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Abstract

Background and study aim: Obesity and concomitant co-morbidities have emerged as public health problems of
the first order. Obese individuals have an increased risk for Chronic Kidney Disease (CKD). The aim of this study is to
study the metabolic and early renal histopathologic changes that are associated with obesity in experimental animals.

Materials and Methods: This study was conducted on sixty adult male albino rats; thirty with body weight ranging
between 180-200 gm (control) beside thirty rates with body weight more than 250 gm. Control animals were fed a
standard rat chow while obese rats were fed a semisynthetic diet enriched in sucrose. After 4 weeks, blood samples
were collected to assess: Fasting Blood Glucose (FBG), Serum Insulin (SI), serum Total Lipid (TL), serum Triglyceride
(TG), Total Cholesterol (TC), serum High Density Lipoprotein (HDL) and serum Low Density Lipoprotein (LDL). Kidney
tissue samples were stained with Hematoxylin and Eosin, Anti-Collagen IV antibody then examined by light and
electron Microscope.

Results: There was a significant increased Body Weight (BW) and kidneys weight of obese group. There was a
significant increased of FBS (p 0.0001), SI (p 0.0001), TL (p 0.0001), TC (p 0.0001), TG (p 0.0001), and LDL (p 0.0043)
with significant decreased of HDL (p 0.0133) in obese group. Serum creatinine was significantly increased in obese
group with a significant positive correlation between it and BW, FBS, SI, and TG. Histological examination revealed
moderately expanded Bowman'’s capsule, wide renal tubules, a positive reaction for collagen IV, increased thickness of
glomerular basement membrane, foot processes fusion and many vacuolation in the cells lining of proximal convoluted
tubules of obese rats kidneys.

Conclusions: Obesity is associated with many metabolic abnormalities like insulin resistance, impaired glucose
tolerance, dyslipidemia, morphological and structural renal changes which may proceed to Glomerulosclrosis (GS)

and CKD.
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Introduction

Obesity has become a serious global health issue affecting both
adults and children. The prevalence of overweight and obesity is
approximately 66% in the United States [1]. Over the last two decades,
a worldwide rise in obesity has resulted in 1.46 billion overweight
(Body Mass Index (BMI] >25) and 502 million obese (BMI >30) adults
[2]. Obesity potentially leads to a decrease in overall life expectancy
[3]. The metabolic syndrome a major consequence of obesity [4]. The
prevalence of the metabolic syndrome in the United States is 23% in
those who are 20 year or older and 40% in those who are 60 year or
older [5]. The metabolic syndrome is defined as the presence of at
least three of the following criteria, with or without diabetes: central
obesity (waist circumference in men 102 cm and in women 88 cm),
hypertriglyceridemia (150 mg/dl), low HDL cholesterol (men 40
mg/dl, women 50 mg/dl), elevated fasting glucose (110 mg/dl), and
hypertension (130/85 mmHg) [6]. A central feature of the metabolic
syndrome is insulin resistance, which results in hyperglycemia
and hyper-insulinemia, and eventually leads to the development of
diabetes [7]. Chronic inflammation is another feature of the metabolic
syndrome, which, together with insulin resistance, results in complex
metabolic derangements [8].

Obesity has deleterious effects on metabolic homeostasis, and
affects numerous body organs. Co-morbidities for obesity include
type 2 diabetes mellitus, cardiovascular diseases, hepatic steatosis,
Alzheimer’s disease, CKD and certain cancers [9,10]. Obesity was
shown to affect independently the progression of preexisting renal
diseases, such as IgA nephropathy, [11] patients with unilateral renal
agenesis, [12] or after unilateral nephrectomy [13]. Kidneys obtained
from obese donors were more likely to exhibit a lower Glomerular

Filtration Rate (GFR] and a higher rate of allograft dysfunction over
several years than kidneys obtained from lean individuals [14]. These
data suggest that obesity contributes to and perhaps even initiates CKD.
Published data quantifying the real impact of obesity on renal function
are deficient. Some studies revealed a link between variable degrees
of proteinuria and obesity [15]. Clinically, patients may present with
nephrotic syndrome [13].

