
Introduction
Diabetes mellitus (DM), as a chronic metabolic disease, 
is identified by hyperglycemia and the late development 
of vascular and neuropathic complications (1) and high 
blood glucose concentrations due to either impaired 
secretion of insulin or its peripheral resistance or both 
(2). It is expected that over 75% of all people with 
diabetes will be from developing countries by 2025 
(3). DM affects 4% of the world’s population, rising 
to 5.4% by 2025 (4), mainly causes hyperglycemia and 
hyperlipidemia (5), and some other complications (e.g., 
atherosclerosis, nephropathy, neuropathy, and micro-
vascularization) are common in patients with DM (6). 
It is clear that hyperlipidemia is the main reason for 
developing atherosclerosis in this group of patients (7,8) 
with a 2-3 times higher risk of coronary artery disease 
and related lipid profile and lipoprotein abnormalities (9). 
Currently, the recommended treatments for diabetes are 

lifestyle modifications, insulin therapy (10), and a variety 
of oral glucose-lowering drugs such as sulfonylureas, 
thiazolidinediones, and α-glucosidase inhibitors all 
with various complications (11,12). Different treatment 
modalities act through distinct mechanisms for controlling 
diabetes (13,14), including stimulating the secretion of 
insulin such as sulfonylurea and meglitinides drugs (15), 
improving the glucose peripheral absorption (biguanides 
and thiazolines), and reducing hepatic gluconeogenesis by 
biguanides (16). In addition, herbal therapy is considered 
as an effective way for the management of diabetes (17). 
Some of them may contain insulin-like substances (18) 
or increase the number of pancreatic beta cells (β-cells) 
by activating their regeneration (19-22). These plants 
contain carotenoids, flavonoids, terpenoids, alkaloids, 
and glycosides and may exert anti-diabetic effects to 
some extent (21). S. aromaticum, which is usually known 
as clove, is originated from Asia (23) and is known 

Received 11 December 2019, Accepted 10 June 2020, Available online 23 August 2020 

1Department of Basic Sciences, Faculty of Medicine, Gonabad University of Medical Sciences, Gonabad, Iran. 2Department of Anatomical 
Sciences, Faculty of Medicine, Tabriz University of Medical Sciences, Tabriz, Iran. 3Department of Pathology, School of Medicine, Tabriz 
University of Medical Sciences, Tabriz, Iran. 4Department of Nutrition, Faculty of Nutrition and Food Sciences, Tabriz University of Medical 
Sciences, Tabriz, Iran. 5Department of Environmental Health Engineering, Faculty of Health, Zanjan University of Medical Sciences, Zanjan, 
Iran. 6Nutrition Research Center, Department of Clinical Nutrition, School of Nutrition and Food Sciences, Tabriz University of Medical 
Sciences, Tabriz, Iran
*Corresponding Authors: Monireh Halimi, Tel: +989143140987, Email: Monirehhalimi@gmail.com, 
Hossein Hajizadeh, Email: hosean.hajizadeh@gmail.com

Effects of Hydroalcoholic Extracts of Cloves (Syzygium 
aromaticum) on the Serum Biomarkers, Antioxidant Status, 
and Histopathological Changes of Kidneys in Diabetic Rats 

Abstract
Objectives: The purpose of this study was to assess the possible impact of hydroalcoholic extracts of cloves (Syzygium aromaticum) 
on glucose status, lipid profile, and histopathological changes in the kidneys of diabetic rats.
Materials and Methods: Thirty-two rats (male) were distributed into 4 groups (n=8), including one group as healthy control and three 
diabetic groups. Streptozotocin was used for inducing diabetes (50 mg/kg). Diabetic rats were grouped into a control group (DC), 
diabetic treated with 4 mg/kg hydroalcoholic extract of S. aromaticum (DSA), and the DG group receiving 5 mg/kg glibenclamide. 
After the treatment period, the blood samples of the rats were frozen in -70°C for measuring glycemic indices, insulin, lipid profile, 
some oxidative stress markers, and enzymes with antioxidant properties. Finally, the kidney was removed for the histological study.
Results: Control, DSA, and DG groups had significantly lower levels of fasting blood sugar compared to the DC group (P<0.05) 
while the levels of insulin were significantly lower in the DC, DSA, and DG groups compared to the control group (P<0.05). The 
serum levels of urea and creatinine statistically reduced in all groups other than the DC group (P<0.05). Conversely, the levels 
of superoxide dismutase, glutathione peroxidase, and significantly increased in the DSA and DG as compared to the DC group 
although the serum levels of malondialdehyde statistically decreased in the therapeutic groups. S. aromaticum showed antioxidant 
properties and protected the kidneys of the experimented rats from renal damages, resulting from diabetes.
Conclusions: This study demonstrated that S. aromaticum may have beneficial effects in diabetes through improving glycemic 
control and lipid profile and preventing diabetes-induced kidney damages.
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for having antioxidant, antimicrobial, antifungal, and 
antiviral properties (24). Clove flower buds have 18% 
essential oil, 89% of which is eugenol (23). Some studies 
suggested the antioxidant effects of eugenol (23,25). Pinto 
et al showed that S. aromaticum has anti-oxidant and anti-
fungal properties due to having eugenol (26). This study 
sought to evaluate the effects of hydroalcoholic extracts of 
cloves (S. aromaticum) on glucose status, lipid profile, and 
histopathological changes in the kidneys of diabetic rats.

