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MAIN OBJECTIVES OF WORLD KIDNEY DAY

World Kidney Day (WKD) started in 2006 by a memorandum of
understanding between the International Federation of Kidney Foundations
(IFKF) and the International Society of Nephrology (ISN) based on a proposal
to “raise awareness of the importance of our kidneys to our overall health and
to reduce the frequency and impact of kidney disease and its associated health
problems world-wide”’(1-2).

WKD was conceived to inform the general population of the fact that chronic
kidney disease is a global, public health threat that frequently occurs with no
symptoms, and which can be treated with early detection using simple and
inexpensive methods(1). The need for a WKD devoted to kidney diseases
arises also from the knowledge that most people are unaware of their blood
pressure and the potential presence of abnormalities in their urine. Indeed,
some surveys have shown that less than 5% of the general population know
where the kidneys are located and which is their function(1).

In recent years WKD has grown considerably up to being now the most
celebrated event associated with kidney disease in the world(3). Many
countries participate by organizing health screening events, public lectures,

press conferences, political activities and other efforts.
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Chronic kidney disease (CKD) affects about 10% of the adult general
population, and recently, it has been estimated that at birth the overall lifetime
risk of CKD stage 3a is about 60%(4).

This high prevalence rate, together with the elevated cost of treatment and the
fact that preventive measures are not yet fully in place, makes CKD a public
health problem(5).

Moreover, the link between CKD and cardiovascular disease (CVD) is well
established, and the number of people with both kidney disease and CVD
continues to climb at an alarming rate. Indeed, CKD accelerates the
progression of heart disease and increases the likelihood of major
cardiovascular events and related death(6). Therefore, it is of vital importance
to prevent and treat kidney diseases also to decrease cardiovascular morbidity
and mortality.

By considering the complex interrelationship between CKD and preventable
risk factors, such as hypertension, obesity, dyslipidemia and smoking, a
screening program must occur at primary care level, also because there is
consistent evidence that progression of CKD can be reduced by changing
lifestyle, controlling blood pressure (BP) and using kidney protective
drugs(7,8).

These are the main reasons for the [FKF and FIR actively promoting WKD as

a valuable prevention program.
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Different topics that have been treated from years 2006 to 2014 were reported
in Fig. 1.

The WKD promoters suggest eight golden rules to reduce the risk of
developing kidney disease(9):

- Keep fit and active

- Control blood sugar level

- Monitor blood pressure

- Eat healthy and check weight regular

Reduce salt intake

Maintain a healthy fluid intake
- Do not smoke
- Do not take over-the-counter pills on a regular basis as non-steroidal anti-

inflammatory drugs
- Check kidney function in healthy persons with ‘high risk’ factors as
diabetes, hypertension, obesity, history of kidney disease.
In Italy the WKD was planned and conducted by the Fondazione Italiana del
Rene (FIR; National Kidney Foundation of Italy), in collaboration with the
Italian Society of Nephrology (SIN) and the Red Cross of Italy.
Italian WKD focused on two projects called ”Square project” and “School
project”. The “Square project” was intended for general population and the
“School project” for students attending the fourth and fifth year of Italian high

school.
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The “Square project” was organized with mobile clinics or gazebos with an
examination room and restrooms for urine collection. Mobile clinics or
gazebos were parked in a central square of the participant cities.

The “School project” was carried out in several Italian cities and trained

personnel (nephrologists and nurses) assessed systolic and diastolic blood
pressure.

This is a unique initiative in the context of those carried out around the world
by countries that have observed WKD. The relevance of this screening relies
on the fact that this population is seldom evaluated by either pediatricians or
general practitioners in the absence of overt disease. Paradoxically,
adolescents, because of having a longer life expectancy than adults, are more
exposed to risk factors(10). Therefore, early detection of their urinary
abnormalities and/or abnormal blood pressure levels allows action to be taken
to reduce the risk of irreversible disease years later.

To perform this nationwide survey in Italian students, permission was asked of
the headmasters of high schools for using school facilities, and informed

consent was obtained for parents for minor age students.
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RELEVANCE OF URINE ANALYSIS IN THE ASSESSMENT OF

KIDNEY DISEASES

Urinary diagnostic assessment is an important screening method to detect
kidney diseases, along with measurement of blood pressure and physical

examination.

DIPSTICK TEST
Dipstick urinalysis is most commonly performed to diagnose urinary tract
infection or to detect renal disease. Abnormal findings in urinalysis can be

seen in 1 - 14% of healthy adolescents(11-14).

False-positive and false-negative results are frequent in dipstick urinalysis
because there are many substances interfering with test reagents. Nonetheless,
the sensitivity and specificity of this test in detecting microscopic hematuria
and significant proteinuria is respectively 91% - 61% and 96% - 87%(15- 24).

The basic requirements for the interpretation of urinalysis findings are the
correct acquisition of the sample and the correct performance of tests. Dipstick

tests can be used to detect leukocyturia, proteinuria, glicosuria and hematuria.
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DIPSTICK TEST AND PROTEINURIA

Proteinuria—excessive elimination of protein in the urine—can indicate
tubular or glomerular dysfunction. Dipstick tests provide only
semiquantitative findings because they do not take into account the renal
filtration rate and mainly disclose the presence of albumin, in semiquantitative
fashion.

Albuminuria is the well-established indicator of structural changes induced by
kidney injury. It is worth mentioning that albuminuria is widely used not only
in the diagnosis and classification of chronic kidney disease (CKD) but also as
a symptom of endothelial injury in hypertension, diabetes and cardiovascular
disease (CVD)

In healthy persons, the glomerular capillary wall is permeable only to
substances with a molecular weight of less than 20,000 Daltons. After being
filtered, low—molecular- weight proteins are reabsorbed and metabolized by
the proximal tubule cells. Normal urinary proteins include albumin, serum
globulins, and proteins secreted by the nephron. Proteinuria is defined as
urinary protein excretion of more than 150 mg per day (10 to 20 mg per dL)
and is the hallmark of renal disease. Microalbuminuria is defined as the
excretion of 30 to 150 mg of protein per day and is a marker of early renal

disease, particularly in diabetic patients.
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The dipstick tests reagent is mostly sensitive to albumin but may not detect
low concentrations of y-globulins and Bence-Jones proteins. Dipstick tests for

trace amounts of protein yield positive results at concentrations of 5 to 10 mg

per dL, lower than the threshold for clinically significant proteinuria(25). A

result of 1+ corresponds to approximately 30 mg of protein per dL and is
considered positive; 2+ corresponds to 100 mg per dL, 3+ to 300 mg per dL,
and 4+ to 1,000 mg per dL(26-27). Dipstick urinalysis reliably can predict
albuminuria with sensitivity and specificity of greater than 99 percent(28).
Asymptomatic proteinuria is associated with significant renal disease in less

than 1.5 percent of patients(28,29).

Proteinuria can be classified as transient or persistent(30). In transient

proteinuria, a temporary change in glomerular hemodynamics causes the

protein excess; these conditions follow a benign, self-limited course(31,32).

Orthostatic (postural) proteinuria is a benign condition that can result from
prolonged standing; it is confirmed by obtaining a negative urinalysis result
after eight hours of recumbency.

Persistent proteinuria is divided into three general categories: glomerular,
tubular, and overflow. In glomerular proteinuria, the most common type,

albumin is the primary urinary protein. Tubular proteinuria results when
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malfunctioning tubule cells no longer metabolize or reabsorb normally filtered
protein. In this condition, low—molecular-weight proteins predominate over
albumin and rarely exceed 2 g per day. In overflow proteinuria, low—
molecular-weight proteins overwhelm the ability of the tubules to reabsorb
filtered proteins.

Further evaluation of persistent proteinuria usually includes determination of
24-hour urinary protein excretion or spot urinary protein-creatinine ratio,

microscopic examination of the urinary sediment, urinary protein

electrophoresis, and assessment of renal function(27).
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DIPSTICK TEST AND HEMATURIA

According to the American Urological Association, the presence of three or

more red blood cells (RBCs) per high-powered field (HPF) in two of three

urine samples is the generally accepted definition of hematuria(33-35). The

dipstick test for blood detects the peroxidase activity of erythrocytes.
However, myoglobin and hemoglobin also will catalyze this reaction, so a
positive test result may indicate hematuria, myoglobinuria, or hemoglobinuria.
Visualization of intact erythrocytes on microscopic examination of the urinary
sediment can distinguish hematuria from other conditions. Microscopic
examination also may detect RBC casts or dysmorphic RBCs. Hematuria is

divided into glomerular, renal (i.e., non-glomerular), and urologic

etiologies(30).

