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25-OH-Vitamin D and procalcitonin levels after 
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	 Background:	 Hyperglycemia is a common complication of diabetes melitis (DM) and in the absence of metabolic decompen-
sation is a common finding in the Emergency Department (ED). We aimed to evaluate the 25 OH Vit D [25(OH)
D] and procalcitonin (PCT) levels during hyperglycemia and after normalization of blood glucose.

	 Material/Methods:	 The study included 88 patients over the age of 18 years who presented with acute hyperglycemia at the 
Hacettepe University Department of Emergency Medicine. Euglycemia was obtained within 6–12 hours and se-
rum samples were taken from patients on admission and 6 hours after normalization of blood glucose. Along 
with plasma glucose, plasma 25(OH)D and PCT levels were measured using ELISA.

	 Results:	 There were 88 (45 males) patients, with a median age of 60.0±13.9 years. Serum 25(OH)D levels increased in 
all patients after normalization of blood glucose, and serum PCT levels decreased in the whole group. This de-
crease was independent of type of diabetes or presence of infection.

	 Conclusions:	 We demonstrated an increase in 25(OH)D after normalization of blood glucose, and a decrease in PCT in pa-
tients with hyperglycemia. This effect was independent of the type of diabetes and presence of infection. 
Further studies are needed to evaluate the faster link between metabolic abnormalities, vitamin D, PCT, and 
inflammation.
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Background

Diabetes mellitus (DM) is increasing word-wide [1]. 
Hyperglycemia is frequently encountered in patients with 
DM who are admitted to the Emergency Department (ED) [2].

Vitamin D (Vit D) is known to play a role in many diseases. 
Hypovitaminosis D is associated with falls, fracture risk, car-
diovascular disease, hypertension, cancer, and diabetes; an op-
timum level of Vit D is perhaps necessary for protection from 
these diseases [1,2]. Many studies have evaluated the associa-
tion between Vit D and DM [3,4]. A large systematic review in-
cluding 8 observational studies and 11 randomized controlled 
trial concluded that Vit D may play a role in the pathogenesis 
of type 2 diabetes [5]. Short-term supplementation with cho-
lecalciferol improved B-cell function and had a regional effect 
on attenuating the rise in HbA1c [5]. Most studies have focused 
on long-term mutual interactions of DM and Vit D.

Infections are frequent causes of hyperglycemia. Procalcitonin 
(PCT), a propeptide of calcitonin, is an important host response 
biomarker indicating infection and its prognosis [6]. It may also 
increase in other clinical situations such as trauma, pancreati-
tis, cardiogenic shock, and drug hypersensitivity syndrome [7,8].

Until now no study has evaluated the effect of acute glyce-
mic changes on Vit D or PCT levels. We evaluated 25 OH Vit D 
[25(OH)D] and PCT levels during hyperglycemia and after nor-
malization of blood glucose.

Material and Methods

Patients

Eighty-eight adult patients admitted to the Hacettepe University 
ED with acute hyperglycemia (blood glucose ≥300 mg/dl) were 
included. Age, sex, height, weight, type of the diabetes, and 
treatment were recorded, as well as comorbid diseases, the 
reason for hyperglycemia, and the presence of ketonuria and 
acidosis. All patients were stabilized and plasma glucose con-
trol was obtained with intravenous hydration and intravenous 
crystalline insulin infusion. Euglycemia was obtained within 
6–12 hours and serum samples were taken from the patients 
on admission and 6 hours after normalization of blood glu-
cose. Along with plasma glucose, plasma 25(OH)D and PCT 
levels were measured.

Methods

25(OH)D was measured with direct ELISA (ImmunDiagnostiK, 
Bensheim, Germany) with intraassay variation and interassay 
variation of 7%. PCT was measured with ELISA (Wuhan EIAAb 

Science Co Ltd, China). This study was approved by the eth-
ics committee of Hacettepe University (HEK 09/177-107). All 
patients gave written informed consent. This study was sup-
ported by the Hacettepe University Scientific Research and 
Developmental Office (010D02101002).

