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Abstract  

AIM: To determine the effects of polyphenol-rich extract of the leaves of Vernonia amygdalina 
(PEVA) in rats with Cd-induced nephropathy.  

MATERIALS AND METHODS: Sixty five male Wistar rats were divided into five groups as follows; 
Group 1 received distilled water throughout the period of study. Group 2 received 5 mg/kg body 
weight of cadmium (Cd), in the form of CdSO4, for five consecutive days via intraperitoneal route. 
Groups 3, 4 and 5 were pretreated with Cd as group 2 and thereafter received oral treatment of 
PEVA for 4 weeks at 100 mg/kg, 200 mg/kg and 400 mg/kg body weight, respectively.  

RESULTS: Exposure to Cd toxicity significantly induced deleterious alterations in plasma and urine 
levels of creatinine, urea and glucose as well as creatinine and urea clearance (p < 0.05) in the rat 
model. There was a significant disturbance in the antioxidant system as revealed by the levels of 
thiobarbituric acid reactive substance (TBARS) and reduced glutathione (GSH) (p < 0.05) in the 
kidney tissue of the rats. With marked improvements in renal histoarchitecture, PEVA treatment 
showed a duration and non dose-dependent ameliorative potential.  

CONCLUSION: PEVA treatment reversed the compromise of renal function that was induced by 
Cd toxicity in rat model. 

 
 
 
 
 
 
 

Introduction 

 

Cadmium is a ubiquitous non-essential heavy 
metal of importance in several industrial processes 
[1]. Its inability to undergo metabolic degradation to 
less toxic metabolites makes its exposure a serious 
health concern [2]. There is increasing concern about 
its contamination of soil and water as it bioaccumulate 
in the food chain, particularly in regions of inadequate 
exposure-control. Hence, consumption of 
contaminated food is a greater part of its intake in 
humans [3, 4]. A further contribution to human 
exposure is the considerable portion it occupies in 
tobacco/cigarette [1, 4], thus exerting its toxic effects 

in both active and passive smokers. Unlike most 
heavy metals, exposures to cadmium can induce 
disruptions in a number of biological activities and 
systems at relatively lower doses [5-7]. Its toxicity, 
basically, affects the vital organs of the body. 
However, its main repository organ is the kidney [4, 8, 
9]. 

According to the National Association of 
Nephrology (NAN, Nigeria), about 30 million Nigerians 
have chronic kidney disease [10]. This staggering 
figure was corroborated by the National Kidney 
Foundation (NFK, USA) that about 27 million 
Nigerians have chronic kidney disease. This precursor 
to kidney failure is with an incidence of 100 per million 
populations (about 15,000 new cases every year) and 
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prevalence of 300 to 400 million (about 45,000 living 
with kidney failure annually) [10]. The incidence of 
kidney disease is on the increase (worldwide) with 
high cost of management or treatment. Cadmium is 
reputed for its nephrotoxic effect. The use of 
established antagonists and various chelating agents 
to reduce its toxicity is usually associated with 
undesirable side effects [11]; hence current scientific 
research is geared towards exploiting the health 
benefits of natural products of plant origin. These 
plants are usually common and relatively cheaper, yet 
with promising health-boosting potentials. 

Various vegetables, fruits and whole grains 
are examples of abundant sources of polyphenols 
[12]. Polyphenols are strong antioxidants which act as 
a defense against reactive oxygen species (ROS)-
induced oxidative stress [13]. They are reputed for 
complementing and adding to the functions of 
antioxidant enzymes and vitamins [13]. The study of 
the biological effects of polyphenols has become an 
area of interest in the light of recent advances in the 
field of nutrition and medical sciences [14].  

Vernonia amygdalina leaf (commonly called 
bitter leaf) is reputed for its many medicinal benefits 
which range from anti-inflammatory, antidiabetic [10], 
bad and total cholesterol-reducing [15], cardiovascular 
disease-ameliorating [16], immune system-
strengthening, anti-microbial [10], anti-diarrhea, and 
anti-emetic [17] potentials, to mention a few. However, 
the health benefits of this apparently medicinal plant 
have been attributed, by most literature, to the 
presence of polyphenols in its extract [15-17]. The 
effects of this polyphenol-rich extract on cadmium-
induced kidney injury have not been reported, hence 
this study. 

 

 

Material and Methods 

 

Plant, Materials and Chemicals 

Fresh leaves of Vernonia amygdalina were 
obtained from a garden in Ife-Ibadan area of Ile-Ife, 
Osun State, Nigeria. This was certified by a 
Taxonomist (Mr. A. Gabriel) in the Department of 
Botany, Obafemi Awolowo University (OAU), Ile-Ife, 
Osun State, Nigeria. 

Ohaus R Model of metabolic cage (Ohaus, 
Pine Brook, New Jersey, USA) was used for this 
study. Standard Laboratory kits for assay of indices of 
renal function were purchased from Randox 
Laboratories Limited, United Kingdom. Acetone was 
purchased from Crescent Chemical Co., Inc, New 
York, United States while Cadmium sulphate was 
purchased from Guangzhou Fischer Chemical Co., 
Ltd, Guangdong, China. 

Extraction of Polyphenols 

Using standard procedure, polyphenol-rich 
extract of leaves of Vernonia amygdalina (PEVA) was 
obtained as follows; the leaves were air-dried and 
pulverized with an Electric Pulverizer (DIK-2910, Daiki 
Rika Kogyo Co. Ltd, Tokyo-Japan) and thereafter 
weighed. This was further crushed in 80% acetone 
(1:2 w/v) using a Waring blender (Waring Commercial, 
Torrington, CT). The sample was homogenized in a 
Polytron Homogenizer (Glen Mills Inc., Clifton, NJ) for 
3 minutes and the homogenates was filtered under 
vacuum using Buchner funnel and Whatman number 
2 Filter Paper (Whatman PLC, Middlesex, UK). The 
filtrate was concentrated under vacuum using a 
Rotary Evaporator (HahnShin Scientific, HS-2005-N) 
and freeze-dried in a Lyophilizer (Ilshin Lab. Co. Ltd, 
Seoul, Republic of Korea). The yield obtained (PEVA) 
was weighed and kept in a desiccator until when 
needed. The percentage (%) yield of PEVA was 
calculated as shown below; 

% yield of PEVA = yield of PEVA ÷ weight of pulverized leaves x 
100 % [18]. 

As reported in our earlier study, the total 
phenol content was determined to be 681 ± 47.36 mg 
of gallic acid equivalent per gramme of the extract 
while the total flavonoids content was 23.70 ± 1.78 mg 
of quercetin equivalent per gramme of the extract [19]. 

