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Abstract: Background: Children and adolescents affected by type 1 diabetes have an increased risk of
being overweight or obese and of suffering from cardiometabolic symptoms. Aims: To retrospectively
evaluate the effects of a new complex of polysaccharide macromolecules, Policaptil Gel Retard®

(PGR), on auxological and metabolic parameters, glycaemic variability and control parameters in
paediatric patients with type 1 diabetes and metabolic syndrome (MetS). Patients and Methods: Data
for 27 paediatric patients with a diagnosis of type 1 diabetes in conjunction with obesity and MetS
of at least 5 years’ standing were collected and retrospectively studied. Of these, 16 (median age
12.9, range 9.5–15.8 years) had been adjunctively treated with PGR and 11 (median age 12.6, range
9.4–15.6 years) had not been treated with PGR. Auxological, metabolic and glycaemic control and
variability parameters and insulin dosing were compared after 6 months in the two groups. Results:
PGR significantly reduced BMI standard deviation score (SDS) (p < 0.005), waist SDS (p < 0.005),
HbA1c (p < 0.05) and daily mean insulin dose requirement (p < 0.005). A significant improvement
was also observed in the metabolic and glycaemic variability parameters of mean daily blood glucose
(BG) levels (p < 0.005), SD of daily BG levels (p < 0.0001), mean coefficient of variation (p < 0.05),
LBGI (p < 0.0001), HBGI (p < 0.0001), J-index (p < 0.005), total cholesterol (p < 0.005), HDL-cholesterol
(p < 0.005) and LDL-cholesterol (p < 0.005) and triglycerides (p < 0.05). Conclusions: PGR produces
a good auxological and metabolic response in obese patients with MetS who are affected by type
1 diabetes. It led to a significant reduction in BMI SDS, waist SDS and an improvement in glucose
control and variability as well as in other MetS parameters. The use of polysaccharide compounds,
especially if associated with appropriate dietary changes, may help achieve treatment targets in type
1 diabetes and reduce the risk that patients develop metabolic syndrome.

Keywords: children; Policaptil Gel Retard®; type 1 diabetes; obesity; overweight; haemoglobin A1c;
treatment; metabolic syndrome; MetS; glycaemic index; insulin dosing

1. Introduction

Diabetes mellitus is the most common endocrine disorder among children and adoles-
cents [1]. It is caused by impaired insulin secretion and/or action and is characterised by
chronic hyperglycaemia affecting the metabolism of carbohydrates, fats and proteins [1,2].
Type 1 diabetes is an immune-mediated disorder characterised by T cell-mediated au-
toimmune destruction of the β cells of the pancreas, leading to a deficit or absence of
insulin [3].

In treating type 1 diabetes, the main objective is glycaemic control to prevent hypogly-
caemic episodes as well as long-term hyperglycaemia-related complications [4,5].
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This is particularly important considering the high morbidity and mortality of the
disorder. Often, patients have a reduced quality of life due to long-term microvascular and
neurological complications [6]. The risk of developing complications seems to be more
closely related to glycaemic variability than the presence of hyperglycaemia [4–6].

For patients with type 1 diabetes, the administration of insulin, dietary controls and
regular physical activity can achieve “near normoglycaemia” [6–8]. Medical nutrition
therapy is important for managing type 1 diabetes as the quantity and type of carbohy-
drates eaten significantly affects postprandial blood glucose levels [9]. According to the
American Diabetes Association (ADA), treatments centred on glycaemic index (GI) and
glycaemic load (GL) can lead to modest additional benefits [9–12]. Results from various
randomised clinical trials suggest that low-GI diets may [10,13–17] or may not [18,19]
reduce glycaemic response in diabetic subjects. Given these data, in order to obtain the
most positive treatment outcomes, the diet of these patients should consist principally of
low-GI foods [12].

There is much evidence to demonstrate that type 1 diabetes patients, like patients with
type 2 diabetes, are at a greater risk than the general population of being overweight or
obese, of developing metabolic syndrome (MetS) and of developing resistance to injected
insulin [20–26].

The prevalence of MetS in children, according to a metanalysis published in 2013, is
around 3% [27]. However, few studies have focused on the prevalence and characteristics of
MetS in paediatric patients with type 1 diabetes, although some data suggest that 9.5–15.0%
of type 1 diabetes patients may present this disorder [28,29].

In a previous study, we tested the effect of Policaptil Gel Retard® (PGR), a polysac-
charide macromolecule complex in obese children and adolescents affected by severe
hyperinsulinism and insulin resistance [30]. In a second study on patients affected by
obesity and MetS, the complex was administered in association with metformin [31]. Re-
ductions in peak blood glucose and insulin levels were observed in both studies.

Interestingly, a recent study by Fornari et al. on obese children showed that the intake
of PGR is associated with a significant reduction in appetite, ghrelin and triglycerides in
the postprandial period [32].

The aim of this study was to establish the effect of this complex on glycaemic variability,
insulin sensitivity and insulin dosing in obese children and adolescents with type 1 diabetes
and MetS.

2. Subjects and Methods

This was a 6-month retrospective observational study involving data for twenty-seven
(14 males, 13 females; median age 12.8, range 9.4–15.8 years) Caucasian patients with type
1 diabetes who were followed up with by our unit between January 2011 and January 2019.
The patients lived in 3 different areas of Italy and were evaluated and monitored for weight
gain and MetS.

Type 1 diabetes was diagnosed on the basis of fasting plasma glucose (FPG)
levels ≥ 126 mg/dL (7.0 mmol/L) or 2 h postprandial glucose levels ≥ 200 mg/dL
(11.1 mmol/L) [33,34], in addition to the sudden onset of symptoms such as polyuria,
polydipsia, unexplained weight loss and/or diabetic ketoacidosis, fasting C-peptide assay
< 0.3 pmol/mL and stimulated C-peptide < 0.6 pmol/mL, positive pancreatic autoantibod-
ies (GAD-65, IAA and ICA) and the continued need for insulin injections since the time of
diagnosis [35].

The inclusion criteria of the study were a diagnosis of type 1 diabetes of least 5 years’
standing, an age between 8 and 18 years, the presence of MetS and obesity and an insulin
dose of >0.8 u/kg/day at the time of the study. The exclusion criteria were an age <8
or >18 years, BMI > 95th percentile at type 1 diabetes diagnosis, type of diabetes other
than type 1 diabetes, existing chromosomal and chronic diseases (thyroid, malabsorption
and/or gastrointestinal disorders), chronic renal insufficiency, coexisting infections, cancer
and use of medications such as topical or systemic glucocorticoids, anticonvulsant therapy,
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lipid-lowering medication, oral hypoglycaemic agents and sexual steroids. The exclusion
criteria also included dietary restrictions other than those in keeping with the design of
the study.

The study was conducted according to the Declaration of Helsinki and European
Guidelines on Good Clinical Practice. Ethical approval was obtained from the Meyer
Children’s University Hospital Ethics Committee (number 145/2015). Written informed
consent was obtained from the parents of the retrospectively enrolled patients after they
had acknowledged their full understanding of the objectives of the research.

2.1. Study Design

As per clinical practice in our hospitals, type 1 diabetes patients with obesity and
MetS were evaluated frequently through clinical and laboratory examinations.

The collection of medical histories and physical examinations were carried out by
qualified practitioners who collected the following information: age, gender, duration of
type 1 diabetes (years), total daily insulin requirements (U/kg/day), fasting, pre- and
postprandial glucose values, HbA1c levels, physical activity (hours/week) and presence
of diabetes gravidarum during mother’s pregnancy. Family histories of cardiovascular
diseases, hypertension, hypercholesterolemia, obesity and diabetes (type 1, type 2, ges-
tational or other diabetes) were recorded for first- and second-degree family members.
Nutrient intake was also recorded for the whole sample using medical charts and standard
interviews [30]. At each visit, weight, height, BMI, pubertal staging and systolic (SBP) and
diastolic (DBP) blood pressure were recorded.

The patients’ blood was tested for HbA1c levels and lipid profiles (triglycerides
[TG], total cholesterol [TC], low-density lipoprotein [LDL] cholesterol and high-density
lipoprotein [HDL] cholesterol) in a state of metabolic stability after a fast of at least 8 h.
Patients were also tested to provide a renal profile and full blood count and for IgA
anti-tissue transglutaminase antibody (tTG) and total IgA.