Statistical analyses

Statistical analyses were carried out using the SPSS® soft-
ware package, version 15.0 (SPSS Inc., Chicago, IL, USA) for 
Windows®. Numerical variables are shown as mean (range) 
and categorical variables are shown as frequencies and per-
centages. The Mann-Whitney U test and Kruskal-Wallis test 
were used to determine differences in numerical variables be-
tween groups, and the c2 test was used to determine differ-
ences between categorical variables. A P value of ≤0.05 was 
considered to be statistically significant.

Results

The mean age of patients (45 males, 43 females) was 60±13.9 
(17–85) years. Clinical and laboratory parameters are presented 
in Table 1. Fourteen patients had diagnosis of DM on admission. 
One patient was on dietary control only, 37 patients were on 
oral antidiabetic drugs, 5 patients used basal insulin and oral 
anti-diabetic drugs, and 31 patients used insulin twice daily.

The most common reason for hyperglycemia was noncom-
pliance with medications (45.5%) and 27% of patients had 

Sex 43 female/45 male 

Age (years) 	 60.00±13.9

Height (cm) 	 165.3±13.2

Weight (Kg) 	 76.88±16.88

BMI (kg/m2) 	 27.34±4.7

Presence of Hypertension 	 46	 (52.3%)

Presence of Coronary Heart 
Disease

	 25	 (28.4%)

Smoking 	 12	 (13.6%)

Type 1 DM 	 20	 (22.4%)

Type 2 DM 	 54	 (61.4%)

New onset DM 	 14	 (15.9%)

Table 1. �Clinical and laboratory parameters of patients at 
admission.

BMI – body mass index; DM – diabetes mellitus Data is 
presented as n % or mean ±SD.
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infections. Urinary tract infection was detected in 9, upper re-
spiratory tract infection was seen in 2, pneumonia in 8 and di-
abetic foot ulcer was present in 7 patients. Four patients had 
acute coronary syndrome and 6 patients had acute stroke to-
gether with hyperglycemia. Ketonuria was detected in 26 pa-
tients and acidosis was present in 10 patients.

Serum 25(OH)D levels increased and serum PCT levels de-
creased in all patients after normalization of blood glucose in 
the whole group (Table 2).

Pretreatment 25(OH)D and PCT levels were similar between 
patients with and without infection. Post-treatment 25(OH)D 
levels were higher in patients with infection (p=0.026). Both 
parameters decreased in both groups after treatment (Table 3).

Excluding the patients with sudden onset DM, only pretreat-
ment 25(OH)D level was higher in type 2 diabetes; post-treat-
ment 25(OH)D values and pre- and post-treatment PCT lev-
els did not show any difference according to diabetes type 
(p=0.031, 0.629, 0.974 and 0.900, respectively). PCT decreased 
significantly in type 1 diabetes patients, whereas 25(OH)D in-
creased significantly in patients with type 2 diabetes (Table 4).

Discussion

The results of the present study demonstrated that 25(OH)D 
levels were increased after normalization of blood glucose in 
patients with diabetes, whereas PCT levels were decreased. 
Both effects were independent of the type of diabetes and 
presence of infection.

Previous studies have shown an overall trend for an inverse 
correlation between levels of 25(OH)D and type 1 and type 2 
diabetes. Vit D levels were found to be correlated negative-
ly with HOMA-IR and 2-h glucose levels [9]. Most of the hu-
man studies investigating the association between Vit D sta-
tus and DM are either cross-sectional, which focuses on the 
effect of hypovitaminosis D, or supplementation trials with 
regular Vit D as protection against development of diabetes 
[10–12]. Although there are some contradictory results, high-
er baseline 25 (OH) D was found to predict better b-cell func-
tion in the PROMISE study, and diabetes was also found to be 

associated with low levels of 25(OH)D, but there was no con-
clusion about the exact mechanism related to Vit D and dia-
betes [13–16].