 

Solutions of PEVA Extract and Cadmium Salt 

Polyphenol-rich extract of leaves of Vernonia 
amygdalina (PEVA) was reconstituted with distilled 
water to prepare three stock solutions. One gramme 
(1 g) of PEVA was dissolved in 20 ml of distilled water 
to obtain a stock solution for 100 mg/kg of PEVA. 
Also, 2 g and 4 g of PEVA were each dissolved in 20 
ml of distilled water to obtain stock solutions for 200 
mg/kg and 400 mg/kg of PEVA, respectively. This 
implies that the rats received graded doses of PEVA 
at 100, 200 and 400 mg/kg body weight, respectively. 
The choice of therapeutic doses for this study was 
guided by the predetermined oral LD50 of PEVA (and 
taken to be ≤ 10% of oral LD50), as reported in our 
previous study [19]. Therefore, the extracts were 
administered at 0.2 ml per 100 g body weight of rats. 
Fresh samples were prepared every 48 hours and 
stored in a deep-freezer after use. 

Fifty milligram (50 mg) of cadmium sulphate 
salt was dissolved in 20 ml of distilled water and 
administered to rats at 0.2 ml/ 100 g bodyweight. This 
implies that 0.5 mg of cadmium solution was 
administered to 100 g rat. Renal injury was induced by 
the administration of solution of Cd at a dose of 5 
mg/kg/day for five consecutive days, via 
intraperitoneal route (i.p.). 
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Animal Management and Experimental 
Protocol 

The experimental protocols were in strict 
compliance with the guide for animal research, as 
detailed in the NIH Guidelines for the Care and Use of 
Laboratory Animals (National Academy of Sciences 
and National Institutes of Health Publications, 2011) 
[20] and approved by local Institutional Research 
Committee. Sixty five (65) male Wistar rats, weighing 
150-175 g, were used for this study. They were 
purchased from the Animal Holdings of the College of 
Health Sciences, OAU, Ile-Ife, Osun State, Nigeria; 
where the study was carried out. Each rat was housed 
in a separate metabolic cage under natural light/dark 
cycle and allowed to have access to standard 
laboratory rat chow (Caps Feed PLC Osogbo, Nigeria) 
and water ad libitum. The rats were allowed to 
acclimatize in the metabolic cage for 2 weeks before 
the commencement of this study, to allow for 
adaptation to life in metabolic cage.  

Table 1: Experimental Protocol and Dose Regimen 

 DAY 5 WEEK 2 WEEK 4 WEEK 6 

GROUP 1 DW DW DW DW* 

GROUP 2 Cd* RP * RP *  
GROUP 3 Cd P 100 mg/kg* 100 mg/kg* RP * 

GROUP 4 Cd P 200 mg/kg* 200 mg/kg* RP * 
GROUP 5 Cd P 400 mg/kg* 400 mg/kg* RP * 

DW= Distilled water; Cd= Cadmium (5 mg/kg bw via intraperitoneal route); P= Polyphenol-
rich extract of leaves of Vernonia amygdalina (PEVA); RP= Recovery period; Group 1= 
Control (5 rats); Group 2= Toxic Control (15 rats); Group 3= Cd + 100 mg/kg PEVA (15 
rats); Group 4= Cd + 200 mg/kg PEVA (15 rats); Group 5= Cd + 400 mg/kg PEVA (15 
rats); *= point that rats were euthanized. 

 
The rats were divided into five (5) groups as 

follows; Group 1 (control group) consisted of 5 rats 
that received distilled water at 0.2 ml/100 g body 
weight, throughout the study period (6 weeks) after 
which they were sacrificed. Group 2 (toxic group) 
consisted of 15 rats each of which received Cadmium 
(Cd) at 5 mg/kg in the form of CdSO4 via 
intraperitoneal route, once daily, for five consecutive 
days. Five of the rats were sacrificed 24 hours after 
Cd intoxication.  

From the remaining 10 rats, 5 each were 
sacrificed after a recovery period of 2 and 4 weeks. 
Groups 3, 4 and 5 consisted of 15 rats each, which 
were also intoxicated with Cd as stated above. 
Thereafter, they received 100, 200 and 400 mg/kg of 
PEVA respectively, via oral route of which 5 rats were 
sacrificed after 14 days. The remaining 10 rats in each 
group received the respective doses of PEVA for 28 
days of which 5 rats were sacrificed, twenty four 
hours, after the last dose of PEVA while the remaining 
5 rats were sacrificed after 2 weeks of recovery 
period.  

Blood samples were collected by cardiac 
puncture into separate EDTA bottles and centrifuged 
at 4000 rpm for 15 minutes with the aid of a cold 
centrifuge (Centurium Scientific, Model 8881) at -4ºC 
in order to obtain the plasma. Plasma obtained was 
collected into separate plain bottles for the 
assessment of the indices of renal function. 

Measurement of Body Weight and Food 
Consumption 

With the aid of a digital weighing balance 
(Hanson, China), weekly body weight and food 
consumption of the rats were measured. The food 
consumption was measured by subtracting the final 
amount from the initial amount that was measured a 
day before. The value obtained was taken to be the 
amount consumed by each rat. 

 

Collection and Measurement of Urine 
Samples 

With the aid of the metabolic cage, urine 
samples of rats were collected into separate plastic 
containers. Urine volumes were read off directly with 
the aid of a measuring cylinder and volumes that were 
less than 1ml were measured with the aid of an insulin 
syringe. 

 

Biochemical Assays 

Plasma and urine levels of creatinine, urea and 
glucose were estimated using standard laboratory 
protocols, as provided by Randox Laboratories. 
Creatinine and urea clearance were calculated using 
conventional formulae as follows; 

Clearance= UV/P (ml/min). 

Where U= concentration of substance in urine; 

V= urine flow rate = amount of urine/ time (secs); and 

P= concentration of substance in plasma. 

 

Homogenate Preparation 

The kidneys of the rats were carefully excised 
and weighed. One of the kidneys (left) was 
homogenized with 10ml of sucrose solution (0.25M) 
using Electric Homogenizer (SI601001). 10% 
homogenate in phosphate buffer (100 Mm) was 
prepared at pH of 7.4. The homogenate was 
centrifuged at 3000 rpm for 20 minutes and the 
supernatant was collected for the assessment of 
levels of lipid peroxidation and oxidative stress.  

 

Assay for Non-enzymatic Antioxidant Status 

Reduced glutathione (GSH) levels were 
measured by the method of Beutler and Kelly [21]. 1 
ml of the supernatant, obtained above, was added to 
0.5 ml of Ellman’s reagent (10 mM). 2 ml of phosphate 
buffer (0.2 M, pH 8.0) was, thereafter, added. The 
yellow colour developed was read at 412 nm against 
blank containing 3.5 ml of phosphate buffer. A series 
of standards were also treated similarly and the 
amount of GSH was expressed in mg/100 g tissue. 
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Assay for Lipid Peroxidation 

Levels of thiobarbituric acid reactive 
substance (TBARS) were determined by the method 
of Ohkawa et al [22]. To each 0.5 ml of the 
supernatant was added 0.5 ml of phosphate buffer 
(0.1 M, pH 8.0) and 0.5 ml of 24% TCA. The resulting 
mixture was incubated at room temperature for 10 
min, followed by centrifugation at 2000 rpm for 20 min. 
To 1 ml of the resulting supernatant was added 0.25 
ml of 0.33% TBA in 20% acetic acid and the resulting 
mixture was boiled at 95

o
C for 1 hr. The resulting pink 

colour product was cooled and absorbance was read 
at 532nm (Extinction coefficient of TBARS; ε532 = 
1.53 x 105 M

-1
 cm

-1
). 