Praga et al. [16] reported the absence of features of nephrotic
syndrome despite heavy proteinuria in 15 obese patients. The
histopathologic changes founded in a proteinuric obese patient consist of
glomerulomegaly with or without Focal Segmental Glomerulosclerosis
(FSGS). These patients tend to have less podocyte injury and a more
indolent progression than patients with idiopathic FSGS [15]. The
changes are thought to be related to altered renal hemodynamics,
namely increased renal blood flow, hyper-filtration, and increased
filtration fraction [17]. However, it is likely that these observations are
somewhat biased as renal biopsies are usually obtained only in patients
with proteinuria. Therefore, obesity-related glomerulopathy may not
be the only histopathologic feature of obesity-related renal disease,
particularly in non-proteinuric obese patients. Hence, the aim of this
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study is an attempt to examine the histopathological renal changes that
are associated with obesity in experimental animals.

Materials and Methods

Sixty adult male albino rats of 10-12 weeks of age, thirty with body
weight ranging between 180-200 gm (control) beside thirty rates with
body weight more than 250 gm [14] were used in the current work.
They were classified into two groups each contain thirty rats:

. Group I (control group): Control animals were fed a standard
rat chow (Ralston Purina, St. Louis, MO).

. Group II (obese group): Obese rats were fed a semisynthetic
diet enriched in sucrose (63 g sucrose/100 g) containing 20% (wt/wt)
vitamin-free casein, 60% sucrose, and 5% lard [15] with an unlimited
supply of drinking water to both groups.

All experiments were taken place in the research laboratories,
Faculty of Medicine, Tanta University. Animals were housed
individually in clean rodent cages, in a room at relative humidity not
less than 30% and not exceeding 70%, at room temperature 22-30°C,
with artificial lighting with a sequence being 12 hours light and 12
hours dark. Animals were randomly selected, marked to permit group
identification. All animal procedures were performed according to
the Guide for the Care and Use of Laboratory Animals of the National
Institute of Health as well as the guidelines of the Animal Welfare Act.
Animal death rate was about 1%. After 4 weeks, all animals fasted
overnight, and then weighted, blood samples were obtained. The animal
is made comfortable in a restrainer while maintaining the temperature
around at 24 to 27°C. If the vein is not visible, the tail is dipped into
warm water (40°C). Local aesthetic cream applied on the surface of the
tail 30 min before the experiment. A 23G needle is inserted into the
blood vessel and blood is collected using a capillary tube or a syringe
with a needle. After completed blood collection, pressure/silver nitrate
ointment/solution is applied to stop the bleeding. Restrainer is washed
frequently to avoid/prevent pheromonally induced stress or cross
infection. Blood samples centrifuged at 4000 xg for 10 min at 4°C and
supernatant kept on -70°C for further biochemical measurements.

Biochemical assays

Biochemical studies were done to assess the following biochemical
parameters:

. FBG according to glucose-oxidase method using kits from
Diamond Diagnostic.

. SI level was estimated according to Angel [17] using a
commercially available ELISA kit which was modified for use in
microtiter plates. The adapted assay is based on the binding of porcine
anti-guinea pig insulin antibodies to microtiter plates and uses insulin-
peroxidase conjugate as displacer.

. Serum TL concentration were analyzed using Sulfo-phospho-
vainilline colorimetric method, kits were obtained from Spinreact
Company.

. Serum TG and TC level was estimated according to (GPO-
POD) method using kits from Spinreact.

Serum HDL Level was estimated by “enzymatic colorimetric
method using kits from Spinreact. Serum LDL was calculated using
Friedewald’s formula if the triglycerides were less than 4.5 mmol/l, as
following: LDL=TC - HDL - TG/5.

Rats were anesthetized by intra-peritoneal injection with

pentobarbital sodium (50 mg/kg body weight). The kidneys were
collected from each rat by carefully removal of the skin of the rat to
expose the abdominal muscles. Gently peel the skin from the muscles,
using scissors and a probe to tease away muscles that stick to the skin,
cut abdominal muscles in the midline. The kidney is removed and
weighted. Finally sacrificed rats safely collected in a special package
according to safety and health precaution measures to be incinerated
later.

Histological studies

The samples of kidneys were immediately fixed at 10% neutral
buffered formal saline at pH 7.0 for 24 hours. Dehydrated in ascending
grades of alcohol and cleared in in xylol as routine. Samples from each
group were impregnated in pure soft paraffin for two hours at 55°C was
followed by embedding in hard paraffin for two hours and then paraffin
blocks were prepared. Paraffin sections were made at 5 um thick by
microtome and stained with Hematoxylin and Eosin for demonstrating
any histological changes. Then sections were examined under the light
microscope [18].

