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Introduction 
Diabetes mellitus (DM) is a complex metabolic 
syndrome of multiple etiologies characterized by 
chronic hyperglycemia with impaired metabolism of 
carbohydrate, fat and protein resulting from 
deficiency in insulin secretion and/or insulin action. 
Untreated or poorly controlled hyperglycemia of 
diabetes can cause long-term damage, dysfunction, 
and failure of various organs (1). Hyperglycemia 
enhances biochemical abnormalities such as 
formation of advanced glycation end products 
(AGE), antioxidant enzyme inactivation, over activity 
of polyol pathway and protein kinase C activation 
and cytokine production, leading to increase of 
oxidative stress induced injury and development of 
diabetic complications (2,3). 
 
Hyperglycemia is considered an important factor in 
the development of many complications in diabetics 
such as hepatopathy and nephropathy (4). The 
prevalence of hepatopathy among diabetics is 
estimated to be between 17% and 100% (5). Diabetic 
hepatopathy is a type of advanced liver disease which 
is characterized by liver cirrhosis, liver failure or the 
need for a liver transplant (6). Further, Arkkila et al., 
(7) reported that the activities of liver damage 
markers including, serum alanine aminotransferase 
(ALT) and aspartate transaminase (AST) are elevated 
in the untreated diabetic patients. Particularly, 
diabetic nephropathy is a major cause of end-stage 
renal disease worldwide, affects 20-40% of all 
patients with diabetes (type 1 and type 2) (8). The 
diabetic hyperglycemia induces the elevation of 
plasma levels of urea acid and creatinine, which are 
considered as the significant markers of renal 
dysfunction (9). For these reasons, it is essential to 
discover not only a cure for diabetes but also for its  

 
complications to improve the quality of life and 
decrease the rate of mortality (10). 
 
Although, several therapies are used for diabetes 
mellitus treatment, there are certain limitations due 
to high cost and side effects such as hypoglycemia, 
weight gain, gastrointestinal disturbances, and liver 
toxicity (11). Therefore, the field of herbal medicines 
research has been gaining significant importance in 
the last few decades and the demand to use natural 
products in the treatment of diabetes is increasing 
worldwide (12). Among the known natural bioactive 
components and phytochemicals, recently phenolic 
compounds are very popular because of their safety 
and efficacy (13). 
 
Gallic acid (GA) (3,4,5-trihydroxybenzoic acid), a 
naturally occurring polyphenol, is abundantly present 
in many fruits, vegetables and derivative products 
(tea, wines, etc.) (14). Especially, tea is an important 
source of GA and contains up to 4.5 g/kg of fresh 
weight (15). GA has multiple biological activities 
such as antibacterial, antiviral, anti-inflammatory, 
antioxidant, antitumor (16), and reduces heart 
infarction incidence and oxidative liver damage (17). 
This polyphenol is even more effective than ascorbic 
acid to prevent lipid peroxidation (15). Also, it was 
reported that GA shows antihyperglycemic and 
antihyperlipidemic activities (18). 
 
p-Coumaric acid (PCA) (4-hydroxyphenyl-2-
propenoic acid) is a phenolic acid widely distributed 
in plants and form a part of human diet (19). It is 
widely present in apples, pears, and vegetables and 
plant products, such as beans, potatoes, tomatoes, 
and tea. PCA has attracted substantial attention due 
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to its several pharmacological and biological actions, 
such as antioxidant (radical scavenging) (20), 
chemoprotective (21), neuroprotective (22), 
cardioprotective (23), anti-microbial (24), anti-cancer 
(25), anti-ulcer activity (26), anti-inflammatory 
activity (27), and hepatoprotective activity (28). In 
addition, PCA is able to reduce plasma cholesterol 
levels (29), prevent HFD-induced obesity (30), and 
improve insulin resistance (31). Since hyperglycemia 
is accompanied by complications in liver and kidney, 
the present study was designed to investigate the 
hepato-renal protective effects of gallic acid and p-

coumaric acid in NA/STZ-induced diabetic rats. 
 

Materials and Methods 
Chemicals 
Streptozotocin, nicotinamide and gallic acid were 
purchased from Sigma Chemical Co., St Louis, MO, 
USA. p-Coumaric acid was purchased from Santa 
Cruz Biotechnology Inc., Santa Cruz, CA, USA. All 
other chemicals were of analytical grade and were 
obtained from standard commercial supplies. 
 
Experimental animals 
Adult male albino rats (Rattus norvegicus) weighing 
about 130±10 g were used in the present study. They 
were obtained from National Research Center 
(NRC), Doki, Giza, Egypt. They were kept under 
observation for two weeks before the onset of the 
experiment to exclude any intercurrent infection. The 
chosen animals were housed in plastic good aerated 
cages at normal atmospheric temperature (25±5°C), 
humidity (55±5%) and normal 12 hours’ light/dark 
cycle. During the entire period of study, the rats were 
provided with water and normal basal diet with 
known composition ad libitum. The animal 
procedures were conducted according to the 
principles and guidelines of the Canadian Council on 
Animal Care (CCAC), 1993. 
 