 

Histopathological Studies 

The right kidneys of the rats were fixed in 
10% formal-saline solution. They were, thereafter, 
dehydrated in graded alcohol and embedded in 
paraffin wax. Sections taken (7-8 µm thick) were 
stained, using Hematoxylin and Eosin (H & E) 
technique, for photomicroscopic assessment with the 
aid of Leica DM 750 camera microscope at 
magnifications of x400. 

 

Statistical Analysis 

The results obtained were collated and 
expressed as Mean ± Standard Error of Mean (S.E.M) 
and subjected to one-way analysis of variance 
(ANOVA). The data were further subjected to a post 
hoc test using Student Neumann Keuls’ method, and 
differences with probability values of p < 0.05 were 
considered statistically significant. The statistical 
analysis was carried out with the aid of GraphPad 
Prism 5.03 (GraphPad Software Inc., CA, USA). 

 

 

Results 

 

Percentage Yield of PEVA 

The result (Table 2) showed that the 
percentage yield of PEVA is 8.28 ± 0.15 (n=3). 

Table 2: Percentage (%) Yield of PEVA 

 Weight of air-dried and 
pulverized leaves (g) 

Yield of PEVA (g) Percentage (%) yield of 
PEVA 

1st Extraction Process 500 41.25 8.25 
2nd Extraction Process 500 40.20 8.04 
3rd Extraction Process 500 42.80 8.56 

 
 

Food Consumption (g) and Body Weight (g) 

The study recorded a significant decrease in 
the food consumption of rats (Figure 1a) in all Cd-

treated groups, that is Groups 2, 3, 4 and 5 (4.10 ± 
0.64, 9.80 ± 1.07, 5.80 ± 1.28 and 4.20 ± 1.36, 
respectively) when compared with their respective 
baseline (18.00 ± 2.18, 17.20 ± 1.38, 15.20 ± 1.19 and 
15.00 ± 1.61) (p < 0.05). At the fourth week of the 
study, a significant increase (86.39 ± 14.89 %) was 
observed in these groups when compared with the 2 
weeks PEVA-treated groups (14.00 ± 0.63, 10.00 ± 
0.89 and 7.80 ± 0.58, respectively) (p < 0.05). 
However, no significant decrease was recorded in 
Group 2 (11.80 ± 1.93) at the end of the study when 
compared with the baseline (18.00±2.18) (t = 2.129; F 
= 1.276; P = 0.0659). 

 

 

Figure 1: Effects of PEVA on food consumption (a.) and body 
weight (b.) of rats exposed to cadmium toxicity 

 

There was a significant decrease in the body 
weight of rats (Figure 1b) in all Cd-treated groups, that 
is Groups 2, 3, 4 and 5 (132.6 ± 7.11, 133.6 ± 4.32, 
129.6 ± 4.27 and 125.2 ± 3.43) when compared with 
their respective baseline (167.0 ± 7.29, 161.4 ± 5.20, 
158.8 ± 2.33 and 160.4 ± 4.45) (p < 0.05). At the end 
of the study, the toxic group (2) never recovered from 
the weight loss associated with exposure to Cd 
toxicity (167.0±7.29 to 157.0±9.11). However, a 
statistically insignificant increase in body weight of the 
PEVA-treated groups, that is Groups 3, 4 and 5 (173.0 
± 15.05, 189.2 ± 8.53 and 168.6 ± 8.80, respectively) 
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was recorded when compared with their respective 
baselines (161.4 ± 5.20, 158.8 ± 2.33 and 160.4 ± 
4.45) (p > 0.05) at the end of the study period. 

 

Relative Kidney Weight (%) 

The study recorded a significant increase in 
relative kidney weight of rats (Figure 2) in Group 2 
(0.42 ± 0.02) when compared with Group 1 (0.31 ± 
0.03) (t = 3.051; F = 2.250; p < 0.05). The PEVA-
treated groups (3, 4 and 5) recorded no significant 
difference at week two (0.49 ± 0.02; 0.40 ± 0.04; and 
0.48±0.01, respectively) when compared with group 2 
(0.47 ± 0.02). There was a duration dependent 
significant decrease in Group 2 between weeks 2 and 
4 of recovery period (0.64 ± 0.08 and 0.41 ± 0.02, 
respectively). 

 

Figure 2: Effects of PEVA on the relative kidney weight of rats 
exposed to cadmium toxicity. Each value represents mean ± S.E.M 
(n = 5); *=significantly different from control (p < 0.05); δ = 
significantly different from toxic group (p < 0.05); #= significantly 
different from 2 weeks Cd + Recovery group (p < 0.05) 

 

Plasma Creatinine (mg/dl), Urine Creatinine 
(mg/dl) and Creatinine Clearance (ml/min x10

-3
) 

Exposure to Cd toxicity induced a significant 
increase in plasma creatinine of the rats (Figure 3a) in 
the Group 2 (1.97 ± 0.01) when compared with Group 
1 (0.80 ± 0.02) (t = 52.32; F = 4.000; p < 0.05). This 
was accompanied by a significant decrease in urine 
creatinine levels (Figure 3b) in the Group 2 (13.86 ± 
1.85) when compared with Group 1 (37.84 ± 0.71) (t = 
52.32; F = 6.789; p < 0.05).  

Also, the period of Cd intoxication was 
marked with a significant decrease in the creatinine 
clearance of the rats (Figure 3c) in Group 2 (0.84 ± 
0.005) when compared with Group 1 (4.43 ± 0.14) (t = 
25.63; F = 784.0; p < 0.05). These alterations were, 
however, observed to be attenuated in duration, non 
dose-dependent fashion when compared with the 
respective control values (Figure 3a, b and c). 

 

 

 
Figure 3: Effects of PEVA on plasma creatinine (a.), urine creatinine 
(b.) and creatinine clearance (c) of rats with Cd-induced kidney 
injury. Each value represents mean ± S.E.M (n = 5); *= significantly 
different from control (p < 0.05); δ= significantly different from toxic 
group (p < 0.05); #= significantly different from 2 weeks toxic 
recovery group (p < 0.05); α= significantly different from 4 weeks 
toxic recovery group (p < 0.05) 

 

Plasma Urea (mg/l), Urine Urea (g/l) and Urea 
Clearance (ml/min x10

-5
) 

 Cd intoxication induced a significant increase 
in plasma urea of the rats (Figure 4a) in Group 2 
(120.60 ± 7.85) when compared with Group 1 (34.69 ± 
2.32) (t = 10.50; F = 11.45; p < 0.05). This was 
accompanied by a significant decrease in urine urea 
of the rats (Figure 4b) in Group 2 (192.50 ± 0.52) 
when compared with Group 1 (71.14 ± 0.80) (t = 
127.2; F = 2.367; p < 0.05). Also recorded was a 
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significant decrease in the urea clearance of rats in 
Group 2 (3.17 ± 0.62) when compared with Group 1 
(51.00 ± 14.00) (t = 3.41; F = 509.90; p < 0.05), during 
the period of Cd intoxication. These Cd-induced 
alterations in urea levels were also observed to be 
reversed in duration, non dose-dependent fashion 
when compared with the respective control values 
(Figure 4a, b and c). 