Electron microscopy study

Specimens were photographed under the EM JOEL E/M 100 SX at
the electron microscopic unit in Faculty of Medicine, Tanta University

Immunohistochemistry study

Immunohistochemical stains were imported from ABCAM
company (Address: 1 Kendall Square, Suite B2304, Cambridge, MA
02139-1517, USA). The kidney samples were stained with Anti-Collagen
IV antibody. The kidney samples were fixed in paraformaldehyde
then embedded in paraffin and sectioned 2 micrometer. Samples
were subjected to immunohistochemistry, anti-bovine type IV
collagen rabbit serum was used as first antibody and biotinylated
anti-rabbit Iggy goat serum was used as secondary antibody. Collagen
IV immunohistochemistry appeared as brownish coloration in the
mesangial matrix [19,20].

Statistical analysis

Data were analyzed using SPSS version 20. Quantitative variables
were expressed in means + SDs. Fisher’s exact tests were applied to
observe an association between qualitative variables. The comparison
of quantitative data was performed by independent t-test or Mann
Whitney test according to the normality of distribution for independent
variables consisting of two groups. Statistical significance was set at 0.05
levels [18]. A p-value of < 0.05 was considered as statistically significant.

Results

Table 1 revealed comparison between control and obese rats
group. There was a significant difference between the two groups as
regard body weight (p 0.0001) with marked increase body weight of
obese rats. There was a significant increase in kidneys weight of obese
group compared to control group (p 0.02). Metabolic profile revealed
a significant increase of FBS (p 0.0001), SI (p 0.0001), TL (p 0.0001),
TC (p 0.0001), TG (p 0.0001), and LDL (p 0.0043) with significant
decreased of HDL (p 0.0133) in obese group compared to the control
group. Serum creatinine was significantly increased in obese group
compared to control group despite within the normal range.

Table 2 revealed a significant positive correlation between serum
creatinine and BW, FBS, SI, and TG with insignificant positive
correlation between serum creatinine, TC and LDL. There was an
insignificant negative correlation between serum creatinine and kidney
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Table 1: Comparison between control and obese rats group.

weight and HDL. Light microscopic study of haematoxylin and Eosin
stained sections control group rats revealed rounded renal corpuscles
with a centrally located glomerulus formed of a coiled mass of capillaries
surrounded peripherally with Bowman’s capsule. Parietal layer of
Bowman’s capsule was formed of simple squamous epithelium while the
visceral layer was formed of podocytes with a prominent nucleus. The
proximal convoluted tubules were lined with high cuboidal epithelium
with a rounded euchromatic nucleus. Distal convoluted tubules were
lined with cuboidal epithelium with a rounded euchromatic nucleus.
The collecting ducts were lined with a low cuboidal epithelium with a
round euchromatic nucleus (Figures 1 and 2). Stained sections of rats of
group II revealed moderately expanded Bowman’s capsule. The lumen
of the tubules appeared wide with degenerated shaded luminal border
(Figure 3).

Light microscopic study of immunostained renal samples sections
stained with collagen IV immune histochemistry appeared as brownish
coloration in the mesangial matrix. Examination of control rats
revealed no brownish coloration in the mesangial matrix indicated
negative reaction for collagen IV (Figure 2) while examination of
obese rats revealed weak positive reaction for collagen IV (Figure 3).
Transmission electron microscopic examination of ultrathin sections
of control rats revealed the glomerular basement membrane separated
between capillary and urinary spaces. It is formed of a central lamina
densa and lamina rara on either side. Foot processes of podocytes were
separated from one another by a regular narrow space called filtration
slit . The lining epithelium of proximal convoluted tubules showed
rounded and regular nucleus with finely dispersed chromatin. The
apical surface had numerous microvilli forming the brush border while
obese rats revealed increase in the thickness of glomerular basement
membrane and also foot processes fusion. The cells of the lining
epithelium of proximal convoluted tubules revealed many vacuolation
scattered in the rarefied cytoplasm.