Induction of diabetes 
Experimental type 2 diabetes was induced in 
overnight fasted rats by single intraperitoneal (i.p.) 
injection of streptozotocin (65 mg/kg b.wt.), freshly 
dissolved in cold citrate buffer, pH 4.5 after 15 min 
of i.p. injection of nicotinamide (120 mg/kg b.wt.) 
prepared in normal physiological saline (32). Seven 
days after streptozotocin injection, rats were 

deprived of food (8˗10 hours), blood samples were 
taken from lateral tail vein after 2 hours of oral 

glucose administration (3 g/kg b.wt.) and plasma 
glucose concentration was measured. Rats with a 2-

hour plasma glucose level ranging from 180˗300 

mg/dl were considered mildly diabetic and included 
in the experiment. 
 
Experimental design and treatment schedule 
The experimental animals were divided into four 
groups of six rats each (n = 6) as follows:  
 

 Group I: Served as normal control and were orally 
administered an equivalent volume of vehicle. 

 Group II: Served as diabetic control and were orally 
administered an equivalent volume of vehicle.  

 Group III: Diabetic rats were orally treated with 

gallic acid (20 mg/kg b.wt.) (18). 

 Group IV: Diabetic rats were orally treated with p-

coumaric acid (40 mg/kg b.wt.) (33). 

 
All treatments were dissolved in 0.5% 
carboxymethylcellulose (CMC) and given daily for 6 
weeks by gastric intubation. The dose was regulated 
every week according to any change in body weight 
to maintain similar dose per kg body weight of rat 
over the entire period of study for each group. 
Furthermore, body weight of experimental groups 
was recorded at the beginning (initial) and at the end 
(final) of the treatment period.  
 
Sample collection  
By the end of the experimental period, the animals 
were fasted for 12 hours, and then sacrificed under 
diethyl ether anesthesia. Blood was allowed to 
coagulate at room temperature and centrifuged at 
3000 r.p.m. for 30 minutes. The clear, non-
hemolysed supernatant sera were quickly removed, 
divided into three portions for each individual 
animal, and kept at -20ºC for subsequent analysis. 
 
Biochemical analysis 
Determination of serum glucose: On the day 
before sacrifice at the end of sixth week, fasting 
blood samples were taken from lateral tail vein of 
overnight fasted rats (8-10 hours). Another blood 
samples were taken after two hours of oral 
administration of glucose solution (3 g / kg b.wt.) 
through gastric intubation. Sera were separated and 
used for glucose estimation spectrophotometrically 
according to the method of Trinder (34) using 
reagent kit purchased from Spinreact Co. (Spain). 
 
Determination of protein profile: Serum total 
proteins concentration was determined according to 
the method of Peters (35) using reagent kits 
purchased from Spinreact Company (Spain). Serum 
albumin concentration was determined according to 
the method of Doumas et al., (36) using reagent kits 
purchased from Human Diagnostics (Germany). 
Serum globulin concentration and albumin/globulin 
ratio were calculated according to Doumas et al., (36) 
from the following equations: 
 

Globulin (g/dl) = Total proteins (g/dl) ˗ Albumin 

(g/dl). 

Albumin/Globulin (A/G) ratio = Albumin (g/dl) / 

[Total proteins (g/dl) ˗ Albumin (g/dl)]  
 
Determination of liver function enzymes: The 
activities of serum ALT and AST were estimated 
according to the kinetic method of Gella et al., (37) 
using reagent kits purchased from Biosystems 
Company (Spain).  

http://www.ijbio.com/
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Determination of kidney function indicators: 
Urea concentration was estimated according to the 
method of Fawcett and Scott (38) using reagent kits 
purchased from Diamond Diagnostic Chemical 
Company (Egypt). Serum uric acid concentration was 
measured based on the method of Barham and 
Trinder (39) using reagent kits obtained from 
Spinreact Company (Spain). 
 
Statistical analysis  
The experimental results were expressed as mean ± 
standard error (SE) and subjected to One-Way 
Analysis of Variance (ANOVA), using a computer 
software package (SPSS version 20, IBM Corp., 
2011) and followed by Duncan’s Multiple Range Test 
(DMRT) to determine the significant differences 
between groups, at P < 0.05. 
 

Results 
Effect of gallic acid and p-coumaric acid on 
body weight 
Initial and final body weights of normal control, 
diabetic control, and diabetic treated rats are 
represented in figure 1. At the end of experiment, the 
diabetic control rats exhibited a significant decrease 
(P<0.05) of body weight as compared to normal 
ones. The treatment of diabetic rats with either gallic 
acid or p-coumaric acid showed a significant 
(P<0.05) protection against body weight loss. 
 

 
Figure 1: Body weight changes of normal, diabetic 
control and diabetic rats treated with gallic acid and 
p-coumaric acid. 
 
Effect of gallic acid and p-coumaric acid on 
serum glucose level  
As indicated in figure 2, diabetic control rats 
exhibited significant (P<0.05) increase in serum 
glucose levels at fasting state and at 2 hours post-
glucose loading as compared to normal ones. Treated 
diabetic rats with gallic acid or p-coumaric showed a 
significant (P<0.05) decrease of glucose levels at 
fasting state and at 2 hours post-glucose loading as 
compared to their corresponding diabetic controls. 
  

 
Figure 2: Serum glucose levels at fasting state and 2 
hours post-glucose loading of normal, diabetic 
control and diabetic rats treated with gallic acid and 
p-coumaric acid. 
 