Glomerular Hematuria. Glomerular hematuria typically is associated with
significant proteinuria, erythrocyte casts, and dysmorphic RBCs. However, 20

percent of patients with biopsy-proven glomerulonephritis present with

hematuria alone(36). IgA nephropathy (i.e., Berger’s disease) is the most

common cause of glomerular hematuria.
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Renal (Nonglomerular) Hematuria. Non-glomerular hematuria is secondary to
tubule-interstitial, renovascular, or metabolic disorders. Like glomerular
hematuria, it often is associated with significant proteinuria; however, there
are no associated dysmorphic RBCs or erythrocyte casts. Further evaluation of
patients with glomerular and non-glomerular hematuria should include
determination of renal function and 24-hour urinary protein or spot urinary
protein-creatinine ratio.

Urologic Hematuria. Urologic causes of hematuria include tumors, calculi,
and infections. Urologic hematuria is distinguished from other etiologies by
the absence of proteinuria, dysmorphic RBCs, and erythrocyte casts. Even
significant hematuria will not elevate the protein concentration to the 2+ to 3+

range on the dipstick test(37). Up to 20 percent of patients with gross

hematuria have urinary tract malignancy; a full work-up with cystoscopy and

upper-tract imaging is indicated in patients with this condition(38). In patients

with asymptomatic microscopic hematuria (without proteinuria or pyuria), 5 to

22% have serious urologic disease, and 0.5 to 5% have a genitourinary

malignancy(39-43). Exercise-induced hematuria is a relatively common,

benign condition that often is associated with long- distance running. Results

of repeat urinalysis after 48 to 72 hours should be negative in patients with

this condition(44).
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DIPSTICK TEST AND LEUKOCYTURIA

Leukocyturia makes a urinary tract infection likely; as an isolated finding, it is
highly sensitive (83%), but not very specific(45). The authors recommend
microscopic analysis of a freshly obtained, native urine sample, because the
leukocyte esterase reaction of urinary dipsticks is not a fully adequate
substitute for microscopy, although there is some debate on this point in the
literature(45-47). The leukocyte esterase test can be made positive by lysed
leukocytes or sub-preputial material even when microscopy does not reveal
any leukocytes; it can also be negative despite positive microscopic findings if

the urine is highly concentrated or contains “collapsed” leukocytes(48).

Whatever is being tested, the instructions for use of the dipstick should be
followed conscientiously. The leukocyte count per unit volume is affected by
the variable amount of urine in each voiding. This can alter the findings not
only of dipstick tests, but also of counting chambers and other cell-counting
methods. A leukocyte count of 5-10/uL 1s considered abnormal in boys over
age 3; in girls, counts in the range of 20-50/puL are suspect for a urinary tract
infection, and counts above 50/uL are considered clearly abnormal.

The microscopic demonstration of leukocyte cylinders in the urine sediment,

together with marked bacteriuria, is pathognomonic for pyelonephritis.
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DIPSTICK TEST AND GLYCOSURIA

Glucose normally is filtered by the glomerulus, but it is almost completely
reabsorbed in the proximal tubule. Glycosuria occurs when the filtered load of
glucose exceeds the ability of the tubule to reabsorb it (i.e., 180 to 200 mg per
dL). Etiologies include diabetes mellitus, Cushing’s syndrome, liver and

pancreatic disease, and Fanconi’s syndrome(49).

Pagina 12



CLINICAL RELEVANCE OF OVERWEIGHT/OBESITY FOR

INCEPTION AND PROGRESSION OF KIDNEY DISEASE

The incidence of high body weight, high body mass index (BMI) and obesity
is increasing dramatically worldwide. Meanwhile, obesity represents an
enormous public health problem not only in the Western world but also in
many developing countries.

The World Health Organization and the National Heart, Lung, and Blood
Institute define overweight as an "excess of body weight" and obesity as "an
excess of fat.”(50).

However, a more objective measure now provided by the World Health
Organization defines overweight as a BMI of 25 kg/m? or greater and obesity
as a BMI of 30 kg/m? or greater, with the following subcategories: class 1
(BMLI, 30.0 - 34.9 kg/m?), class 2 (BMI, 35.0 - 39.9 kg/m?) and class 3 (BMI,
> 40 kg/m?). Although objective measures to identify overweight and obesity
are helpful, the implementation of BMI in clinical practice has created a
unique set of problems. BMI tends to overestimate obesity in adults with a
high degree of muscle mass. In addition, BMI does not address regional
adiposity. As a result, use of BMI to define overweight and obesity may
possess weak specificity and/or sensitivity in certain groups such as elderly

patients, individuals with wasting conditions, athletes, and others(51).
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Overweight and obesity are well-established risk factors for renal function
loss. Several studies noted an association between obesity and progressive
renal damage in subjects with renal disease(52), in renal transplant
recipients(53-55) and even in the general population(56-60).

Subjects with obesity have a 5-fold increased risk for end-stage renal disease

(ESRD) when compared with lean subjects(58). Moreover, a body mass index

(BMI) over 25 kg/m? still carries a 2 to 3-fold elevated long-term risk of

ESRD(58-59). Of note, a central body fat distribution is also associated with a
detrimental long-term renal prognosis(61-62).

Several factors contribute to the adverse renal effect of weight excess.
Overweight subjects have an increased risk of developing hypertension,
dyslipidaemia, insulin resistance/ diabetes mellitus and cardiovascular
complications, all of which promote CKD. However, even in the absence of
these risks, obesity itself is associated with the development of CKD and
accelerates its progression(59-60).

The abnormalities of renal structure in obese individuals include increased
kidney weight, glomerulomegaly, disorder of podocytes, mesangial expansion,
and, more recently, also abnormalities of the renal interstitium (ie, tubular
atrophy and interstitial fibrosis), and accompanying vascular alterations. This
1s accompanied by an unfavorable renal haemodynamic profile such as renal

hyperperfusion, increased filtration fraction, albuminuria, or proteinuria (61).
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The renal haemodynamic profile in overweight and obesity, and in subjects
with a central body fat distribution, can affect sodium and volume
homeostasis, as well as long-term susceptibility to renal damage. Sodium
homeostasis is closely interlinked with renal haemodynamics. High filtration
fraction (FF), indicating a relatively high efferent vascular tone, is associated
with blunted sodium excretion by reducing peritubular hydrostatic pressure
and hence facilitating tubular sodium reabsorption. Thus, higher FF
predisposes to ECV expansion, in particular during high sodium intake, and
consequently to salt-sensitive hypertension. This is in line with older data on
renal haemodynamics in salt-sensitive hypertension(62-63), and with the
clinical association between weight excess and salt-sensitive hypertension,
that is reversible by weight loss(64).

Interestingly, in young normotensive subjects, overweight is associated with a
rise in FF in response to high salt intake, whereas in lean subjects GFR
increases without a rise in FF. In overweight subjects, moreover, high salt
intake is associated with a larger increase in the ECV than in lean subjects,
supporting the impact of subtle changes in renal haemodynamics on volume
homeostasis(65-66). The long-term consequences of this unfavorable renal
haemodynamic profile, elicited by the combination of overweight and excess
sodium intake, have not been documented, but it may well contribute to the
development of salt-sensitive hypertension and renal damage later in life.

Whereas the adverse effect of a high FF on renal damage has been well
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documented in the rat remnant kidney model, human data on the association
between an unfavorable renal haemodynamic pattern and long-term renal
outcome are particularly sparse. There is only the report by Bosma et al.,
showing that high BMI was associated with both increased FF and worse
death-censored graft loss in renal transplant recipients, and where higher FF
was a predictor of worse graft outcome, independent of blood pressure and
proteinuria(67). This provides support for the assumption that higher FF
predisposes the kidney to progressive damage, but also suggests that the
association is probably not straightforward, as higher FF was also associated
with patient mortality.

Increased activity of the RAAS has been implicated in the renal
haemodynamic profile in overweight and obesity(68). The reversibility by
RAAS blockade is in line with this assumption(69). Interestingly, a higher
BMI is also associated with a better long-term renal outcome of RAAS
blockade, suggesting that inappropriately elevated RAAS activity is
particularly involved in renal damage in overweight and obese subjects(70).
The interaction between BMI, renal haemodynamics and sodium status
suggests that overweight hampers the suppression of RAAS activity by high
sodium intake and/ or volume expansion. Whereas this could not be
substantiated for circulating components of the RAAS, tissue RAAS activity
has been shown to be increased in obesity, and not suppressed by high sodium

intake. Taken together, these data indicate that RAAS blockade would be a
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rational pharmacotherapy for overweight or obese subjects with hypertension
and or renal damage preferably combined with dietary sodium restriction. It
would be logical to assume corresponding mechanisms for subjects with a
central body fat distribution, but so far, no data are available. Yet, additional
intrarenal factors may be involved, in particular increased glomerular and
tubular dimensions(71).

