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ABSTRACT 
 

Aim: To test and evaluate the anti–diabetic potential using binding energy and pharmacological 
interaction of glycyrrhizin using In-silico molecular interaction strategy against Pioglitazone, 
Roziglitazone and Miglitol. 
Study Design: In-silico molecular docking study and analysis of anti-diabetic compounds. 
Place and Duration: Department of Biotechnology and Bioinformatics, D Y Patil University, Navi 
Mumbai, Maharashtra, India between April 2014 and August 2014. 
Methodology: The ligands were sketched using Chemsketch and optimized using UFF. Active 
sites were considered from the crystallized structure of selected complexes Pdb-id: 2XKW, 1FM6 
and 3L4W. Molecular docking simulation study is carried out in IGemDock using Genetic algorithm 
and Pharmacological interactions with binding energies were calculated. 

Original Research Article 



 
 
 
 

Jain and Gupta; EJMP, 6(4): 212-222, 2015; Article no.EJMP.2015.057 
 
 

 
213 

 

Results: In the present study, we investigated the anti-diabetic potential of glycyrrhizin by 
evaluating the in-silico binding ability and pharmacophoric interactions of this compound to known 
inhibitors (Pioglitazone, Roziglitazone and Miglitol). Glycyrrhizin displayed better binding affinity 
against PPAR gamma and Alpha amylase receptor protein with respect to their inhibitors. Since 
glycyrrhizin shows a good binding affinity, it holds great promise for use in the treatment of diabetic 
complications. Results of the docking simulations of glycyrrhizin demonstrated negative binding 
energies (-123.242 kcal/mol for PPAR gamma against Pioglitazone, -105.847 kcal/mol for PPAR 
gamma against Roziglitazone and -98.415 kcal/mol for Alpha amylase against Miglitol), which 
indicated a higher affinity and tighter binding capacity of glycyrrhizin for the active site of the 
enzyme.  
Conclusion: The study finding indicates the potential of glycyrrhizin for the management and 
treatment of diabetes and diabetes-associated complications. Further specific study in wet lab and 
a parallel in-silico methodology can provide supportive evidence for glycyrrhizin to be use as a 
suitable alternative in management of diabetes.  
 

 

Keywords: Glycyrrhizin; molecular docking; Abrus precatorius (L.); antidiabetic. 
 

ABBREVIATION 
  
MM: Molecular Mechanic; ImpTor: Improper Torsion. 
 

1. INTRODUCTION 
 

Diabetes mellitus is a metabolic disorder and is 
characterized by chronic hyperglycemia 
accompanied by disturbances of carbohydrate, 
fat and protein metabolism resulting defects in 
insulin secretion, insulin action, or both. It is 
affecting 10% of the population worldwide [1]. 
The frequency of the diabetes will escalate 
worldwide, with a major impact on the population 
of developing countries [2]. The Current studies 
in India indicate that there is an alarming rise in 
prevalence of diabetes which has gone beyond 
epidemic form to a pandemic form [3]. Presently 
India has got the largest number of diabetics and 
is being called as diabetic capital of the world [4]. 
 
Diabetes is associated with premature mortality. 
Heterogeneity within the diabetic syndrome 
results in two types of Diabetes mellitus: Type I, 
insulin-dependent Diabetes mellitus and Type II, 
noninsulin-dependent Diabetes mellitus. Type 1 
diabetes is caused by the autoimmune 
destruction of the β-cells of the pancreatic islets, 
whereas type 2 diabetes results from both 
impaired insulin secretion and resistance to the 
action of insulin. Type 2 Diabetes mellitus is the 
more common type and frequently presents with 
minimal or no symptoms referable to the 
metabolic aberrations of diabetes. Patients with 
NIDDM are not dependent on insulin for 
prevention of ketonuria and are not prone to 
ketosis. The typical chronic associations and 
complications of diabetes are macroangiopathy, 
microangiopathy, neuropathy, and cataracts. 
There are many commercially anti-diabetic 

medications available. Metformin is generally 
recommended as a first line treatment in diabetic 
condition whereas  other classes of medications 
includes sulfonylureas, nonsulfonylurea 
secretagogue, Alpha glucosidase inhibitors, 
thiazolidinedione, glucagon-like peptide-1 
analog, and Dipeptidyl peptidase - 4 inhibitors 
[5,6].  Roziglitazone, a thiazolidinedione, has not 
been found to improve long term outcomes even 
though it improves blood sugar levels [7]. 
Moreover it is associated with increased rates of 
heart disease and death [8]. Metformin should 
not be used in those with severe kidney or liver 
problems [9].  Injections of insulin may either be 
added to oral medication or used alone [8]. 
  