Discussion

There is an epidemic of obesity across the world. The epidemic of
obesity has been paralleled by an increase in the incidence of Chronic
Kidney Disease (CKD). Several epidemiologic studies have shown that
obesity is an independent predictor of CKD. In addition to diabetes
and hypertension, several other mechanisms have been postulated
to initiate and maintain kidney injury in patients with obesity. This
work try to study the potential mechanisms involved in renal injury
in obese rats. Our study revealed a significant difference between the
two studied groups as regard body weight (p=0.0001) with marked
increase body weight of obese rats. There was a significant positive
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BW KW FBS Si TC TG LDL | HDL
Control group Obese group r |0.4577°|-0.0299 | 0.4291"| 0.4381"|0.2479| 0.4562" | 0.2715|-0.0517
Parameters - = P Cr
(N=25) mean * SD|(N=25) mean * SD p |0.0008 | 0.8370 | 0.0019 | 0.0015 |0.0826| 0.0009 |0.0565| 0.7215
Table 2: Correlation between serum creatinine and other parameter in obese rats
group. ‘Fisher’s Exact. ‘A p-value <0.05 was considered as statistically significant.
BWI/g 226.88 + 27.27 457.56 +£56.28 | 0.0001
Kidney weight/g 4.11£0.67 4.48 +0.38 0.0200
FBG mg/dl 9212+ 8.7 118.8+7.77 0.0001
Sl ng/ml 51.24 £5.93 95.64 + 10.02 0.0001
TL mg/di 4.44 £ 0.47 5.94 +0.45 0.0001
TC mg/di 142.64 £ 5.61 173.8 + 15.37 0.0001
TG mg/dl 129.92 £9.13 154.28 £ 13.9 0.0001
LDL-C mg/di 67.28 + 8.44 74.8 £7.58 0.0043
HDL-C mg/dI 46.36 + 3.09 44.0 +3.39 0.0133
Creatinine mg/dI 0.65+0.07 0.73+£0.08 0.0017

Figure 1: APhotomicrograph of a section in kidney of a control rat revealed:
A: Normal renal structure with rounded renal corpuscles formed of the
Glomerulus (G) and the Bowman'’s capsule (B) surrounded with Proximal
Convoluted Tubule (PCT), Distal Convoluted Tubule (DCT) and Collecting
Duct (CD). B: Dilated PCT, DCT and CD with degenerated irregular luminal
borders and vacuolated glomerulus surrounded by expanded Bowman’s
capsule (H&E 1000x).

=5 e W o Pk € 2 s

Figure 2: Photomicrograph of a section in kidney. A: Normal control rat
kidney showed negative reaction for collagen IV (no brownish coloration in
the mesangial matrix). B: an obese rat kidney showed positive reaction for
collagen IV (arrow). (Collagen IV immunostaining 1000x).

Figure 3: An electron micrograph of an ultrathin section in the kidney: (A)
A control rat showed Glomerular Basement Membrane (GBM) separating
between Capillary Space (Cs) and Urinary Space (Us). Foot processes
of podocytes (arrow) are separated from one another by a regular narrow
space called Filtration Slit (FS). B: obese rat showed thickened GBM. Some
foot processes (arrow) are fused together (EM 8000x)

correlation between serum creatinine level and BW. There was a
significant increase in kidneys weight of obese group compared to
control group (p=0.02). This is in agreement with Eknoyan [21] who
stated that glomerulomegaly is one of pathological effects of overweight
and obesity on the kidney. Our study revealed insignificant negative
correlation between serum creatinine and kidney weight. In force-
fed dog study, obesity was associated with an increase in kidney
weight of about 40% accompanied by an increase of glomerular size
together with podocyte injury and expansion of the mesangium, and
in sustained obesity resulted in mesangial sclerosis [22]. Henegan et
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al. [17] stated that these structural changes were prevented by dietary
restriction in hyperphagic Zucker rats. Rea et al. [23] compared kidney
biopsies from obese to lean living kidney donors and found that the
glomerular planar surface area was significantly greater in those who
were obese but no evidence of GS. In humans, despite the occurrence
of glomerulomegaly, hyperfiltration, and albuminuria, most obese
individuals do not develop GS [24].

Metabolic profile revealed a significant increase of FBS (p=0.0001),
ST (p=0.0001), TL (p= 0.0001), TC (p=0.0001), TG (p=0.0001), and
LDL (p=0.0043) with significant decreased of HDL (p=0.0133) in obese
group compared to control group with a significant positive correlation
between serum creatinine and FBS, SI, and TG. This increased SI
level and FBG indicate a state of insulin resistance. This in agreement
with Sarafadis and Ruilope [25] who stated that insulin resistance
characterizes the obese and type 2 diabetics is among the commonly
implicated mechanisms of organ damage, and may account for the
obesity-related hyper-filtration, glomerulomegaly, and albuminuria
that are also the characteristics of early diabetic nephropathy. Our study
revealed that obese rats had high TL, TC, TG and LDL with low level
of HDL compared to control group. This is in agreement with Howard
et al. [26] who clarified that the primary dyslipidemia related to obesity
is characterized by increased triglycerides, decreased HDL levels, and
abnormal LDL composition. The pathogenesis of the dyslipidemia
of obesity seems to be closely related to insulin resistance. All of the
components of the dyslipidemia, including higher TG, decreased HDL
levels, and increased small, dense LDL particles, have been shown to
be atherogenic. It was observed that weight loss and exercise, even if
they do not result in normalization of body weight, can improve this
dyslipidemia.