 

 

 
Figure 4: Effects of PEVA on plasma Urea (a.), urine urea (b.) and 
urea clearance (c) of rats with Cd-induced kidney injury. Each value 
represents mean ± S.E.M (n = 5); *= significantly different from 
control (p < 0.05); δ= significantly different from toxic group (p < 
0.05); #= significantly different from 2 weeks toxic recovery group (p 
< 0.05); α= significantly different from 4 weeks toxic recovery group 
(p < 0.05) 

Plasma Glucose (mg/dl) and Urine Glucose 
(mg/ml) 

Both plasma glucose (311.87 ± 1.36) (Figure 
5a) and urine glucose levels (38.19 ± 1.39) (Figure 
5b) were found to be significantly increased in the 
Group 2 when compared with their respective Group 
1; (115.31 ± 1.86) (t = 85.31; F = 1.870; p < 0.05) and 
(20.10 ± 1.21) (F = 1.320; p < 0.05). PEVA treatment 
attenuated plasma and urine glucose aberrations in 
rats exposed to Cd toxicity in a dose-dependent 
fashion with a relative potency of 400 mg/kg > 200 
mg/kg > 100 mg/kg (Figure 3.7a & b). However, a 
significant decrease in plasma glucose was recorded 
in Group 2 at 2 week recovery period (281.78 ± 2.40) 
when compared with the toxic group (311.87 ± 1.36) 
(F= 3.114; p<0.05).  

 

 

Figure 5: Effects of PEVA on plasma glucose (a.) and urine glucose 
(b.) of rats with Cd-induced kidney injury.Each value represents 
mean ± S.E.M (n = 5); *= significantly different from control (p < 
0.05); δ= significantly different from toxic group (p < 0.05); #= 
significantly different from 2 weeks toxic recovery group (p < 0.05); 
α= significantly different from 4 weeks toxic recovery group (p < 
0.05) 

This was found to be significantly decreased 
in the PEVA-treated groups (3, 4 and 5) at both week 
2 (165.20 ± 1.82; 211.61 ± 1.79; and 220.02 ± 1.56, 
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respectively) and week 4 (92.10 ± 2.02; 101.97 ± 
2.08; and 92.28 ± 2.09, respectively). At the end of the 
study, there was a significant decrease in the urine 
level of glucose in the PEVA-treated groups (3, 4 and 
5) (14.62 ± 1.21; 17.36 ± 1.14; 16.08 ± 1.25) when 
compared with Group 2 (38.19±1.39) (F = 79.34; p < 
0.0001). 

 

Non- enzymatic Antioxidant Status (GSH) 
(μg/mg protein) and Levels of Lipid 
Peroxidation (TBARS) (nmol/mg protein) 

The GSH level in the renal tissue of the rats 
(Figure 6a) in Group 2 (0.74 ± 0.08) was significantly 
decreased when compared with Group 1 (2.73 ± 0.11) 
(t = 14.63; F = 1.891; p < 0.05). There was no 
significant difference in the PEVA-treated groups (3, 4 
and 5) at 2 weeks recovery period (2.88 ± 0.07; 2.77 ± 
0.09; and 2.68 ± 0.08, respectively) when compared 
with 4 weeks PEVA-treated groups (2.72 ± 0.12; 2.88 
± 0.10; and 2.62 ± 0.16, respectively) and Group 1 
(2.73 ± 0.11).  

 

 
Figure 6: Effects of PEVA on renal levels of GSH (a.) and TBARS 
(b.) in rats with Cd-induced kidney injury. Each value represents 
mean ± S.E.M (n = 5); *= significantly different from control (p < 
0.05); δ= significantly different from toxic group (p < 0.05); #= 
significantly different from 2 weeks toxic recovery group (p < 0.05); 
α= significantly different from 4 weeks toxic recovery group (p < 
0.05) 

Also recorded was a statistically significant 
decrease in during 2 weeks recovery period in Group 
2 (1.07 ± 0.07) when compared with 4 weeks recovery 
period in Group 2 (1.86 ± 0.23) (F = 2.469; p < 0.05). 

There was a significant increase in TBARS 
level (Figure 6b) in the Group 2 (114.90 ± 2.16) when 
compared with the Group 1 (50.63 ± 1.32) (t = 25.39; 
F = 2.678; p < 0.05). There was no significant 
difference in the PEVA-treated groups (3, 4 and 5) at 
2 weeks recovery period (47.82 ± 1.44; 46. 97 ± 1.21; 
48.23 ± 2.20) when compared with the PEVA-treated 
groups at week 4 (51.07 ± 2.15; 46.99 ± 3.21; 51.23 ± 
2.33) as well as with Group 1 (50.63 ± 1.32). Also 
recorded was a statistically significant decrease in 
levels of TBARS in Group 2 at 2 weeks recovery 
(94.54 ± 1.27) when compared with 4 weeks recovery 
period (63.23 ± 1.31) (F= 1.064; p < 0.05). 

 

 

 

Figure 7: Photomicrographs of renal tissues showing the effects of 
PEVA treatment following Cd-induced kidney injury in rats 
(Magnification 400x).A = Control group; B = Toxic group (5 days Cd 
treatment); C = Toxic group (Cd + 2 weeks recovery period); D = 
Toxic group (Cd + 4 weeks recovery period); E = Cd + 100 mg/kg 
PEVA for 2 weeks; F = Cd + 200 mg/kg PEVA for 2 weeks; G = Cd 
+ 400 mg/kg PEVA for 2 weeks; H = Cd + 100 mg/kg PEVA for 4 
weeks; I = Cd + 200 mg/kg PEVA for 4 weeks; J = Cd + 400 mg/kg 
PEVA for 4 weeks; K = 100 mg/kg PEVA treatment + 2 weeks 
recovery period; L = 200 mg/kg PEVA treatment + 2 weeks 
recovery period; M = 400 mg/kg PEVA treatment + 2 weeks 
recovery period;  Yellow arrow = atrophic glomerulus; Red arrow = 
shrunken glomerulus; Black single arrow = Bowman’s capsular 
space; Black double arrow = Severe cloudy swelling of the proximal 
convoluted tubule; G = Glomerulus; P = Proximal convoluted 
tubules and D = Distal convoluted tubules 
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Histopathological Investigation  

The photomicrograph of the toxic group 
(Figure 7B) showed evidence of distorted renal 
corpuscles with atrophic glomerulus (yellow arrow), 
loss of cellular constituents in the tubules and severe 
cloudy swelling of the proximal convoluted tubule 
(black double arrow). This was in contrast to the 
control group (Figure 7A) that showed intact renal 
corpuscles with normal appearing glomerulus (G) and 
tubules; proximal convoluted tubules (P), distal 
convoluted tubules (D) as well as intact Bowman’s 
capsular space (black single arrow). 