Traditionally  medicinal plants with various active 
principles and properties have been used since 
ancient times by physicians and laymen to treat a 
great variety of human diseases such as 
diabetes, coronary heart disease and cancer. 
The beneficial multiple activities like manipulating 
carbohydrate metabolism by  various 
mechanism, preventing and restoring integrity 
and function of β-cells, insulin-releasing activity, 
improving glucose uptake and utilization and the 
antioxidant properties present in medicinal plants 
offer exciting opportunity to develop them in to 
novel therapeutics. The multi factorial 
pathogenecity of diabetes demands multimodal 
therapeutic approach. Thus, future therapeutic 
strategies require the combination of various 
types of multiple agents. Therefore, plant based 
herbal drugs and botanicals with free radical 
scavenging activity are emerging as the primary 
components of holistic approaches to diabetes 
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management [10,11]. Hence, present study aims 
to explore the in silico testing of glycyrrhizin 
which can be an efficient alternative natural 
source with antidiabetic properties. 
 
The plant Abrus precatorius Linn popularly 
known as Rosary pea, jequirity bean belong to 
the family leguminosae (Fabaceae) is mostly 
found throughout India. The seeds are reported 
to be the deadly poisonous but it has also been 
reported that the toxic form of abrin gets 
transformed to mitogenic form upon long 
refrigerated storage. Generally the seeds of 
Abrus precatorius are of two types one is scarlet 
with black spot and the other variety is pure white 
and traditionally used against leucoderma, 
wounds, alopecia, asthma, tubercular glands, 
leprosy, fever, ulcer and tumor [12,13]. The seed 
extract have also been shown to possess other 
pharmacologic properties due to presence of 
glycyrrhizin (Fig. 1). It was shown to have 
antifertility effect [14], ureterotonic effect [15], 
antidiarrhoeal effect [16], antidiabetic [17], 
arthritis [18] and antimicrobial [19]

   
activity. 

 

 
 

Fig. 1. Glycyrrhizin (3β)-30-Hydroxy-11,30-
dioxoolean-12-en-3-yl 2-O-β-D-

glucopyranuronosyl-α-D-
glucopyranosiduronic acid) 

 

Glycyrrhizin is an important phytoconstituent of 
licorice which is widely used in the 
pharmaceutical and food industry. As the roots 
and leaves of Abrus precatorius contain 
glycyrrhizin, it can be used as an alternative 
source. In spite of extensive research work 
undertaken with cultures of Glycyrrhiza glabra, 
the glycyrrhizin production remains elusive. 
Therefore, Abrus precatorius cultures can be 
serve as substitute for isolation of Glycyrrhin.  
Out of the many compounds tested for their 
potential in anti-diabetic activity, glycyrrhizin has 
gathered much interest due to their high 
hypoglycemic activities.  
 
The benefit of using Licorice or Gunja versus 
other herbal medication or conventional Western 
medicine is that there is very little interaction with 

liver enzymes that metabolize drugs. Amongst 
these enzymes are CYP3A4 and CYP2D6 are 
main enzymes. Pandit et al. [20] used enzyme 
assays on a standard licorice extract, and found 
that the interaction from a standardized extract 
was less than a standard inhibitor. Furthermore, 
when the pure compound of glycyrrhizin was 
compared with the plant extract, the interaction 
potential of pure compound with liver enzyme 
was less than the extract. Thus, Abrus may be 
an attractive choice for those using multiple 
herbal or conventional medicines to limit any 
possible drug-drug or drug-herb interaction. 
 

2. MATERIALS AND METHODS 
 
2.1 Antidiabetic Drugs 
 
Thiazolidinedione (TZDs) are a pharmacological 
insulin-sensitizing class of compounds that are 
high-affinity ligands for PPAR-γ and widely used 
for treatment of type 2 diabetes [21]. 
 
2.1.1 Pioglitazone 
  
Pioglitazone is used for the treatment of diabetes 
mellitus type 2. Pioglitazone selectively 
stimulates nuclear receptor peroxisome 
proliferator-activated receptor gamma (PPAR-
gamma) [21,22]. 
  
2.1.2 Roziglitazone 
  
Rosiglitazone is an antidiabetic drug in the 
thiazolidinedione class of drugs. It works as an 
insulin sensitizer, by binding to the PPAR gamma 
[21,22]. 
  
2.1.3 Miglitol 
  
Miglitol is an oral anti-diabetic drug and is 
primarily used in diabetes mellitus type 2 for 
establishing greater glycemic control by 
preventing the digestion of carbohydrates (such 
as disaccharides, oligosaccharides, and 
polysaccharides) into monosaccharides which 
can be absorbed by the body. Miglitol inhibits 
glycoside hydrolase enzymes called Alpha-
glucosidases. Since Miglitol works by preventing 
digestion of carbohydrates. Hence, it lowers the 
degree of postprandial hyperglycemia [23-26]. 
 