Experimental and clinical studies have suggested a correlation
between the progression of renal disease and dyslipidemia. High
cholesterol and triglyceride plasma levels have been demonstrated to be
independent risk factors for progression of renal disease in humans. The
underlying pathophysiologic mechanisms for the relationship between
lipid levels and progression of renal disease are not yet fully understood,
although there are data that oxidative stress and insulin resistance may
mediate the lipid-induced renal damage. In the animal model, lipid-
lowering agents seem to ameliorate glomerular damage, preventing
GS and interstitial fibrosis [27]. Serum creatinine was significantaly
increased in obese group compared to control group despite within the
normal range. This in agreement with Li et al. [28] who demonstrated
that obesity is an independent risk factor associated with increasing
serum creatinine levels in children aged more than 10 years and weight
control is important in the protection of renal function.

Histological study of haematoxylin and eosin stained sections of
obese rats revealed moderately expanded Bowman’s capsule. The lumen
of the tubules appeared wide with degenerated shaded luminal border,
while immunostained stained sections revealed weak positive reaction
for collagen IV. Electron microscopic examination of obese rats sections
revealed increase in the thickness of glomerular basement membrane
and foot processes fusion. The cells of the lining epithelium of proximal
convoluted tubules revealed many vacuolation scattered in the rarefied
cytoplasm. These findings were in agreement with Bagby [29] who
confirmed that the kidney undergoes many significant structural and
metabolic changes with obesity, including glomeruli hyperfiltration,
thickening of the glomerular basement membrane, proliferation of
mesangial cells, thickening of the mesangial matrix, and expansion of
Bowman’s capsule. Jiang et al. [30] added that, the mesangial matrix
proliferation was confirmed by previous researchers who confirmed
that, the high-fat-fed mice also exhibited signs of GS and proteinuria,

including mesangial expansion with increased extracellular matrix
protein content and a significant increase of urinary albumin excretion,
that were not present in low-fat-fed mice.

In the present work, examination of obese rats kidneys showed
cytoplasmic vacuolation of tubular lining epithelium, thickened
glomerular basement membrane and fused podocytes foot processes.
These findings were in agreement with Sharma et al. [31] who stated
that, clinical evidence suggests that obesity-induced reductions
in adiponectin may be involved in renal dysfunction by affecting
podocyte biology. Also, he revealed that mice deficient in adiponectin
have increased albuminuria and fusion of podocyte foot processes,
perturbations that were normalized with adiponectin treatment. Also,
there was increased expression of collagen IV in obese rats kidney.
This finding was in accordance with Abrass et al. [32] who found
glomerular over expression of type IV collagen which is one of the
main components of sclerotic glomerulus. Also, Kambham et al. [33]
added that, in humans, obesity-related kidney damage and diabetic
nephropathy characterized by glomerulosclrosis.

Conclusions

Obesity is associated with many metabolic abnormalities like
insulin resistance, impaired glucose tolerance and dyslipidemia which
may affect renal function. Also, obesity is associated with morphological
and structural renal changes as glomerulomegaly, increased expression
of collagen IV and hyper-filtering kidney which may proceed to GS and
CKD. So obesity may be considered as an independent risk factor for
the development of chronic kidney disease.

Limitation of the Work

Some factors may be considered as study of some factors like
adiponectin and its relation to the kidney changes, the effect of weight
loss on reversal of these changes beside, small sample numbers of
experimental animals involved in the study.

References

1. Wahba |, Mak R (2007) Obesity and Obesity-Initiated Metabolic Syndrome:
Mechanistic Links to Chronic Kidney Disease. Clin J Am Soc Nephrol 2: 550-
562.

2. Finucane M, Stevens G, Cowan M, Danaei G, Lin J, Paciorek C, et al. (2011)
National, regional, and global trends in body-mass index since 1980, systematic
analysis of health examination surveys and epidemiological studies with 960
country-years and 9.1 million participants. Lancet 377: 557-567.

3. Olshansky S, Passaro D, Hershow R, Layden J, Carnes B, et al. (2005) A
potential decline in life expectancy in the United States in the 21st century. N
Engl J Med 352: 1138-1145.

4. Ford ES, Giles WH, Mokdad AH (2004) Increasing prevalence of the metabolic
syndrome among U.S. adults. Diabetes Care 27: 2444-2449.

5. Ford ES, Giles WH, Dietz WH (2002) Prevalence of the metabolic syndrome
among US adults: Findings from the third national health and nutrition
examination survey. JAMA 287: 356-359.