Materials and Methods
Thirty-two male rats with an average weight of 200-250 
g were investigated in this study. The required rates were 
provided by Mashhad Razi Institute and they were all kept 
under the standard condition (at the temperature of 25°C 
and 12/12 hour light/dark cycle).

Food and water were freely available for rats during the 
experiment. This study was run based on the instruction 
of Gonabad University of Medical Sciences for the 
maintenance and use of laboratory animals.

Animal Preparation
The rats were randomly assigned to the control and 
experimental groups containing 7 and 21 rats, respectively. 
Diabetes was induced by a single-dose injection of 50 mg/
kg streptozotocin (Sigma) dissolved in 5 mmol citrate 
buffer (pH = 4.5) (27). Seventy-two hours after injection, a 
higher serum glucose level of 250 mg/dL was considered as 
a confirmation of DM. Diabetic rats were randomized into 
three balanced groups of the diabetic control group (DC) 
receiving normal saline as a carrier, and the remaining 
two diabetic groups received 4 mg/kg hydroalcoholic 
extract of S. aromaticum (DSA) and a standard drug (5 
mg/kg glibenclamide, DC), respectively. For all groups, 
intraperitoneal treatment was performed once during 
20 days. In the healthy control group, streptozotocin was 
substituted by an identical volume of citrate buffer. After 
the cessation of the treatment period on the 21st day, 
blood samples were taken from the anesthetized rats for 
measuring blood glucose, insulin, serum lipid profile, and 
markers of oxidant/antioxidant status and antioxidant 
enzymes such as malondialdehyde (MDA), superoxide 
dismutase (SOD), and glutathione peroxidase (GPx). 
Moreover, kidneys, pancreas, and liver were isolated and 
frozen at -70 °C for subsequent assessments.

Kidney Weight
A digital scale was used for weighing the left and right 
kidneys of the rats.

Histopathological Studies 
The samples were fixed by the formalin 10% and then 
dehydrated and embedded in paraffin for being cut to 
5 µm by a microtome. Thereafter, hematoxylin-eosin 
(H&E) was used for the staining procedure. Some slides 
were studied for assessing the histological alteration and 
the others were applied for measuring the morphological 
parameters.

Assessment of Morphological Parameters and the Basic 
Membrane 
The fixed samples by H&E were used for measuring the 
diameter and changes in the number of glomeruli  and 
urinary spaces by ImageJ software. The thickness of the 
basement membrane (periodic acid-Schiff staining) was 
applied for measurement.

Evaluation of Biochemical Parameters
At the beginning of the study, serum glucose levels were 
measured using samples collected from the tails of the 
rats by a moveable glucometer and a commercial kit 
(Parsazmun, Iran), respectively. The measurement unit 
was milligram per deciliter. The method for measuring 
the lipid peroxidation or serum level of MDA used 0.20 
cm³ of plasma into a microtube with 3.0 cm³ of “glacial 
acetic acid”, to which “3.0 cm³ of 1% TBA in 2% NaOH” 
was added as well. The microtube containing the mixture 
was put into the boiling water for fifteen minutes. After 
cooling, the absorbance of the product was read at 532 nm, 
and the calibration curve was drawn by “malondialdehyde 
tetrabutylammonium salt” prepared from Sigma (USA). 
The activities of SOD and GPx in the serum were 
measured based on the protocols of the kits (Randox, UK) 
according to (28).

Assay of Serum Insulin Level 
The rat insulin kit (Mercodia) was used for measuring the 
blood insulin levels.

Statistical Analysis
One-way analysis of variance (ANOVA) and independent 
t test were applied for determining between-group 
differences based on a two-tailed analysis, and P < 0.05 
was set for the level of significance.