2.2  Preparations of Ligand and Receptor 
Protein 

 

The selected ligands were sketched using 
Chemsketch and transformed into the 3D 
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structure, intermolecular interactions of these 
ligands were optimized to attain a local minimum 
energy structure using Universal force fields 
(UFF) [27,28]. Considering the three available 
inhibitors for type 2 diabetes the indigenous 
docked complex of Pioglitazone PPAR gamma 
Pdb-id - 2XKW, Roziglitazone PPAR gamma 
Pdb-id – 1FM6 and Miglitol with Alpha-amylase 
Pdb-id- 3L4W, the 3D-crystallographic structures 
were considered [29-31]. 
 
2.3 Active Site 
  
The default active site were considered of 
docked complexes, Amino acid within 10 A by 
considering the ligand of interest in center. 
 

2.4 Molecular Docking 
  
Molecular interactions play a key role in all 
biological reactions. Drugs are either mimicking 
or mitigating the effect of natural ligands binding 
to the receptor by exerting the pharmacological 
reactions. Computational methods are used to 
identify and understand this mode of binding, 
interacting and orientation of ligands into the 
active site to their receptors which is called as 
Molecular Docking [32]. It is an attempt to find 
out the optimal binding between different a set of 
molecules: a receptor and a ligand. Genetic 
Algorithm (GA) based approach were used with 
the following parameters Population size = 200; 
Generations = 70 and number of solutions =3 in 
iGEM dock [33]. Pharmacological points and 
interaction are the key features in drug binding 

ability and in formation of a stable complex. 
Hence, in the present study, Glycyrhizin binding 
affinity was compared with the indegenious 
inhibitors of PPAR gamma and alpha amylase 
i.e. Pioglitazone, Roziglitazone and Miglitol to 
validate the pharmacological interactions 
between them. 
 

3. RESULTS 
  
The technique implemented for predicting and 
generating a stable conformation to detect all 
possible interactions between protein receptors 
and ligands, is now an essential phase in drug 
discovery and development area. In spite a 
variety of treatment and course of therapy for 
diabetes it is the third leading cause of death, 
and demand for newer and safer molecules. The 
optimization of ligands was significantly changes 
the conformations of ligands with respect to its 
energies Table 1 shows the release of 
constraints and its final energy level. 
 
Thiazolidinedione derivative Pioglitazone and 
Roziglitazone showed binding interactions with 
their indigenous receptor PPAR gamma and 
Miglitol with Alpha amylase respectively. As in 
the present study we have shown a comparative 
molecular interaction study of Glycyrhizin against 
to Pioglitazone, Roziglitazone and Miglitol with 
their indigenous receptor. Glycyrhizin forms a 
more stable complex with PPAR gamma and 
Alpha amylase with respect to their indigenous 
inhibitors (Table 2). 

 
Table 1. Ligand optimized energy using Universal force field (UFF) 

 
 Pioglitazone Roziglitazone Miglitol Glycyrhizin 

Initial 
Energy 

Final 
Energy 

Initial 
Energy 

Final 
Energy 

Initial 
Energy 

Final 
Energy 

Initial 
Energy 

Final 
Energy 

MM Bond 0.39 0.004 0.38 0.005 0.004 0.002 1.15  0.025 
MM 
Angle 

0.06 0.058 0.065 0.062 0.01 0.0035 2.14 0.05 

MM 
Dihedral 

0.03 0.031 0.031 0.031 0.0040 0.0003 0.13 0.10 

MM 
ImpTor                           

0.00 0.00 0.00 0.00 0.036 0.013 0.008 0.0065 

MM vdW                          0.18 0.036 0.23 0.042 0.016 0.018 1332.29 0.11 
MM 
Coulomb 

0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 

Total 
Energy 

0.67 au 0.13a.u. 0.71 au 0.142a.u. 0.075 0.039a.u. 1335.73a.u. 0.30 a.u. 