The following parameters regarding glycaemic variability were investigated on the
basis of medical records and interviews (see Supplementary Materials): frequency of hy-
poglycaemic (glucose meter readout < 3.88 mmol/L) and hyperglycaemic (glucose meter
readout > 10.00 mmol/L) episodes, percentage of readings in the target range (between
4.44 and 7.77 mmol/L), the number of episodes of ketosis and ketonemia, the mean number
of insulin boluses, mean insulin dose per day, mean number of daily glucose determina-
tions, mean daily glucose values (on average, one measurement before each meal (breakfast,
lunch and dinner), one measurement 2 h after each meal (breakfast, lunch and dinner) and
one measurement at 3:00 a.m.) and their SDs, mean coefficient of variation, Average Daily
Risk Range (ADRR: a sensitive measure of glycaemic variability (GV)), Low or High Blood
Glucose (BG) Index (LBGI and HBGI provide early risk indicators for hypoglycaemia and
hyperglycaemia), Glycaemic Risk Assessment Diabetes Equation (GRADE), J-index and
Mean Amplitude of Glycaemic Excursion (MAGE) and Mean Daily Differences (MODD) in
patients for whom the necessary information was available. Calculations were performed
also by EasyGV calculator (Nuffield Department of Primary Care Health Sciences, Medical
Sciences Division, Oxford University, UK).

As all children with type 1 diabetes have hyperglycaemia, the patients were clas-
sified as having MetS if they presented two or more of the following: BMI above the
97th percentile (and waist circumference ≥ 90th percentile), triglyceride levels above the
95th percentile, HDL cholesterol levels below the 5th percentile and elevated blood pres-
sure, defined as systolic and/or diastolic blood pressure above the 95th percentile for age
and sex [23].
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2.2. Study Protocol

In analysing the data, we divided the patients into two groups, according to whether
they had received PGR treatment or not: sixteen patients (group 1: 8 males, 8 females,
mean age at study onset 12.9, range 9.5–15.8 years) had been treated with PGR, whereas
eleven patients (group 2: 6 males, 5 females, mean age 12.6, range 9.4–15.6 years) had not
been treated with PGR and acted as controls.

All patients were evaluated every three months: at baseline (T0) and after 3 (T1) and
6 months (T2). For the treated group at T0, as per clinical practice, before the treatment with
PGR, all patients were given written instructions and were asked to take 3 tablets of PGR
before their two main meals. Parents were asked to complete a written questionnaire at the
follow-ups, and occasionally interviewed by email and telephone in order to evaluate their
children’s compliance, while bottle counts were periodically performed.

PGR is the Active Pharmaceutical Ingredient (API) of Libramed tablets (Aboca Spa
Company, Sansepolcro, Arezzo, Italy), able to slow the rate of carbohydrate absorption,
thereby decreasing glycaemic and insulinemic peak intensity [30]. The complex contains
polysaccharide macromolecules (cellulose, hemicellulose, pectin, mucilage) and is de-
rived from the following high-fibre raw materials: glucomannan (Amorphophallus konjac),
cellulose, Opuntia pulp stem (Opuntia ficus indica), chicory root (Cichorium intybus), freeze-
dried mallow root mucilage (Althaea officinalis), freeze-dried flaxseed mucilage (Linum
usitatissimum L) and freeze-dried linden flower mucilage (Tilia platyphyllos Scop) [30].

All patients were instructed to obtain 6–10 points of self-monitored BG values (SMBG).
The ideal BG level for the M value in this study was set at 5.5 mmol/L, with 4.44 mmol/L as
the lower limit and 7.77 as the upper limit of the target range. GV was defined as the degree
to which a patient’s BG fluctuated between high and low levels [36]. As reported above,
glucose variability was determined by several SMBG-derived indices, each sensitive to a
different aspect of variability (see Supplementary Materials for the explication) [29,37–44].
In addition, the frequencies of hypoglycaemic and hyperglycaemic events (glucose meter
readout of <3.88 and >10 mmol/L, respectively) were assessed using standard patient
diaries [38].

As per clinical practice, to exclude changes in diet and physical activity during the
study, habitual food consumption and hours of screen time (computer, TV and video) and
physical activity per week were measured with a quantitative food frequency questionnaire
(QFFQ) and physical activity questionnaire, as previously reported [30]. We analysed
dietary records for fat (total, saturated, monounsaturated and polyunsaturated), cholesterol,
protein, carbohydrate, fibre and calories. GIs were used as previously reported [30]. We
determined GL by multiplying the carbohydrate content (in g) of each food consumed by
an individual over one day by the food’s GI [30]. GI is a parameter for classifying foods
according to postprandial glycaemic response [11], while GL reflects the glycaemic values
obtained after consuming a meal containing varying quantities of carbohydrates [12].

All patients were under treatment with insulin injections 4 times/day. These included
three mealtime doses of rapid-acting analogues (fixed doses of insulin for food and adjust-
ing doses according to blood glucose levels) and one dose of insulin glargine (Sanofi, Paris,
France) before bedtime (9:00 or 10:00 p.m.).

Nutritional status was classified according to BMI: patients with a BMI ≥95th per-
centile for age and gender were considered obese, according to the percentiles designed by
Cacciari et al. [45].

We determined IR using formulas validated by the hyperinsulinemic–euglycemic
clamp technique. The first formula, estimating glucose disposal rate (eGDR), allows the
glucose release rate to be estimated [46] and is calculated by an equation involving the
following clinical and laboratory parameters: eGDR = 24.4 − (12.97 × W/H) − (3.39 × AH)
− (0.60 × A1c); where W/H is the waist/hip ratio and AH indicates the presence of arterial
hypertension (yes = 1, no = 0). The second formula estimates the insulin sensitivity score
(ISS) [46] and is calculated as: LogeIS = 4.64725 − 0.02032 (W, cm) − 0.0977 (A1c, %) −
0.00235 (TG, mg/dL), where LogeIS is the logarithm of IS, W is the waist size and TG
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is the triglyceride level [47,48]. The total dose of insulin per day was reported for each
patient. We also assessed insulin sensitivity by comparing insulin dose and weight (as
proposed by Reinehr et al.) [26]. We considered insulin sensitivity (<1.0 U/kg/d), mild
insulin resistance (≥1.0–<1.8 U/kg/d) and severe insulin resistance (≥1.8 U/kg/d).

With regard to MetS criteria [23], we defined dyslipidaemia as the presence of one or
more abnormal serum lipid concentration [49]. The cut-off points for abnormal lipid levels
(TC ≥ 5.17 mmol/L, LDL cholesterol ≥ 3.36 mmol/L, HDL cholesterol ≤ 1.03 mmol/L
and TG ≥ 1.70 mmol/L) were those used by the American Diabetes Association [49].

2.3. Auxological and Clinical Methods

Height was measured, in triplicate, to the nearest 0.5 cm using a wall-mounted
stadiometer and weight was measured by a standard physician’s beam scale to the nearest
0.1 kg; patients were weighed without shoes and dressed in light underwear. The same
trained practitioners made the measurements. Waist circumference was measured to the
nearest 0.1 cm at the end of normal expiration using a non-elastic tape measure placed
midway between the lowest rib margin and the iliac crest [50,51]. The coefficient of
variation (CV) values were <1%.

Body mass index (BMI) was calculated as weight in kilograms divided by height in
metres squared (kg/m2). Age-related reference values for height, weight and BMI were
obtained from specific charts reflecting standards for the Italian paediatric population [45].

Height, weight, BMI, waist circumference and hip circumference were normalised for
chronological age and converted to standard deviation scores (SDS) [52]. The following for-
mula was used: (patient value − mean of age-related reference value)/standard deviation
of the age-related reference value. Tanner and Whitehouse’s criteria, with an orchidometer
for boys, were used for pubertal staging [53].

Trained personnel measured blood pressure three times by auscultation with a mer-
cury sphygmomanometer on the right arm of the patient, who had been sitting quietly for
5 min with the back supported, feet on the floor, right arm supported and cubital fossa at
heart level [54]. Practitioners used an appropriate cuff size. The 5th Korotkoff sound was
taken for diastolic blood pressure categorisation. Mean systolic and diastolic values were
recorded and stratified according to the paediatric percentiles of the National High Blood
Pressure Education Program Working Group on High Blood Pressure in Children and
Adolescents [54]. We also converted mean values into SDS to aid statistical analyses [54].