Regulation of Vit D is far more complicated than a simple loop 
that is limited to parathyroid and calcium. The majority of 25 
(OH)D is found in plasma, but some is stored in fat and fat-
free mass [17]. Findings of studies on the regulation of 25-hy-
droxylation have not been completely consistent. The half-life 
of Vit D is reported to change at between 10–40 days [18]. For 
Vit D to be active it must first be hydroxylated by several cy-
tochrome P450 isoforms. 25-hydroxylation in the liver is lit-
tle affected by Vit D status, but CYP27A1 expression in the in-
testine and kidney is reduced by 1,25(OH)2D [19,20]. Insulin 
decreases CYP27A1 expression through an unknown mecha-
nism [21]. It also potentiates the capacity of PTH to increase 
the expression of 25(OH)D3 24 hydroxylase [22]. The acute 
change in 25(OH) D levels may be related to administration of 
exogenous insulin. Pancreatic insulin secretion is impaired in 
Vit D-deficient rats [23]. It is also evident that 1,25(OH)2 reg-
ulates b cell function. It affects insulin secretion by regulat-
ing intracellular levels of calcium, increasing b cell resistance 
to apoptosis and increasing its replication [24]. Vit D receptor 

Before 
treatment

After 
treatment

p

PCT (pg/ml) 	237.55±213.11 	174.68±193.71 <0.001

25(OH)D (nmol/L) 	 30.71±22.73 	 70.58±40.39 <0.001

Table 2. �The change in 25(OH)D and PCT levels before and after 
treatment in whole group.

 
Before 

treatment
After 

Treatment
P

Infection (+)

	 PCT (pg/ml) 	198.79±135.28 	129.86±75.95 <0.001

	 25(OH)D (nmol/L) 	 33.99±28.28 	 85.31±47.6 0.001

Infection (–)

	 PCT (pg/ml) 	 196.2±134.35 	134.68±81.25 <0.001

	 25(OH)D (nmol/L) 	 29.34±20.06 	 64.40±35.58 <0.001

Table 3. �Comparison of serum PCT and 25(OH)D before and after 
treatment in patients with or without infection.

 
Before 

treatment
After 

Treatment
p

Type 1 DM

	 PCT (pg/ml) 	202.78±107.36 	134.41±60.81 <0.001

	 25(OH) (nmol/L) 	 20.67±14.31 	 65.85±33 <0.001

Type 2 DM

	 PCT (pg/ml) 	194.55±150.83 	131.67±89.05 <0.001

	 25(OH) (nmol/L) 	 32.9±23.27 	 71.04±43.39 <0.001

Table 4. �Comparison of serum PCT and 25(OH)D before and after 
treatment in patients according to diabetes type.
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ablation showed abnormal increases in islet renin angioten-
sin system components, which indicates that the interaction 
between the islet cells and Vit D is much more complicated 
than previously assumed [25].

This increase may also reflect a release from stored form or a 
decrease in metabolism. Limn et al. demonstrated a release 
of 25(OH)D from adipose tissue after Roux-en-Y gastric by-
pass surgery [26].

This increase in 25(OH)D that we documented might reflect a 
mechanism that becomes active during acute metabolic com-
plications. Persistence of this change independent of diabe-
tes type or presence of infection suggests that hyperglycemia 
itself was the triggering problem. The higher levels of 25(OH)
D in patients with infection may be a reflection of the active 
role of Vit D in immune response [27].