In human beings, urine protein excretion decreases with weight loss regardless
of blood pressure. It is possible that calorie restriction (which leads to weight
loss) directly impacts proteinuria. One study randomized 30 overweight and
obese adults with proteinuria and proteinuric kidney diseases (both diabetic
and nondiabetic) to either a usual diet or calorie restriction of 500 kcal/d for 5
months(72).

Individuals randomized to calorie restriction lost approximately 4% of their
baseline weight over a 5 month period, yet proteinuria decreased by more than
30%. Average urine protein excretion decreased from 2.8 g/d at baseline to 1.9
g/d among the calorie restricted group, whereas urine protein excretion tended
to increase in the group without calorie restriction(72). As stated previously,
significant renal hemodynamic changes appear to be limited to individuals
who undergo bariatric surgery(73). It should be noted that for the first 6 to 12
months after bariatric surgery, calorie intake is reduced markedly owing to the
marked decrease in stomach size. Thus, individuals who undergo bariatric

surgery experience calorie restriction; GFR, ERPF, and urine protein excretion

Pagina 17



all decrease after bariatric surgery despite the fact that individuals continue to
be obese (albeit with a lower BMI)(74). It remains unknown whether these
changes occur as a function of weight loss or calorie restriction or both.

The association between calorie restriction and kidney disease measures may
be mediated by a member of the silent information regulator 2 protein family
of enzymes found in all terrestrial life called Sirtl1(75). The expression of
Sirtll, a nicotinamide adenine dinucleotide-dependent deactylase, is
upregulated in the setting of calorie restriction." Sirtll is expressed abundantly
in the renal inner medulla and in medullary interstitial cells and likely protects
medullary interstitial cells from oxidative stress(76). Mice lacking Sirtll
expression show more fibrosis and cellular apoptosis after unilateral ureteral
obstruction compared with wild type mice that do not lack Sirtl
expression(76).

Sirtl also may mediate the association between adiponectin and urine albumin
excretion. As abdominal adiposity increases, adiponectin levels decrease,(77)
while urine albumin excretion generally increases(78-81). Adiponectin
receptors reside on podocytes and likely play a role in podocyte morphology
and/or function because mice lacking adiponectin expression show effacement
of podocyte foot processes and proteinuria(82). Adiponectin knockout mice
also show stronger expression of vascular cell adhesion molecule-1, tumor
necrosis factor alfa, and nicotinamide adenine dinucleotide phosphate

(NADPH) oxidase compared with the wildtype mice with normal adiponectin
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expression(83). Treatment of adiponectin knockout mice with adiponectin
reduces albuminuria, podocyte effacement, inflammatory markers, and
NADPH oxidase to levels commensurate with wild type mice(82,84). Sirtl
modulates expression of the cell cycle protein Foxol 82 by deacteylating 3
lysine residues within the Foxol DNA binding domain. This activated Foxol
then forms a transcriptional complex with CCAAT/enhancer binding protein
alpha at the adiponectin promoter site and upregulates adiponectin gene
expression(85). Sirtl also activates endothelial nitric oxide synthase and
increases bioavailable endothelial nitric oxide to reduce oxidative stress(86).
Thus, a circuitous link exists whereby high calorie intake leads to decreases in
Sirtl expression, which then leads to down-regulation of adiponectin
expression and decreased bioavailable endothelial nitric oxide. These factors

then may impact podocyte function and/or morphology.
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AIM OF SCHOOL PROJECT

The main goal of the present study was to assess the presence of urinalysis
abnormalities and their associations with hypertension and obesity in a
population of adolescents participating in the Italian Kidney Day during the

period 20102011

METHODS

The study population consisted of 17 to 25-year-old students attending Italian
high schools who participated in the Italian Kidney Day of years 2010 and
2011.

All students were invited to participate in the study. Written consent was
requested to parents for minor-age students.

Data on age, gender, sport activity and general information was assessed using
questionnaires. Students answered to a questionnaire that addressed to
awareness of kidney function, kidney disease, hypertension, dialysis, kidney
transplantation, diabetes and the meaning of the word proteinuria. Adolescents
were also asked about the relevance they gave to measuring blood pressure or
reducing body weight for their health.

A complete urine test was performed with a dipstick on specimens. Samples of
urine were analyzed using urine dipstick for hematuria, proteinuria,

leukocituria and glycosuria.
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Positive reactions were based on color change corresponding to color chart
provided by the test strip’s manufacturer. Subjects were considered proteinuric
when urine dipstick was positive for proteinuria >30 mg/dL.

In the presence of an abnormal urinary dipstick and/or blood pressure result,
participants were invited to contact either the nephrologists involved in the
survey or their general practitioner for confirmation of data and further
evaluation.

Weight and height was measured. We calculated the body mass index (BMI) =
weight (kg) / height? (m?). According to BMI, normal weight was from 18.5 to
24.9 kg/m?, overweight from 25 to 29.99 kg/m?, class-I obesity from 30
t034.99 kg/m?, class-1I obesity from 35-39.99 kg/m?, class-III obesity > 40 kg/
m>.

Waist circumference (WC) was measured with an anthropometric fiberglass
tape at the midpoint between the last rib and the iliac crest. Normal WC was
considered <88 cm in female and <102c¢m in male.

The waist-to-height ratio (WHtR) was determined by dividing WC (cm) by
height (cm) and the conicity index (C index) was determined by measuring
weight, height and waist circumference using the following mathematical
equation(87):

WastCucumderencedm)

BodyWeight(kg)

C Index =

0109
Height(m)
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Blood pressure was checked by auscultation, which used a
sphygmomanometer with appropriate cuff for the arm circumference, after the
student remained five minutes at rest and sitting. The measurement was
performed on the right arm at heart level in a seated position.

Systolic blood pressure (SBP) was determined at the onset of Korotkoff
sounds (phase I), and diastolic blood pressure (DBP), at the disappearance of
Korotkoff sounds (phase V).

Ipertensive subjects were considered those with systolic blood pressure (SBP)
> 140 mmHg and/or diastolic blood pressure (DBP) > 90 mmHg or they were
taking antihypertensive medication.

Isolated systolic hypertension (ISH) was defined as SBP > 140 mmHg and DBP
<90 mmHg. Pre-hypertension (HTN) as SBP of 120 mmHg but lower than 140
mmHg or DBP of 80 mmHg but lower than 90 mmHg. Stage-1 HTN as SBP of
140 mmHg but lower than 160 mmHg or DBP of 90 mmHg but lower than 100

mmHg, and Stage-2 HTN as SBP > 160 mmHg or DBP> 100 mmHg.

STATISTICAL ANALYSIS

Descriptive statistics included frequencies and percentages or means with
standard deviation errors (SD) for demographic, health characteristics, and
urinalysis results. Logistic regression was used to evaluate the association of
BMI categories with albuminuria. Linear regression analysis was applied to

assess whether BMI, Ci, WC, WHt-ratio were independent predictor of HTN.
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RESULTS

During WKD 2010 and 2011, n. 2209 and 2341 participants took part in the
“School project”, respectively. Comprehensive data from 4550 students (2,486
females and 2,064 males) were evaluated both as a whole cohort, and divided
on the basis of sex and 4 areas of our country — i.e. Northern, Central,
Southern and Islands.

The characteristics of the population are reported in Table I. Coffee drinkers
numbered 2,775 (61% of entire cohort; 1,228 females and 1,547 males); mean
number of coffee per day was 1,82 = 1,04. 1,288 were cigarette smokers
(28,3% of entire cohort; 640 females and 648 males), males were heavier
smokers (cigarettes per day: 8,17 = 4,8) than females (6,4 = 4,3). Physical
activities (55% of students) were performed more in males (1498) than
females (1000). In both sexes, the main sport activities were: soccer (males
24,5% v.s. females 2,6%), gymnastic (males 27,9% Vs. females 35,8%),
dancing (males 5,8% Vs.females 12,2%), swimming (males 9,1% Vs. females
10,9%) and volleyball ( males 5,1% Vs. females 7,4%). (Tab II - I1I).

No differences in clinical characteristics and habits were found among the 4
areas.

Most students (89%) were conscious of the role and the function of the kidney.

