecucco F. Potential pathophysiologi-
cal role for the vitamin D deficiency in essential hypertension. World J Cardiol 
(2014) 6:260–76. doi:10.4330/wjc.v6.i5.260 

28.	 Weil EJ, Lemley KV, Mason CC, Yee B, Jones LI, Blouch K, et al. Podocyte 
detachment and reduced glomerular capillary endothelial fenestration 
promote kidney disease in type 2 diabetic nephropathy. Kidney Int (2012) 
82:1010–7. doi:10.1038/ki.2012.234 

29.	 Tan X, Wen X, Liu Y. Paricalcitol inhibits renal inflammation by promoting 
vitamin D receptor-mediated sequestration of NF-kappaB signaling. J Am Soc 
Nephrol (2008) 19:1741–52. doi:10.1681/ASN.2007060666 

30.	 Zemel MB, Sun X. Calcitriol and energy metabolism. Nutr Rev (2008) 
66:S139–46. doi:10.1111/j.1753-4887.2008.00099.x 

31.	 Sergeev IN, Rhoten WB. 1,25-Dihydroxyvitamin D3 evokes oscillations 
of intracellular calcium in a pancreatic beta-cell line. Endocrinology (1995) 
136:2852–61. doi:10.1210/endo.136.7.7789310 

32.	 Casteels K, Waer M, Bouillon R, Depovere J, Valckx D, Laureys J,  
et al. 1,25-Dihydroxyvitamin D3 restores sensitivity to cyclophosphamide- 

induced apoptosis in non-obese diabetic (NOD) mice and protects 
against diabetes. Clin Exp Immunol (1998) 112:181–7. doi:10.1046/j. 
1365-2249.1998.00568.x 

33.	 Pittas AG, Lau J, Hu FB, Dawson-Hughes B. The role of vitamin D and calcium 
in type 2 diabetes. A systematic review and meta-analysis. J Clin Endocrinol 
Metab (2007) 92:2017–29. doi:10.1210/jc.2007-0298 

Conflict of Interest Statement: The authors declare that the research was con-
ducted in the absence of any commercial or financial relationships that could be 
construed as a potential conflict of interest.

Copyright © 2017 Felício, Oliveira, Peixoto, Souza, Abrahão Neto, de Melo, 
Carvalho, Lemos, Cavalcante, Resende, Santos, Motta, Janaú, Yamada and Felício. 
This is an open-access article distributed under the terms of the Creative Commons 
Attribution License (CC BY). The use, distribution or reproduction in other forums 
is permitted, provided the original author(s) or licensor are credited and that the 
original publication in this journal is cited, in accordance with accepted academic 
practice. No use, distribution or reproduction is permitted which does not comply 
with these terms.

http://www.frontiersin.org/Endocrinology/
http://www.frontiersin.org
http://www.frontiersin.org/Endocrinology/archive
https://doi.org/10.1007/s40618-015-0414-4
https://doi.org/10.4330/wjc.v6.i5.260
https://doi.org/10.1038/ki.2012.234
https://doi.org/10.1681/ASN.2007060666
https://doi.org/10.1111/j.1753-4887.2008.00099.x
https://doi.org/10.1210/endo.136.7.7789310
https://doi.org/10.1046/j.
1365-2249.1998.00568.x
https://doi.org/10.1046/j.
1365-2249.1998.00568.x
https://doi.org/10.1210/jc.2007-0298
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/

	Albuminuria Reduction after High Dose of Vitamin D in Patients with Type 1 Diabetes Mellitus: A Pilot Study
	Introduction
	Materials and Methods
	Study Design
	Data Collection
	Statistical Analysis

	Results
	Discussion
	Availability of Data and Material
	Ethics Statement
	Author Contributions
	Acknowledgments
	References