Vit D also acts as an immunomodulator, which is support-
ed by the presence Vit D receptors (VDR) on many different 
cells, including those of the immune system [28–30]. It is clear 
that immune signaling controls local Vit D metabolism and, in 
turn, the 1,25 D-bound VDR modulates immune system func-
tion. There is an interplay between Vit D signaling and signal-
ing through different classes of pattern recognition receptors 
in the production of antimicrobial peptides during innate im-
mune responses to microbial infection [31]. Vit D modulates 
cytokine response, decreases proinflammatory cytokines, up-
regulates antimicrobial peptide trigger B lymphocyte apopto-
sis, and activates T lymphocytes [32].

The absence of differences in PCT levels and a decrease in PCT 
levels after treatment of hyperglycemia in patients without in-
fection is a quite interesting finding. PCT levels, a marker of bac-
terial infections, is being used in algorithms in which PCT lev-
els are used for antibiotic decisions in patients with respiratory 
tract infections and sepsis [33,34]. The most likely explanation 
might be the presence of subtle infection, but there is no doc-
umented cut-off level for hyperglycemic patients that might be 
used as a reflection of infection. Administration of anti-microbi-
al therapy did not have any effect on PCT levels. Hyperglycemia 
itself may have triggered the release of PCT, as in other inflam-
matory conditions in which high levels of PCT are reported [35].

This is the first study documenting an increase in Vit D levels 
and a decrease in PCT during acute hyperglycemia. The rela-
tive heterogeneity of the group might be a limitation of this 
study, and the presence of diabetic complications might also 
have affected the responses.

Conclusions

We demonstrated an acute response of 25(OH)D in patients 
with acute hyperglycemia. Further studies are needed to eval-
uate the faster link between metabolic abnormalities, Vit D, 
PCT, and inflammation.

Declaration of interest

There is no conflict of interest.

References:

	 1.	Melamed ML, Manson JE: Vitamin D and cardiovascular disease and can-
cer: not too much and not too little? The need for clinical trials. Women’s 
Health, 2011; 7: 419–24

	 2.	 Elamin MB, Abu Elnour NO, Elamin KB et al: Vitamin d and cardiovascular 
outcomes: a systematic review and meta-analysis. J Clin Endocrinol Metab, 
2011; 96: 1931–42

	 3.	Brock KE, Huang WY, Fraser DR et al: Diabetes prevalence is associated 
with serum 25-hydroxyvitamin D and 1,25-dihydroxyvitamin D in US mid-
dle-aged Caucasian men and women: a cross-sectional analysis within the 
Prostate, Lung, Colorectal and Ovarian Cancer Screening Trial. Br J Nutr, 
2011; 106: 339–44

	 4.	Meguro S, Tomita M, Katsuki T et al: Plasma 25-hydroxyvitamin d is inde-
pendently associated with hemoglobin concentration in male subjects with 
type 2 diabetes mellitus. Int J Endocrinol, 2011; 2011: 362981

	 5.	Mitri J, Dawson-Hughes B, Hu FB, Pittas AG: Effects of vitamin D and calci-
um supplementation on pancreatic {beta} cell function, insulin sensitivity, 
and glycemia in adults at high risk of diabetes: the Calcium and Vitamin D 
for Diabetes Mellitus (CaDDM) randomized controlled trial. Am J Clin Nutrit, 
2011; 94: 486–94

	 6.	Assicot M, Gendrel D, Carsin H et al: High serum procalcitonin concentra-
tions in patients with sepsis and infection. Lancet, 1993; 341: 515–18

	 7.	Bonaci-Nikolic B, Jeremic I, Nikolic M et al: High procalcitonin in a patient 
with drug hypersensitivity syndrome. Internal Medicine, 2009; 48: 1471–74

	 8.	 Picariello C, Lazzeri C, Chiostri M et al: Procalcitonin in patients with acute 
coronary syndromes and cardiogenic shock submitted to percutaneous cor-
onary intervention. Intern Emerg Med, 2009; 4: 403–8

	 9.	Olson ML, Maalouf NM, Oden JD et al: Vitamin D Deficiency in Obese 
Children and Its Relationship to Glucose Homeostasis. J Clin Endocrinol 
Metab, 2011; 97: 279–85