Effect of gallic acid and p-coumaric acid on 
protein profile parameters 
Data describing the effect of treatments on protein 
profile parameters in the different groups are showed 
in figure 3. The recorded values of the diabetic 
control group indicated that serum total protein 
concentration was significantly (P<0.05) decreased as 
compared to normal control group. Oral 
administration of gallic acid and p-coumaric acid 
significantly (P<0.05) increased the level of total 
protein in diabetic rats. Serum albumin and globulin 
levels showed similar manner as total proteins with 
significant (P<0.05) changes in albumin and globulin 
concentrations between groups. Furthermore, 

albumin/globulin (A/G) ratio showed non-significant 
(P>0.05) increase between diabetic control and 
normal ones but treated groups exhibited slight 
decrease as compared to diabetic control group.  
 

 
Figure 3: Protein profile of normal, diabetic control 
and diabetic rats treated with gallic acid and p-
coumaric acid. 
 
Effect of gallic acid and p-coumaric acid on liver 
function enzymes 
Diabetic rats exhibited a significant (P<0.05) 
elevation of both serum ALT and AST activities as 
compared to normal rats. On the other hand, oral 
treatment with either gallic acid or p-coumaric acid 
caused significant (P<0.05) decrease of both 
enzymes activities as compared to diabetic rats. The 
preceding data are represented in figures 4 and 5. 
 

http://www.ijbio.com/
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Figure 4: Serum ALT activity of normal, diabetic 
control and diabetic rats treated with gallic acid and 
p-coumaric acid. 
 

 
Figure 5: Serum AST activity of normal, diabetic 
control and diabetic rats treated with gallic acid and 
p-coumaric acid. 
 
Effect of gallic acid and p-coumaric acid on 
kidney function indicators 
The levels of kidney function indicators are showed 
in figures 6 and 7. Serum urea and uric acid of 
diabetic control rats exhibited a significant (P<0.05) 
increase as compared to normal ones. Gallic acid or 
p-coumaric acid treatment of diabetic rats produced a 
significant (P<0.05) decrease in urea and uric acid 
concentrations as compared to diabetic control ones. 
 

 
Figure 6: Serum urea concentration of normal, 
diabetic control and diabetic rats treated with gallic 
acid and p-coumaric acid. 
 

 
Figure 7: Serum uric acid concentration of normal, 
diabetic control and diabetic rats treated with gallic 
acid and p-coumaric acid. 
 

Discussion 
Diabetes mellitus is the most prevalent metabolic 
disorder. If it is not duly treated, it will lead to 
serious complications such as hepatopathy, 
nephropathy, neuropathy, retinopathy, etc., which 
are the main causes of morbidities and mortalities 
(5,40). Chemically induced diabetes in rodents using 
streptozotocin (STZ) is the most common animal 
model for understanding the molecular basis and 
pathogenesis of diabetes and its related 
complications (41). STZ selectively destroys insulin 
producing β-cells of pancreas by inducting DNA 
alkylation, causing activation of poly (ADP-ribose) 
polymerase (PARP), resulting in depletion of 
cytosolic NAD+ and ATP. Finally, STZ action leads 
to necrosis of pancreatic β-cells (42). As a result of β-
cells necrosis, insulin deficiency predominates 
resulting in repression of glycolytic enzyme and 
expression of gluconeogenic enzyme which 
promotes gluconeogenesis in liver and decreased 
utilization of glucose by the peripheral tissues 
contributes to hyperglycemia (43). The 

nicotinamide/streptozotocin (NA/STZ) rat model of 
type 2 diabetes used in this study is based on the 
protective effects of NA against β-cytotoxic effects 
of STZ (44). This model, as a model for non-obese 
type 2 diabetes, is reported to be more suitable for 
both biochemical and pharmacological researches 
testing potential antidiabetic effects of natural 
compounds on the course of diabetes in addition to 
studies focused on diabetic complications (45,46).  
 
In the present investigation, the diabetic animals 
exhibited a marked increase in serum glucose levels 
at fasting state and at 2 hours post-glucose loading as 
compared to their corresponding normal ones. These 
results run parallel with the studies of Pierre et al., 
(47), Saini and Sharma (48) and Mahmoud et al., (49). 
Elevation of blood glucose may be attributed to the 
reduced entry of glucose to peripheral tissues, muscle 
and adipose tissue (50), increased glycogen 
breakdown (51) and increased gluconeogenesis and 
hepatic glucose production (52). After treatment with 
either gallic acid or p-coumaric acid, diabetic rats 
showed significant decrease of glucose concentration 
at fasting state and at 2 hours post-glucose loading. 

http://www.ijbio.com/
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Our results are in agreement with those of Latha and 
Daisy (18) and Punithavathi et al., (53) who found 
that gallic acid significantly lowered blood glucose via 
potentiation of insulin secretion from regenerated β-
cells in STZ-induced diabetic. Moreover, Ambika et 
al., (33) and Relaxin-Shairibha et al., (54) reported the 
hypoglycemic effect of p-coumaric acid in STZ-
induced diabetic rats. Previous studies showed that 
phenolic compounds acted on ATP sensitive K+ 
channels and regulated blood glucose (55). 
Consequently, our phenolic compounds, gallic acid 
and p-coumaric acid, may exhibit the hypoglycemic 
effect via stimulation of insulin secretion. 
 