6. National Cholesterol Education Program (NCEP) (2002) Expert Panel on
Detection, Evaluation, and Treatment of High Blood Cholesterol in Adults
(Adult Treatment Panel lll): Third report of the national cholesterol education
program (NCEP) expert panel on detection, evaluation, and treatment of high
blood cholesterol in adults (adult treatment panel Ill) final report. Circulation
106: 3143-3421.

7. Shulman Gl (2000) Cellular mechanisms of insulin resistance. J Clin Invest
106: 171-176.

8. Marcantoni C, Ma LJ, Federspiel C, Fogo AB (2002) Hypertensive
nephrosclerosis in African Americans versus Caucasians. Kidney Int 62: 172-
180.

9. Brunt E (2010) Pathology of nonalcoholic fatty liver disease. Nat. Rev.
Gastroenterol Hepatol 7: 195-203.

Endocrinol Metab Syndr
ISSN: 2161-1017 EMS, an open access journal

Volume 5 « Issue 1« 1000226


http://www.ncbi.nlm.nih.gov/pubmed/?term=Howard BV%5BAuthor%5D&cauthor=true&cauthor_uid=14711065
http://www.ncbi.nlm.nih.gov/pubmed/?term=Howard BV%5BAuthor%5D&cauthor=true&cauthor_uid=14711065
http://www.ncbi.nlm.nih.gov/pubmed/17699463
http://www.ncbi.nlm.nih.gov/pubmed/17699463
http://www.ncbi.nlm.nih.gov/pubmed/17699463
http://www.ncbi.nlm.nih.gov/pubmed/21295846
http://www.ncbi.nlm.nih.gov/pubmed/21295846
http://www.ncbi.nlm.nih.gov/pubmed/21295846
http://www.ncbi.nlm.nih.gov/pubmed/21295846
http://www.nejm.org/doi/full/10.1056/NEJMsr043743
http://www.nejm.org/doi/full/10.1056/NEJMsr043743
http://www.nejm.org/doi/full/10.1056/NEJMsr043743
http://www.ncbi.nlm.nih.gov/pubmed/15451914
http://www.ncbi.nlm.nih.gov/pubmed/15451914
http://www.ncbi.nlm.nih.gov/pubmed/11790215
http://www.ncbi.nlm.nih.gov/pubmed/11790215
http://www.ncbi.nlm.nih.gov/pubmed/11790215
file:///D:/varun/Journals/Tushar%20Team/JBTBD/EGM/EGM-Volume6/Volume6.1/Correctoins/circ.ahajournals.org/content/106/25/3143.full.pdf
file:///D:/varun/Journals/Tushar%20Team/JBTBD/EGM/EGM-Volume6/Volume6.1/Correctoins/circ.ahajournals.org/content/106/25/3143.full.pdf
file:///D:/varun/Journals/Tushar%20Team/JBTBD/EGM/EGM-Volume6/Volume6.1/Correctoins/circ.ahajournals.org/content/106/25/3143.full.pdf
file:///D:/varun/Journals/Tushar%20Team/JBTBD/EGM/EGM-Volume6/Volume6.1/Correctoins/circ.ahajournals.org/content/106/25/3143.full.pdf
file:///D:/varun/Journals/Tushar%20Team/JBTBD/EGM/EGM-Volume6/Volume6.1/Correctoins/circ.ahajournals.org/content/106/25/3143.full.pdf
file:///D:/varun/Journals/Tushar%20Team/JBTBD/EGM/EGM-Volume6/Volume6.1/Correctoins/circ.ahajournals.org/content/106/25/3143.full.pdf
http://www.ncbi.nlm.nih.gov/pubmed/10903330
http://www.ncbi.nlm.nih.gov/pubmed/10903330
http://www.ncbi.nlm.nih.gov/pubmed/17951208
http://www.ncbi.nlm.nih.gov/pubmed/17951208

Citation: Mohamed WS, Ashour AS (2016) Effect of Obesity on Albino Rat Kidney. Endocrinol Metab Syndr 5: 226. doi:10.4172/2161-1017.1000226

Page 5 of 5

20.

.Barnes D, Yaffe K (2011) The projected effect of risk factor reduction

onAlzheimer’s disease prevalence. Lancet Neurol 10: 819-828.

. Bonnet F, Deprele C, Sassolas A, Moulin P, Alamartine E, et al. (2001) Excessive

body weight as a new independent risk factor for clinical and pathological
progression in IgA nephritis. Am J Kidney Dis 37: 720-727.