	10.	Blanton D, Han Z, Bierschenk L et al: Reduced Serum Vitamin D-Binding 
Protein Levels Are Associated With Type 1 Diabetes. Diabetes, 2011; 60: 
2566–70

	11.	 Simpson M, Brady H, Yin X et al: No association of vitamin D intake or 
25-hydroxyvitamin D levels in childhood with risk of islet autoimmunity and 
type 1 diabetes: the Diabetes Autoimmunity Study in the Young (DAISY). 
Diabetologia, 2011; 54: 2779–88

	12.	Velayoudom-Cephise FL, Larifla L, Donnet JP et al: Vitamin D deficiency, vi-
tamin D receptor gene polymorphisms and cardiovascular risk factors in 
Caribbean patients with type 2 diabetes. Diabetes Metab, 2011; 37: 540–45

	13.	 Kayaniyil S, Retnakaran R, Harris SB et al: Prospective associations of vitamin 
D with beta-cell function and glycemia: the PROspective Metabolism and 
ISlet cell Evaluation (PROMISE) cohort study. Diabetes, 2011; 60: 2947–53

	14.	Brock KE, Huang WY, Fraser DR et al: Diabetes prevalence is associated 
with serum 25-hydroxyvitamin D and 1,25-dihydroxyvitamin D in US mid-
dle-aged Caucasian men and women: a cross-sectional analysis within the 
Prostate, Lung, Colorectal and Ovarian Cancer Screening Trial. Br J Nutr, 
2011; 106: 339–44

	15.	Gulseth HL, Gjelstad IM, Tierney AC et al: Serum vitamin D concentration 
does not predict insulin action or secretion in European subjects with the 
metabolic syndrome. Diabetes Care, 2010; 33: 923–25

	16.	Karnchanasorn R, Ou HY, Chiu KC: Plasma 25-Hydroxyvitamin D Levels Are 
Favorably Associated With beta-Cell Function. Pancreas, 2012; 41(6): 863–68

	17.	Mawer EB, Backhouse J, Holman CA et al: The distribution and storage of 
vitamin D and its metabolites in human tissues. Clinical Science, 1972; 43: 
413–31

267
Indexed in:  [Current Contents/Clinical Medicine]  [SCI Expanded]  [ISI Alerting System]   
[ISI Journals Master List]  [Index Medicus/MEDLINE]  [EMBASE/Excerpta Medica]   
[Chemical Abstracts/CAS]  [Index Copernicus]

Metin Aksu N et al: 
25-OH-Vitamin D and procalcitonin levels after correction of acute hyperglycemia
© Med Sci Monit, 2013; 19: 264-268

This work is licensed under a Creative Commons
Attribution-NonCommercial-NoDerivs 3.0 Unported License

CLINICAL RESEARCH



	 18.	Vicchio D, Yergey A, O’Brien K et al: Quantification and kinetics of 25-hy-
droxyvitamin D3 by isotope dilution liquid chromatography/thermospray 
mass spectrometry. Biol Mass Spectrom, 1993; 22(1): 53–58

	19.	Theodoropoulos C, Demers C, Mirshahi A, Gascon-Barre M: 
1,25-Dihydroxyvitamin D(3) downregulates the rat intestinal vitamin 
D(3)-25-hydroxylase CYP27A. Am J Physiol Endocrinol Metab, 2001; 281(2): 
E315–25

	20.	Axen E, Postlind H, Wikvall K: Effects on CYP27 mRNA expression in rat 
kidney and liver by 1 alpha, 25-dihydroxyvitamin D3, a suppressor of re-
nal 25-hydroxyvitamin D3 1 alpha-hydroxylase activity. Biochemical and 
Biophysical Research Communications. 1995; 215: 136–41