2.4. Laboratory Methods

All participants were examined in the morning after overnight fasting. Serum and
plasma were immediately separated and stored at −20 ◦C in multiple vials for later analysis.

Serum glucose (Dimension RXL system, Dade Behring, Dallas, TX, USA) and serum
insulin (IMMULITE 2000 analyser, Siemens Healthcare Diagnostics, Marburg, Germany)
levels were measured using immunoenzymatic assays, and glycosylated haemoglobin
(HbA1c) levels were determined using high-performance liquid chromatography (DIAMAT,
Bio-Rad, Richmond, CA, USA). The normal range for HbA1c was 4.2–6.0%, and the CV at
5.5% was 4.8.

Home blood glucose measurements were performed using the Roche Diagnostics
Accu-Chek Aviva Nano® glucose meter. We transferred logged data to a computer utilising
the Roche Diagnostics Accu-Chek Smart Pix® device (Roche Diabetes Care Italy S.p.A.,
Monza, Milan, Italy).

Ketonuria was measured using Bayer Ketostix® urine strips and ketonemia was
determined by Abbott MediSense Optium Xceed Meter®.

Total cholesterol, HDL cholesterol and triglycerides (TG) were measured using routine
laboratory methods. Low-density lipoprotein (LDL) cholesterol was calculated using the
Friedwald formula: LDL = total cholesterol − HDL cholesterol − TG/2.2 [30].
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2.5. Statistical Analysis

Data analysis was performed with the use of “Statistical Package for the Social Sci-
ences for Windows” (SPSS, Inc, Chicago, IL, USA), version 13.0. Descriptive statistics
are presented as numbers (percentages), median and range and mean ± SD values. His-
tograms and Shapiro–Wilk tests were used to verify the normality of continuous data. The
variation of continuous variables at the beginning and end of observation was analysed
by paired Student t-tests for parametric data, while the Wilcoxon signed-rank test was
used for nonparametric analysis. Categorical variables were compared by the χ2 test
or Fisher’s exact test. All tests were two-sided, and values of p < 0.05 were considered
statistically significant.

3. Results

Clinical, laboratory and demographic data are summarised in Tables 1 and 2 and
Figure 1. Glucose variability and hypo- or hyperglycaemic measurements are also included
in Table 2.

Table 1. Baseline demographic and clinical characteristics in Policaptil Gel Retard® (PGR)-treated
and untreated children with type 1 diabetes.

Variable Characteristics

Treated Untreated p

Subjects, number (M:F) 16 (8/8) 11 (6/5) -
Age, years (median and range) 12.9 (9.5–15.8) 12.6 (9.4–15.6) -
Prepubertal/pubertal ratio, % 44.0/56.0 45.0/55.0 -

Type 2 diabetes family history, % 56.2 63.6 -
Obesity family history, % 18.7 18.1 -

Ancestry (geographic Italian region), n (%)
Northern Italy 2 (12.5) 1 (9.1) -
Central Italy 4 (25.0) 4 (36.4) <0.05

Southern Italy 10 (62.5) 6 (54.5) -
Type 1 diabetes duration, years (median

and range) 6.8 (5.0–9.2) 6.5 (5.2–9.1) -

Height, SDS 0.27 ± 0.26 0.32 ± 0.21 -
Body Mass Index (BMI), SDS 2.04 ± 0.12 2.00 ± 0.09 -

Waist circumference, SDS 2.29 ± 0.20 2.28 ± 0.27 -
Screen time (computer, TV and video) (%)

≤2 h/day 31.2 27.2 -
2–4 h/day 37.6 36.4 -
≥4 h/day 31.2 36.4 -

Time weekly spent for exercise (%)
≤2 h/week 25.0 27.3 -
2–4 h/week 62.5 55.4 -
≥4 h/week 12.5 17.3 -

Dietary glycaemic index 56.35 ± 2.11 50.55 ± 2.05 -
Dietary glycaemic load, units 132.25 ± 13.15 130.00 ± 15.15 -

Values are expressed as means and standard deviations (SD) for continuous variables, and data from categorical
variables are shown as median and range or percentages.



Nutrients 2021, 13, 3517 7 of 14

Table 2. Clinical characteristics, glucose variability and hypoglycaemia measurements in children PGR-treated and untreated
with type 1 diabetes at baseline and 3 and 6 months.

Treated Untreated

Variable Baseline 3 Months 6 Months Baseline 3 Months 6 Months

Subjects, number (M:F) 16 (8/8) 16 (8/8) 16 (8/8) 11 (6/5) 11 (6/5) 11 (6/5)
Age, years (Median and range) 12.9 (9.5–15.8) 13.2 (9.8–16.1) 13.5 (10.0–16.4) 12.6 (9.4–15.6) 12.9 (9.7–15.9) 13.2 (10.0–16.1)
Prepubertal/pubertal ratio, % 44/56 37/63 31/69 * 45/55 55/45 36/64

Height, SDS 0.27 ± 0.26 0.28 ± 0.24 0.34 ± 0.29 0.32 ± 0.21 0.34 ± 0.23 0.37 ± 0.25
BMI, SDS 2.04 ± 0.12 1.99 ± 0.17 1.88 ± 0.16 ** 2.00 ± 0.09 1.99 ± 0.15 2.01 ± 0.15 ˆ

Waist circumference, SDS 2.29 ± 0.20 2.23 ± 0.23 2.04 ± 0.19 ** 2.28 ± 0.27 2.26 ± 0.25 2.24 ± 0.27 ˆ
Screen time (computer, TV and

video) (%)
≤2 h/day 31.2 37.6 43.7 * 27.2 36.4 36.4
2–4 h/day 37.6 31.2 31.2 36.4 27.3 36.4
≥4 h/day 31.2 31.2 25.1 36.4 36.4 27.3

Time weekly spent for exercise
(%)

≤2 h/week 25.0 31.2 37.6 * 27.3 36.3 36.3
2–4 h/week 62.5 62.5 56.2 55.4 45.5 45.5
≥4 h/week 12.5 6.3 6.2 * 17.3 18.2 18.2

HbA1c, % (range) 9.30 (7.4–10.2) 8.85 (7.3–10.0) 8.20 (7.0–9.5) * 9.25 (7.6–10.3) 9.15 (7.5–10.1) 9.10 (7.4–10.0) ˆ
Blood glucose measurements

per day, n 8.1 ± 1.2 7.7 ± 1.2 7.6 ± 1.1 8.2 ± 1.2 8.0 ± 1.1 8.0 ± 1.1

Fasting BG, mmol/L 8.96 ± 1.31 8.03 ± 1.02 * 7.63 ± 0.88 ** 8.89 ± 1.27 8.66 ± 1.17 8.60 ± 1.08 ˆ
Pre-lunch BG, mmol/L 11.42 ± 2.48 10.86 ± 2.11 9.21 ± 1.73 * 11.56 ± 2.39 11.23 ± 2.21 11.06 ± 2.00 ˆ
Pre-dinner BG, mmol/L 11.63 ± 2.26 11.37 ± 2.22 10.01 ± 2.07 * 11.84 ± 2.33 11.58 ± 2.28 11.76 ± 2.23 ˆ

Postprandial BG, mmol/L 12.09 ± 2.21 11.64 ± 2.13 10.41 ± 2.02 ** 12.23 ± 2.29 12.19 ± 2.16 12.14 ± 2.19 ˆ
Mean insulin dose, u/kg/die 1.47 ± 0.49 1.16 ± 0.34 * 1.03 ± 0.29 ** 1.45 ± 0.43 1.37 ± 0.36 1.38 ± 0.37 ˆ

Mean daily blood glucose,
mmol/L 9.48 ± 1.57 8.78 ± 1.41 7.99 ± 1.12 ** 9.29 ± 1.53 9.17 ± 1.48 9.13 ± 1.42 ˆ

SD, mmol/L 3.45 ± 0.57 2.99 ± 0.51 ** 2.28 ± 0.43 *** 3.39 ± 0.59 3.22 ± 0.56 3.03 ± 0.51 ˆˆ
Mean coefficient of variation, % 36.39% 34.05% 28.53% * 36.49% 35.11% 33.18%