Interestingly, awareness of the words proteinuria (6,6%), chronic kidney
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disease (70%), dialysis (65,3%) and transplantation (75,2%) was greatly
increased compared to past editions of WKD. (Tab IV)

The main sources of information were parents (31%) and teachers (38%) but
not general practitioners. (Tab V)

Almost all students were conscious of the importance of hypertension control
and 62,2% of them had had a previous measurement of blood pressure; in
previous editions 50% of the students had had blood pressure measured
before.

4,4% of adolescents had last values of SBP and/or DBP more than 140 mm Hg
and 90 mmHg respectively (Tab VI -VII). Incident HTN was found in n. 71
(1.6%) participants (n.32 female; n.39 male). ISH was present in 7,6% of
students. In hypertensive participants (HP) median SBP and DBP were 144
mmHg (IQR:140-150) and 90 mmHg (IQR:90-94), respectively. Stage-1 HTN
and Stage-2 HTN was present in 94.3% and 5.7% of HP, respectively. (Tab
VIII) Overweight, class-LILIII obesity percentage was 21.1, 10.1, 7.1, 1,4 in
HP, respectively.

Compared to participants without HTN, HP had median: BMI=23.7(IQR:
21.9-27.8) Vs 21.8 (IQR:20.0-24.1), p=0.001 (Fig. 2); WC= 88.0 (IQR:
80.0-98.5) Vs 81.0 (IQR:74-89), p=0.001 (Fig.3); WHt-ratio: 0.50 (IQR:
0.46-0.59) Vs 0.47 (IQR:0.44-0.52), p=0.001 (Fig.4); Ci=1.22 (IQR:

1.16-1.31)Vs 1.21(IQR:1.14-1.29), p=0.527 (Fig.5). Multivariate linear
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regression analysis showed that WHt-ratio was predictor of HTN (p=0.02)
while WC was predictor of SBP (p=0.001).

Many students (74,2%) had undergone urinalysis before WKD as routine
examination planned by their clinicians.(Tab.IX).

Urine dipstick was not performed in 10% of the cohort because of either
refusal or concomitant menstruation.

At urine dipstick, proteinuria was present in 14,7%, leucocyturia in 14,5 %,
hematuria in 8,6%. (Fig. 5) (Tab X).

The percentage of adolescents with normal weight was 73,1%, overweight
15,7%, class-I obesity 2,4%, class-II obesity 0,7%, class-III obesity 0,1%.
Data pertaining to participants according to classes of BMI are shown in Table
XI. In univariate analysis proteinuria was associated (p=0.01) positively to
SBP and pulse pressure but inversely to BMI; no association was found with
other variables. Leukocyturia and hematuria had not significant association
with any other variables. In multivariable linear regression analysis no
predictive factor was found among anthropometric indicators, urinary

abnormalities and BP levels.
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DISCUSSION

The aims of WKD was to the increase awareness, detection, prevention, and
treatment of kidney diseases through a questionnaire, the measurement of
blood pressure and dipstick urine test.

Most relevant information were acquired from the school project of WKD.
Despite the fact that many students were aware of the importance of blood
pressure measurement, we found that only 62% of students had a previous
blood pressure control. This finding demonstrates that this procedure has not
yet been incorporated into the clinical practice. The result of another study
(88) showed that only 28.6% of 1,215 brazilian students admitted had had
their BP previously measured at home or another place (and not during a
medical consultation).

Detecting high blood pressure at young ages is important for the control and
prevention of hypertension in adulthood. The difficulty in performing this
monitoring lies in the fact that adolescents, in general, do not know the values
of their blood pressure for not measuring it routinely(89).

In our study we found 1,6% of new hypertensive students and ISH present in
7,6% of them without differences among the sex. Data also were confirmed in
another survey(90) of WKD during years 2008-2009 in Italy. 3,939 students
(1,901 females and 2,038 males) were evaluated and abnormal blood pressure

was recorded in 225 participants (5.7%) and mostly in males (68%).
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Early diagnosis of hypertension is very important in adolescents because it is
considered a potential cardiovascular risk factor, when associated with the
presence of early atherosclerotic lesions(91). Furthermore, high blood pressure
in young populations progresses to hypertension in adults, especially among
adolescents with a tendency to develop excess weight(92).

In a 15 years follow-up study, Bao(92) et all demonstrated that in 1505
individuals (56% female subjects, 35% black), aged 5-14 years, hypertension
developed in early adulthood (at ages 20 to 31 years) was more prevalent in
blacks, in subjects who had higher BP or BMI in childhood, or had gained
more BMI from childhood to adulthood.

Evidence that hypertension is related to increases in body fat is well
established in literature(93).

However, there are controversial opinions on their relationship with the
distribution of body fat(94-95).

In a study(94) the levels of blood pressure and prevalence of high blood
pressure were higher in overweight and obese adolescents (n = 912, age
13-17). In both genders, the prevalence of SBP and DBP increased directly
correlated with increments in age, BMI and WC, although prevalence and odd
ratios of high blood pressure were higher in individuals with increased WC in

comparison to BMI.
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To discriminate the amount of body fat and its distribution, gold standard are
computed tomography or magnetic resonance but high costs of these methods
limit their feasibly in clinical practice(96).

Actually anthropometric indicators have proven to be effective, especially
in epidemiological studies with large samples. However, there are
substantial differences between them. For instance the body mass index (BMI)
might predict the overall fat but tends to overestimate the amount of body fat
in adults with a high degree of muscle mass; the WC and the C-Index identify
the fat located in the central region of the body; the C index is more widely
used in research with adult populations(97-99). The WHtR considers the
proportion of central fat by the individual’s height. Furthetmore, geographical
difference has been observed in predictive value of anthropometric indicators;
in fact WHtR has been regarded as reliable in predicting central fat and
associated risk factors in Asian populations(100,101).

Beck(102) et all pointed out that all anthropometric indicators (BMI, WC,
WHtR, C index) were good predictors for high blood pressure in adolescents
(n=1642; mean age+SD:16.05 £1.34).

By comparing the areas under the ROC curve of these four indicators, the C
index presented a smaller discriminatory power than the others. Authors
suggested the use of waist circumference to predict high blood pressure
although the waist-to-height ratio and BMI have shown good areas under

the ROC curve.
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Instead we only found WC as a predictor of SBP and WHt-ratio as a predictor
of HTN, confirming that e C-index is not reliable predictor of HTN. Other are
in keeping with our study, demonstrated that, hypertension appeared to be
significantly more frequent in adolescents with an abnormal WHtR (6.6 versus
16.1%, P<0.009). This study is a part of the Sopkard programme, a
comprehensive analysis of the overall health of 889 students, (428 girls, 461
boys) in the age range between 14 and 15 years with particular emphasis on
the risk factors of lifestyle diseases, including metabolic syndrome, chronic
kidney disease (CKD) and hypertension(103).

A survey in Greece found that WHtR and WC were more associated with
cardiovascular risk factors than BMI(104), other studies have shown in a

population of chinese adolescents (range age: 12-19) that WC and BMI can be

excellent indicators of clustering of cardiovascular risk factors (105,106) and

that, when used together, can identify blood pressure variance, especially
systolic blood pressure(107).

Evidence regarding the relationship of body fat distribution with
cardiovascular risk factors in adolescents are not conclusive.

In the next step of our analysis, an attempt to search for a relationship between

weight disturbances and albuminuria was made.
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It is necessary to mention what was underlined by Jackson et al. that
overweight adolescents have a 70% likelihood of remaining overweight or of
developing obesity as adults (108).

In Italy, the presence of overweight and obesity was shown in 15.6% and
2,3%, respectively(109).

We found similar results in our study: overweight was observed in 15.7% of
subjects and obesity in another 3,2% examined adolescents. Our cohort is
representative of italian adolescents population.

In our students proteinuria was present in 14,7% without statistical differences
both in normal weight subjects (14,8%) and in overweight (13,8%) / obese
subjects (14,7%). There was no significant influence of overweight or obesity
on the presence of albuminuria.

In contrast, Rutkowski(103) observed albuminuria in 16% of participants, but
he pointed out that surprisingly proteinuria appeared to be more often in
Polish adolescents with normal weight. The National Health and Nutrition
Examination Survey (NHANES), a population-based study including 2,515
adolescents, reported a albuminuria prevalence of 0.3% in overweight
adolescents compared to 8.7% in non- overweight ones (110). According to
authors a possible explanation for this finding is that normal-weight children
are more likely to exercise 24 h prior to urine collection, leading to
physiological microalbuminuria(111). Anthropometric indicators, urinary

abnormalities and BP levels were not predictor of presence of proteinuria.
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Similar to our results, Radhakishun(112) and coll reported albuminuria was
not associated with any of the cardiometabolic risk factors assessed.