	21.	 Twisk J, Hoekman MF, Lehmann EM et al: Insulin suppresses bile acid syn-
thesis in cultured rat hepatocytes by down-regulation of cholesterol 7 al-
pha-hydroxylase and sterol 27-hydroxylase gene transcription. Hepatology, 
1995; 21: 501–10

	22.	Armbrecht HJ, Wongsurawat VJ, Hodam TL, Wongsurawat N: Insulin mark-
edly potentiates the capacity of parathyroid hormone to increase expres-
sion of 25-hydroxyvitamin D3-24-hydroxylase in rat osteoblastic cells in 
the presence of 1,25-dihydroxyvitamin D3. FEBS Letters, 1996; 393: 77–80

	23.	Norman AW, Frankel JB, Heldt AM, Grodsky GM: Vitamin D deficiency in-
hibits pancreatic secretion of insulin. Science, 1980; 209: 823–25

	24.	 Takiishi T, Gysemans C, Bouillon R, Mathieu C: Vitamin D and diabetes. 
Endocrinol Metab Clin North Am, 2010; 39: 419–46, table of contents

	25.	Cheng Q, Li YC, Boucher BJ, Leung PS: A novel role for vitamin D: modula-
tion of expression and function of the local renin-angiotensin system in 
mouse pancreatic islets. Diabetologia, 2011; 54: 2077–81

	26.	 Lin E, Armstrong-Moore D, Liang Z et al: Contribution of adipose tissue to 
plasma 25-hydroxyvitamin D concentrations during weight loss following 
gastric bypass surgery. Obesity, 2011; 19: 588–94

	27.	 Cheng JB, Levine MA, Bell NH et al: Genetic evidence that the human CYP2R1 
enzyme is a key vitamin D 25-hydroxylase. Proc Natl Acad Sci USA, 2004; 
101: 7711–15

	28.	 Provvedini DM, Tsoukas CD, Deftos LJ, Manolagas SC: 1,25-dihydroxyvita-
min D3 receptors in human leukocytes. Science, 1983; 221: 1181–83

	29.	Veldman CM, Cantorna MT, DeLuca HF: Expression of 1,25-dihydroxyvi-
tamin D(3) receptor in the immune system. Arch Biochem Biophys, 2000; 
374: 334–38

	30.	Hewison M: Vitamin D and immune function: an overview. Proc Nutr Soc, 
2011; 1–12

	31.	White JH: Vitamin D metabolism and signaling in the immune system. Rev 
Endocr Metab Disord, 2011; 16

	32.	 Youssef DA, Miller CW, El-Abbassi AM et al: Antimicrobial implications of 
vitamin D. Dermato-Endocrinology, 2011; 3: 220–29

	33.	 Schuetz P, Chiappa V, Briel M, Greenwald JL: Procalcitonin algorithms for 
antibiotic therapy decisions: a systematic review of randomized controlled 
trials and recommendations for clinical algorithms. Arch Intern Med, 2011; 
171: 1322–31

	34.	Agarwal R, Schwartz DN: Procalcitonin to guide duration of antimicrobial 
therapy in intensive care units: a systematic review. Clin Infect Dis, 2011; 
53: 379–87

	35.	 Schneider HG, Lam QT: Procalcitonin for the clinical laboratory: a review. 
Pathology, 2007; 39: 383–90

268
Indexed in:  [Current Contents/Clinical Medicine]  [SCI Expanded]  [ISI Alerting System]   
[ISI Journals Master List]  [Index Medicus/MEDLINE]  [EMBASE/Excerpta Medica]   
[Chemical Abstracts/CAS]  [Index Copernicus]

Metin Aksu N et al: 
25-OH-Vitamin D and procalcitonin levels after correction of acute hyperglycemia

© Med Sci Monit, 2013; 19: 264-268

This work is licensed under a Creative Commons
Attribution-NonCommercial-NoDerivs 3.0 Unported License

CLINICAL RESEARCH