Results
Kidney Weight
The DC group had a statistically higher kidney weight 
compared to the healthy control (P < 0.05) and significantly 
decreased in the DG and DSA groups in comparison 
with the DC group. There was a statistically remarkable 
decrease in the kidney weight in the DSA group in 
comparison with the healthy control group (P < 0.05), 
which is illustrated in Figure 1.
Histopathological Parameters of the Kidney
A remarkable decrease was observed in the glomerular 

►► Diabetes led to kidney damage.
►► Administration of clove extract protects the rat kidney 

against tissue damage related to diabetes.
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diameter in DC, DG, and DSA groups compared with 
healthy control (P < 0.05). However, it was significantly 
higher in DG and DSA groups compared to the DC 
group (P < 0.05). In terms of the urinary space, there was 
a statistically significant difference between the DC group 
and healthy control,  as well as DG and DSA groups and 
DC group so that it was extremely lower in the DC group 
compared to healthy control while extensively higher 
in DG and DSA groups in proportion to the DC group 
(P < 0.05). The glomeruli number significantly decreased 
in DG and DSA groups compared to the healthy control 
although it statistically considerably increased in these 
two groups compared to the DC group (P < 0.05), the 
related data of which are shown in Table 1 and Figure 2.

Glomerular Basement Membrane Thickness
A statistically significant increase was observed in the 
thickness of the glomerular basement membrane in the 
DC group in comparison with the healthy control while it 
was remarkably lower in DG and DSA groups compared 
to DC control (Figure 3).

Fasting Blood Glucose and Serum Levels of Insulin
Fasting blood glucose had significantly higher levels in 
the DC group compared to healthy control while it was 
extremely lower in DG and DSA groups in comparison 

with DC (P < 0.05, Figure 4). Moreover, the serum levels of 
insulin decreased in all three diabetic groups (DC, DG, and 
DSA) compared to the healthy control (P < 0.05), but there 
was a considerable difference between DC and DG and 
DSA groups so that the serum levels of insulin were lower 
in the last two groups compared to the DC group although 
it was significant only for the DSA group (Figure 5).

Serum Lipid Profile
The serum level of cholesterol remarkably reduced in DSA 
and DG groups compared to the DC group and there was 
a significant difference between the DC group and healthy 
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Figure 1. Comparison of the Weight of the Kidney in the Study Groups. Note. 
Normal: The control group receiving normal saline; DC: Diabetic control 
group receiving normal saline; DG: Treated with 5 mg/kg glibenclamide; 
DSA: A diabetic group receiving 4 mg/kg hydroalcoholic extracts of 
Syzygium aromaticum. The asterisk * shows a significant difference with the 
normal group and symbol # indicates a significant difference with the DC 
group (P ≤ 0.05).

Figure 2. Histological Parameters (H&E) Staining. Note. H&E: Hematoxylin-
Eosin; (A) Control: Control group receiving normal saline for 21 days, (B) 
DC: Diabetic control group receiving normal saline, (C) DG: Diabetic group 
treated with 5 mg/kg glibenclamide, (D) DSA: A diabetic group receiving 4 
mg/kg hydroalcoholic extracts of Syzygium aromaticum.
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Table 1. Comparison of the Glomerular Diameters and Diameters of Urinary Space and Number of Glomeruli in Control, DC, DG and DHEG Groups

Groups Glomerular Diameters Urinary Space Diameters Number of Glomeruli

Control 270.94 ± 2.85 37.4 ± 1.16 33127.5 ± 320.84

DC 325.13 ± 10.7# 20.08 ± 0.82 22531.7 ± 172.62#

DSA 263.90 ± 9.68* 36.70 ± 0.65* 25297.5 ± 2350.18*#

DG 251.86 ± 3.88* 30.18 ± 0.44* 25469.2 ± 381.30*#

Note. DC: Diabetic control group receiving normal saline; DG: Treated with 5 mg/kg glibenclamide; DSA: A diabetic group receiving 4 mg/kg hydroalcoholic 
extracts of Syzygium aromaticum. The symbols * and # show significant differences with the DC and normal groups, respectively (P≤0.05).
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Figure 3. Histological Parameters (PAS staining). Note. PAS: Periodic acid-
Schiff; (A) Control: Control group receiving normal saline for 21 days, (B) 
DC: Diabetic control group receiving normal saline, (C) DG: Diabetic group 
treated with 5 mg/kg glibenclamide; (D) DSA: A diabetic group that receiving 
4 mg/kg hydroalcoholic extracts of Syzygium aromaticum.
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controls in terms of cholesterol levels (P < 0.05, Table 2). 
Regarding low-density lipoprotein (LDL) cholesterol and 
triglycerides (TG) levels, the highest values belonged to 
the DC group while the lowest LDL cholesterol and TG 
levels were related to DSA and DG groups, respectively 
(Table 2). The differences between DSA, DG, and DC 
groups were statistically significant in terms of TG 
levels (P < 0.05). Serum high-density lipoprotein (HDL) 
cholesterol was higher in DG and DSA groups compared 
to the DC group with a slightly higher level in the DG 
group compared to healthy controls with no statistically 
significant difference. Additionally, the DC group had an 
extremely lower HDL cholesterol level when compared to 
the healthy control (P < 0.05), the related data of which are 
presented in Table 2.