Total 
Energy in 
Kcal/mol 

425.45 
kcal/mol 

82.18 
kcal/mol 

448.90 
kcal/mol 

89.13 
kcal/mol 

47.30905230 
kcal/mol 

24.64 
kcal/mol 

838189.15 
kcal/mol 

193.65 
kcal/mol 
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Table 2. Molecular interaction energy 
 

Receptor (Pdb-id) Ligand Total Energy VDW H Bond Elec 
2XKW 
(PPAR gamma) 

Pioglitazone -97.7625 -81.8006 -15.9619 0 
Glycyrhizin -123.242 -95.0611 -27.7449 -0.43564 

1FM6 
(PPAR gamma) 

Roziglitazone -104.191 -90.7277 -13.4633 0 
Glycyrhizin -105.847 -77.8287 -25.4678 -2.55088 

3L4W 
(Alpha amylase) 

Miglitol -84.5834 -62.0384 -22.545 0 
Glycyrhizin -98.4157 -70.4054 -28.0103 0 

 

3.1 Mining of Pharmacological Interac-
tions 

 
Pioglitazone with indigenous receptor PPAR 
gamma (Pdb-id: 2XKW): (Figs. 2a, 2a1 and 2a2) 
 
Hydrogen bond interaction: 
 
ARG-288; GLU-291; GLU-295; ILE-325; ILE-326; 
SER-342 and GLU-343  
 
Vanderwaal Interaction:  
 
ILE-281; GLY-284; CYS-285; PHE-287; ARG-
288; ARG-288; GLU-291; MET-329; LEU-330; 
ILE-341; SER-342 and GLU-343. 
 
Glycyrhizin with PPAR gamma (Pdb-id: 2XKW): 
(Figs. 2b, 2b1 and 2b2) 
 
Hydrogen bond interaction: 
 
ILE-281; CYS-285; ARG-288; GLU-291; GLU-
295; ILE-325; ILE-326; SER-342; GLU-343 and 
GLU-343 
 
Vanderwaal Interaction:  
 
ILE-281; GLY-284; CYS-285; PHE-287; ARG-
288; GLU-291; LEU-330; ILE-341; SER-342; and 
GLU-343;  
 
Roziglitazone with indigenous receptor (Pdb-id: 
1FM6): (Figs. 3.a, 3.a1 and 3.a2) 
 
Hydrogen bond interaction:  
 
LEU-228; LEU-270; GLN-271; GLU-272; GLN-
283; GLU-343; SER-464 and HIS-466. 
 
Vanderwaal interactions: 
 
GLN-271; ILE-281; GLN-283; GLY-284; PHE-
287; ARG-288; LEU-340; ILE-341; GLU-343; and 
MET-348. 

Glycyrhizin with PPAR gamma (Pdb-id: 1FM6): 
(Figs. 3b, 3b1 and 3b2) 
 
Electrostatic interaction: 
 
HIS-466 
  
Hydrogen bond interactions: 
 
LEU-228; LEU-270; GLN-271; GLU-272; GLN-
283; GLU-343; SER-464 and HIS-466 . 
 
Vanderwaal interactions: 
 
GLN-271; ILE-281; GLN-283; GLY-284; PHE-
287; ARG-288; LEU-340; ILE-341; GLU-343; 
MET-348; SER-464; LEU-465 and HIS-466 
 
Miglitol with indigenous receptor Alpha amylase 
(Pdb-id: 3L4W): (Figs. 4a, 4a1 and 4a2) 
 
Hydrogen bond interactions:  
 
ASP-327; ARG-334; ASP-336; GLU-404; ASP-
443; MET-444; SER-448; ASN-449; ARG-526; 
ASP-542 and HIS-600 
 
Vanderwaal interactions: 
 
TYR-299; ASP-327; ASP-336; PRO-367; GLU-
404; VAL-405; TRP-406; ASP-443; SER-448; 
ASN-449; TRP-539; ASP-542 and PHE-575 
 
Glycyrhizin with Alpha amylase (Pdb-id: 3L4W): 
(Figs. 4b, 4b1 and 4b2) 
 
Hydrogen bond interactions: 
 
ARG-334; ASP-336; GLU-404; ASP-443; MET-
444; SER-448; ASN-449; ARG-526; ASP-542 
and HIS-600. 
 
Vanderwaal Interactions: 
 
TYR-299; ASP-327; ASP-336; PRO-367; GLU-
404; VAL-405; TRP-406; ASP-443; SER-448 and 
ASN-449 
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3.1.1 Pioglitazone–PPAR gamma complex 
 

Figure describes the most stable conformation of 
Pioglitazone interacting with Hydrogen bond 
donator and acceptor group (Fig. 2a) in the 
hydrophobic cavity of its indigenous receptor 
PPAR gamma (Fig. 2a1). Fig. 2a2 represents the 
2 dimensional orientation of Pioglitazone 
interaction with selective amino acids. 
 

3.1.2 Glycyrhizin – PPAR gamma complex 
 

Figure describes the most stable conformation of 
Glycyrhizin interacting with Hydrogen bond 
donator and acceptor group (Fig. 2b) in the 
hydrophobic cavity of PPAR gamma (Fig. 2b1). 
Fig. 2b2 represents the 2 dimensional orientation 
of Glycyrhizin interaction with selective amino 
acids. 
 