LBGI 5.64 ± 2.33 4.42 ± 2.11 * 2.55 ± 1.87 *** 5.73 ± 2.59 5.47 ± 2.43 5.13 ± 2.27 ˆˆ
HBGI 9.87 ± 2.79 8.83 ± 2.21 * 5.46 ± 1.91 *** 9.94 ± 2.98 9.47 ± 2.71 9.06 ± 2.56 ˆˆˆ

GRADE
Mean score 15.0 ± 5.2 12.9 ± 4.1 10.5 ± 3.3 * 14.8 ± 5.0 14.2 ± 4.8 14.5 ± 4.5 ˆ

Hyperglycaemic, % 66.2 (51.5–81.0) 59.4 (48.1–73.4) 54.7 (45.4–66.1) * 65.6 (51.7–82.3) 64.4 (52.1–79.4) 64.2 (51.6–78.4)
Euglycemic, % 23.2 (15.8–33.3) 31.4 (20.4–47.8) 38.7 (33.2–53.4) ** 23.0 (10.0–32.6) 24.0 (12.1–31.2) 24.3 (10.8–40.1) ˆˆ

Hypoglycaemic, % 10.6 (0.8–27.3) 9.2 (0.6–25.4) 6.6 (0.5–22.3) * 11.4 (0.9–25.4) 11.6 (0.8–26.1) 11.5 (0.8–25.7) ˆ
J-index 54.16 ± 17.22 44.88 ± 13.63 34.17 ± 9.11 *** 52.09 ± 16.88 49.73 ± 14.54 47.90 ± 13.99 ˆˆ

MODD, mmol/L 6.4 ± 2.6 5.2 ± 2.1 4.7 ± 1.6 * 6.4 ± 2.5 6.3 ± 2.4 6.2 ± 2.4 ˆ
ADRR ◦ 44.91 ± 14.29 40.28 ± 12.99 * 32.75 ± 10.08 * 44.83 ± 13.76 43.99 ± 14.11 43.94 ± 13.53 ˆ
MAGE 7.49 ± 1.76 6.33 ± 1.02 5.57 ± 1.13 *** 7.41 ± 1.70 6.99 ± 1.62 6.93 ± 1.63 ˆ

Hyperglycaemia index 1.9 ± 1.0 1.6 ± 0.9 1.2 ± 0.8 * 1.9 ± 1.2 1.8 ± 1.0 1.8 ± 0.9
Hypoglycaemia index 1.8 ± 1.0 1.2 ± 0.8 0.9 ± 0.7 * 1.8 ± 1.1 1.9 ± 1.1 1.7 ± 0.9 ˆ

Index of Glycaemic Control 3.7 ± 1.0 2.8 ± 0.9 2.1 ± 0.8 ** 3.6 ± 1.2 3.3 ± 1.1 3.4 ± 0.9 ˆˆˆ
Patients experienced morning

hypoglycaemia, % 12.5 6.3 * 6.3 * 9.1 9.1 9.1

Patients experienced nocturnal
hypoglycaemia, % 18.7 12.5 12.5 27.3 27.3 27.3 ˆˆˆ

Morning hypoglycaemia
episodes per month per patient, n 3.9 ± 1.1 3.3 ± 1.0 2.9 ± 1.0 * 4.0 ± 1.2 3.9 ± 1.1 3.8 ± 1.2 ˆ

Nocturnal hypoglycaemia
episodes per month per patient, n 6.7 ± 3.0 5.5 ± 2.7 4.1 ± 2.5 * 6.6 ± 3.3 6.3 ± 3.2 6.1 ± 3.0 ˆ

Triglycerides, mmol/L 1.81 ± 0.39 1.65 ± 0.34 1.51 ± 0.31 * 1.83 ± 0.41 1.80 ± 0.38 1.74 ± 0.37
Total cholesterol, mmol/L 5.41 ± 0.64 5.29 ± 0.47 4.81 ± 0.41 ** 5.48 ± 0.69 5.37 ± 0.61 5.33 ± 0.60 ˆ
HDL-cholesterol, mmol/L 0.86 ± 0.13 0.93 ± 0.14 1.01 ± 0.13 ** 0.92 ± 0.14 0.94 ± 0.15 0.90 ± 0.14 ˆ
LDL-cholesterol, mmol/L 3.73 ± 0.52 3.61 ± 0.50 * 3.12 ± 0.37 *** 3.73 ± 0.53 3.62 ± 0.51 3.64 ± 0.52 ˆˆ

Systolic BP, SDS 2.11 ± 0.56 1.83 ± 0.62 1.63 ± 0.60 * 2.14 ± 0.63 2.07 ± 0.56 2.11 ± 0.57 ˆ
Diastolic BP, SDS 2.17 ± 0.59 1.99 ± 0.60 1.71 ± 0.58 * 2.09 ± 0.57 2.11 ± 0.59 2.08 ± 0.58

Data are reported as mean ± SD or geometric mean (range) values. SDS, standard deviation score; BMI, body mass index; BP, blood
pressure; HbA1c, glycated haemoglobin; BG, blood glucose; ADRRs, average daily risk range using self-monitoring of blood glucose;
GRADE, glycaemic risk assessment diabetes equation; LBGI, Low Blood Glucose Index; MAGE, mean amplitude of glycaemic excursions;
MBG, mean blood glucose; HDL, high-density lipoprotein; LDL, low-density lipoprotein; IU, international unit. Paired Student’s t-test:
* p < 0.05 vs. baseline; ** p < 0.005 vs. baseline; *** p < 0.0005 vs. baseline; ˆ p < 0.05 vs. treated group; ˆˆ p < 0.005 vs. treated group;
ˆˆˆ p < 0.0005 vs. treated group. ◦ ADRR was computable on 24 patients datasets only.
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Figure 1. Body mass index (BMI) standard deviation score (SDS) (a), waist SDS (b), HbA1c, % (c), daily median insulin dose
(d), mean daily BG levels (e), SD of the daily BG levels (f) of PGR-treated and untreated patients. * p < 0.05; ** p < 0.005.

3.1. Overall Baseline Data

Among our type 1 diabetes patients affected by obesity and MetS, we observed a high
prevalence of type 2 diabetes (group 1: 56.2%; group 2: 63.6%) and obesity (group 1: 18.7%;
group 2: 18.1%) in family members (Table 1). Approximately 62.5% of group 1 and 54.5%
of group 2 came from southern Italy where type 2 diabetes and obesity are more common
than in the other regions of Italy. Two patients (two girls, 13.1 and 12.2 years) had reduced
(albeit sufficient) self-monitoring BG data. At baseline, the mean insulin dose for group 1
was 1.47 ± 0.49 U/kg/day (1.00–1.99 U/kg/day) and for group 2, 1.45 ± 0.43 U/kg/day
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(1.01–1.97 U/kg/day), with no difference between the two groups and between females
and males. Twenty patients (74.1%; group 1: 13 patients, 76.5%; group 2: eight patients,
72.7%) were classified as mildly insulin resistant and seven patients (25.9%; group 1: four
patients, 23.5%; group 2: three patients, 27.3%) as severely insulin resistant.

At baseline, we did not observe differences in the degree of obesity (BMI SDS and
waist SDS), GI, GL or physical activity among these groups (Tables 1 and 2). However, the
severely insulin-resistant patients had been diagnosed for a longer time (7.2 ± 0.5 years)
than the mildly insulin-resistant group (6.3 ± 0.6 years, p < 0.005). Patients with severe
insulin resistance also had higher HbA1c levels (9.5 ± 0.4 vs. 8.9 ± 0.5, p < 0.005). Fatty
liver disease was found in 17 (62.9%) patients. All patients had dyslipidaemia. Hyperc-
holesterolaemia was found in 14 patients (51.8%), low HDL-cholesterol in 17 (62.9%), high
LDL-cholesterol in 18 (66.6%) and high triglycerides in 15 (55.5%). Finally, high SBP levels
were found in 13 patients (48.1%) and high DBP in 11 (40.7%) (Table 2).