In the adolescents population, however, data from longitudinal studies
assessing the cardiovascular morbidity and mortality in healthy and obese
children with albuminuria are lacking. Although studies show conflicting
results with respect to the association between albuminuria and
cardiometabolic risk factors, associations with insulin resistance, hypertension
and dyslipidemia have been reported in obese adolescents(110,113).

The pathophysiological mechanisms underlying the association between
albuminuria and obesity are not fully understood. Another hypothese is that
insulin interferes at several points in the renin—angiotensin—aldosterone
system, increasing its activity despite a state of sodium retention and volume
expansion(114). Through this route, reduced insulin sensitivity (leading to
higher plasma insulin levels) may lead to vascular damage and renal
injury(114). The most likely explanation for this phenomenon is that a longer
exposure to obesity and insulin resistance is needed before any impairment of
renal function develops. This problem needs deeper analysis and future
investigations.

There are several limitations to our study. A single urine specimen may be

subject to random variation and transient proteinuria from prolonged standing
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or exercise(115); however, single-measure albuminuria does reflect a chronic
condition in 63% of the general population(116). Urine was collected at any
time during the day, whereas first-morning midstream urine may be preferred
for albuminuria assessment and urinalysis(117,118).

Urinary measures and blood pressure were evaluated only at the WKD visit,
we do not have other confirmation data and further evaluation done after the
survey in the presence of an abnormal urinary dipstick and/or blood pressure
result.

This study also lacked some clinical attributes, such as serum creatinine and
GFR; however, self-reported hypertension and diabetes were available, and
measured glycosuria may indicate undiagnosed or undertreated diabetes.
Despite these limitations, this study represents a large sample of young adults
in the Italy, and the lack of association between albuminuria and
anthropometric indicators is particularly interesting.

The guidelines from the National Kidney Foundation’s Kidney Disease
Outcomes Quality Initiative (KDOQI) recommend screening for albuminuria
among people who are at risk for kidney disease, including those with
established diabetes or hypertension, other systemic illnesses, family history
of kidney disease, and age 60 yr (119). Obesity is not mentioned but might be
a novel candidate screening criterion.

Other studies are necessary to understand the role of routine measurement of

albuminuria in asymptomatic overweight and obese adolescents.
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CONCLUSION

School project of WKD is an important survey to the prevention of kidney
diseases in young adolescents. Overweight and obesity are present in a
significant percentage of our students. This phenomenon is strictly connected
to the presence of HTN in our populations: WHt-ratio is significantly
associated to the presence of HTN and WC is associated to levels of SBP.
Independent from these factors, also albuminuria is quite often present in
adolescents and it is associated with SPB and pulse pressure but not with
anthropometric indicators. A prospective study of the relationship between
anthropometric indicators and early markers of kidney damage in young adults

1s warranted.

Pagina 33



BIBLIOGRAPHY

Shah SV, Feehally J. The third World Kidney Day: looking back and
thinking forward. Nephrol Dial Transplant. 2008;23:471- 473.

Hostetter TH, Kochis DJ, Shaffer RN, et al.; ASN Public Policy Board.
World Kidney Day 2011. J Am Soc Nephrol. 2011;22(3):397-398.

Couser WG, Riella MC. World Kidney Day 2011 - Protect your kidneys,
save your heart. Arch Med Sci. 2011;7(1):1-4.

Grams ME, Chow EK, Segev DL, Coresh J. Lifetime incidence of CKD
stages 3-5 in the United States. Am J Kidney Dis. 2013;62(2):245-252.
Zhang QL, Rothenbacher D. Prevalence of chronic kidney disease in
population-based studies: systematic review. BMC Public Health.
2008;8:117. doi:10.1186/1471-2458-8-117.

House AA, Ronco C. The burden of cardiovascular risk in chronic kidney
disease and dialysis patients (cardiorenal syndrome type 4). Contrib
Nephrol. 2011;171:50-56.

Haroun MK, Jaar BG, Hoffman SC, Comstock GW, Klag MJ, Coresh J.
Risk factors for chronic kidney disease: a prospec- tive study of 23,534
men and women in Washington County, Maryland. ] Am Soc Nephrol.
2003;14(11):2934-2941.

Stevens PE, Levin A; Kidney Disease: Improving Global Out- comes

Chronic Kidney Disease Guideline Development Work Group Members.

Pagina 34



Evaluation and management of chronic kidney disease: synopsis of the
Kidney Disease: Improving Global Outcomes 2012 clinical practice
guideline. Ann Intern Med. 2013;158(11):825-830.
http://www.worldkidneyday.org/about/day

Galassi A, Brancaccio D, Andreucci VE. Risk for chronic kidney disease in
the general population: Italian reports for World Kidney Days 2007-2009. J
Nephrol. 2010;23:743-746

Kaplan RE, Springate JE, Feld LG: Screening dipstick urinalysis: a time to
change. Pediatrics 1997; 100: 919-21.

Chandar J, Gomez-Marin O, del Pozo R, et al.: Role of routine urinalysis in
asymptomatic pediatric patients. Clin Pediatr 2005; 44: 43-8.

Yanagihara T, Kuroda N, Hayakawa M et al.: Epidemiology of school
urinary screening over a 30 year period in Tokyo. Pediatr Int 2007; 49:
570-6.

Sekhar DL,Wang L,Hollenbeak CS, Widome MD, Paul IM: A
costeffectiveness analysis of screening urine dipsticks in well-child care.
Pediatrics 2010; 125: 660-3.

Woolhandler S, Pels RJ, Bor DH, Himmelstein DU, Lawrence RS. Dipstick
urinalysis screening of asymptomatic adults for urinary tract disorders. I.
Hematuria and proteinuria. JAMA. 1989;262:1214-9.

Agarwal R, Panesar A, Lewis RR. Dipstick proteinuria: can it guide

hypertension management?. Am J Kidney Dis. 2002;39:1190-5.

Pagina 35


http://www.worldkidneyday.org/about/day

10.

11.

12.

13.

14.

15.

Pels RJ, Bor DH, Woolhandler S, Himmelstein DU, Lawrence RS. Dipstick
urinalysis screening of asymptomatic adults for urinary tract disorders. II.
Bacteriuria. JAMA. 1989;262:1221-4.

Sultana RV, Zalstein S, Cameron P, Campbell D. Dipstick urinalysis and the
accuracy of the clinical diagnosis of urinary tract infection. J Emerg Med.
2001;20:13-9.

Smith P, Morris A, Reller LB. Predicting urine culture results by dipstick
testing and phase contrast microscopy. Pathology. 2003;35:161-5.

Van Nostrand JD, Junkins AD, Bartholdi RK. Poor predictive ability of
urinalysis and microscopic examination to detect urinary tract infection.
Am J Clin Pathol. 2000;113:709-13.

Eidelman Y, Raveh D, Yinnon AM, Ballin J, Rudensky B, Gottehrer NP.
Reagent strip diagnosis of UTI in a high-risk population. Am J Emerg Med.
2002;20:112-3.

Lammers RL, Gibson S, Kovacs D, Sears W, Strachan G. Comparison of
test characteristics of urine dipstick and urinalysis at various test cutoff
points. Ann Emerg Med. 2001;38:505—12.

Semeniuk H, Church D. Evaluation of the leukocyte esterase and nitrite
urine dipstick screening tests for detection of bacteriuria in women with
suspected uncomplicated urinary tract infections. J Clin Microbiol.

1999;37:3051-2.

Pagina 36



16.

17.

18.

19.

20.

21.

22.

23.

24.

Leman P. Validity of urinalysis and microscopy for detecting urinary tract
infection in the emergency department. Eur J Emerg Med. 2002;9:141-7
Sheets C, Lyman JL. Urinalysis. Emerg Med Clin North Am 1986;4:
263-80.

House AA, Cattran DC. Nephrology: 2. Evaluation of asymptomatic
hematuria and proteinuria in adult primary care. CMAJ 2002;166: 348-53.
Carroll MF, Temte JL. Proteinuria in adults: a diagnostic approach. Am
Fam Physician 2000;62:1333-40.

Woolhandler S, Pels RJ, Bor DH, Himmelstein DU, Lawrence RS. Dipstick
urinalysis screening of asymptomatic adults for urinary tract disorders. .
Hematuria and proteinuria. JAMA 1989;262:1214-9.

Von Bonsdorff M, Koskenvuo K, Salmi HA, Pasternack A. Prevalence and
causes of proteinuria in 20-year old Finnish men. Scand J Urol Nephrol
1981;15:285-90.