3.1.3 Roziglitazone – PPAR gamma complex 
 

Figure describes the most stable conformation of 
Roziglitazone interacting with Hydrogen bond 
donator and acceptor group (Fig. 3a) in the 
hydrophobic cavity of its indigenous receptor 
PPAR gamma (Fig: 3a1).  Fig: 3a2: represents 
the 2 dimensional orientation of Roziglitazone 
interaction with selective amino acids. 
 

3.1.4 Glycyrhizin – PPAR gamma complex 
 

Figure describes the most stable conformation of 
Glycyrhizin interacting with Hydrogen bond 
donator and acceptor group (Fig. 3b) in the 
hydrophobic cavity of PPAR gamma (Fig. 3b1). 
Fig. 3b2 represents the 2 dimensional orientation 
of Glycyrhizin interaction with selective amino 
acids. 
 

3.1.5 Miglitol – Alpha amylase complex 
 
Figure describes the most stable conformation of 
Miglitol interacting with Hydrogen bond donator 
and acceptor group (Fig. 4a) in the hydrophobic 
cavity of its indigenous receptor Alpha amylase 
(Fig. 4a1). Fig. 4a2 represents the 2 dimensional 
orientation of Miglitol interaction with selective 
amino acids. 
 
3.1.6 Glycyrhizin – Alpha amylase complex 
 
Figure describes the most stable conformation of 
Glycyrhizin interacting with Hydrogen bond 
donator and acceptor group (Fig. 4b) in the 
hydrophobic cavity of alpha amylase (Fig. 4b1). 
Fig. 4b2 represents the 2 dimensional orientation 
of Glycyrhizin and interaction with selective 
amino acids. 
 
To compare the results in listed diagram one can 
refer Fig. 5.0 as a hydrophobic, H-bond and 
residual interaction index. 
 

4. DISCUSSION 
 
As prior to the advent of defined antidiabetic 
drugs the treatment of various diseases including 
diabetes was dependent of number of herbs and 
plant metabolites. Over a period of time Abrus 
precatorius (Gunja) is one of the extensively 
used medicinal plant. Where glycyrrhizin, is 
founded to be the major constituent of Gunja root 
and has long been studied for its medicinal 
acctivity. Takii et al. [34] in his work have cleared 
the antidiabetic effect of glycyrrhizin in 
genetically diabetic KK-Aγ mice.  
 

   

Fig. 2a: Pioglitazone with 
indigenous receptor PPAR 

gamma (Pdb-id: 2XKW), 
hydrophobic interaction 

Fig. 2a1: Pioglitazone with 
indigenous receptor PPAR 
gamma (Pdb-id: 2XKW), H-

Bonds interaction 

Fig. 2a2: Pioglitazone with 
indigenous receptor PPAR 

gamma (Pdb-id: 2XKW), 
residue interaction 
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Fig. 2b: Glycyrhizin with 
PPAR gamma (Pdb-id: 2XKW), 

hydrophobic interaction 

Fig. 2b1: Glycyrhizin with 
PPAR gamma (Pdb-id: 

2XKW), H-Bonds interaction 

Fig. 2b2: Glycyrhizin with 
PPAR gamma (Pdb-id: 2XKW), 

residue interaction 
              

 

 
  

Fig. 3a: Roziglitazone with 
indigenous receptor (Pdb-id: 

1FM6), hydrophobic 
interaction 

Fig. 3a1: Roziglitazone with 
indigenous receptor (Pdb-

id: 1FM6), H-Bonds 
interaction 

Fig. 3a2: Roziglitazone with 
indigenous receptor (Pdb-id: 

1FM6), residue interaction 

 

   
Fig. 3b: Glycyrhizin with 

PPAR gamma (Pdb-id: 1FM6), 
hydrophobic interaction 

Fig. 3b1: Glycyrhizin with 
PPAR gamma (Pdb-id: 

1FM6), H-Bonds interaction 

Fig. 3b2: Glycyrhizin with 
PPAR gamma (Pdb-id: 1FM6), 

residue interaction 
 

   

Fig. 4a: Miglitol with 
indigenous receptor Alpha 
amylase (Pdb-id: 3L4W), 
hydrophobic interaction 

Fig. 4a1: Miglitol with 
indigenous receptor Alpha 
amylase (Pdb-id: 3L4W), H-

Bonds interaction 

Fig. 4a2: Miglitol with 
indigenous receptor Alpha 
amylase (Pdb-id: 3L4W), 

residue interaction 
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Fig. 4b: Glycyrhizin with 
Alpha amylase (Pdb-id: 

3L4W), hydrophobic 
interaction 

Fig. 4b1: Glycyrhizin with 
Alpha amylase (Pdb-id: 