The Cd + recovery groups (Figures C and D) 
showed a duration-dependent improvement in the 
renal histoarchitecture of the rats when compared with 
the toxic group. However, these improvements were 
found to be less significant in a duration-dependent 
fashion when compared with the PEVA-treated groups 
at 2 weeks of PEVA treatment (Figures 7 E, F and G), 
4 weeks of PEVA treatment (Figures 7 H, I and J) and 
with the groups that were left to recover for 2 weeks 
after PEVA treatment (Figures 7 K, L and M). Within 
the PEVA-treated groups, the improvements that were 
observed were duration-dependent but not dose-
dependent. This was with a relative potency of 200 
mg/kg > 100 mg/kg > 400 mg/kg body weight of PEVA 
administration. It is worthy of note to state that the 
groups that received 400 mg/kg PEVA still showed 
marked evidence of atrophic (yellow arrow) and 
shrunken (red arrow) glomeruli even after 4 weeks of 
PEVA treatment (Figure 7J) and 2 weeks recovery 
period after PEVA treatment (Figure 7M). 

 

 

Discussion 

 

The study was in three phases. The first and 
second phases investigated the effects of two and 
four weeks treatment with polyphenol-rich extract of 
leaves of Vernonia amygdalina (PEVA), respectively, 
on the renal function of rats with cadmium-induced 
kidney injury while the third phase investigated the 
impact of a two week recovery period from PEVA 
treatment in rats with cadmium-induced kidney injury. 

Exposure to Cd toxicity was associated with 
tiredness and reduced appetite, as observed in the 
rats. This explains the reduction in body weight that 
was recorded in the study. Katherine et al [23] 
reported that in any individual, weight gain or loss is a 
function of a balance between food consumption and 
the rate of energy expenditure. Therefore, the 
reduction in body weight that was recorded was a 
consequence of Cd-induced alteration in feeding 
pattern. Within neural circuitry, the “key controller” that 
maintains energy homeostasis is the hypothalamus 
[23]. The brain has been reported in literature to also 
be an area of Cd bioaccumulation [24, 25, 26] with 

undesirable effects on the hypothalamus [27, 28]. 
Subject to further investigation and verification, Cd 
toxicity may have resulted in the suppression of the 
hypothalamic centre for energy expenditure and food 
consumption, with a consequent reduction in appetite. 
PEVA treatment was associated with a duration-
dependent improvement in the appetite and feeding 
pattern of rats, suggesting a possible modulatory 
effect of PEVA on appetite to restore homeostasis of 
feeding pattern in subjects that have been exposed to 
Cd toxicity. 

The physiological explanation for the increase 
in both plasma and urine glucose levels is splay. This 
is the concentration difference between a substance 
transport maximum and its renal threshold. It is 
evident that the splay for blood glucose was 
significantly reduced during the period of exposure to 
Cd toxicity; since the magnitude of splay is inversely 
proportional to the avidity with which the transport 
mechanism binds the substance it transports [29]. Cd 
has been reported to target various transporters in 
brush borders and baso-lateral membranes of the 
kidney [30]. This study recorded that Cd toxicity 
induced hyperglycemia which was sufficient to induce 
glycosuria, with the renal threshold for glucose being 
exceeded. However, the representative photomicro-
graph of the toxic group revealed loss of cellular 
constituents and severe cloudy swelling in the 
proximal convoluted tubules, where almost all glucose 
reabsorption takes place [31]. This suggests that the 
mechanism by which Cd induced glycosuria was both 
induction of hyperglycemia and reduction in renal 
reabsorptive capacity for glucose. PEVA treatment 
was observed to have significantly reversed the Cd-
induced alteration in plasma and urine levels of 
glucose in a dose-dependent fashion, suggesting its 
potential in restoring body glucose homeostasis. It is, 
however, worthy of note to state that the dose-
dependent decrease in the plasma glucose level that 
was associated with PEVA treatment culminated in 
hypoglycemia in the group that received the highest 
dose, in a manner that was duration-dependent. This 
suggests a high risk profile of PEVA administration at 
high doses.  

The significant increase in the relative kidney 
weight (RKW) that was recorded is in contrast to 
some reports on the effects of Cd toxicity on RKW. 
For instance, Borde et al [32] and Onwuka et al [33] 
reported that Cd toxicity induced significant decrease 
in RKW. These contrasting reports could have been 
as a result of difference in the salts of Cd that were 
used for the studies; while this study investigated Cd 
in the form of cadmium sulphate, the former 
investigated cadmium in the form of cadmium 
chloride. Similar finding (significant increase in RKW) 
was reported by Ige et al [34], who used cadmium in 
form of cadmium sulphate. This could mean that salts 
of Cd can induce toxicity in unique patterns that are 
peculiar to each salt. The significant increase may 
have resulted from the features of severe cloudy 
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swelling as revealed in the representative 
photomicrograph. An apparent anti-inflammatory 
potential of PEVA was demonstrated by its ability to 
significantly reverse the Cd-induced increase in RKW.  

The increased level of TBARS observed in 
the renal tissues of rats with Cd toxicity indicated a 
high degree of lipid peroxidation and oxidative stress. 
Lipid peroxidation, though indirectly involved in the 
generation of free radicals, is considered as the 
primary mechanism for Cd-induced toxicity [35-38]. 
Because of the presence of sulfhydryl group in it, GSH 
is a non-enzymatic antioxidant which acts as a first 
line of defense against oxidative stress [39]. The 
significant reduction in GSH levels that was recorded 
can be attributed to the increased use of GSH (by the 
renal tissues) to mop up excessive Reactive Oxygen 
Species (ROS) that were generated during the 
process of Cd-induced renal injury. Inducing ROS 
generation through oxidative damage to cellular 
organelles is the mechanism by which Cd exerts its 
toxic effects [40]. Reactions of these ROS, which 
consist mainly of O2

+
, H2O2 and OH

+
 [41], with cellular 

biomolecules have been shown to lead to lipid 
peroxidation, membrane protein damage, altered anti-
oxidant system, altered gene expression, DNA 
damage and apoptosis [42, 40]. The GSH report in 
this study is consistent with the other reports in which 
GSH concentration was decreased during exposure to 
Cd toxicity [43, 41]. The ability of Cd to generate free 
radicals is a pointer to the possibility of ameliorating 
the oxidative stress that it induces with the use of 
potent antioxidants. PEVA administration to rats that 
were exposed to Cd toxicity reinstated normal levels 
of both TBARS and GSH in the renal tissues, possibly 
by significantly reducing Cd reaction with cellular 
biomolecules. This suggests that PEVA is a potent 
antioxidant. The efficacy of PEVA in this study, as an 
antioxidant, became obvious during the 4th week 
treatment period and therefore sustained. 