With regards to body weight, diabetic rats showed 
significant decrease in the body weight. This could be 
due to dehydration, increase in muscle wasting (56) 
and catabolism of fats and proteins (57). These 
results run parallel with the studies of Pierre et al., 
(47) and Sharma et al., (58). Oral administration of 
gallic acid and p-coumaric acid to diabetic rats 
improved body weight and this could be due to a 
better control of hyperglycemic state in the diabetic 
rats. This agrees well with observation of Latha and 
Daisy (18) who demonstrated that gallic acid 
treatment of STZ-induced diabetic rats increases the 
body weight. Furthermore, Amalan and Vijayakumar 
(59) demonstrated that p-coumaric acid 
administration increases body weight of STZ-
induced diabetic rats. According to Punithavathi et 
al., (53), decreased levels of blood glucose could 
improve body weight in STZ-induced diabetic rats. 
Moreover, Insulin generally has an anabolic effect on 
protein metabolism in that it stimulates protein 
synthesis and retards protein degradation (59). 
Therefore, the ability of treatments to protect body 
weight loss in diabetic rats seems to be as a result of 
improving insulin secretion and glycemic control. 
 
Diabetes mellitus plays a central role in the initiation 
and progression of liver injury and this progressive 
disease is an independent risk factor for the 
development of chronic liver diseases (60). Protein 
profile parameters are used to ascertain the state of 
the liver’s synthetic function (61). Our results 
showed that diabetic group exhibited significant 
decrease in serum total proteins, albumin and 
globulin along with non-significant change in 
albumin/globulin ratio (A/G ratio). This might be 
attributed to several reasons like increased 
gluconeogenesis and increased rate of amino acid 
conversion to glucose (62), decreased amino acid 
uptake (63), disturbance of amino acid levels (64), 
increased hepatocyte transport membrane (65) 
increased conversion rate of glycogenic amino acids 
to CO2 and H2O (66). Also, may be due to the 
structural distortion and the functional impairment 
of the hepatic cells which associated with low serum 
protein and albumin levels (67). Treatment of 
diabetic rats with either gallic acid or p-coumaric acid 
significantly elevated the levels of total protein, 
albumin and globulin near to normal levels. These 

results in accordance to Latha and Daisy (18) who 
demonstrated that gallic acid administration to 
diabetic rats led to significant increase in total protein 
and albumin as compared to diabetic control rats. 
 
Liver enzymes such as AST and ALT are marker 
enzymes for liver function (68). These enzymes are 
transaminase enzymes that catalyse amino transfer 
reactions and play an important role in amino acids 
catabolism and biosynthesis (69). Thus, these 
enzymes are used as markers to assess the extent of 
liver damage in STZ-induced diabetic rats (70). Our 
data showed that serum ALT and AST were 
significantly increased in diabetic rats that agree with 
the finding of Abdel-Moneim et al., (71). The serum 
elevation of liver damage biomarkers may occur as a 
result of deleterious effect of hyperglycemia in the 
liver of diabetic rats. Increasing the activities of these 
enzymes may due to leakage of the enzymes from the 
liver into the blood stream as a result of STZ toxicity 
which leads to the liver damage (72). These results 
are in line with Arkkila et al., (7) who reported that 
elevated activities of serum AST and ALT is a 
common sign of liver diseases and observed 
frequently among people with diabetes than in the 
general population. Oral administration of gallic acid 
or p-coumaric acid significantly decreased the 
activities of ALT and AST in treated diabetic rats as 
compared to normal ones. These results are in 
agreement with those of (73) who showed that gallic 
acid decreases the activities of ALT and AST in 
hepatic ischemia and reperfusion injury in rats. Our 
results are also in agreement with those of Vandana 
et al., (74) who demonstrated the hepatoprotective 
effects of phenolic acids, ferulic acid and p-coumaric 
acid, in ant-tubercular drug induced liver injury in 
rats. As a result, gallic acid and p-coumaric acid are 
considered potent hepatoprotective agents against 
liver injury associated with diabetes. 
 
Diabetes is also associated with long-term 
complication in the renal system called diabetic 
nephropathy (4). The level of hyperglycemia in 
diabetic patients seems to be quantitatively linked to 
risk of developing renal lesions. Hyperglycemia-
induced secondary mediators, such as protein kinase 
C and mitogen-activated protein kinase, and cytokine 
production are responsible for oxidative stress 
induced renal injury in the diabetic condition (75). 
Our results revealed a significant increase in serum 
urea and uric acid concentrations in non-treated 
diabetic rats. These results are in accordance with 
that of Mirmohammadlu et al., (72) and Hu et al., 
(76). The increased concentration of these 
metabolites in blood is due to metabolic disturbances 
observed in renal diseases associated with 
uncontrolled diabetes mellitus (77). The metabolic 
disturbances in diabetes are reflected in high 
activities of xanthine oxidase, lipid peroxidation, and 
increased triacylglycerol and cholesterol levels. 
Moreover, protein glycation in diabetes may lead to 
muscle wasting and increased release of purine, the 

http://www.ijbio.com/
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main source of uric acid (78). The present results 
revealed that the treatment of diabetic rats with 
either gallic acid or p-coumaric acid caused a 
significant decrease in urea and uric acid 
concentrations. These findings are in agreement with 
Latha and Daisy (18) who reported that urea and uric 
acid levels were significantly decreased in STZ-
induced diabetic rats treated with gallic acid. Our 
results are also in agreement with those of Wilson et 
al., (79) and Nasry et al., (80) who demonstrated 
similar effects of phenolic acids, sinapic acid and 
caffeic acid, on kidney function parameters. The 
significant reductions in urea and uric acid in diabetic 
rats after administration of treatments indicate the 
renoprotective role of gallic acid and p-coumaric acid 
in preventing diabetic nephropathy. 
 