The patients experienced high glycaemic variability, as the mean coefficient of vari-
ation was 36.39%. Additionally, 11.1% of patients experienced hypoglycaemia in the
morning and 22.2% at night. The number of hypoglycaemia episodes was 4.0 ± 1.2 in the
morning and 6.7 ± 3.1 at night (Table 2).

3.2. Group 1 and 2 Baseline Data (T0)

At baseline, we did not observe differences in the height SDS, in the degree of obesity
(BMI SDS and waist SDS), prepubertal/pubertal ratio, GI, GL screen time or physical
activity between the two groups (Tables 1 and 2). These patients did not present differences
also in metabolic parameters, the parameters of glycaemic control (HbA1c, mean daily
BG, mean fasting BG, mean pre-lunch BG, mean pre-dinner BG, mean postprandial BG,
mean coefficient of variation), the mean insulin dose or the main parameters used for
the variability evaluation (LBGI, HBGI, GRADE, J-index, MODD, ADRR, hypoglycaemia
index, MAGE, hyperglycaemia index, index of Glycaemic Control, nocturnal and morning
hypoglycaemia episodes per month, etc.) (Tables 1 and 2).

3.3. Group 1 and 2 T1 vs. T2 Data

After 6 months of PGR treatment, the group 1 patients presented a significantly
reduced BMI SDS (T2 1.88 ± 0.16 vs. T0 2.04 ± 0.12, p < 0.005), with a ∆ BMI SDS of
−0.16 ± 0.04, compared to the untreated patients (p < 0.05). In PGR-treated patients, a
significant decrease in waist SDS (T2 2.04 ± 0.19 vs. T0 2.29 ± 0.20, p < 0.005), with a ∆
waist SDS of −0.25 ± 0.01, was also reported.

HbA1c was significantly lower in PGR-treated patients: T2 8.20% (7.0–9.5%) vs.
T0 9.30% (7.4–10.2%) (p < 0.05), also in comparison with group 2 patients (p < 0.05).

In patients treated with PGR, we also observed a significant decrease in daily mean
insulin dose (T2 1.03 ± 0.29 vs. T0 1.47 ± 0.49 U/kg/day) (p < 0.005), which was already
reduced after just 3 months of treatment (T1 1.16 ± 0.34 vs. T0 1.47 ± 0.49 U/kg/day,
p < 0.05). Again, this was significantly different from untreated patients (p < 0.05).

A significant improvement was shown in PGR-treated patients in metabolic pa-
rameters and glycaemic variability, with a significant decrease in mean daily BG levels
(T2 7.99 ± 1.12 vs. T0 9.48 ± 1.57 mmol/L, p < 0.005), fasting BG levels (T2 7.63 ± 0.88
vs. T0 8.96 ± 1.31 mmol/L, p < 0.005), pre-lunch BG levels (T2 9.21 ± 1.73 vs.
T0 11.42 ± 2.48 mmol/L, p < 0.05), pre-dinner BG levels (T2 10.01 ± 2.07 vs.
T0 11.63 ± 2.26 mmol/L, p < 0.05) and postprandial BG levels (T2 10.41 ± 2.02 vs.
T0 12.09 ± 2.21 mmol/L, p < 0.005) (Table 2). Improvement was evident in all these
parameters in PGR-treated patients compared to untreated patients (p < 0.05).

Moreover, a reduction in the SD of daily BG levels (T2 2.28± 0.43 vs. T0 3.45± 0.57 mmol/L,
p < 0.0001), mean CV levels (T2 28.53% vs. T0 36.39%, p < 0.05), LBGI levels (T2 2.55 ± 1.87
vs. T0 5.64 ± 2.33, p < 0.0001), HBGI levels (T2 5.46 ± 1.91 vs. T0 9.87 ± 2.79, p < 0.0001) and
J-index levels (T2 34.17 ± 9.11 vs. T0 54.16 ± 17.22, p < 0.005) was observed (Table 2). The
mean (SD) dietary GI and GL and the time spent weekly on exercise did not change signifi-
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cantly from the values at the beginning of the study (Table 2). Patients treated with PGR
presented improvements in the SD of daily BG levels (p < 0.005), LBGI levels (p < 0.005),
HBGI levels (p < 0.0001) and J-index levels (p < 0.005), in comparison with non-treated
patients (Table 2).

Finally, there was a significant reduction in total cholesterol (T2 4.81 ± 0.41 vs.
T0 5.41 ± 0.64, p < 0.005) and LDL-cholesterol (T2 3.12 ± 0.37 vs. T0 3.73 ± 0.52, p < 0.0005)
and a significant increase in HDL-cholesterol (T2 1.01 ± 0.13 vs. T0 0.86 ± 0.13, p < 0.005),
triglycerides (T2 1.51 ± 0.31 vs. T0 1.81 ± 0.39, p < 0.05), SBP and DBP values (p < 0.05).

3.4. Safety Data

The incidence of adverse events was 12.5% (two patients) over the 6 months of
treatment; these were exclusively gastrointestinal events including diarrhoea (one patient,
6.2%), flatulence and abdominal pain (one patient; 6.20%). In no case was it necessary
to cease treatment and no patient suffered from serious gastrointestinal complications,
although one continued to report moderate gastrointestinal symptoms (flatulence and
abdominal pain).

4. Discussion

Our findings in children and adolescents with type 1 diabetes, obesity and MetS
suggest that PGR significantly lowers BMI and improves adiposity parameters, supporting
our previous work and the literature on severely obese children and adolescents with
insulin resistance and a family history of obesity and type 2 diabetes [30–32].

Our data also suggest that the use of this compound may allow the daily mean insulin
dose to be reduced and produce an improvement in glucose metabolism parameters, such
as HbA1c values, BG mean values and BG variability parameters. Our results support
the importance of medical nutrition therapy in managing existing type 1 diabetes [9],
indicating that a low GI-diet or the use of GI-lowering supplements may be helpful.

Given the increased global incidence of obesity and MetS in paediatric type 1 diabetes
patients [55], in keeping with an increased general incidence of type 1 diabetes world-
wide [56], our study could be important for managing these patients more effectively. A
large study involving 500 children with type 1 diabetes showed that almost one third
of European children were overweight or obese [57], whereas in another study, about
one quarter of 451 Indian patients presented MetS [58]. Type 1 diabetes leads to higher
cardiovascular risk [59] and higher rates of morbidity and mortality [60]. MetS, which
indicates an elevated risk of diabetic complications [61], is significantly more frequent in
obese subjects with type 1 diabetes [23]. Factors affecting weight gain include degree of
glycaemic control [61], gender, intensity [62] and mode of insulin treatment (pump versus
MDI) [58], the presence of comorbidities such as coeliac or thyroid disease [23], drug use
and the presence of eating disorders [23]. Insulin therapy can cause weight gain due to an
over-replacement of insulin which produces a general anabolic effect, decreased energy
expenditure, greater carbohydrate intake in response to the perceived risk of hypogly-
caemia and the non-physiological mode administrating insulin [23]. Being overweight
increases insulin resistance, which can exaggerate the negative effects of treatment [22].
The use of this compound, possibly in association with a low GI/GL diet, could lead to an
improvement in the parameters associated with MetS. More specifically, a recent study by
Fornari et al. has shown that the intake of PGR is associated with a significant reduction
in appetite, ghrelin and triglycerides in obese children, confirming the effect of PGR in
affecting appetite, metabolic and hormonal postprandial profile [32]. Therefore, because of
its characteristics, PGR could represent a promising treatment option in these patients. The
effect of PGR in reducing mean insulin dosage and mean and pre- and post-meal BG and in
improving overall glucose variability may be due to a reduction in postprandial glycaemic
peaks with better blood glucose stability. We found a reduction in hypoglycaemic and
hyperglycaemic episodes, but perhaps because of the limited number of cases included in
our study, it was not significant and did not present a clear trend. Instead, there was a sig-
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nificant decrease in the number of nocturnal hypoglycaemic episodes following treatment
with PGR. However, these results could also be related to physical activity and diet, which
were not a focus of this study.

Interestingly, we found a high frequency of type 2 diabetes and obesity in first- and
second-degree relatives for type 1 diabetes patients with obesity and MetS. Similar findings
have been reported in previous studies [25,62]. We hypothesise that intensive therapy leads
to the expression of several components of the central obesity syndrome phenotype in a
subset of type 1 diabetes patients with a positive family history for type 2 diabetes and/or
obesity [63].