3L4W), H-Bonds interaction 

Fig. 4b2: Glycyrhizin with 
Alpha amylase (Pdb-id: 

3L4W), residue interaction 

 

   

 
Fig. 5.0. Hydrophoboicity, H-Bonds and Residue interaction scale 

 
Recent research have reported the healing effect 
of glycyrrhizin 10 or its metabolite, 18β-
glycyrrhetinic acid in streptozotocin-induced type 
1 diabetes mellitus in rat model [35–38]. The 
upregulated expression of total P14ARγP has 
been reported in different tissues of normal rats 
after the treatment of glycyrrhizin [39]. Eu et al. 
[40] have also reported that glycyrrhizin 
increases insulin sensitivity in high fat diet-
induced obese rats. Inspite of wet lab techniques 
Yang et al reported the docking calculation of 
glycyrrhizin and proved the correlation between 
anticancer activities and EGFR inhibitory 
activities [41].  Dyah et al. [42] has explained that 
betulin could be a potential inhibitor to alpha 
amylase. Where betulin-alpha amylase complex 
model is evaluated with Vanderwaal, hydrogen 
bond interactions and pharmacological 
interactions. In the current research study 
binding efficiency of Glycyrrhizin over 
Pioglitazone, Roziglitazone and Miglitol has 
significantly increased which can be clearly 
depicted by Vanderwaal bonding energy (VDW), 
Hydrogen bonding energy and Electrostatic 
energy (Table 2). The increase in binding energy 
signals a constructive path for Glycyrrhizin can 
be use as a potential anti diabetic molecule over 
a current and existing drug. Therefore, it is 

suggested that glycyrhhizin is highly active 
compound which shows antioxidant, antitumor 
activity and studied as well as reported as an anti 
diabetic. This further warrants SAR and QSAR 
studies on this particular compound to identify 
the optimum activity of glycyrrhizin. 
 

5. CONCLUSION 
 
The present comparative swot depicts the 
binding efficiency of Glycyrrhizin with respect to 
the Pioglitazone, Roziglitazone and Miglitol to 
their respective receptor protein. Comparing the 
pharmacological interaction and amino acid 
residue from PPAR gamma and Alpha amylase 
involved with the Pioglitazone, Roziglitazone and 
Miglitol, were very much similar with respect to 
Glycyrrhizin (3.1 Mining of Pharmacological 
interactions). The present swot highlights the 
better binding feature on both receptor protein 
PPAR gamma and Alpha amylase which can be 
further continue with parallel dry lab (SAR and 
QSAR) and wet lab (synthesis and biological 
evaluation) studies and analysis will be an 
optimum validation process in the screening and 
identification of most promising lead compound 
to a particular receptor. 
 



 
 
 
 

Jain and Gupta; EJMP, 6(4): 212-222, 2015; Article no.EJMP.2015.057 
 
 

 
220 

 

CONSENT 
  
Not applicable. 
 

ETHICAL APPROVAL 
  
Not applicable. 

 
ACKNOWLEDGEMENT  
 
The first author gratefully acknowledge the 
Science Engineering Research Board, New Delhi 
for providing Fast Track Young Scientist 
Fellowship (SR/FT/LS–130/2011) grant to pursue 
this research work. We also would like to thank 
higher authorities of the D Y Patil University, Navi 
Mumbai, Maharashtra, India. 
 
COMPETING INTERESTS 
 

Authors have declared that no competing 
interests exist. 
 

REFERENCES 

 

1. Vetrichelvan T, Jegadeesan M, Devi BAV. 
Anti-diabetic activity of alcoholic extract of 
Celosia argentea LINN. seeds in rats. Biol 
Pharm Bull. 2002;25:526-528.   

2. Park K, (ed). Park's textbook of 
preventive and social medicine. 15th 
edition. Banarasidas Bhanot Jabalpur; 
1997.  

3. Gupta OP, Phatak S. Pandemic Trends in 
Prevalence of Diabetes Mellitus and 
Associated Coronary Heart Disease in 
India - Their Causes and   Prevention. Int 
J Diabetes Dev Countries. 2003;23:37-
50.  

4. The DCCT Research Group. The effect of 
intensive treatment of diabetes on the  
development and progression of long-
term complications in insulin-dependent  
diabetes mellitus. N Engl J Med. 
1993;329:977-986.  

5. Vijan S. Type 2 diabetes. Annals of 
internal medicine. 2010;152(5):ITC31-15.  

6. Ripsin CM, Kang H, Urban RJ. 
Management of blood glucose in type 2  
diabetes mellitus. Am Fam Physician. 
2009;79(1):29–36. 