Conclusion 
Our results clearly indicate that both phenolic acids, 
gallic acid and p-coumaric acid, have hypoglycemic 

and hepato-renal protective effects in NA/STZ-
induced diabetic rats, which may be mediated via 
potentiation of insulin secretion from β-cells 
resulting in better control of hyperglycemia and its 
related abnormalities in liver and kidney functions. 
Therefore, we can conclude that both compounds 
are potent hypoglycemic agents that can prevent the 
development of diabetic complications such as 
hepatopathy and nephropathy and pending further 
investigations to trace out the exact mechanistic 
pathways. 
 

Acknowledgment 
We are grateful to the stuff members of Zoology 
departments, Faculty of science, Beni Suef 
University, for providing facilities to carry out this 
research work. 
 

References 
1. American Diabetes Association (ADA). Diagnosis 

and classification of diabetes mellitus. Diabetes Care, 
2014, 37 (1): S81-S90. 
 

2. Kangralkar VA, Shivraj DP, Bandivadekar RM. 
Oxidative stress and diabetes: A review. Int J Pharm 
App, 2010, 1(1): 38-45.  
 

3. Zangiabadi N, Sheibani V, Asadi-Shekaari M, Shabani 
M, Jafari M. et al., Effects of melatonin in prevention 
of neuropathy in STZ induced diabetic rats. Am J 
Pharmacol Toxicol, 2011, 6: 59-67. 
 

4. Akpan OU, Ewa ID, Etim BE. Ocimum gratissimum 
alleviates derangements in serum and biliary bilirubin, 
cholesterol and electrolytes in streptozotocin-induced 
diabetic rats. Int J Biochem Res Review, 2013, 3:171-
89 
 

5. Al-Hussaini AA, Sulaiman NM, AlZahrani MD, 
Alenizi AS, Khan M. Prevalence of hepatopathy in 
type 1 diabetic children. BMC pediatrics, 2012, 12(1): 
1-8. 
 

6. Tolman KG, Fonseca V, Dalpiaz A, Tan M. 
Spectrum of liver disease in type 2 diabetes and 
management of patients with diabetes and liver 
disease. Diabetes care, 2007, 30(3), 734-743. 
 

7. Arkkila PE, Koskinen PJ, Kantola IM, Rönnemaa T, 
Seppänen E and Viikari JS. Diabetic complications 
are associated with liver enzyme activities in people 
with type 1 diabetes. Diabetes Res Clin Pract, 2001, 
52: 113-8. 
 

8. Jain M. Histopathological changes in diabetic kidney 
disease. Clin Queries: Nephrol, 2012, 1(2): 127-133. 
 

9. El-Demerdash FM, Yousef MI, El-Naga NI. 
Biochemical study on the hypoglycemic effects of 
onion and garlic in alloxan-induced diabetic rats. 
Food Chem Toxicol, 2005, 43: 57-63. 
 

10. Forbes JM, Cooper ME. Mechanisms of diabetic 

complications. Physiol Rev, 2013, 93(1), 137-188.  
 

11. Dey L, Attele AS, Yuan CS. Alternative therapies for 
type 2 diabetes. Altern Med Rev, 2002, 7: 45-58. 
 

12. Grover JK, Yadav S, Vats V. Medicinal plants of 
India with anti-diabetic potential. J Ethnopharmacol, 
2002, 81: 81-100. 
 

13. Hanhineva K, Törrönen R, Bondia-Pons I, Pekkinen 
J, Kolehmainen M, Mykkänen H, Poutanen K. 
Impact of dietary polyphenols on carbohydrate 
metabolism. Int J Mol Sci, 2010, 11(4): 1365-1402. 
 

14. Manach C, Williamson G, Morand C, Scalbert A, 
Rémésy C. Bioavailability and bioefficacy of 
polyphenols in humans: I. Review of 97 bioavailability 
studies. Am J Clin Nutr, 2005, 81(1): 230S-42S  
 

15. Reckziegel P, Dias VT, Benvegnu´ D, Boufleur N, 
Silva Barcelos RC, Segat HJ, Pase CS, Dos Santos 
CM, Flores EM, Bu¨rger ME. Locomotor damage 
and brain oxidative stress induced by lead exposure 
are attenuated by gallic acid treatment. Toxicol Lett, 
2011, 203: 74-81.  
 

16. Liao CL, Lai KC, Huang AC, Yang JS, Lin JJ, Wu SH, 
Gibson Wood W, Lin JG, Chung JG. Gallic acid 
inhibits migration and invasion in human 
osteosarcoma U-2 OS cells through suppressing the 
matrix metalloproteinase-2/- 9, protein kinase 
B(PKB) and PKC signaling pathways. Food Chem 
Toxicol, 2012, 50: 1734-1740.  
 

17. Mansouri MT, Farbood Y, Sameri MJ, Sarkaki A, 
Naghizadeh B, Rafeirad M. Neuroprotective effects 
of oral gallic acid against oxidative stress induced by 
6-hydroxydopamine in rats. Food Chem, 2013, 138: 
1028-1033.  
 

18. Latha RCR, Daisy P. Insulin-secretagogue, 
antihyperlipidemic and other protective effects of 
gallic acid isolated from Terminalia bellerica Roxb. in 
streptozotocin-induced diabetic rats. Chem Biol 
Interact, 2011, 189(1): 112-118. 
 

http://www.ijbio.com/


 Adel Abdel-Moneim et al., International Journal of Bioassays 5.6 (2016): 4641-4649 

www.ijbio.com                  4647 

19. Scalbert A, Williamson G. Dietary intake and 
bioavilability of polyphenols. J Nutr, 2000, 130(8): 
2073-2085.  
 

20. Evans CA, Miller NJ, Paganga G. Structure, 
antioxidant activity relationships of flavonoids and 
phenolic acids. Free Radic Biol Med, 1996, 20: 933-
956.  
 