Interestingly, a recent study by Guarino G et al. [64] in adults demonstrated the non-
inferiority of PGR compared to metformin on glycaemic control in obese adults with MetS
and type 2 diabetes, and a superiority in terms of reductions in lipid values and tolerance,
constituting new insights for the use of PGR in adult patients with type 2 diabetes and MetS.

We are aware of our study’s limitations, which include the small number of cases, a
problem found in other papers studying paediatric type 1 diabetes patients [56], as well as
the study’s retrospective nature, the lack of a control group and a lack of data on body fat.

Moreover, although the results of this therapy are promising, currently, the literature
is lacking studies that have investigated the correlation between PGR and parameters of
glucose and lipid metabolism. This aspect is certainly a limitation for our work, even
though the few studies available agree in defining the metabolic role of PGR in these
categories of patients.

Our results clearly point out the need for more clinical trials involving larger numbers
of patients which, if our results are confirmed, may be able to establish to what extent and
by what means PGR could ameliorate the development of type 1 diabetes complications.

5. Conclusion

Type 1 diabetes patients with MetS showed a good auxological and metabolic response
to PGR. There were significant decreases in BMI and waist SDS and an improvement
in glucose control and variability, as well as many MetS parameters. The use of such
polysaccharide compounds, especially if associated with appropriate dietary changes, may
be useful in achieving treatment targets in type 1 diabetes, thus reducing the risk that a
patient develops metabolic syndrome.

Supplementary Materials: The following are available online at https://www.mdpi.com/article/10
.3390/nu13103517/s1, Supplementary file: Patients and Methods Section.

Author Contributions: Endocrinological studies were performed by S.S. The study was conceived
and coordinated by S.S. Endocrinological evaluations were performed by V.P., who also participated
in coordination. D.C. contributed to the study’s design and coordination. Endocrinological studies
and data interpretation were performed by B.P., who also contributed to the study’s design. En-
docrinological studies and data interpretation were performed by G.F., who also contributed to the
study’s design. Endocrinological studies and data interpretation were performed by S.T., who also
contributed to the study’s design. Endocrinological studies and data interpretation were performed
by M.F. Data interpretation was performed by F.C., who also contributed to the study’s design. All
authors have read and agreed to the published version of the manuscript.

Funding: The authors do not have any financial or non-financial competing interests in relation to
this manuscript.

Institutional Review Board Statement: The study was conducted according to the Declaration
of Helsinki and European Guidelines on Good Clinical Practice. Ethical approval was obtained
from the Meyer Children’s University Hospital Ethics Committee (number 145/2015). Written
informed consent was obtained from the parents of the retrospectively enrolled patients after they
had acknowledged their full understanding of the objectives of the research.

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.

https://www.mdpi.com/article/10.3390/nu13103517/s1
https://www.mdpi.com/article/10.3390/nu13103517/s1


Nutrients 2021, 13, 3517 12 of 14

Data Availability Statement: The datasets used and/or analyzed during the current study are
available from the corresponding author on reasonable request.

Conflicts of Interest: The authors declare that they have no competing interests.

References
1. American Diabetes Association. Diagnosis and classification of diabetes mellitus. Diabetes Care 2009, 32 (Suppl. 1), S62–S67.

[CrossRef] [PubMed]
2. Ayoola, O.O. Recent advances in childhood diabetes mellitus. Ann. Ib. Postgrad. Med. 2008, 6, 9–20. [CrossRef] [PubMed]
3. Sperling, M.A. Diabetes Mellitus. In Pediatric Endocrinology, 2nd ed.; Sperling, M.A., Ed.; Saunders: Philadelphia, PA, USA, 2002;

pp. 323–366.
4. Nathan, D.M.; Zinman, B.; Cleary, P.A.; Backlund, J.Y.C.; Genuth, S.; Miller, R.; Orchard, T.J.; Diabetes Control and Complications

Trial and Epidemiology of Diabetes Interventions and Complications (DCCT/EDIC) Research Group. Modern-day clinical
course of type 1 diabetes mellitus after 30 years’ duration: The diabetes control and complications trial/epidemiology of diabetes
interventions and complications and Pittsburgh epidemiology of diabetes complications experience (1983–2005). Arch. Intern.
Med. 2009, 169, 1307–1316. [CrossRef]

5. Soni, A.; Ng, S.M. Intensive diabetes management and goal setting are key aspects of improving metabolic control in children
and young people with type 1 diabetes mellitus. World J. Diabetes 2014, 5, 877–881. [CrossRef]

6. The Diabetes Control and Complications Trial Research Group. The effect of intensive treatment of diabetes on the development
and progression of long-term complications in insulin-dependent diabetes mellitus. N. Engl. J. Med. 1993, 329, 977–986. [CrossRef]

7. Choudhary, P. Review of dietary recommendations for diabetes mellitus. Diabetes Res. Clin. Pract. 2004, 65 (Suppl. 1), S9–S15.
[CrossRef]

8. Quirk, H.; Blake, H.; Tennyson, R.; Randell, T.L.; Glazebrook, C. Physical activity interventions in children and young people
with Type 1 diabetes mellitus: A systematic review with meta-analysis. Diabet. Med. 2014, 31, 1163–1173. [CrossRef]

9. Bantle, J.P.; Wylie-Rosett, J.; Albright, A.L.; Apovian, C.M.; Clark, N.G.; Franz, M.J.; Hoogwerf, B.J.; Lichtenstein, A.H.; Mayer-
Davis, E.; Mooradian, A.D.; et al. Nutrition recommendations and interventions for diabetes: A position statement of the
American Diabetes Association. Diabetes Care 2008, 31 (Suppl. 1), S61–S78. [CrossRef] [PubMed]

10. Marsh, K.; Barclay, A.; Colagiuri, S.; Brand-Miller, J. Glycemic index and glycemic load of carbohydrates in the diabetes diet. Curr.
Diab. Rep. 2011, 11, 120–127. [CrossRef]

11. Lottenberg, A.M. Diet composition along the evolution of type 1 diabetes mellitus. Arq. Bras. Endocrinol. Metabol. 2008, 52,
250–259. [CrossRef]

12. Foster-Powell, K.; Holt, S.H.; Brand-Miller, J.C. International table of glycemic index and glycemic load values: 2002. Am. J. Clin.
Nutr. 2002, 76, 5–56. [CrossRef]

13. Burani, J.; Longo, P.J. Low-glycemic index carbohydrates: An effective behavioral change for glycemic control and weight
management in patients with type 1 and 2 diabetes. Diabetes Educ. 2006, 32, 78–88. [CrossRef] [PubMed]

14. Opperman, A.M.; Venter, C.S.; Oosthuizen, W.; Thompson, R.L.; Vorster, H.H. Meta-analysis of the health effects of using the
glycaemic index in meal-planning. Br. J. Nutr. 2004, 92, 367–381. [CrossRef] [PubMed]

15. Brand-Miller, J.; Hayne, S.; Petocz, P.; Colagiuri, S. Low-glycemic index diets in the management of diabetes: A meta-analysis of
randomized controlled trials. Diabetes Care 2003, 26, 2261–2267. [CrossRef] [PubMed]

16. Buyken, A.E.; Toeller, M.; Heitkamp, G.; Karamanos, B.; Rottiers, R.; Muggeo, M.; Fuller, J.H.; EURODIAB IDDM Complications
Study Group. Glycemic index in the diet of European outpatients with type 1 diabetes: Relations to glycated hemoglobin and
serum lipids. Am. J. Clin. Nutr. 2001, 73, 574–581. [CrossRef]

17. Gilbertson, H.R.; Brand-Miller, J.C.; Thorburn, A.W.; Evans, S.; Chondros, P.; Werther, G.A. The effect of flexible low glycemic
index dietary advice versus measured carbohydrate exchange diets on glycemic control in children with type 1 diabetes. Diabetes
Care 2001, 24, 1137–1143. [CrossRef]

18. Du, H.; van der A, D.L.; van Bakel, M.M.; van der Kallen, C.J.; Blaak, E.E.; van Greevenbroek, M.M.; Jansen, E.H.; Nijpels, G.;
Stehouwer, C.D.; Dekker, J.M.; et al. Glycemic index and glycemic load in relation to food and nutrient intake and metabolic risk
factors in a Dutch population. Am. J. Clin. Nutr. 2008, 87, 655–661. [CrossRef]