. Gonzalez E, Gutierrez E, Morales E, Hernandez E, Andres A, et al. (2005)

Factors influencing the progression of renal damage in patients with unilateral
renal agenesis and remnant kidney. Kidney Int 168: 263-270.

. Praga M, Hernandez E, Herrero JC, Morales E, Revilla Y, et al. (2000) Influence

of obesity on the appearance of proteinuria and renal insufficiency after
unilateral nephrectomy. Kidney Int 58: 2111-2118.

. Spinoza R, Gracida C, Cancino J, Ibarra A (2006) Effect of obese living donors

on the outcome and metabolic features in recipients of kidney transplantation.
Transplant Proc 38: 888-889.

. Kambham N, Markowitz GS, Valeri AM, Lin J, D’Agati VD (2001) Obesity-

related glomerulopathy: An emerging epidemic. Kidney Int 59: 1498-1509.

.Praga M, Hernandez E, Morales E, Campos AP, Valero MA, et al. (2001)

Clinical features and longterm outcome of obesity-associated focal segmental
glomerul osclerosis. Nephrol Dial Transplant 16: 1790-1798.

. Henegar JR, Bigler SA, Henegar LK, Tyagi SC, Hall JE (2001) Functional

and structural changes in the kidney in the early stages of obesity. J Am Soc
Nephrol 12: 1211-1217.

. Bancroft J, Cook H (1994) Manual of histological technique and their diagnostic

applications. Churchill Livingstone Edinburg, London, New York, Tokyo, pp. 23-
26.

.Nishida E, Yamanouchi J, Ogata S, Itagaki S, Doi K (1996) Age related

histochemical and ultrastructural changes in renal glomerular mesangium of
APA hamsters. Exp Enim Jor 45: 339-345.

Sokal R, Rahif F (1981) The Principles and Practical of Statistic in Biological
Research. 2nd ed. Free man, W.H. Company, San Frrancisco.

2

=

22.

23.

24,

25.

26.

2

BN

28.

2

[(e]

3

o

3

=

32.

33.

. Eknoyan G (2011) Obesity and chronic kidney disease. Nefrologia 31: 397-403.

Rutkowski P, Klasen A, Sebekova K (2006) Renal disease in obesity. The need
for greater attention. J Ren Nutr 16: 216-233.

Rea DJ, Heinbach JK, Grande JP, Textor SC, Taler SJ. Prieto M, et al. (2006)
Glomerular volume and renal histology in obese and non-obese living kidney
donors. Kidney Int 70: 1636-1641.

Ritz E, Koleganova N, Piecha G (2011) Is there an obesity-metabolic related
glomerulopathy? Curr Opin Nephrol Hypert , 20: 44-49.

Sarafadis PA, Ruilope LM (2006) Insulin resistance, hyperinsulinemia, and
renal injury: mechanisms and implications. Am J Nephrol 26: 232-244.

Howard B, Ruotolo G, Robbins D (2003) Obesity and dyslipidemia. Endocrinol
Metab Clin North Am 32: 855-867.

. Trevisan R, Dodesini A, Lepore G. Lipids and Renal Disease (2006) J Am Soc

Nephrol 17: S145-S147.

Li X, MaY, Xie X, Yang Y, Li M, Zheng Y (2014) Relationship between serum
creatinine and obesity in children in Xinjiang, China. Genetics and Molecular
Research 13: 2409-2416.

. Bagby S (2004) Obesity-initiated metabolic syndrome and the kidney: a recipe

for chronic kidney disease? J Am Soc Nephrol 15: 2775-2791.

.Jiang Q (2008) ApoE promotes the proteolytic degradation of Abeta. Neuron

58: 681-693.

. Sharma K (2008) Adiponectin regulates albuminuria and podocyte function in

mice. J Clin Invest, 118: 1645-1656.

Abrass CK, Adcox MJ, Raugi GJ (1995) Aging-associated changes in renal
extracellular matrix. Am J Pathol 146: 742-752.

Kambham N (2001) Obesity-related glomerulopathy: an emerging epidemic.
Kidney Int 11: 1498-509.