21. Hudson EA, Dinh EA, Kokubun T, Simmonds MS, 
Gescher A. Characterization of potentially 
chemopreventive phenols in extracts of brown rice 
that inhibit the growth of human breast and colon 
cancer cells. Cancer Epidemiol. Biomarkers Prev, 
2000, 9: 1163-1170.  
 

22. Vauzour D, Corona G, Spencer J P. Caffeic acid, 
tyrosol and p-coumaric acid are potent inhibitors of 5-
S-cysteinyl-dopamine induced neurotoxicity. Arch 
Biochem Biophys, 2010, 501(1):106-111. 
 

23. Abdel-Wahab MH, El-Mahdy MA, Abd-Ellah MF, 
Helal GK, Khalifa F, Hamada FM. Influence of p-
coumaric acid on doxorubicin-induced oxidative 
stress in rat’s heart. Pharmacol Res, 2003, 48: 461-
465. 
 

24. Cho JY, Moon JH, Seong KY, Park KH. 
Antimicrobial activity of 4-hydroxybenzoic acid and 
trans-4-hydroxycinnamic acid isolated and identified 
from rice hull. Biosci Biotechnol Biochem, 1998, 
62(11): 2273-2276.  
 

25. Janicke B, Onning G, Oredsson M. Differential 
effects of ferulic acid and p-coumaric acid on S phase 
distribution and length of S phase in the human 
colonic cell line Caco-2. J Agric Food Chem, 2005, 
53(17): 6658-6665.  
 

26. Barros MP, Lemos M, Maistro EL, Leite MF, Sousa 
JP, Bastos JK, Andrade SF. Evaluation of antiulcer 
activity of the main phenolic acids found in Brazilian 
Green Propolis J Ethnopharmacol, 2008, 120(3): 372-
377.  
 

27. Luceri C, Guglielmi F, Lodovici M, Giannini L, 
Messerini L, Dolara P. Plant phenolic 4-coumaric acid 
protects against intestinal inflammation in rats. Scand 
J Gastroenterol, 2004, 39: 1128-1133.  
 

28. Torres Y, Torres JL, Rosazza JPN. Reaction of p-
coumaric acid with nitrite: product isolation and 
mechanism studies. J Agric Food Chem, 2001, 49: 
1486-92.  
 

29. Zang LY, Cosma G, Gardner H, Shi X, Castranova 
V, Vallyathan V. Effect of antioxidant protection by 
p-coumaric acid on low-density lipoprotein 
cholesterol oxidation. Am J Physiol, 2000, 279: C954-
C960. 
 

30. Kang SI, Shin HS, Kim HM, et al., Anti-obesity 
properties of a Sasa quelpaertensis extract in high-fat 
diet-induced obese mice. Biosci Biotechnol Biochem, 
2012, 76: 755-761. 
 

31. Yoon SA, Kang SI, Shin HS, et al., p-Coumaric acid 
modulates glucose and lipid metabolism via AMP-

activated protein kinase in L6 skeletal muscle cells. 
Biochem Biophys Res Commun, 2013, 432: 553-557. 
 

32. Masiello P, Broca C, Gross R, Roye M, Manteghetti 
M, Hillaire-Buys D, Novelli M, Ribes G: 
Experimental NIDDM: development of a new model 
in adult rats administered streptozotocin and 
nicotinamide. Diabetes, 1998, 47: 224-229.  
 

33. Ambika S, Saravanan R, Thirumavalavan K. 
Antidiabetic and antihyperlipidemic effect of p-
hydroxycinnamic acid on streptozotocin-induced 
diabetic Wistar rats. Biomedicine & Aging Pathology, 
2013, 3(4): 253-257.  
 

34. Trinder P. Determination of glucose in blood using 
glucose oxidase with an alternative oxygen acceptor. 
Ann Clin Biochem, 1969, 6: 24–27. 
 

35. Peters TJ. Proposals for standardization of total 
protein assays. J Clin Chem, 1968, 14(12): 1147-1159. 
 

36. Doumas BT, Watson WA, Biggs H G. Determination 
of serum albumin. J Clin Chem Acta, 1971, 31: 87-89. 
 

37. Gella FJ, Olivella T, Cruz Pastor M, Arenas J, 
Moreno R, Durban R, Gómez JA. A simple 
procedure for routine determination of aspartate 
aminotransferase and alanine aminotransferase with 
pyridoxal phosphate. Clin Chim Acta,1985, 153: 241-
247. 
 

38. Fawcett JK, Scott J. A rapid and precise method for 
the determination of urea. J Clin Pathol, 1960, 13(2): 

156-159.  
 

39. Barham D, Trinder P. Enzymatic determination of 
uric acid. Analyst, 1972, 97: 142-145. 
 

40. Shane-McWhorter L. Botanical dietary supplements 
and the treatment of diabetes: What is the evidence? 
Curr Diab Rep, 2005, 5: 391-398. 
 

41. Fröde TS, Medeiros YS. Animal models to test drugs 
with potential antidiabetic activity. J Ethnopharmacol, 
2008, 115(2): 173-183. 
 