7. Standards of medical care in 
diabetes. Diabetes Care (American 
Diabetes Association). 2012;35(Suppl 1): 
S11–63.  

8. Richter B, Bandeira-Echtler E, Bergerhoff 
K, Clar C, Ebrahim SH. Rosiglitazone for 
type 2 diabetes mellitus. In Richter, 
Bernd. The Cochrane database of 
systematic reviews. 2007;3.  

9. Chen X, Yang L, Zhai SD. Risk of 
cardiovascular disease and all-cause 
mortality among diabetic patients 
prescribed rosiglitazone or pioglitazone: a 
meta-analysis of retrospective cohort 
studies. Chinese medical journal. 
2012;125(23):4301–6. 

10. Aynur B, Sedef NE. Determination of In 
Vitro Antidiabetic Effects, Antioxidant 
Activities and Phenol Contents of Some 
Herbal Teas. Plant Foods for Human 
Nutrition. 2008;1:27. 

11. MC Sabu, R Kuttan. Anti-diabetic activity 
of medicinal plants and its relationship 
with their antioxidant property. J. 
Ethnopharmacol. 2002;2:155. 

12. Khare CP. Encyclopedia of Indian 
Medicinal Plants. Rational Western 
therapy, Ayurvedic and other traditional 
usage Botany, Springer, New York. 2004; 
3-5. 

13. Vaidyarathnam PS. Indian Medicinal 
Plants a compendium of 500 species, 
Orient Longman Pvt. Ltd. 1995;1:10-14.  

14. Rao MV. Antifertility effects of alcoholic 
seed extract of Abrus precatorius Linn in 
male albino rats. Acta Eur Fertil. 1987;18: 
217–220.  

15. Nwodo OF. Studies on Abrus precatorius 
seed I: Uretorotonic activity of seed oil. J. 
Ethnopharmacol. 1991;31:391-394.  

16. Nwodo OF, Alumanah FO. Studies on 
Abrus Precatorius seed II.  Antidiarrhoeal 
activity. J Ethnopharmacol. 1991;31:395- 
398.  

17. Monago CC, Alumanah EO. Antidiabetic 
effect of chloroform -methanol extract of 
Abrus precatorius linn seed in alloxan 
diabetic rabbit. J. Appl. Sci. Environ. Mgt. 
2005;9(1):85–88.  

18. Sudaroli M, Chatterjee T K. Evaluation of 
red and white seed extracts of Abrus 
precatorius linn. Against freund’s 
complete adjuvant Induced arthritis in 
rats. Journal of medicinal plants research.  
2007;1(4):86-094.  

19. Adelowotan O, Aibinu I, Adenipekun E, 
Odugbemi T. The in vitro antimicrobial 
activity of Abrus precatorius fabaceae 



 
 
 
 

Jain and Gupta; EJMP, 6(4): 212-222, 2015; Article no.EJMP.2015.057 
 
 

 
221 

 

extract in some clinical pathogens. Niger 
Postgrad Med J. 2008;15:32–37. 

20. Pandit S, Ponnusankar S, 
Bandyopadhyay A, Ota S, Mukherjee PK. 
Exploring the Possible Metabolism 
Mediated Interaction of Glycyrrhiza glabra 
Extract with CYP3A4 and CYP2D6. 
Phytother Res. 2011;25(10):1429-34.  

21. Vivo IB, Hui Xie MS, George A, Bray MD, 
Steven R, Smith MD. The Effect of 
Pioglitazone on Peroxisome Proliferator-
Activated Receptor-γ Target Genes 
Related to Lipid Storage. Diabetes Care.  
2004;27(7):1660-1667. 

22. Kazunori N, Carlos L, Daniel D, Colleen 
N, Nelson F, André B, et al. Effects of the 
PPARγ agonist pioglitazone on lipoprotein 
metabolism in patients with type 2 
diabetes mellitus. J Clin Invest. 
2005;115(5):1323–1332. 

23. Mooradian AD, Thurman JE. Drug therapy 
of postprandial hyperglycaemia. Drugs. 
1999;57(1):19-29. 

24. Rossi EJ, Sim L, Kuntz DA, Hahn D, 
Johnston BD, Ghavami A, et al. Inhibition 
of recombinant human maltase 
glucoamylase by salacinol and 
derivatives. FEBS J. 2006;273(12):2673-
83. 

25. Fukaya N, Mochizuki K, Tanaka Y, 
Kumazawa T, Jiuxin Z, Fuchigami M, et 
al. The alpha-glucosidase inhibitor miglitol 
delays the development of diabetes and 
dysfunctional insulin secretion in 
pancreatic beta-cells in OLETF rats. Eur J 
Pharmacol. 2009;624(1-3):51-7.  