Serum Creatinine and Urea 
The serum levels of creatinine and urea were significantly 
higher in the DC group compared to the healthy control 
(P < 0.05) and there were significantly lower levels of 
creatinine and urea in DG and DSA groups compared to 
the DC group (P < 0.05, Figures 6 and 7).

Serum Oxidative Stress Markers
The levels of GPx and SOD in plasma were statistically 
lower in the DC group in comparison with the healthy 
control group (P < 0.05). In the DSA and DG groups, the 

plasma levels of GPx and SOD were significantly higher 
compared to the DC group (P < 0.01). On the other hand, 
the plasma level of MDA significantly raised in the DC 
group compared to the control group (P < 0.01) while the 
serum levels of MDA represented a significant decrease in 
the DSA and DG groups (P < 0.01, Table 3).

Discussion 
Diabetes is a chronic disease with hyperglycemia and 
hyperlipidemia as its common complications (29). The 
results of this study revealed that clove has a positive 
effect on glycemic control by increasing the serum levels 
of insulin while decreasing the glucose levels, which is in 
line with the findings of Kuroda et al demonstrating the 
hypoglycemic effects of S. aromaticum (30). The results 
of another study showed that S. aromaticum may suppress 
the expression of the genes of “Phosphoenolpyruvate 
carboxykinase” and “Glucose 6-phosphatase”, which both 
have known to play an enzymatic role in gluconeogenesis. 
Therefore, S. aromaticum has insulin-like effects and 
decreases insulin requirements by reducing the activity 
of the intestinal alpha-glucosidase enzyme and thus 
glucose uptake (31). Adefegha  et al  suggested that the 
hypoglycemic effects of clove can be attributed to a 
decrease in the activity of the intestinal alpha-glucosidase 
that involves in intestinal glucose absorption (32). The 

Figure 4. Comparison of the Serum Level of FBS in the Study Groups. Note. 
FBS: Fasting blood sugar; Normal: The control group receiving normal saline; 
DC: Diabetic control group receiving normal saline; DG: Treated with 5 mg/
kg glibenclamide; DSA: A diabetic group receiving 4 mg/kg hydroalcoholic 
extracts of Syzygium aromaticum. The asterisk * indicates a significant 
difference with the normal group.

Figure 5. Comparison of the Serum Level of Insulin in the Study Groups. Note. 
Normal: The control group receiving normal saline; DC: Diabetic control 
group receiving normal saline; DG: Treated with 5 mg/kg glibenclamide; 
DSA: A diabetic group receiving 4 mg/kg hydroalcoholic extracts of 
Syzygium aromaticum. The asterisk * shows a significant difference with the 
normal group and symbol # implies a significant difference with the DC group 
(P≤0.05).
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Table 2. Comparison of the Serum Level of the Lipid Profile in Control, DC, DG, and DSA Groups

Groups Cholesterol ± SD HDL ± SD LDL ± SD TG ± SD

Control 70.15 ± 3.32* 45.36 ± 1.59 20.51 ± 1.51 34.42 ± 5.32#

DC 84.33 ± 4.15# 27.35 ± 0.58 36.14 ± 3.68 69.2 ± 3.21

DSA 71.32 ± 7.31* 35.96 ± 1.61 11.48 ± 2.99 45.75 ± 3.6*

DG 65.19 ± 0.10* 48.68 ± 1.60 23.34 ± 2.25 37.3 ± 4.25*

Note. SD: Standard deviation; Control: The control group receiving normal saline; DC: Diabetic control group receiving normal saline; DG: Treated with 5 mg/kg 
glibenclamide; DSA: A diabetic group receiving 4 mg/kg hydroalcoholic extracts of Syzygium aromaticum. The asterisk * indicates a significant difference with the 

DC group and symbol # means a significant difference with the normal group (P≤0.05).
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increased levels of this enzyme in diabetic rats can be 
responsible for higher blood glucose levels (33). Some 
phenolic compounds such as eugenol and eugenyl acetate 
may be responsible for this hypoglycemic effect (34). 
Eugenol may reduce glycogen phosphorylase activity 
and prevent glucose production by glucagon in the body 
(35). The glucose-lowering effect of S. aromaticum may 
be due to the stimulating of pancreatic beta cells for 
increasing insulin production (36). Lipoprotein disorders 
are common in patients with diabetes and they are prone 
to hyperlipidemia with an increase in serum cholesterol, 
TG, and LDL cholesterol levels while a reduction in HDL 
cholesterol (37). One of the reasons is insulin resistance or 
reduced levels of insulin (38), which results in decreasing 
the activity of lipoprotein lipase, which is the key enzyme 
in hydrolysis lipoproteins containing TG (39). Our results 
revealed that S. aromaticum decreases LDL cholesterol, 
total cholesterol (TC), and TG levels while increasing 
the serum levels of HDL. Moreover, S. aromaticum can 
prevent lipid peroxidation by lowering the levels of MDA 
(32,40). Therefore, due to the ability of S. aromaticum 
for restoring beta cell activities and improving the serum 
insulin levels, and subsequently, increasing the activity of 
the enzyme lipoprotein lipase, treatment with the extract 
of this herb may reduce the levels of TG, LDL, and TC 
whereas increasing the level of serum HDL in diabetes. 