42. Szkudelski T. The mechanism of alloxan and 
streptozotocin action in B cells of the rat pancreas. 
Physiol Res, 2001, 50: 537-546. 
 

43. Giugliano D, Ceriello A, Paolisso G. Oxidative stress 
and diabetic vascular complications. Diab Care, 1996, 
19: 257-267. 
 

44. Masiello P: Animal models of type 2 diabetes with 
reduced pancreatic beta-cell mass. Int J Biochem Cell 
Biol, 2006, 38: 873-893. 
 

45. Szkudelski T. Streptozotocin-nicotinamide-induced 
diabetes in the rat. Characteristics of the experimental 
model. Exp Biol Med, 2012, 237 (5): 481-490. 
 

46. Weng Y, Yu L, Cui J, Zhu YR, Guo C, Wei G, Duan 
JL, Yin Y, Guan Y, Wang YH, Yang ZF, Xi MM, 
Wen AD. Antihyperglycemic, hypolipidemic and 
antioxidant activities of total saponins extracted from 

http://www.ijbio.com/


 Adel Abdel-Moneim et al., International Journal of Bioassays 5.6 (2016): 4641-4649 

www.ijbio.com                  4648 

Aralia taibaiensis in experimental type 2 diabetic rats. 
J Ethnopharmacol, 2014, 152: 553-560. 
 

47. Pierre W, Gildas AJH, Ulrich MC, Modeste WN, 
Benoît NT, Albert K. Hypoglycemic and 
hypolipidemic effects of Bersama engleriana leaves in 
nicotinamide/streptozotocin-induced type 2 diabetic 
rats. BMC Complement Altern Med, 2012, 12(1): 1-6. 
 

48. Saini S, Sharma S. Antidiabetic effect of Helianthus 
annuus L., seeds ethanolic extract in 
streptozotocinnicotinamide induced type 2 diabetes 

mellitus. Int J Pharm Pharm Sci, 2013, 5(2): 382-387.  
 

49. Mahmoud AM, Ahmed OM, Ashour MB, Abdel-
Moneim A. In vivo and in vitro antidiabetic effects of 
citrus flavonoids; a study on the mechanism of action. 

Int J Diabetes Dev Ctries, 2015, 35(3): 250-263.  
 

50. Beck-Nielsen H. Insulin resistance: organ 
manifestations and cellular mechanisms. Ugeskr 
Laeger, 2002, 164: 2130-2135. 
 

51. Gold AH. The effect of diabetes and insulin on liver 
glycogen synthetase activation. J Biol Chem, 1970, 
245: 903-905. 
 

52. Raju J, Gupta D, Rao AR, Yadava PK, Baquer NZ. 
Trigonella foenum graecum (fenugreek) seed powder 
improves glucose homeostasis in alloxan diabetic rat 
tissues by reserving the altered glycolytic, 
gluconeogenic and lipogenic enzymes. Mol Cell 
Biochem, 2001, 224: 45-51. 
 

53. Punithavathi VR, Prince PSM, Kumar R, Selvakumari 
J. Antihyperglycaemic, antilipid peroxidative and 
antioxidant effects of gallic acid on streptozotocin 
induced diabetic Wistar rats. Eur J Pharmacol, 

2011, 650(1): 465-471. 
 

54. Relaxin-Shairibha SM, Rajadurai M, Kumar NA. 
Effect of p-coumaric acid on biochemical parameters 
in streptozotocin-induced diabetic rats. JAIR, 2014, 

3(5): 237-242. 
 

55. Adisakwattana S, Roengsamran S, Walter H, 
Yibchock-anun H. Mechanism of antihyperglycemic 
effect of p-methoxy cinnamic acid in normal and 
streptozotocin-induced diabetic rats. Life Sci, 2005, 
78: 406-12. 
 

56. Ene AC, Nwankwo EA, Samdi LM. Alloxan-induced 
diabetes in arts and the effects of black caraway 
(Caramcarvi L.) oil on their body weight. Res J Medi 
Sci, 2007, 2: 48-52. 
 

57. Prabhu KS, Lobo R, Shirwaikar A. Antidiabetic 
properties of the alcoholic extract of Sphaeranthus 
indicus in streptozotocinnicotinamide diabetic rats. J 
Pharm Pharmacol, 2008, 60: 909-916. 
 

58. Sharma AK, Sharma A, Kumari R, Kishore K, 
Sharma D, et al., Sitagliptin, sitagliptin and metformin, 
or sitagliptin and amitriptyline attenuate 
streptozotocin-nicotinamide induced diabetic 
neuropathy in rats. J Biomed Res, 2012, 26(3): 200-

210. 
 

59. Amalan v, Vijayakuma N. Antihyperglycemic effect of 
p-coumaric acid on Streptozotocin induced Diabetic 
Rats. Indian J Appl Res, 2015, 5(1): 10-13. 
 

60. Hickman IJ, Macdonald GA. Impact of diabetes on 
the severity of liver disease. Am J Med, 2007, 120: 
829-34. 
 

61. Soji-Omoniwa O, Muhammad NO, Usman LA, 
Omoniwa BP. Effect of leaf essential oil of Citrus 
sinensis at different harvest time on some liver and 
kidney function indices of diabetic rats. Int J Biol Vet 

Agric Food Eng, 2014, 8: 484-488. 
 

62. Chu CA, Sherck SM, Igawa K, Sindelar DK, Neal 
DW, Emshwiller M, Cherrington AD. Effects of free 
fatty acids on hepatic glycogenolysis and 
gluconeogenesis in conscious dogs. Am J Physiol 

Endocrinol Metab, 2002, 282(2): E402-E411. 
 