26. Chen X, Ji ZL, Chen YZ. TTD: 
Therapeutic Target Database. Nucleic 
Acids Res. 2002;30(1):412-5. 

27. ACD Chemsketch version 12.0. Advanced 
Chemistry Development, Inc., Toronto, 
ON, Canada; 2014.  

Available: www.acdlabs.com. 

28. Rappe AK, Casewit CJ, Colwell KS, 
Goddard WA, Skiff WM. UFF, a Full 
Periodic Table Force Field for Molecular 
Mechanics and Molecular Dynamics 
Simulations. J. Am. Chem. Soc. 
1992;114: 10024–10035. 

29. Mueller JJ, Schupp M,  Unger T,  
Kintscher U, Heinemann U. Binding 
Diversity of Pioglitazone by Peroxisome 
Proliferator-Activated Receptor-Gamma. 
Journal:  

30. Gampe Jr RT, Montana VG, Lambert MH,  
Miller AB,  Bledsoe RK,  Milburn MV, et 
al. Asymmetry in the 
PPARgamma/RXRalpha crystal structure 
reveals the molecular basis of 
heterodimerization among nuclear 
receptors. Mol. Cell. 2000;5:545-555. 

31. Sim L, Jayakanthan K, Mohan S, Nasi R, 
Johnston BD, Pinto BM, et al. New 
glucosidase inhibitors from an ayurvedic 
herbal treatment for type 2 diabetes: 
structures and inhibition of human 
intestinal maltase-glucoamylase with 
compounds from Salacia reticulata. 
Biochemistry 2010;49:443-451. 

32. Bastikar VA, Fulsundar SR, Nair JS. In 
Silico Docking Analysis of Peptide 
Deformylase (PDF) - A Novel Target for 
Prophylaxis of Leptospirosis. *Nature 
Precedings; 2008. 

33. Kai-Cheng H, Yen-Fu C, Shen-Rong L, 
Jinn-Moon Y. iGEMDOCK: a graphical 
environment of enhancing GEMDOCK 
using pharmacological interactions and 
post-screening analysis. BMC 
Bioinformatics. 2011;12(Suppl 1):S33.     

34. Takii H, Kometani T, Nishimura T, Nakae 
T, Okada S, Fushiki T. Antidiabetic effect 
of glycyrrhizin in genetically diabetic KK-
Ay mice, Biol Pharm Bull. 2001;24 484. 

35. Sen S, Roy M, Chakraborti AS. 
Ameliorative effect of glycyrrhizin on 
streptozotocin-induced diabetes in rats, J 
Pharm Pharmacol. 2011;63:287.  

36. Kalaiarasi P, Pugalendi KV. Protective 

effect of 18-glycyrrhetinic acid on lipid 
peroxidation and antioxidant enzymes in 
experimental diabetes. J Pharm Res. 
2011;4:107.  

37. Kalaiarasi P, Kaviarasan K, Pugalendi 

KV. Hypolipidemic effect of 18-
glycyrrhetinic acid on streptozotocin- 
induced diabetic rats, Eur J Pharmacol. 
2009;612:93.  

38. Kalaiarasi P, Pugalendi KV. 

Antihyperglycemic effect of 18-
glycyrrhetinic acid, aglycone of 
glycyrrhizin, on streptozotocin-diabetic 
rats Eur J Pharmacol. 2009;606: 269.  

39. Yin CY, Ha TS, Kadir KA. Effects of 
glycyrrhizic acid on peroxisome 
proliferator-activated receptor gamma 

(PPAR), lipoprotein lipase (LPL), serum 
lipid and HOMA-IR in rats, PPAR Res. 
2010;530265. 



 
 
 
 

Jain and Gupta; EJMP, 6(4): 212-222, 2015; Article no.EJMP.2015.057 
 
 

 
222 

 

40. Eu CH, Lim WY, Ton SH, Kadir KA. 
Glycyrrhizic acid improved lipoprotein 
lipase expression, insulin sensitivity, 
serum lipid and lipid deposition in high-fat 
diet-induced obese rats, Lipids Health 
Dis. 2010;1476- 511X-9-81. 

41. Yong-An Yang, Wen-Jian Tang, Xin 
Zhang, Ji-Wen Yuan, Xin-Hua Liu, Hai-
Liang Zhu. Molecules. 2014;19:6368-
6381. 

42. Dyah RW, Edi PU, Chanif M. 
Bioinformation. 2014;10:209-215. 

_________________________________________________________________________________ 
© 2015 Jain and Gupta; 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. 
 
 

 
 

Peer-review history: 
The peer review history for this paper can be accessed here: 

http://www.sciencedomain.org/review-history.php?iid=914&id=13&aid=7864 
 