Endocrinol Metab Syndr
ISSN: 2161-1017 EMS, an open access journal

Volume 5 « Issue 1« 1000226


http://www.ncbi.nlm.nih.gov/pubmed/21775213
http://www.ncbi.nlm.nih.gov/pubmed/21775213
http://www.ncbi.nlm.nih.gov/pubmed/11273871
http://www.ncbi.nlm.nih.gov/pubmed/11273871
http://www.ncbi.nlm.nih.gov/pubmed/11273871
http://www.ncbi.nlm.nih.gov/pubmed/15954916
http://www.ncbi.nlm.nih.gov/pubmed/15954916
http://www.ncbi.nlm.nih.gov/pubmed/15954916
http://www.ncbi.nlm.nih.gov/pubmed/11044232
http://www.ncbi.nlm.nih.gov/pubmed/11044232
http://www.ncbi.nlm.nih.gov/pubmed/11044232
http://www.ncbi.nlm.nih.gov/pubmed/16647499
http://www.ncbi.nlm.nih.gov/pubmed/16647499
http://www.ncbi.nlm.nih.gov/pubmed/16647499
http://www.ncbi.nlm.nih.gov/pubmed/11260414
http://www.ncbi.nlm.nih.gov/pubmed/11260414
http://www.ncbi.nlm.nih.gov/pubmed/11522860
http://www.ncbi.nlm.nih.gov/pubmed/11522860
http://www.ncbi.nlm.nih.gov/pubmed/11522860
http://www.ncbi.nlm.nih.gov/pubmed/11373344
http://www.ncbi.nlm.nih.gov/pubmed/11373344
http://www.ncbi.nlm.nih.gov/pubmed/11373344
http://www.ijcmas.com/vol-4-3/Afrah F. Salama, et al.pdf
http://www.ijcmas.com/vol-4-3/Afrah F. Salama, et al.pdf
http://www.ijcmas.com/vol-4-3/Afrah F. Salama, et al.pdf
http://www.ncbi.nlm.nih.gov/pubmed/8902497
http://www.ncbi.nlm.nih.gov/pubmed/8902497
http://www.ncbi.nlm.nih.gov/pubmed/8902497
http://www.worldcat.org/title/biometry-the-principles-and-practice-of-statistics-in-biological-research/oclc/10329/editions?start_edition=61&sd=desc&referer=null&se=yr&editionsView=true&fq=
http://www.worldcat.org/title/biometry-the-principles-and-practice-of-statistics-in-biological-research/oclc/10329/editions?start_edition=61&sd=desc&referer=null&se=yr&editionsView=true&fq=
http://www.ncbi.nlm.nih.gov/pubmed/23374890
http://www.ncbi.nlm.nih.gov/pubmed/16955108
http://www.ncbi.nlm.nih.gov/pubmed/16955108
http://www.ncbi.nlm.nih.gov/pubmed/16955108
http://www.ncbi.nlm.nih.gov/pubmed/21088574
http://www.ncbi.nlm.nih.gov/pubmed/21088574
http://www.ncbi.nlm.nih.gov/pubmed/16733348
http://www.ncbi.nlm.nih.gov/pubmed/16733348
http://www.ncbi.nlm.nih.gov/pubmed/14711065
http://www.ncbi.nlm.nih.gov/pubmed/14711065
http://www.ncbi.nlm.nih.gov/pubmed/16565240
http://www.ncbi.nlm.nih.gov/pubmed/16565240
http://www.ncbi.nlm.nih.gov/pubmed/24781995
http://www.ncbi.nlm.nih.gov/pubmed/24781995
http://www.ncbi.nlm.nih.gov/pubmed/24781995
file:///D:/varun/Journals/Tushar%20Team/JBTBD/EGM/EGM-Volume6/Volume6.1/Correctoins/jasn.asnjournals.org/content/15/11/2775.short
file:///D:/varun/Journals/Tushar%20Team/JBTBD/EGM/EGM-Volume6/Volume6.1/Correctoins/jasn.asnjournals.org/content/15/11/2775.short
http://www.ncbi.nlm.nih.gov/pubmed/18549781
http://www.ncbi.nlm.nih.gov/pubmed/18549781
http://www.ncbi.nlm.nih.gov/pubmed/18431508
http://www.ncbi.nlm.nih.gov/pubmed/18431508
http://www.ncbi.nlm.nih.gov/pubmed/7887455
http://www.ncbi.nlm.nih.gov/pubmed/7887455
http://www.ncbi.nlm.nih.gov/pubmed/11260414
http://www.ncbi.nlm.nih.gov/pubmed/11260414

	Corresponding author
	Abstract
	Keywords
	Introduction
	Materials and Methods 
	Biochemical assays
	Histological studies
	Electron microscopy study
	Immunohistochemistry study
	Statistical analysis

	Results
	Table 1
	Table 2
	Figure 1
	Figure 2
	Figure 3
	Discussion
	Conclusions
	Limitation of the Work
	References