19. Wolever, T.M.; Mehling, C.; Chiasson, J.L.; Josse, R.G.; Leiter, L.A.; Maheux, P.; Rabasa-Lhoret, R.; Rodger, N.W.; Ryan, E.A. Low
glycaemic index diet and disposition index in type 2 diabetes (the Canadian trial of carbohydrates in diabetes): A randomised
controlled trial. Diabetologia 2008, 51, 1607–1615. [CrossRef]

20. Ghosh, S.; Collier, A.; Hair, M.; Malik, I.; Elhadd, T. Metabolic syndrome in type 1 diabetes. Int. J. Diabetes Mellit. 2010, 2, 38–42.
[CrossRef]

21. Thorn, L.M.; Forsblom, C.; Fagerudd, J.; Thomas, M.C.; Pettersson-Fernholm, K.; Saraheimo, M.; Waden, J.; Ronnback, M.;
Rosengard-Barlund, M.; Bjorkesten, C.-G.A.; et al. Metabolic syndrome in type 1 diabetes: Association with diabetic nephropathy
and glycemic control (the FinnDiane study). Diabetes Care 2005, 28, 2019–2024. [CrossRef]

22. Da Costa, V.M.; de Carvalho Padilha, P.; de Lima, G.C.; Ferreira, A.A.; Luescher, J.L.; Porto, L.; Peres, W.A.F. Overweight among
children and adolescent with type I diabetes mellitus: Prevalence and associated factors. Diabetol. Metab. Syndr. 2016, 8, 39.
[CrossRef]

http://doi.org/10.2337/dc09-S062
http://www.ncbi.nlm.nih.gov/pubmed/19118289
http://doi.org/10.4314/aipm.v6i2.64046
http://www.ncbi.nlm.nih.gov/pubmed/25161448
http://doi.org/10.1001/archinternmed.2009.193
http://doi.org/10.4239/wjd.v5.i6.877
http://doi.org/10.1056/NEJM199309303291401
http://doi.org/10.1016/j.diabres.2004.07.003
http://doi.org/10.1111/dme.12531
http://doi.org/10.2337/dc08-S061
http://www.ncbi.nlm.nih.gov/pubmed/18165339
http://doi.org/10.1007/s11892-010-0173-8
http://doi.org/10.1590/S0004-27302008000200012
http://doi.org/10.1093/ajcn/76.1.5
http://doi.org/10.1177/0145721705284743
http://www.ncbi.nlm.nih.gov/pubmed/16439496
http://doi.org/10.1079/BJN20041203
http://www.ncbi.nlm.nih.gov/pubmed/15469640
http://doi.org/10.2337/diacare.26.8.2261
http://www.ncbi.nlm.nih.gov/pubmed/12882846
http://doi.org/10.1093/ajcn/73.3.574
http://doi.org/10.2337/diacare.24.7.1137
http://doi.org/10.1093/ajcn/87.3.655
http://doi.org/10.1007/s00125-008-1093-x
http://doi.org/10.1016/j.ijdm.2009.10.005
http://doi.org/10.2337/diacare.28.8.2019
http://doi.org/10.1186/s13098-016-0154-4


Nutrients 2021, 13, 3517 13 of 14

23. Pinhas-Hamiel, O.; Levek-Motola, N.; Kaidar, K.; Boyko, V.; Tisch, E.; Mazor-Aronovitch, K.; Graf-Barel, C.; Landau, Z.; Lerner-
Geva, L.; Ben-David, R.F. Prevalence of overweight, obesity and metabolic syndrome components in children, adolescents and
young adults with type 1 diabetes mellitus. Diabetes Metab. Res. Rev. 2015, 31, 76–84. [CrossRef]

24. Kilpatrick, E.S.; Rigby, A.S.; Atkin, S.L. Insulin resistance, the metabolic syndrome, and complication risk in type 1 diabetes:
“double diabetes” in the Diabetes Control and Complications Trial. Diabetes Care 2007, 30, 707–712. [CrossRef]

25. Teupe, B.; Bergis, K. Epidemiological evidence for “double diabetes”. Lancet 1991, 337, 361–362. [CrossRef]
26. Reinehr, T.; Holl, R.W.; Roth, C.L.; Wiesel, T.; Stachow, R.; Wabitsch, M.; Andler, W.; DPV-Wiss Study Group. Insulin resistance in

children and adolescents with type 1 diabetes mellitus: Relation to obesity. Pediatr. Diabetes 2005, 6, 5–12. [CrossRef]
27. BEACh Program: Prevalence of Metabolic Syndrome. Sydney: AgPSCC University of Sydney, Sydney, New South Wales. 2006.

Available online: http://sydney.edu.au/medicine/fmrc/publications/sand-abstracts/92-Metabolic_syndrome.pdf (accessed on
20 June 2013).

28. McGill, M.; Molyneaux, L.; Twigg, S.M.; Yue, D.K. The metabolic syndrome in type 1 diabetes: Does it exist and does it matter? J.
Diabetes Complicat. 2008, 22, 18–23. [CrossRef] [PubMed]

29. Valerio, G.; Maffeis, C.; Zucchini, S.; Lombardo, F.; Toni, S.; Rabbone, I.; Federico, G.; Scaramuzza, A.; Franzese, A.; Cherubini, V.;
et al. Geographic variation in the frequency of abdominal adiposity and metabolic syndrome in Italian adolescents with type 1
diabetes. Acta Diabetol. 2014, 51, 163–165. [CrossRef] [PubMed]

30. Stagi, S.; Lapi, E.; Seminara, S.; Pelosi, P.; Del Greco, P.; Capirchio, L.; Strano, M.; Giglio, S.; Chiarelli, F.; De Martino, M. Policaptil
Gel Retard significantly reduces body mass index and hyperinsulinism and may decrease the risk of type 2 diabetes mellitus
(T2DM) in obese children and adolescents with family history of obesity and T2DM. Ital. J. Pediatr. 2015, 41, 10. [CrossRef]
[PubMed]

31. Stagi, S.; Ricci, F.; Bianconi, M.; Sammarco, M.A.; Municchi, G.; Toni, S.; Lenzi, L.; Verrotti, A.; De Martino, M. Retrospective
Evaluation of Metformin and/or Metformin Plus a New Polysaccharide Complex in Treating Severe Hyperinsulinism and Insulin
Resistance in Obese Children and Adolescents with Metabolic Syndrome. Nutrients 2017, 9, 524. [CrossRef]

32. Fornari, E.; Morandi, A.; Piona, C.; Tommasi, M.; Corradi, M.; Maffeis, C. Policaptil Gel Retard Intake Reduces Postprandial
Triglycerides, Ghrelin and Appetite in Obese Children: A Clinical Trial. Nutrients 2020, 12, 214. [CrossRef]

33. American Diabetes Association. Diagnosis and classification of diabetes mellitus. Diabetes Care 2008, 31 (Suppl. 1), S55–S60.
[CrossRef]

34. Alberti, K.G.; Zimmet, P.Z. Definition, diagnosis and classification of diabetes mellitus and its complications. Part 1: Diagnosis
and classification of diabetes mellitus provisional report of a WHO consultation. Diabet. Med. 1998, 15, 539–553. [CrossRef]

35. Fida, S.; Myers, M.; Mackay, I.R.; Zimmet, P.Z.; Mohan, V.; Deepa, R.; Rowley, M.J. Antibodies to diabetes-associated autoantigens
in Indian patients with Type 1 diabetes: Prevalence of anti-ICA512/IA2 and anti-SOX13. Diabetes Res. Clin. Pract. 2001, 52,
205–211. [CrossRef]

36. Ceriello, A.; Esposito, K.; Piconi, L.; Ihnat, M.A.; Thorpe, J.E.; Testa, R.; Boemi, M.; Giugliano, D. Oscillating glucose is more
deleterious to endothelial function and oxidative stress than mean glucose in normal and type 2 diabetic patients. Diabetes 2008,
57, 1349–1354. [CrossRef]