63. Garber AJ. The impact of streptozotocin-induced 
diabetes mellitus on cyclic nucleotide regulation of 
skeletal muscle amino acid metabolism in the rat. J 

Clin Invest, 1980, 65(2): 478-487. 
 

64. Felig P, Marliss E, Ohman JL, Cahill GF. Plasma 
amino acid levels in diabetic 

ketoacidosis. Diabetes, 1970, 19(10): 727-729. 
 

65. Rosethal NR, Jacobm R, Barret E. Diabetes enhances 
activity of alanine transport in liver plasma membrane 
vesicles. Am J Physiol, 1985, 284: E581-E587. 
 

66. Mortimore GE, Mandon CE. Inhibition of insulin of 
valine turnover in liver. J Biol Chem, 1970, 245: 2375-
2383. 
 

67. Korish A, Arafah M. Camel milk ameliorates 
steatohepatitis, insulin resistance and lipid 
peroxidation in experimental non-alcoholic fatty liver 
disease. BMC Complement Altern Med, 2013, 13: 
264. 
 

68. Adaramoye OA, Osaimoje DO, Akinsanya AM, Nneji 
CM, Fafunso MA, Ademowo OG. Changes in 
antioxidant status and biochemical indices after acute 
administration of artemether, artemether–lumefan-
trine and halofantrine in rats. J Compilation Basic 
Clin Pharmacol Toxicol, 2008, 102: 412-8. 
 

69. Mossa AT, Refaie AA, Ramadan A, Bouajila J. 
Amelioration of prallethrin-induced oxidative stress 
and hepatotoxicity in rat by the administration of 
Origanum majoranaessential oil. Biomed Res Int, 
2013, 2013: 1-11. 
 

70. Hwang HJ, Kim SW, Lim JM, Joo JH, Kim HO, Kim 
HM, Yun JW. Hypoglycemic effect of crude 
exopolysaccharides produced by a medicinal 
mushroom Phellinus baumii in streptozotocin-
induced diabetic rats. Life Sci, 2005, 76(26): 3069-

3080. 
 

71. Abdel-Moneim A, Helmy H, Abdel-Reheim ES, 
Addaleel W. Effect of thymoquinone and camel milk 
on liver function of streptozotocin induced diabetic 
albino rats. EJBPS, 2016, 3(2): 65-71. 
 

http://www.ijbio.com/


 Adel Abdel-Moneim et al., International Journal of Bioassays 5.6 (2016): 4641-4649 

www.ijbio.com                  4649 

72. Mirmohammadlu M, Hosseini SH, Kamalinejad M, 
Gavgani ME, Noubarani M, Eskandari MR. 
Hypolipidemic, hepatoprotective and renoprotective 
effects of Cydonia oblonga Mill. Fruit in 
streptozotocin-induced diabetic rats. IJPR, 

2015, 14(4): 1207-1214. 
 

73. Bayramoglu G, Kurt H, Bayramoglu A, Gunes HV, 
Degirmenci İ, Colak S. Preventive role of gallic acid 
on hepatic ischemia and reperfusion injury in 

rats. Cytotechnology, 2015, 67(5): 845-849. 
 

74. Vandana SP, Pravin SK, Sudhamani S (2015): 
Antioxidant and hepatoprotective effect of 
Macrotyloma uniflorum seed in antitubercular drug 
induced liver injury in rats. J Phyto, 2015; 4(1): 22-29 
 

75. Cooper ME. Interaction of metabolic and 
haemodynamic factors in mediating experimental 
diabetic nephropathy. Diabetologia, 2001, 44: 1957-
72. 
 

76. Hu X, Cheng D, Zhang Z. Antidiabetic activity of 
Helicteres angustifolia root. Pharm Biol, 2016, 54(6): 

938-944. 
 

77. Makni M, Sefi M, Fetoui H, Garoui EM, Gargouri 
NK, Boudawara T, Zeghal N. Flax and Pumpkin 

seeds mixture ameliorates diabetic nephropathy in 
rats. Food Chem Toxicol, 2010, 48: 2407-2412. 
 

78. Madinov IV, Balabolkin MI, Markov DS. Main causes 
of hyperuricemia in diabetes mellitus. Ter Arkh, 2000, 
72:55-8. 
 

79. Wilson JS, Ganesan K, Palanisamy M. Effect of 
sinapic acid on biochemical markers and 
histopathological studies in normal and 
streptozotocin-induced diabetes in Wistar rats. Int J 

Pharm Pharm Sci, 2011, 3(4): 115-20. 
 

80. Nasry MR, Abo-Youssef AM, Zaki HF, El-Denshary 
EES. Effect of caffeic acid and pioglitazone in an 
experimental model of metabolic syndrome. IJSRP, 
2015, 5(10): 1-10. 

 

 

 
 
 
 
 
 
 
 
 
 
 

Source of support: Nil 
Conflict of interest: None Declared 

Cite this article as:  
Adel Abdel-Moneim, Sanaa M. Abd El-Twab, 
Mohamed B. Ashour and Ahmed I. Yousef. 
Hepato-Renal protective effects of gallic acid and 

p-coumaric acid in Nicotinamide /Streptozotocin-
induced diabetic rats. International Journal of 
Bioassays 5.6 (2016): 4641-4649. 
 

http://www.ijbio.com/