Ahmed Z, Lee J. Asymptomatic urinary abnormalities. Hematuria and
proteinuria. Med Clin North Am 1997;81:641-52.

Springberg PD, Garrett LE Jr, Thompson AL Jr, Collins NF, Lordon RE,
Robinson RR. Fixed and reproducible orthostatic proteinuria: results of a
20-year follow-up study. Ann Intern Med 1982;97:516-9.

Rytand DA, Spreiter S. Prognosis in postural (orthostatic) proteinuria: forty
to fifty-year follow-up of six patients after diagnosis by Thomas Addis. N

Engl J Med 1981;305:618-21.

Pagina 37



25.

26.

27.

28.

29.

30.

31.

Mariani AJ, Mariani MC, Macchioni C, Stams UK, Hariharan A, Moriera
A. The significance of adult hematuria: 1,000 hematuria evaluations
including a risk-benefit and cost-effectiveness analysis. J Urol
1989;141:350-5.

Grossfeld GD, Litwin MS, Wolf JS, Hricak H, Shuler CL, Agerter DC, et
al. Evaluation of asymptomatic microscopic hematuria in adults: the
American Urological Association best practice policy—part I: definition,
detection, prevalence, and etiology. Urology 2001;57:599-603.

Grossfeld GD, Litwin MS, Wolf JS Jr, Hricak H, Shuler CL, Agerter DC, et
al. Evaluation of asymptomatic microscopic hematuria in adults: the
American Urological Association best practice policy—part II: patient
evaluation, cytology, voided markers, imaging, cystoscopy, nephrology
evaluation, and follow-up. Urology 2001;57:604-10.

Fassett RG, Horgan BA, Mathew TH. Detection of glomerular bleeding by
phase-contrast microscopy. Lancet 1982;1:1432-4.

Brendler, CB. Evaluation of the urologic patient: history, physical exami-
nation and urinalysis. In: Campbell MF, Walsh PC. Campbell’s Urology.
7th ed. Philadelphia: Saunders, 1998:144-56.

Sutton JM. Evaluation of hematuria in adults. JAMA 1990;263:2475-80.
Mohr DN, Offord KP, Owen RA, Melton LJ 3d. Asymptomatic micro-
hematuria and wurologic disease. A population-based study. JAMA

1986;256:224-9.

Pagina 38



32.

33.

34.

35.

36.

45.

46.

Khan MA, Shaw G, Paris AM. Is microscopic haematuria a urological
emergency? BJU Int 2002;90:355-7.

Mohr DN, Offord KP, Melton LJ 3d. Isolated asymptomatic microhe-
maturia: a cross-sectional analysis of test-positive and test-negative
patients. J Gen Intern Med 1987;2:318-24.

Messing EM, Young TB, Hunt VB, Emoto SE, Wehbie JM. The sig-
nificance of asymptomatic microhematuria in men 50 or more years old:
findings of a home screening study using urinary dipsticks. J Urol
1987;137:919-22.

Khadra MH, Pickard RS, Charlton M, Powell PH, Neal DE. A prospective
analysis of 1,930 patients with hematuria to evaluate current diagnostic
practice. J Urol 2000;163:524-7.

Siegel AJ, Hennekens CH, Solomon HS, Van Boeckel B. Exercise- related
hematuria. Findings in a group of marathon runners. JAMA
1979;241:391-2.

Roberts KB, Downs SM, Finnell SM, et al.. Subcommittee on Urinary
Tract Infection, Steering Committee on Quality Improvement and
Management, Roberts KB. Urinary tract infection: clinical practice
guideline for the diagnosis and management of the initial UTI in febrile
infants and children 2 to 24 months. Pediatrics 2011; 128: 595-610.
Glissmeyer EW, Korgenski EK, Wilkes J, et al.: Dipstick Screening for

Urinary Tract Infection in Febrile Infants. Pediatrics 2014; (Epub)

Pagina 39



47.

48.

49.

50.

51.

52.

53.

54.

Armengol CE,HendleyJO,Schlager TA: Should we abandon standard
microscopy when screening for urinary tract infections in young children?
Pediatr Infect Dis J 2001; 20:1176-7

HoggRJ. Adolescents with proteinuria and/or the nephrotic syndrome:
Adolesc Med Clin 2005; 16: 163-72.

Jeff A. et al: Urinalysis: A Comprehensive Review American Family
Physician 2005, 71:1153-1162

[Anonymous]. Obesity: preventing and managing the global epidemie:
report of a WHO consultation. World Health Organ Tech Rep Ser. 2000;894
Wickman C et all, Obesity and Kidney Disease: Potential Mechanisms,
Seminars in Nephrology 2013, 33:14-22

Bonnet F, Deprele C, Sassolas A et al. Excessive body weight as a new
independent risk factor for clinical and pathological pro- gression in
primary IgA nephritis. Am J Kidney Dis 2001; 37: 720-727

Bosma RJ, Kwakernaak AJ, van der Heide JJ et al. Body mass index and
glomerular hyperfiltration in renal transplant recipi- ents: cross-sectional
analysis and long-term impact. Am J Trans- plant 2007; 7: 645-652
el-Agroudy AE, Wafa EW, Gheith OE et al. Weight gain after renal
transplantation is a risk factor for patient and graft outcome.

Transplantation 2004; 77: 1381-1385

Pagina 40



55.

56.

57.

58.

59.

60.

61.

62.

Meier-Kriesche HU, Vaghela M, Thambuganipalle R et al. The effect of
body mass index on long-term renal allograft survival. Transplantation
1999; 68: 12941297

Fox CS, Larson MG, Leip EP et al. Predictors of new-onset kidney disease
in a community-based population. J Am Med Assoc 2004; 291: 844850
Iseki K, Tkemiya Y, Kinjo K et al. Body mass index and the risk of
development of end-stage renal disease in a screened cohort. Kidney Int
2004; 65: 18701876

Hsu CY, McCulloch CE, Iribarren C et al. Body mass index and risk for
end-stage renal disease. Ann Intern Med 2006; 144: 21-28

Ejerblad E, Fored CM, Lindblad P et al. Obesity and risk for chronic renal
failure. ] Am Soc Nephrol 2006; 17: 1695-1702

Gelber RP, Kurth T, Kausz AT et al. Association between body mass index
and CKD in apparently healthy men. Am J Kidney Dis 2005; 46: 871-880
Body mass index and body fat distribution as renal risk factors: a focus on
the role of renal haemodynamics Arjan J. Kwakernaak*®, Tsjitske J.
Toering* and Gerjan Navis

Bigazzi R, Bianchi S, Baldari D et al. Microalbuminuria in salt- sensitive
patients. A marker for renal and cardiovascular risk factors. Hypertension

1994; 23: 195-199

Pagina 41



63.

64.

65.

66.

67.

68.

69.

Campese VM, Parise M, Karubian F et al. Abnormal renal hemo- dynamics
in black salt-sensitive patients with hypertension. Hy- pertension 1991; 18:
805-812

Rocchini AP, Key J, Bondie D et al. The effect of weight loss on the
sensitivity of blood pressure to sodium in obese adolescents. N Engl J Med
1989; 321: 580-585

Krikken JA, Lely AT, Bakker SJ et al. The effect of a shift in sodium intake
on renal hemodynamics is determined by body mass index in healthy
young men. Kidney Int 2007; 71: 260-265

Visser FW, Krikken JA, Muntinga JH et al. Rise in extracellular fluid
volume during high sodium depends on BMI in healthy men. Obesity
(Silver Spring) 2009; 17: 1684—1688

Bosma RJ, Kwakernaak AJ, van der Heide JJ et al. Body mass index and
glomerular hyperfiltration in renal transplant recipi- ents: cross-sectional
analysis and long-term impact. Am J Trans- plant 2007; 7: 645—652
Hopkins PN, Lifton RP, Hollenberg NK et al. Blunted renal vas- cular
response to angiotensin II is associated with a common variant of the
angiotensinogen gene and obesity. J] Hypertens 1996; 14: 199-207

Ahmed SB, Fisher ND, Stevanovic R et al. Body mass index and
angiotensin-dependent control of the renal circulation in healthy humans.

Hypertension 2005; 46: 1316—-1320

Pagina 42



70.

71.

72.

73.

74.

75.

76.

7.