Renal  damage and its function impairment in diabetes 
may be due to oxidative stress (41). In this study, the 
weight of the kidneys, glomerular diameter, and the 
thickness of the basement membrane increased while 
glomeruli number and the urinary space diameter reduced 
in the diabetic rats, showing kidney damage and lowered 
glomerular filtration. Sharma et al also indicated that 
diabetes causes an increase in the serum levels of urea and 
creatinine (42). Based on the results of the current study, 
treatment with S. aromaticum can  protect the kidney 
tissue against oxidative damage, decreasing  the kidney 
weight, the diameter of glomeruli, and the thickness of 
the basement membrane, and may result in decreasing 
the level of urea and creatinine. However, it may increase 
the glomeruli number and diameter of the urinary spaces 
in diabetic rats and may be due to the strong antioxidant 
properties of the  plant (27). Bakour et al showed that S. 
aromaticum can reduce the damage to the kidneys and 
liver caused by hydrogen peroxide (43). In another study, 
Adam et al demonstrated that S. aromaticum reduced the 
serum levels of the urea (44). In this study, S. aromaticum 
significantly increased the serum levels of SOD, GPx, 
and MDA in DSA and DG groups compared to the DC 
control group whereas significantly decreasing the serum 
levels of MDA in the therapeutic groups. Similar results 
were reported by other studies (32,45). A decrease in the 

Figure 6. Comparison of the Serum Level of Urea in the Study Groups. Note. 
Normal: The control group receiving normal saline. DC: Diabetic control 
group receiving normal saline; DG: Treated with 5 mg/kg glibenclamide; 
DSA: A diabetic group receiving 4 mg/kg hydroalcoholic extracts of Syzygium 
aromaticum. The asterisk * shows a significant difference with the normal 
group.

Figure 7. Comparison of the Serum Level of Creatinine in the Study 
Groups. Note. Normal: The control group receiving normal saline; DC: 
Diabetic control group receiving normal saline; DG: Treated with 5 mg/kg 
glibenclamide; DSA: A diabetic group receiving 4 mg/kg hydroalcoholic 
extracts of Syzygium aromaticum. The asterisk * represents a significant 
difference with the normal group and symbol # indicates a significant 
difference with the DC group (P≤0.05).
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Table 3. Serum Levels of SOD (U/mL), GPX (U/mL), and MDA (nM) in Different Groups

Groups SOD (Mean ± SEM) GPx MDA (Mean ± SEM)

Control 2.23 ± 0.11 220.45 ± 5.11 1.38 ± 0.11

DC 1.07 ± 0.12* 95.34 ± 7.32* 2.72 ± 0.29*

DSA 2.09 ± 0.17# 195.24 ± 4.21# 1.46 ± 021#

DG 1.81 ± 0.08# 174.76 ± 6.08# 1.65 ± 0.14#

Note. SEM: Standard error of the mean; SOD: Superoxide dismutase; GPx: Glutathione peroxidase; MDA: Malondialdehyde. The control group receiving normal 
saline. DC: Diabetic control group receiving normal saline; DG: Treated with 5 mg/kg glibenclamide. DSA: A diabetic group receiving 4 mg/kg hydroalcoholic 
extracts of Syzygium aromaticum. The asterisk * represents a significant difference with the DC group and symbol # demonstrates a significant difference with the 
normal group (P≤0.05).
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activity of antioxidant enzymes can be due to the increase 
in the level of reactive oxygen species. Eugenol can prevent 
the peroxidation induced by iron through chelating it (46), 
and as a natural antioxidant, eugenol can have a protective 
effect on the active species such as (OH•) and (O2) (47). 
Antioxidant activities, radical scavenging activity, and 
metal chelating activity by eugenol have been reported by 
(46), and they may protect the kidney against oxidative 
damage (34).

Conclusions
Cloves (S. aromaticum) showed several beneficial effects 
for the management of diabetes-induced complications 
in this study and thus it can be considered as a good 
candidate for further research in patients with diabetes.

Authors’ Contribution
MS, SHAE, MG planned and designed the experiments. HH and MS 
performed the experiments. MS, MH, TP, and JB analyzed the data. 
MS and HH wrote the manuscript. all of the authors reviewed and 
discussed the data.

Conflict of Interests 
Authors have no conflict of interests.
 