The protection of cell constituents against 
oxidative damage through scavenging of free radicals 
is a concept that is considered an oversimplified view 
of the mechanism of polyphenol action [44]. The 
biological effects of polyphenols may far exceed the 
modulation of oxidative stress in biological systems 
[45]. 

The record on plasma and urine creatinine 
level is consistent with previous findings [46, 47, 48, 
49]. A significant increase in plasma levels of 
creatinine is usually associated with a compromise to 
the filtering capacity of the kidney [50] hence, 
creatinine clearance is a function of glomerular 
filtration rate. As depicted by features of atrophic 
glomeruli, the significant increase in plasma creatinine 
can be attributed to a compromise to the renal 
filtration capacity following exposure to Cd toxicity. 
Also, after a significant decrease, creatinine clearance 
was observed to be significantly increased in a 
duration-dependent fashion in the PEVA-treated 
groups. This potential of PEVA to significantly reverse 

the Cd-induced alteration in creatinine clearance, 
buttressed by the corresponding photomicrographs, 
may have resulted from its antioxidant effect. 
However, the observations of this study portray PEVA 
as having a potential role, possibly, in tissue 
regeneration as a means of improving levels of 
plasma creatinine as well as creatinine clearance in 
subject exposed to Cd toxicity. The (precise) 
mechanism by which polyphenols reinstate normal 
levels of creatinine in biological systems is worthy of 
further investigation. 

The integration of amino acids into proteins is 
inhibited by Cd, causing an increase in blood urea 
level [49]. Also, tubular secretion and reabsorption 
(through urea transport proteins) are the major factors 
that regulate the excretion of urea from the body [51]. 
PEVA’s ability to significantly reinstate normal levels 
of urea suggests its potential to enhance the 
integration of amino acids into proteins, thus abating 
Cd-induced nephritis and or mediate possible 
alterations in urea transport proteins in the renal 
tubules to restore urea homeostasis. The 
representative photomicrographs depicted intact renal 
histoarchitecture when compared with that of the 
control. This is, however, subject to further 
investigation and verification. 

It is noteworthy to state that rats that were left 
untreated after exposure to Cd toxicity showed 
remarkably steady degree of amelioration when 
compared with the toxic group. However, when 
compared with the PEVA-treated groups, there was a 
significant difference; with PEVA-treated groups 
showing between “two-fold to over-six fold” increase in 
ameliorative capacity as opposed to when rats were 
left untreated. Based on this observation, it can be 
deduced that renal tissues of rats with Cd-induced 
kidney injury have the potential to attempt the 
restoration of normal renal function in a duration-
dependent manner, provided complete abstinence 
from Cd exposure is maintained.  

 Although PEVA showed significant changes in 
the biochemical and histological aberrations that were 
induced by exposure to Cd toxicity, its relative potency 
was in the order 200 mg/kg PEVA> 100 mg/kg PEVA> 
400 mg/kg PEVA. This shows that the ameliorative 
potential of the extract is not dose-dependent. Also, 
prolonged administration of high doses can potentiate 
further injury rather than sustaining ameliorative 
potentials. It was observed that a 2 week 
administration of PEVA for the adopted graded doses 
in the PEVA-treated groups produced effects that 
were similar to the toxic recovery groups for all 
biochemical parameters that were measured. This fact 
was supported by the representative 
photomicrographs, thus indicating that the beneficial 
effects of PEVA administration are duration-
dependent. Therefore, there must be a balance 
between choice of therapeutic dose and duration of 
administration. 
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It is recommended that the consumption of 
PEVA or, at least, fresh leaves (rather than blanching) 
of Vernonia amygdalina should be encouraged in 
order to maximize its health benefits as a relatively 
cheaper and potential herbal alternative in the 
treatment or management of subjects with Cd-induced 
kidney injury, which is otherwise expensive to manage 
or treat with the use of conventional therapy.  

In conclusion, the administration of 
polyphenol-rich extract of the leaves of Vernonia 
amygdalina (PEVA) reversed the compromise of renal 
function that was induced by cadmium toxicity in rat 
model. The antioxidant, anti-inflammatory and 
membrane stabilizing activities can be considered as 
the key factors responsible for the ameliorative effect 
of PEVA. Therefore, it represents a prospective 
therapeutic choice to ameliorate the renal oxidative 
injury inflicted by Cd in exposed subjects. 
Nevertheless, a high risk profile at high doses is not 
unlikely. 

 

Acknowledgements 

 

The authors appreciate Mrs. Olatoye T. R., 
Department of Medical Pharmacology and 
Therapeutics OAU, Ile-Ife; Mr. K. Ilesanmi, 
Department of Physiological Sciences, OAU Ile-Ife; 
and Dr. E.M. Obuotor, Department of Biochemistry, 
OAU Ile-Ife for their immeasurable assistance towards 
the success of this project. 

 

 

References 

1. Bernard A. Cadmium and its adverse effects on human health. 
Indian J Med Res. 2008;128:557-564. 
PMid:19106447 

2. Sethi PK, Khandelwal DJ. Cadmium exposure: health hazards of 
silver cottage industry in developing countries. Med Toxicol. 
2006;2:14-5. 
http://dx.doi.org/10.1007/BF03161007 
PMCid:PMC3550031 

 

3. IPCS (International Programme on Chemical Safety). 
Cadmium—Environmental aspects. Geneva, World Health 
Organization, 1992:135. 

 

4. WHO (World Health Organization). Preventing disease through 
healthy environments, exposure to cadmium: a major public health 
concern. 20 Avenue Appia, 1211 Geneva 27 Switzerland, 2010. 

 

5. Jarup L, Berglund M, Elinder CG, Nordberg G, Vahter M. Health 
effects of cadmium exposure - a review of the literature and a risk 
estimate. Scand J Work Environ Health. 1998;24(1):1-51. 
PMid:9569444 

 

6. Bernard A. Renal dysfunction induced by cadmium: biomarkers 
of critical effects. Biometals. 2004;17:519-23. 
http://dx.doi.org/10.1023/B:BIOM.0000045731.75602.b9 
PMid:15688856 

 

7. Nordberg G, Nogawa K, Nordberg M, Friberg L. Cadmium. In: 
Handbook on toxicology of metals. New York: Academic Press,  

2007:65-78. 
http://dx.doi.org/10.1016/B978-012369413-3/50078-1 

8. Goering PL, Waalkes MP and Klaasen CD. Toxicology of 
cadmium. Handbook of Experimental Pharmacology; Toxicology of 
metals, Biochemical effects. Springer-Verlag, New York. 
1994;115:189 – 214. 
PMCid:PMC263045 

 

9. Klaassen CD, Liu J and Choudhuri S. Metallothionein: An 
intracellular protein to protect against cadmium toxicity. Annu Rev 
Pharmacol Toxicol. 1999;39:267–294. 
http://dx.doi.org/10.1146/annurev.pharmtox.39.1.267 
PMid:10331085 

 

10. Munaya C. 27 million Nigerians have chronic kidney disease. 
News Updates. 2011. 
http://www.gbooza.com/group/medicare/forum/topics/27-million-
nigerians-have Accessed October 13, 2015. 