Mallamaci F, Ruggenenti P, Perna A et al. ACE Inhibition is renoprotective
among obese patients with proteinuria. J Am Soc Nephrol 2011; 22: 1122—
1128

Goumenos DS, Kawar B, El NM et al. Early histological changes in the
kidney of people with morbid obesity. Nephrol Dial Transplant 2009; 24:
3732-3738

Morales E, Valero MA, Leon M, Hernandez E, Praga M. Bene ficiai effects
of weight loss in overweight patients with chronic proteinuric
nephropathies. Am J Kidney Dis. 2003;41:31927

Afshinnia F, Wilt TJ, Duval S, Esmaeili A, Ibrahim HN. Weigh loss and
proteinuria: systematic review of clinica] trials and comparative cohorts.
Nephrol Dia] Transplant. 2010;25:117383.

Chagnac A, Weinstein T, Herman M, Hirsb J, Gafter U, Ori Y. The effects
of weight loss on renal function in patients with severe obesity. ] Am Soc
Nephrol. 2003;14:14806.

Blum CA, Ellis JL, Loh C, Ng PY, Perni RB, Stein RL. SIRTI modulation
as a nove! approach 10 the trearment of diseases of aging. J] Med Chem.
2011;54:41732

He W, Wang Y, Zhang MZ, et al. Sirtl acrivation protects the mouse renai
medulla from oxidative injury. J Clin Invest. 2010;120:105668.

Havel PJ. Update on adipocyte hormones: regulation of energy balance and

carbohydrate/lipid metabolism. Diabetes. 2004;53 Suppi I:S 14351.

Pagina 43



78.

79.

80.

81.

82.

83.

84.

Kramer H, Reboussin D, Bertoni AG, et al. Obesity and albuminuria among
adults with type 2 diabetes: the look AHEAD (action for health in diabetes)
study. Diabetes Care. 2009;32:8513.

Kawar B, Bello AK, El Nahas AM. High prevalence of microalbuminuria
in the overweight and obese population: data from a UK population
screening programme, Nephron. 2009;112: 20512.

Chen B, Yang D, Chen Y, Xu W, Ye B, Ni Z. The prevalence of
microalbuminuria and its relationships with the components of metabolic
syndrome in the generai population of china. Clin Chim Acta.
2010;411:7059.

Thoenes M, Rei! JC, Khan BY, et al. Abdominal obesity is associated with
microalbuminuria and an elevated cardiovascular risk profile in patients
with hypertension. Vasc Health Risk Manag. 2009;5:57785.

Sharma K, Ramachandrarao S, Qiu G, et al. Adiponectin regulates
albuminuria and podocyte funcrion in mice. J Clin Invest.
2008;118:164556.

Ohashi K, Iwatani H, Kihara S, et al. Exacerbation of albuminuria and renai
fibrosis in subtotal renai ablation model of adiponectin knockout mice.
Arterioscler Thromb Vasc Biol. 2007;27:19107.

Sharma K. The link between obesity and albuminuria: adiponectin and

podocyte dysfunction. Kidney Int. 2009;76:1458.

Pagina 44



85.

86.

87.

88.

89.

90.

91.

Qiao L, Shao J. SIRTTI regulates adiponectin gene expression through Foxo
1C/enhancerbinding protein alpha transcriptional complex. J Biol Chem.
2006;281:3991524

Mattagajasingh I, Kim CS, Naqvi A, et al. SIRTI. promotes
endotheliumdependent vascular relaxation by activating endothelial nitric
oxide synthase. Proc Nati Acad Sci USA. 2007;104:1485560.

Valdez R. A simple model-based index of abdominal adiposity. J Clin
Epidemiol. 1991; 44 (9): 955-6.

Management of high blood pressure in children and adolescents:
recommendations of the European Society of Hypertension Empar
Lurbea,b,journal of Hypertension 2009, 27:1719-1742

Silva MAM, Rivera IR, Souza MGB, Carvalho ACC. Medida da pressao
arterial em criangas ¢ adolescentes: recomendagdes das diretrizes de
hipertensdo arterial e pratica médica atual. Arq Bras Cardiol. 2007; 88 (4):
491-5.

Russo D et all, Risk for chronic kidney disease in high school students:
Italian report for World Kidney Day 2008-2009, JNephrol 2011; 24(02):
250-253

McMahan AC, Gidding SS, Fayad ZA, Zieske AW, Malcom GT, Tracy RE,
et al. Risk scores predict atherosclerotic lesions in young people. Arch

Intern Med 2005; 165 (8): 883-90.

Pagina 45



92.

93.

94.

95.

96.

97.

98.

Bao W, Threefoot SA, Srinivasan SR, Berenson GS. Essential hypertension
predicted by tracking of elevated blood pressure from childhood to
adulthood: the Bogalusa Heart Study. Am J Hypertens. 1995; 8 (7): 657-65.
Silva KS, Farias Janior JC. Fatores de risco associados a pressdo arterial
elevada em adolescentes. Rev Bras Med Esporte. 2007; 13 (4): 237-40.
Flores-Huerta S, Kliinder-Kliinder M, Reyes de la Cruz L, Santos JI.
Increase in body mass index and waist circumference is associated with
high blood pressure in children and adolescents in Mexico city. Arch Med
Res. 2009; 40 (3): 208-15.

Guimaraes ICB, Almeida AM, Santos AS, Barbosa DBV, Guimaraes AC.
Pressdo arterial: efeito do indice de massa corporal e da circunferéncia
abdominal em adolescentes. Arq Bras Cardiol. 2008; 90 (6): 393-9.

Arch Dis Child. Jul 2006; 91(7): 612—-617. Measuring body composition J
C K Wells and M S Fewtrell

Pitanga FJ, Lessa I. Anthropometric indexes of obesity as an instrument of
screening for high coronary risk in adults in the city of Salvador-Bahia. Arq
Bras Cardiol. 2005; 85 (1): 26-31.

Ghosh JR, Bandyopadhyay AR. Comparative evaluation of obesity
measures: relationship with blood pressures and hypertension. Singapore

Med J. 2007; 48 (3): 232-5.

Pagina 46


http://www.ncbi.nlm.nih.gov/pubmed/?term=wells%252520jc%25255bauth%25255d
http://www.ncbi.nlm.nih.gov/pubmed/?term=fewtrell%252520ms%25255bauth%25255d

99. Pitanga FJG, Lessa I. Indicadores antropomeétricos de obesidade como
instrumento de triagem para risco coronariano em mulheres. Rev Bras
Cineantrop Desempenho Hum. 2006; 8 (1): 14-21.

100.Sung RY, So HK, Choi KC, Nelson EA, Li AM, Yin JA. Waist
circumference and waist-to-height ratio of Hong Kong Chinese children.
BMC Public Health. 2008; 8: 324.

101.Savva SC, Tornaritis M, Savva ME, Kourides Y, Panagi A, Silikiotou N, et
al. Waist circumference and waist-to-height ratio are better predictors of
cardiovascular disease risk factors in children than body mass index. Int J
Obes Relat Metab Disord. 2000; 24 (11): 1453-8.

102.Beck CC et all, Anthropometric Indicators as Predictors of High Blood
Pressure in Adolescents, Arq Bras Cardio 2011 96(2): 126-133

103.Rutkowski B et all, Overweight, obesity, hypertension and albuminuria in
Polish adolescents—results of the Sopkard 15 study Nephrol Dial
Transplant (2013) 28 (Suppl. 4): 1v204—-iv211

104.Savva SC, Tornaritis M, Savva ME, Kourides Y, Panagi A, Silikiotou N, et
al. Waist circumference and waist-to-height ratio are better predictors of
cardiovascular disease risk factors in children than body mass index. Int J
Obes Relat Metab Disord. 2000; 24 (11): 1453-8.

105.Katzmarzyk PT, Srinivasan SR, Chen W, Malina RM, Bouchard C,

Berenson G. Body mass index, waist circumference, and clustering of

Pagina 47



106.cardiovascular risk factors in a biracial sample of children and adolescents.
Pediatrics. 2004; 114 (2): 198-205.

107.Ng VWS, Kong APS, Choi KC, Ozaki R, Wong GWK, So WY, et al. BMI
and waist circumference in predicting cardiovascular risk factor clustering
in chinese adolescents. Obesity. 2007; 15 (2): 494-503.

108.Lee S, Bacha F, Arslanian SA. Waist circumference, blood pressure, and
lipid components of the metabolic syndrome. J Pediatr. 2006; 149 (6):
809-16.

109.Falkner B, Gidding SS, Ramirez-Garnica G et al. The relationship of body
mass index and blood pressure in primary care pediatric patients. J Pediatr
2006; 148: 195-200

110.A. Vieno, M. Santinello, and M. C. Martini, “Epidemiology of overweight
and obesity among Italian early adolescents: relation with physical activity
and sedentary behaviour,” Epidemiologia e Psichiatria Sociale, vol. 14, no.
2, pp. 100-107, 2005.