Ethical Issues 
This research was approved by the Animal Ethics Committee of the 
Gonabad University of Medical Sciences (Ethical code: IR.GMU.
REC.114).

Financial Support
This study was supported by the Gonabad University of Medical 
Sciences.

References
1.	 Inzucchi SE, Sherwin RS. Type 2 diabetes mellitus. In: Cecil 

Medicine. 24th ed. Philadelphia, PA: Saunders Elsevier; 2011.
2.	 Diagnosis and classification of diabetes mellitus. Diabetes 

Care. 2004;27 Suppl 1:S5-S10. doi:10.2337/diacare.27.2007.
s5

3.	 Shera AS, Jawad F, Maqsood A. Prevalence of diabetes in 
Pakistan. Diabetes Res Clin Pract. 2007;76(2):219-222. 
doi:10.1016/j.diabres.2006.08.011

4.	 Kim SH, Hyun SH, Choung SY. Anti-diabetic effect of cinnamon 
extract on blood glucose in db/db mice. J Ethnopharmacol. 
2006;104(1-2):119-123. doi:10.1016/j.jep.2005.08.059

5.	 Mokashi P, Bhatt LK, Khanna A, Pandita N. Swertisin rich 
fraction from Enicostema littorale ameliorates hyperglycemia 
and hyperlipidemia in high-fat fed diet and low dose 
streptozotacin induced type 2 diabetes mellitus in rats. 
Biomed Pharmacother. 2017;96:1427-1437. doi:10.1016/j.
biopha.2017.09.153

6.	 Sheetz MJ, King GL. Molecular understanding of 
hyperglycemia’s adverse effects for diabetic complications. 
JAMA. 2002;288(20):2579-2588. doi:10.1001/
jama.288.20.2579

7.	 Goldstein JL, Schrott HG, Hazzard WR, Bierman EL, Motulsky 
AG. Hyperlipidemia in coronary heart disease. II. Genetic 
analysis of lipid levels in 176 families and delineation of a 
new inherited disorder, combined hyperlipidemia. J Clin 
Invest. 1973;52(7):1544-1568. doi:10.1172/jci107332

8.	 Grundy SM, Benjamin IJ, Burke GL, et al. Diabetes and 
cardiovascular disease: a statement for healthcare professionals 

from the American Heart Association. Circulation. 
1999;100(10):1134-1146. doi:10.1161/01.cir.100.10.1134

9.	 Gordon L, Ragoobirsingh D, Morrison EY, Choo-Kang E, 
McGrowder D, Martorell E. Lipid profile of type 2 diabetic 
and hypertensive patients in the Jamaican population. J Lab 
Physicians. 2010;2(1):25-30. doi:10.4103/0974-2727.66709

10.	 Yeh KM, Fuh MM, Li CI. The impact of seasonal lifestyle 
changes on glycemic control in T2DM–Based on Diabetes 
Case Management Program 2001, Taiwan. Diabetes Res 
Clin Pract. 2016;120 Suppl 1:S91. doi:10.1016/s0168-
8227(16)31137-8

11.	 Moller DE. New drug targets for type 2 diabetes and the 
metabolic syndrome. Nature. 2001;414(6865):821-827. 
doi:10.1038/414821a

12.	 Shankarprasad DS, Gundalli S, Mahantesh B, Kashinakunti SV, 
Sunitha P. Lipid profile in diabetes mellitus. Indian J Pathol 
Oncol. 2015;2(4):290-294.

13.	 Grundy SM, Vega GL, McGovern ME, et al. Efficacy, safety, 
and tolerability of once-daily niacin for the treatment of 
dyslipidemia associated with type 2 diabetes: results of the 
assessment of diabetes control and evaluation of the efficacy 
of niaspan trial. Arch Intern Med. 2002;162(14):1568-1576. 
doi:10.1001/archinte.162.14.1568

14.	 Turner RC, Cull CA, Frighi V, Holman RR. Glycemic control 
with diet, sulfonylurea, metformin, or insulin in patients 
with type 2 diabetes mellitus: progressive requirement for 
multiple therapies (UKPDS 49). UK Prospective Diabetes 
Study (UKPDS) Group. JAMA. 1999;281(21):2005-2012. 
doi:10.1001/jama.281.21.2005

15.	 Henquin JC. Misunderstandings and controversies about the 
insulin-secreting properties of antidiabetic sulfonylureas. 
Biochimie. 2017;143:3-9. doi:10.1016/j.biochi.2017.07.002

16.	 Kooti W, Farokhipour M, Asadzadeh Z, Ashtary-Larky 
D, Asadi-Samani M. The role of medicinal plants in the 
treatment of diabetes: a systematic review. Electron Physician. 
2016;8(1):1832-1842. doi:10.19082/1832