 

11. Pari L and Murugavel P. Role of diallyl tetrasulfide in 
ameliorating the cadmium-induced biochemical changes in rats. 
Environ Toxicol Pharmacol. 2005; 20:493-500. 
http://dx.doi.org/10.1016/j.etap.2005.05.009 
PMid:21783631 

 

12. Rong T. Chemistry and biochemistry of dietary polyphenols. 
Nutrients. 2010;2(12):1231-1246. 
http://dx.doi.org/10.3390/nu2121231 
PMid:22254006 PMCid:PMC3257627 

 

13. Dong L, Pauline L, Jeffery CD, Xiu-Fang W, Lubomir P, Paul 
KW, Ruth F, Emma S, Karel V, Ji L, Renata Z, Jaroslav T, Doug 
RS, Federick ED, Immo ES, Stephen JR and Jiri N. Α-Tocopheryl 
succinate induces apoptosis by targeting ubiquinone-binding sites 
in mitochondrial repiratory mcomplex II. Oncogene. 
2008;27(31):4324-4335. 
http://dx.doi.org/10.1038/onc.2008.69 
PMid:18372923 PMCid:PMC2668987 

 

14. Gutteridge JMC, Halliwell B. Antioxidants in nutrition, health, 
and disease. Oxford University Press, 1994.  

15. Ejoh RA, Tanya AN, Djuikwo VN, Mbofung CM. Effect of 
processing and preservation on the iron and vitamin A (total 
carotenoid) levels of some species of Vernonia. Sciences des 
Aliments. 2005;25:185-192. 
http://dx.doi.org/10.3166/sda.25.185-192 

 

16. Tapsell A. Health benefits to herbs and spices: the past, the 
present and future. Medicinal Journal of Austria. 2006;1:170-190.  

17. Schiffers RR. African indigenous vegetables: an overview of 
the cultivated species. University Greenwich Press, England, 2000.  

18. OnlineMathLearning.com. Percentage yield and percentage 
purity. http://www.onlinemathlearning.com/percent-yield.html. 
Accessed September 29, 2015. 

 

19. Imafidon EC, Akomolafe OR, Abubakar AS, Ogundipe JO, 
Olaoluwa SO, Oladele AA. Polyphenol-rich extract of Vernonia 
amygdalina (Del.) leaves ameliorated cadmium-induced alterations 
in feeding pattern and urine volume of male Wistar rats. Journal of 
Intercultural Ethnopharmacology, Scopemed. 2015; 4: 284 – 292. 

 

20. Guide for the care and use of laboratory animals, 2011. 8th ed. 
Retrieved from 
http://www.google.com.ng/?gfe_rd=cr&ei=KWkSVvy7MtPH8gehuL
vQDg#q=nih+guidelines+animal+care .Accessed October 05, 
2015. 

 

21. Beutler E, Duron O and Kelly BM. Improved method for the 
determination of blood glutathione. J Lab Clin Med. 1963;61:882–
888. 
PMid:13967893 

 

22. Ohkawa H, Ohishi N, Yagi K. Assay for lipid peroxides in 
animal tissues by thiobarbituric acid reaction. Anal Biochem. 
1979;95:351-358. 
http://dx.doi.org/10.1016/0003-2697(79)90738-3 

 

23. Katherine AS, Niamh MM, Steve RB. Hypothalamic Regulation 
of Apetite. Expert Review of Endocrinology and Metabolism.  

http://dx.doi.org/10.1007/BF03161007
http://dx.doi.org/10.1023/B:BIOM.0000045731.75602.b9
http://dx.doi.org/10.1016/B978-012369413-3/50078-1
http://dx.doi.org/10.1146/annurev.pharmtox.39.1.267
http://dx.doi.org/10.1016/j.etap.2005.05.009
http://dx.doi.org/10.3390/nu2121231
http://dx.doi.org/10.1038/onc.2008.69
http://dx.doi.org/10.3166/sda.25.185-192
http://dx.doi.org/10.1016/0003-2697(79)90738-3


 Imafidon et al. Amelioration of Cadmium-Induced Nephropathy using Polyphenol-rich Extract of Vernonia amygdalina (Del.) 
_______________________________________________________________________________________________________________________________ 

_______________________________________________________________________________________________________________________________ 

OA Maced J Med Sci.                                                                                                                                                                                                                         
11 

 

2008;3(5):577-592. 
http://dx.doi.org/10.1586/17446651.3.5.577 

24. Patrice G, Magalie B, Alain B, Jean-Paul B. Comparative 
effects of direct cadmium contamination on gene expression in 
gills, liver, skeletal muscles and brain of the zebra fish. Biometals. 
2006;19:3. 

 

25. Pretto A, Loro VL, Morsch VM, Moraes BS, Menezes C, Clasen 
B, Hoehne L, Dressler V. Acetylcholinesterase activity, lipid 
peroxidation, and bioaccumulation in Silver c atfish (Rhamdia 
quelen) exposed to cadmium. Archives of Environmental 
Contamination and Toxicology. 2010;58:4. 
http://dx.doi.org/10.1007/s00244-009-9419-3 
PMid:19946682 

 

26. Rossana F, Giovanni C, Maria CG, Salvatore DB, Massimo L 
and Ida F. Bioaccumulation of cadmium and its cytotoxic effect on 
zebrafish brain. Taylor and Francis. 2011; 27(2): 39-46. 

 

27. Lufuente A, Marquez N, Maria P, David P and Ana IE. 
Cadmium Effects on Hypothalamic-Pituitary- Testicular Axis in 
Male Rats. Experimental Biology and Medicine. 2001;226(6):605-
611. 

 

28. Farombi EO, Adedara IA, Akinrinde SA, Ojo OO, Eboh AS. 
Protective effects of kolaviron and quercetin on cadmium-induced 
testicular damage and endocrine pathology in rats. Andrologia. 
2012;44(4):273-284. 
http://dx.doi.org/10.1111/j.1439-0272.2012.01279.x 
PMid:22356231 

 

29. Ganong A, Kim EB, Susan MB, Scott B, Heddwen LB. Review 
of Medical Physiology. 23rd edition. New York, NY: McGraw Hill, 
2010: 639 – 685. 

 

30. Sabolic I, Ljubojevic M, Herak-Kramberger CM, Brown D. Cd-
MT causes endocytosis of brush-border trnsporters in rat renal 
proximal tubules. American Journal of Physiology. 
2002;283(6):1389-1402. 

 

31. Steven LC and Max ES. Glucosuria. Textbook of Clinical 
Methods: The History, Physical, and Laboratory Examinations. 3rd 
Edition, 1990: Chp 139. 

 

32. Borde AU, Athawaley AM, Mendhe MS, Patil MK, Lokhande 
PR, Jaiswal SA. Ameliorating potential of Aswagandha on 
cadmium chloride induced changes in weights of visceral organs. 
Vertinary world. 2008;1(11). 