111.Nguyen S, McCulloch C, Brakeman P, Portale A, Hsu CY (2008) Being
overweight modifies the association between cardiovascular risk factors
and microalbuminuria in adolescents. Pediatrics 121:37-45

112.Donaghue K, Chiarelli F, Trotta D, Allgrove J, Dahl-Jorgensen K (2009)
ISPAD Clinical Practice Consensus Guidelines 2009 Compendium.
Microvascular and macrovascular complications associated with diabetes in

children and adolescents. Pediatr Diabetes 10:195-203

Pagina 48



113.Limited value of routine microalbuminuria assessment in multi-ethnic
obese children Nalini N. E. Radhakishun Pediatr Nephrol (2013) 28:1145—
1149

114.Savino A, Pelliccia P, Giannini C, de Giorgis T, Cataldo I, Chiarelli F,
Mohn A (2011) Implications for kidney disease in obese chil- dren and
adolescents. Pediatr Nephrol 26:749—758

115.El-Atat FA, Stas SN, McFarlane SI, Sowers JR (2004) The rela- tionship
between hyperinsulinemia, hypertension and progressive renal disease. J
Am Soc Nephrol 15:2816-2827

116.Peralta CA, Shlipak MG, Fan D, Ordonez J, Lash JP, Cher- tow GM, Go
AS: Risks for end-stage renal disease, cardio- vascular events, and death in
Hispanic versus non-His- panic white adults with chronic kidney disease. J
Am Soc Nephrol 17: 28922899, 2006

117.Coresh J, Astor BC, Greene T, Eknoyan G, Levey AS: Prevalence of
chronic kidney disease and decreased kidney function in the adult US
population: Third National Health and Nutrition Examination Survey. Am J
Kidney Dis 41: 1-12, 2003

118.Gansevoort RT, Verhave JC, Hillege HL, Burgerhof JG, Bakker SJ, de
Zeeuw D, de Jong PE: The validity of screen- ing based on spot morning
urine samples to detect subjects with microalbuminuria in the general

population. Kidney Int Suppl S28 —S35, 2005

Pagina 49



119.Hiatt RA, Ordonez JD: Dipstick urinalysis screening, asymptomatic
microhematuria, and subsequent urological cancers in a population-based
sample. Cancer Epidemiol Biomarkers Prev 3: 439-443, 1994

120.K/DOQI clinical practice guidelines for chronic kidney disease:
Evaluation, classification, and stratification. Kid- ney Disease Outcomes

Quality Initiative. Am J Kidney Dis 39[Suppl 2]: S1-246, 2002

Pagina 50



TABLES AND FIGURES

Fig. 1. WKD Topics

Year Topic
2006 Are your kidneys OK?
2007 CKD: Common, harmful and treatable
2008 Your amazing kidneys
2009 Protect your kidneys: Keep your pressure down
2010 Protect your kidneys: Control diabetes
2011 Protect your kidneys: Save your heart
2012 Donate — Kidneys for life - Receive
2013 Kidneys for Life — Stop Kidney attack
2014 Kidney Health for All
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Tab. I Clinical Characteristics

Female Male P value
(N. 2,486) (N. 2,046)
Age (Year) 18 +1 18 =1 NS
SBP mmHg 113,2 +13,1 120,7 +14,1 0,01
DBP mmHg 69,5 £9,1 71,1  +£8,9 0,01
Smokers (%) 25 31 NS
Coffee drinkers (%) 49 74 0,01
Weight (kg) 589 +11,6 72,4 +£99 0,01
Height (m) 1,6 £0,1 1,7 +0,1 0,01
BMI (kg/m?) 21,8 £33 23,1 £33 0,01
WHtRatio 0,4 +0,05 0,4 +0,06 0,01
WC (cm) 79,8  +10,7 84,9 +10,5 0,01
C index 1,2 +0,1 1,2 +£0,1 NS

Data are expressed as means £+ SD, or percentage.
SBP: Systolic Blood Pressure
DBP: Diastolic Blood Pressure
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Tab.II Physical Activities

Female Male

(n.1000) (n. 1498)
GYMNASTIC 35,8 27,9
TENNIS 1,3 1,5
VOLLEYBALL 7.4 5,1
MISCELLANEA 4,7 5,8
BASKET 0,8 3,0
BODY BUILDING 0 1,2
DANCING 12,2 5.8
JOGGING 3,7 3,0
BOXING 1,1 1,4
FOOTBALL 2,6 24,5
SWIMMING 10,9 9,1
ATHLETICS 1,1 1,4

Data are expressed as percentage (numbers).
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Tab III. Physical Activity Intensity

Female Male
Training Mean + SD 2,32+0,918 2,53 +0,925

Median 2,00 3,00

Minimum value 1 1

Maximum value 5 5
Tab. IV Responses to Questionnaire

N. %

Awareness of kidney’s role in body regulation (4064) 89,53
Awareness of chronic kidney disease (3005) 70,6
Awareness of the meaning of term proteinuria (301) 6,6
Awareness of dialysis (2811) 65,3
Awareness of kidney transplantation (3175) 75,2
Previous urine analysis performed (3375) 74,2
Previous measurement of blood pressure (2640) 62,2

Data are expressed as percentage (numbers).
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Tab. V Information Sources

N. %
Parents (864) 31,0
Teachers (1073) 38,5
Medical Doctor (192) 6,9
Friends (127) 4,6
Newspaper (44) 1,6
TV (136) 4,9
INTERNET (61) 2,2
Patient (176) 6,3
Other (108) 3,9
Data are expressed as percentage (numbers).
Tab. VI Previous Known HTN
N. %
Normal < 140/90 mmHg (774) 95,7
HTN (7 0,9
ISH (28) 3,5

HTN: Hypertension
ISH: Isolated Systolic Hypertension

Data are expressed as percentage (numbers).
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Tab VII. Previous Known Blood Pressure Values

SBP DBP
Mean + SD 115,3+ 12,84 71,33 +£9,39
Median 120 70
Minimum value 70 30
Maximum value 173 100
SBP: Systolic Blood Pressure
DPB: Diastolic Blood Pressure
Tab. VIII Incident HTN
N. %
Normal < 140/90 mmHg (4479) 90,8
Stage 1 HTN (67) 1,5
Stage 2 HTN (4) 0,1
ISH (345) 7,6

Data are expressed as percentage (numbers).
HTN: Hypertension
ISH: Isolated Systolic Hypertension
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SBP mmHg

Fig. 2: Association between SBP and BMI in total cohort of students
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SBP mmHg

Fig. 3: Association between SBP and WC in total cohort of students
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SBP mmHg

Fig. 4: Association between SBP and WHtRatio in total cohort of students
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SBP mmHg

Fig. 5: Association between SBP and Conicity Index in total cohort of students

1857
1804
1757
1704
1657

1554
1504
1454
140+
1357

p=0,52

"8..

| [ N TN, TR NG NG, DRG] NG TR R DY JE
1,00 1,10 120 1,30 1,40 1.50 160 1,70 1,80 1,90 2.00 210 220 2. ¥

CONICITY INDEX

Pagina 60



Tab. IX. INDICATION FOR URINALYSIS

N. %
ROUTINE ANALYSIS (2079) 45,7
DONT' REMEMBER (4) 0,1
EVALUATION FOR (473) 10,4
SPORTS
PAST CYSTITIS (98) 2,2
RENAL STONE (15) 0,3
SURGERY (54) 1,2
MISCELLANEA (25) 0,5

Data are expressed as percentage (numbers).

Tab X. Dipstick Results

Leucocyturia Glicosuria Proteinuria
mg/dl mg/dl mg/dl
Female Mean 139,8 50,0 29,1
+SD 166,5 0,2 41,9
Male Mean 50,2 50,0 32,7
+SD 73,9 0,4 70,8
P value 0,01 NS NS
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Tab. XI: Hypertension and urinary abnormalities according to BMI class

Proteinuri
BMI HTN ISH Glicosuria | Leucocyturia
a

Normal-
Weight 1,3 % 6,8 % 30,3+61,7 50+0,1 123,1 £160,0
(Mean = SD)
Overweight

2,2% 11,8% 25,0 £35,7 50+0,3 127,8 £ 156,5
(Mean = SD)
Obesity Class I

6,5% 19,4% 33,2+35,7 50+0,7 122,5+ 1574
(Mean = SD)
Obesity Class
11 16,1% 32,3% 57,5 + 60,1 50£04 25,0+0,1
(Mean = SD)
P value 0,01 0,01 NS NS NS

HTN: Hypertension
ISH: Isolated Systolic Hypertension
BMI: Body Mass Index
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