17.	 Manukumar HM, Shiva Kumar J, Chandrasekhar B, Raghava S, 
Umesha S. Evidences for diabetes and insulin mimetic activity 
of medicinal plants: present status and future prospects. Crit 
Rev Food Sci Nutr. 2017;57(12):2712-2729. doi:10.1080/104
08398.2016.1143446

18.	 Gray AM, Flatt PR. Insulin-releasing and insulin-like activity 
of the traditional anti-diabetic plant Coriandrum sativum 
(coriander). Br J Nutr. 1999;81(3):203-209. doi:10.1017/
s0007114599000392

19.	 Abdel Moneim A, El-Feki M, Salah E. Effect of Nigella sativa, 
fish oil and gliclazide on alloxan diabetic rats 1-biochemical 
and histopathological studies. J Egyptian German Soc Zool. 
1997;23:237-366.

20.	 Shanmugasundaram ER, Gopinath KL, Radha 
Shanmugasundaram K, Rajendran VM. Possible regeneration 
of the islets of Langerhans in streptozotocin-diabetic rats 
given Gymnema sylvestre leaf extracts. J Ethnopharmacol. 
1990;30(3):265-279. doi:10.1016/0378-8741(90)90106-4

21.	 Adewole SO, Ojewole JA. Insulin-induced 
immunohistochemical and morphological changes in 
pancreatic beta-cells of streptozotocin-treated diabetic rats. 
Methods Find Exp Clin Pharmacol. 2007;29(7):447-455. 
doi:10.1358/mf.2007.29.7.1119168

22.	 Singh SN, Vats P, Suri S, et al. Effect of an antidiabetic extract 
of Catharanthus roseus on enzymic activities in streptozotocin 
induced diabetic rats. J Ethnopharmacol. 2001;76(3):269-277. 
doi:10.1016/s0378-8741(01)00254-9

23.	 Cortés-Rojas DF, de Souza CR, Oliveira WP. Clove (Syzygium 
aromaticum): a precious spice. Asian Pac J Trop Biomed. 
2014;4(2):90-96. doi:10.1016/s2221-1691(14)60215-x



Abtahi-Eivari et al

                                              Crescent Journal of Medical and Biological Sciences, Vol. 8, No. 4, October 2021 275

24.	 Mishra RK, Singh SK. Safety assessment of Syzygium 
aromaticum flower bud (clove) extract with respect to testicular 
function in mice. Food Chem Toxicol. 2008;46(10):3333-
3338. doi:10.1016/j.fct.2008.08.006

25.	 Gülçin İ. Antioxidant activity of eugenol: a structure-
activity relationship study. J Med Food. 2011;14(9):975-985. 
doi:10.1089/jmf.2010.0197

26.	 Pinto E, Vale-Silva L, Cavaleiro C, Salgueiro L. Antifungal 
activity of the clove essential oil from Syzygium aromaticum 
on Candida, Aspergillus and dermatophyte species. J 
Med Microbiol. 2009;58(Pt 11):1454-1462. doi:10.1099/
jmm.0.010538-0

27.	 Abtahi-Evari SH, Shokoohi M, Abbasi A, Rajabzade A, Shoorei 
H, Kalarestaghi H. Protective effect of Galega officinalis extract 
on streptozotocin-induced kidney damage and biochemical 
factor in diabetic rats. Crescent J Med Biol Sci. 2017;4:108-
114.

28.	 Shokoohi M, Shoorei H, Soltani M, Abtahi-Eivari SH, 
Salimnejad R, Moghimian M. Protective effects of the 
hydroalcoholic extract of Fumaria parviflora on testicular 
injury induced by torsion/detorsion in adult rats. Andrologia. 
2018;50(7):e13047. doi:10.1111/and.13047

29.	 Duncan BB, França EB, Passos VMA, et al. The burden of 
diabetes and hyperglycemia in Brazil and its states: findings 
from the Global Burden of Disease Study 2015. Rev Bras 
Epidemiol. 2017;20(Suppl 1):90-101. doi:10.1590/1980-
5497201700050008

30.	 Kuroda M, Mimaki Y, Ohtomo T, et al. Hypoglycemic effects 
of clove (Syzygium aromaticum flower buds) on genetically 
diabetic KK-Ay mice and identification of the active 
ingredients. J Nat Med. 2012;66(2):394-399. doi:10.1007/
s11418-011-0593-z

31.	 Prasad RC, Herzog B, Boone B, Sims L, Waltner-Law M. An 
extract of Syzygium aromaticum represses genes encoding 
hepatic gluconeogenic enzymes. J Ethnopharmacol. 
2005;96(1-2):295-301. doi:10.1016/j.jep.2004.09.024