 

33. Onwuka FC, Erhabor O, Eteng MU, Umoh IB. Ameliorative 
effect of cabbage extract on cadmium-induced changes on 
hematology and biochemical parameters of albino rats. Journal of 
Toxicology and Environmental Health Sciences. 2010;2(2):11-16. 

 

34. Ige SF, Akhigbe RE, Adewale AA, Badmus JA, Olaleye SB, 
Ajao FO, Saka WA, Owolabi OQ. Effect of Allium cepa (Onion) 
Extract on cadmium induced nephrotoxicity in rats. Kidney 
Research Journal. 2010;15:1819-3374. 

 

35. Bagchi DM, Bagchi EA, Hassoun SJ and Stohs J. Cadmium-
induced excretion of urinary lipid metabolites, DNA damage, 
glutathione depletion and hepatic lipid peroxidation in sprague-
dawley rats. Biological Trace Element Research. 1996;52:143-154. 
http://dx.doi.org/10.1007/BF02789456 
PMid:8773755 

 

36. Eneman JD, Potts RJ, Osier M, Shukla GS, Lee-Chin CH, Hart 
BA. Suppressed oxidant-induced apoptosis in cadmium adapted 
alveolar epithelial cells and its potential involvement in cadmium 
carcinogenesis. Toxicology. 2000;147:215-228. 
http://dx.doi.org/10.1016/S0300-483X(00)00215-8 

 

37. Dabak JD, Gazuwa SY and Ubom GA. Hepatoprotective 
potential of calcium and magnesium against cadmium and lead 
induced hepatotoxicity in wistar rats. Asian Journal of 
Biotechnology. 2009;1:12-19. 
http://dx.doi.org/10.3923/ajbkr.2009.12.19 

 

38. Cinar MAA, Yigit I, Yalcinkaya E, Oruc O, Duru M, Arslan M. 
Cadmium induced changes on growth performance, some 
biochemical parameters and tissue in broilers: Effects of vitamin C 
and vitamin E. Asian Journal of Animal an Veterinary Advances. 

 

2011;6:923-934. 
http://dx.doi.org/10.3923/ajava.2011.923.934 

39. Sunitha S, Nagaraj M and Varalakshmi P. Hepatoprotective 
effect of lupeol and lupeol linoleate on tissue antioxidant defence 
system in cadmium-induced hepatotoxicity in rats. Fitoterapia. 
2001;72: 516-523. 
http://dx.doi.org/10.1016/S0367-326X(01)00259-3 

 

40. Stohs SJ, Bagchi D, Hassoun E and Bagchi M. Oxidative 
mechanisms in the toxicity of chromium and cadmium ions. Journal 
of Environmental Pathology, Toxicology and Oncology. 
2001;20:77-88. 
http://dx.doi.org/10.1615/JEnvironPatholToxicolOncol.v20.i2.10 

 

41. Nagma M, Nagma JA, Jamal S and Abdur R. Protective effect 
of Rutin against cadmium induced hepatotoxicity in Swiss Albino 
Mice. Journal of Pharmacology and Toxicology. 2012;7:150-157. 
http://dx.doi.org/10.3923/jpt.2012.150.157 

 

42. Stohs SJ and Bagchi D. Oxidative mechanisms in the toxicity of 
metal ions. Free Radical Biology and Medicine. 1995;18:321-336. 
http://dx.doi.org/10.1016/0891-5849(94)00159-H 

 

43. Pari L and Murugavel P. Role of diallyl tetrasulfide in 
ameliorating the cadmium-induced biochemical changes in rats. 
Environmental Toxicology and Pharmacology. 2005;20:493-500. 
http://dx.doi.org/10.1016/j.etap.2005.05.009 
PMid:21783631 

 

44. Azzi A, Davies KJA, Kelly F. Free radical biology: terminology 
and critical thinking. FEBS Lett. 2004;558:3-6. 
http://dx.doi.org/10.1016/S0014-5793(03)01526-6 

 

45. Augustin S, Ian TJ and Mike S. Polyphenols: antioxidants and 
beyond. American Journal of Clinical Nutrition. 2005;81:215–217.  

46. Randa AH, Dawlat MA, Nariman AR, Hatem ME and Dessouky 
MI. Clinicopathological, histopathological and immunological 
studies on animals exposed to lead and cadmium under 
experimental conditions. New York Science Journal. 2012;5:12. 

 

47. Dhana G, Lakshmi RP, Kumar BK, Annapuma P, Rajendar B, 
Pankaj TP, Satish CSV, Kumar G and Rao GS. Protective effect of 
Tribulus terrestris (Linn) on liver and kidney in cadmium intoxicated 
rats. Indian journal of experimental biology. 2012;50:141-146. 

 

48. Mohamed E, El-Boshya EF, Rishab FM, Abdelhamid MS, 
Mubarak TBH. Protective effects of selenium against cadmium 
induced hematological disturbances, immunosuppressive, 
oxidative stress and hepatorenal damage in rats. Journal of Trace 
Elements in Medicine and Biology. 2015;29:104–110. 
http://dx.doi.org/10.1016/j.jtemb.2014.05.009 
PMid:24954678 

 

49. Thangapandiyan S, Sumedha NC and Miltonprabu S. 
Menthapiperita protects against Cadmium-induced oxidative renal 
damage by restoring antioxidant activities and suppressing 
inflammation in rats. International Journal of Pharmacology and 
Toxicology. 2013;1(2):17-28. 

 

50. Al-Qarawi AA, Rahman HA, Mousa HM, Ali BH, El-Mougy SA. 
Nephroprotective action of Phoenix dactylifera in gentamicin 
induced nephrotoxicity. Pharmaceutical Biology. 2008;46:227-230. 
http://dx.doi.org/10.1080/13880200701739322 

 

51. Harlalka GV, Patil CR, Patil MR. Protective effect of Kalanchoe 
pinnata (Crassulaceae) on gentamicin induced nephrotoxicity in 
rats. Indian Journal of Pharmacology. 2007;39:201-205. 
http://dx.doi.org/10.4103/0253-7613.36540 

 

 

http://dx.doi.org/10.1586/17446651.3.5.577
http://dx.doi.org/10.1007/s00244-009-9419-3
http://dx.doi.org/10.1111/j.1439-0272.2012.01279.x
http://dx.doi.org/10.1007/BF02789456
http://dx.doi.org/10.1016/S0300-483X(00)00215-8
http://dx.doi.org/10.3923/ajbkr.2009.12.19
http://dx.doi.org/10.3923/ajava.2011.923.934
http://dx.doi.org/10.1016/S0367-326X(01)00259-3
http://dx.doi.org/10.1615/JEnvironPatholToxicolOncol.v20.i2.10
http://dx.doi.org/10.3923/jpt.2012.150.157
http://dx.doi.org/10.1016/0891-5849(94)00159-H
http://dx.doi.org/10.1016/j.etap.2005.05.009
http://dx.doi.org/10.1016/S0014-5793(03)01526-6
http://dx.doi.org/10.1016/j.jtemb.2014.05.009
http://dx.doi.org/10.1080/13880200701739322
http://dx.doi.org/10.4103/0253-7613.36540