37. Zaccardi, F.; Pitocco, D.; Ghirlanda, G. Glycemic risk factors of diabetic vascular complications: The role of glycemic variability.
Diabetes Metab. Res. Rev. 2009, 25, 199–207. [CrossRef] [PubMed]

38. Seaquist, E.R.; Anderson, J.; Childs, B.; Cryer, P.; Dagogo-Jack, S.; Fish, L.; Heller, S.R.; Rodriguez, H.; Rosenzweig, J.; Vigersky, R.
Hypoglycemia and diabetes: A report of a workgroup of the American Diabetes Association and the Endocrine Society. Diabetes
Care 2013, 36, 1384–1395. [CrossRef]

39. Standl, E.; Schnell, O.; Ceriello, A. Postprandial hyperglycemia and glycemic variability: Should we care? Diabetes Care 2011, 34
(Suppl. 2), S120–S127. [CrossRef]

40. Kovatchev, B.P.; Otto, E.; Cox, D.; Gonder-Frederick, L.; Clarke, W. Evaluation of a new measure of blood glucose variability in
diabetes. Diabetes Care 2006, 29, 2433–2438. [CrossRef]

41. Kovatche, B.P.; Cox, D.J.; Kumar, A.; Gonder-Frederick, L.; Clarke, W.L. Algorithmic evaluation of metabolic control and risk
of severe hypoglycemia in type 1 and type 2 diabetes using self-monitoring blood glucose data. Diabetes Technol. Ther. 2003, 5,
817–828. [CrossRef]

42. Wójcicki, J.M. “J”-index. A new proposition of the assessment of current glucose control in diabetic patients. Horm. Metab. Res.
1995, 27, 41–42. [CrossRef]

43. Service, F.J.; Molnar, G.D.; Rosevear, J.W.; Ackerman, E.; Gatewood, L.C.; Taylor, W.F. Mean amplitude of glycemic excursions:
A measure of diabetic instability. Diabetes 1970, 19, 644–655. [CrossRef]

44. Rodbard, D. The challenges of measuring glycemic variability. J. Diabetes Sci. Technol. 2012, 6, 712–715. [CrossRef]
45. Cacciari, E.; Milani, S.; Balsamo, A.; Spada, E.; Bona, G.; Cavallo, L.; Cerutti, F.; Gargantini, L.; Greggio, N.; Tonini, G.; et al. Italian

cross-growth charts for height, weight and BMI (2 to 20 yr). J. Endocrinol. Investig. 2006, 29, 581–593. [CrossRef] [PubMed]
46. Williams, K.V.; Erbey, J.R.; Becker, D.; Arslanian, S.; Orchard, T.J. Can clinical factors estimate insulin resistance in type 1 diabetes?

Diabetes 2000, 49, 626–632. [CrossRef] [PubMed]
47. Dabelea, D.; D’Agostino, J.R.B.; Mason, C.C.; West, N.; Hamman, R.F.; Mayer-Davis, E.J.; Maahs, D.; Klingensmith, G.; Knowler,

W.C.; Nadeau, K. Development, validation and use of an insulin sensitivity score in youths with diabetes: The search for diabetes
in youth study. Diabetologia 2011, 54, 78–86. [CrossRef] [PubMed]

http://doi.org/10.1002/dmrr.2565
http://doi.org/10.2337/dc06-1982
http://doi.org/10.1016/0140-6736(91)90988-2
http://doi.org/10.1111/j.1399-543X.2005.00093.x
http://sydney.edu.au/medicine/fmrc/publications/sand-abstracts/92-Metabolic_syndrome.pdf
http://doi.org/10.1016/j.jdiacomp.2006.10.005
http://www.ncbi.nlm.nih.gov/pubmed/18191073
http://doi.org/10.1007/s00592-013-0494-6
http://www.ncbi.nlm.nih.gov/pubmed/23807611
http://doi.org/10.1186/s13052-015-0109-7
http://www.ncbi.nlm.nih.gov/pubmed/25774705
http://doi.org/10.3390/nu9050524
http://doi.org/10.3390/nu12010214
http://doi.org/10.2337/dc08-S055
http://doi.org/10.1002/(SICI)1096-9136(199807)15:7&lt;539::AID-DIA668&gt;3.0.CO;2-S
http://doi.org/10.1016/S0168-8227(01)00230-3
http://doi.org/10.2337/db08-0063
http://doi.org/10.1002/dmrr.938
http://www.ncbi.nlm.nih.gov/pubmed/19172575
http://doi.org/10.2337/dc12-2480
http://doi.org/10.2337/dc11-s206
http://doi.org/10.2337/dc06-1085
http://doi.org/10.1089/152091503322527021
http://doi.org/10.1055/s-2007-979906
http://doi.org/10.2337/diab.19.9.644
http://doi.org/10.1177/193229681200600328
http://doi.org/10.1007/BF03344156
http://www.ncbi.nlm.nih.gov/pubmed/16957405
http://doi.org/10.2337/diabetes.49.4.626
http://www.ncbi.nlm.nih.gov/pubmed/10871201
http://doi.org/10.1007/s00125-010-1911-9
http://www.ncbi.nlm.nih.gov/pubmed/20886205


Nutrients 2021, 13, 3517 14 of 14

48. Teixeira, M.M.; Mde, D.F.; Reis, J.S.; Ferrari, T.C.A.; de Castro, M.G.B.; Teixeira, B.P.; da Silva, A.I.C.; Bicalho, M.B.; Fóscolo,
R.B. Insulin resistance and associated factors in patients with Type 1 Diabetes. Diabetol. Metab. Syndr. 2014, 6, 131. [CrossRef]
[PubMed]

49. American Diabetes Association. Management of dyslipidemia in children and adolescents with diabetes. Diabetes Care 2003, 26,
2194–2197. [CrossRef]

50. Fredriks, A.M.; van Buuren, S.; Fekkes, M.; Verloove-Vanhorick, S.P.; Wit, J.M. Are age references for waist circumference, hip
circumference and waist-hip ratio in Dutch children useful in clinical practice? Eur. J. Pediatr. 2005, 164, 216–222. [CrossRef]

51. Maffeis, C.; Grezzani, A.; Pietrobelli, A.; Provera, S.; Tatò, L. Does waist circumference predict fat gain in children? Int. J. Obes.
Relat. Metab. Disord. 2001, 25, 978–983. [CrossRef]

52. Stagi, S.; Galli, L.; Cecchi, C.; Chiappini, E.; Losi, S.; Gattinara, C.; Gabiano, C.; Tovo, P.A.; Bernardi, S.; Chiarelli, F.; et al. Final
height in patients perinatally infected with the human immunodeficiency virus. Horm. Res. Paediatr. 2010, 74, 165–171. [CrossRef]

53. Tanner, J.M.; Whitehouse, R.H. Clinical longitudinal standards for height, weight, height velocity, weight velocity, and stages of
puberty. Arch. Dis. Child. 1976, 51, 170–179. [CrossRef]

54. National High Blood Pressure Education Program Working Group on High Blood Pressure in Children and Adolescents. The
fourth report on the diagnosis, evaluation, and treatment of high blood pressure in children and adolescents. Pediatrics 2004, 114
(Suppl. 2), 555–576. [CrossRef]

55. Patterson, C.C.; Gyürüs, E.; Rosenbauer, J.; Cinek, O.; Neu, A.; Schober, E.; Parslow, R.; Joner, G.; Svensson, J.; Castell, C.; et al.
Trends in childhood type 1 diabetes incidence in Europe during 1989–2008: Evidence of non-uniformity over time in rates of
increase. Diabetologia 2012, 55, 2142–2147. [CrossRef] [PubMed]

56. Castro-Correia, C.; Santos-Silva, R.; Pinheiro, M.; Costa, C.; Fontoura, M. Metabolic risk factors in adolescent girls with type 1
diabetes. J. Pediatr. Endocrinol. Metab. 2018, 31, 631–635. [CrossRef] [PubMed]

57. Billow, A.; Anjana, R.M.; Ngai, M.; Amutha, A.; Pradeepa, R.; Jebarani, S.; Unnikrishnan, R.; Michael, E.; Mohan, V. Prevalence
and clinical profile of metabolic syndrome among type 1 diabetes. J. Diabetes Complicat. 2015, 29, 659–664. [CrossRef] [PubMed]
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