32.	 Adefegha SA, Oboh G, Adefegha OM, Boligon AA, Athayde 
ML. Antihyperglycemic, hypolipidemic, hepatoprotective and 
antioxidative effects of dietary clove (Szyzgium aromaticum) 
bud powder in a high-fat diet/streptozotocin-induced 
diabetes rat model. J Sci Food Agric. 2014;94(13):2726-2737. 
doi:10.1002/jsfa.6617

33.	 Chan CW, Yu CL, Lin JC, et al. Glitazones and alpha-
glucosidase inhibitors as the second-line oral anti-diabetic 
agents added to metformin reduce cardiovascular risk in type 
2 diabetes patients: a nationwide cohort observational study. 
Cardiovasc Diabetol. 2018;17(1):20. doi:10.1186/s12933-
018-0663-6

34.	 Shukri R, Mohamed S, Mustapha NM. Cloves protect the heart, 
liver and lens of diabetic rats. Food Chem. 2010;122(4):1116-
1121. doi:10.1016/j.foodchem.2010.03.094

35.	 Sanae F, Kamiyama O, Ikeda-Obatake K, et al. Effects of 
eugenol-reduced clove extract on glycogen phosphorylase b 

and the development of diabetes in db/db mice. Food Funct. 
2014;5(2):214-219. doi:10.1039/c3fo60514k

36.	 Chaudhry ZR, Chaudhry SR, Naseer A, Chaudhry FR. Effect of 
Syzygium aromaticum (clove) extract on blood glucose level 
in streptozotocin induced diabetic rats. Pak Armed Forces Med 
J. 2013;63(3):323-328.

37.	 Yasuda H, Fujiwara A, Komiya S, Haze T. Effects of rosuvastatin 
add-on treatment on hyperlipidemia in type 2 diabetic patients 
with chronic kidney disease receiving ethyl icosapentate. 
Atherosclerosis. 2017;263:e241-e242. doi:10.1016/j.
atherosclerosis.2017.06.784

38.	 Fayad JM, Schentag J. Oral formulations Mimetic of Roux-
en-Y gastric bypass actions on the ileal brake; Compositions, 
Methods of Treatment, Diagnostics and Systems for treatment 
of metabolic syndrome manifestations including insulin 
resistance, fatty liver disease, hyperlipidemia, and type 2 
diabetes. Google Patents; 2017.

39.	 Taskinen MR, Nikkilä EA. Lipoprotein lipase activity of adipose 
tissue and skeletal muscle in insulin-deficient human diabetes. 
Relation to high-density and very-low-density lipoproteins 
and response to treatment. Diabetologia. 1979;17(6):351-
356. doi:10.1007/bf01236268

40.	 Yadav AS, Bhatnagar D. Modulatory effect of spice extracts 
on iron-induced lipid peroxidation in rat liver. Biofactors. 
2007;29(2-3):147-157. doi:10.1002/biof.552029205

41.	 Forbes JM, Coughlan MT, Cooper ME. Oxidative stress as 
a major culprit in kidney disease in diabetes. Diabetes. 
2008;57(6):1446-1454. doi:10.2337/db08-0057

42.	 Sharma S, Kulkarni SK, Chopra K. Curcumin, the active principle 
of turmeric (Curcuma longa), ameliorates diabetic nephropathy 
in rats. Clin Exp Pharmacol Physiol. 2006;33(10):940-945. 
doi:10.1111/j.1440-1681.2006.04468.x

43.	 Bakour M, Soulo N, Hammas N, et al. The antioxidant content 
and protective effect of argan oil and Syzygium aromaticum 
Essential oil in hydrogen peroxide-induced biochemical 
and histological changes. Int J Mol Sci. 2018;19(2):610. 
doi:10.3390/ijms19020610

44.	 Adam SI, Mohamed SB, Abdelgadir WS. Effects of the aqueous 
extract of clove (“ Syzygium aromaticum”) on Wistar rats. 
Br J Pharmacol Toxicol. 2013;4(6):262-266. doi:10.19026/
bjpt.4.5410

45.	 Akila G, Djamil K, Nawal D, Saadia B. Comparative 
study of antihypertensive and antioxidant effects of clove 
and metformin on renal dysfunction in streptozotocin-
induced diabetic rats. PharmaNutrition. 2018;6(1):37-44. 
doi:10.1016/j.phanu.2018.01.001

46.	 Anbu S, Padma J. Effect of eugenol on oxidative stress, 
membrane ATPase and glyoxylase system in ethanol fed rats. 
Ann Phytomed. 2017;6(2):82-87.

47.	 Ogata M, Tutumimoto Sato K, Kunikane T, et al. Antibacterial 
activity of dipropofol and related compounds. Biol Pharm 
Bull. 2005;28(6):1120-1122. doi:10.1248/bpb.28.1120

Copyright © 2021 The Author(s); This is an open-access article distributed under the terms of the Creative Commons Attribution License 
(http://creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in any medium, provided the 
original work is properly cited.


