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Abstract

Antibiotic resistance in bacterial pathogen is a great challenge 
that is connected with excessive morbidity and mortality of living 
beings. A common motive of antibiotic resistance in bacteria is an 
increased abundance of β- lactamases. There chromosomal β- lac-
tamases do not generally provide effective antibiotic resistance in 
wild type Bacilli despite evidence that the genes are not completely 
silenced. Under antibiotic selection pressure however, a number 
of strains show increased resistance suggesting mutation induced 
up regulation of β- lactamases. Computer-assisted drug design 
has made significant progress in predicting biologically active mol-
ecules and their receptor binding conformation, with results that 
are sometimes more exact than those acquired through traditional 
methods like as high-throughput screening. The results of compu-
tational studies are sometimes more precise than the experimental 
possibilities, and they contribute to the improvement of the experi-
mental array. In this study, identified pathogenic species of bacil-
lus, and analyzed the antibiotic resistant genes. The Previous study 
of its characterization showed the presence of BLA-OXA and SHV 
genes in Bacillus cereus and Bacillus paramycoides. The sequenced 
antibiotics resistant genes were subjected to computational analy-
sis for the interpretation of the potential inhibitors against BLA-OXA 
and SHV. The analyzed inhibitor will enable to study the diversity of 
antibiotic resistant mechanism and to minimize the resistance of 
bacterial species against antibiotics.

Keywords: Antibiotic Resistance; B- lactamases; Pathogenic spe-
cies; Computational Analysis; Horizenal gene transfer; Molecular 
dockingIntroduction

Antibiotic resistance in bacterial strains is being produced 
by an increase in the quantity of beta-lactamases. Many bac-
terial strains, including Bacillus bacterial species, include beta-
lactamase resistance genes in their wild-type genomes. Their 
chromosomal beta-lactamase do not offer efficient antibiotic 
resistance in the wild-type of strain, but the evidence of the 
genes is completely muted. In the face of antibiotic selection 
pressure, a large number of bacteria with abundant resistance 
may undergo mutation-induced upregulation of beta-lactamase 
production [1]. The commercialization and administration of an-
timicrobial agents against infection changed treatment patterns 
following the revolutionization of contemporary medicines. An-
tibiotics have become key medications in medical procedures 
such as surgical techniques, cancer therapy and organ trans-
plantation, and other therapies employing with many other 
techniques [2]. However, the negative consequence is in the im-

portance of the establishment of resistance in bacterial strains, 
which is currently jeopardizing treatment successes and patient 
success [3]. In 1927, a scientist called Sir Alexander Fleming de-
veloped penicillin, the first antibiotic. Antibiotic resistance re-
search began in 1940 with the study of microbes. A few years 
ago, the beta-lactam category of antibiotics accounted for over 
60% of all antibiotics used in human and animal therapeutics 
that are resistant to gram-negative bacteria [4]. Beta-lactams 
kill germs by inhibiting cell wall formation. A protein known as 
beta lactamase will have hydrolyzed the b-lactam ring, allowing 
the bacteria to live [5]. Currently, 70% of commercially available 
antibiotics are ineffective against pathogenic bacteria, causing 
serious problems in general health concerns of public concern. 
Antibiotic resistance is the World Health Organization's (WHO) 
third major public health concern. Antibiotic resistance is a ma-
jor scientific problem in hospitals and communities [6]. Fast 
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identification of antibiotic-resistant organisms in clinical labora-
tories is required to identify judicious antibiotic-defiance bacte-
rial species [7].

The creation of expanded range lactamases (ESBLs) is a key 
obstruction system that defers anti-toxin treatment of illnesses. 
These contaminations are brought about by Enterobacteriaceae 
and represent a significant danger to the anti-microbial muni-
tions stockpile at present accessible [8]. ESBLs are isolated into 
bunches in light of their amino corrosive grouping homology. 
Notwithstanding, legitimate disease control measures and hin-
drances are expected to forestall the spread and breakout of 
microscopic organisms that produce ESBL [9]. The two portions 
within the chemical or that attacked its own molecule are the 
most important strategies used by bacteria to manage the pres-
ence of antibiotics. As a result, the antibiotic fails to engage 
with its target [10]. The major mechanism of β-lactam resis-
tance has been the elimination of these chemicals by the activ-
ity of an enzyme known as β-lactamases. These enzymes break 
the chemical link, i.e. the amide bond, present in the -lactam 
ring, rendering the antibiotic useless [11]. 

Medicines of organism diseases with antimicrobial meds 
are ineffectual inferable from multidrug opposition; this issue 
is definitely not restricted to microorganisms yet additionally 
to microorganisms that can possibly advance and render new 
medications inadequate [12]. A few bacterial strains are imper-
vious to a solitary anti-microbial, while many are impervious 
to many medications, coming about in multidrug safe bacterial 
strains or superbugs. With the disclosure of anti-toxins, for ex-
ample, sulfonamides and penicillin during the 1940s, another 
time of working on human wellbeing and relieving diseases 
began, yet with it came the development of anti-microbial op-
position [13]. During the 1950s-1970s, the "golden period" of 
antibiotic research, widespread the use of medications led to 
the development of numerous new antibiotic classes. Unfor-
tunately, microorganisms were shown to be resistant to every 
newly discovered medicine during clinical trials several years 
following their development [14]. As the number of Multi-Drug 
Resistant Organisms (MDROs) grows, the efficiency of our cur-
rent antibiotics will deteriorate. Antibiotic resistance is accel-
erated by the widespread use of antibiotics and the spread of 
antibiotic-resistant genes in the bacterial population [15].

As a result, antibiotics are rendered inactive by the activity 
of beta-lactamase enzymes, which are generated in bacteria 
and can impair the antibiotic's ability to bind to a target. Beta 
lactamase degrades the amide bonds found in -lactam antibi-
otics, rendering them useless against infections. Broad spec-
trum antibiotics include Penam, Penicillins, and its derivatives 
such as Oxacillin, Methicillin, and Cephalosporins [16]. Serratia 
marcescens and numerous bacillus strains, including Bacillus 
cereus and Bacillus paramycoides, showed total aversion to me-
ropenem (100 percent), dictionary (100 percent), ciprofloxacin 
(90.5%), and gentamicin (84.6%), as well as outright (100 per-
cent) protection from ceftazidime, cefuroxime, ampicillin, and 
Augmentin. All of the disengages (100 percent) created ESBLs, 
albeit just 33.3% delivered carbapenems (Zeng and Lin, 2013). 
The beta lactamase opposition qualities Ampicillins (AmpC), 
cefoxitin variety (FOX-1) ampicillins, cefotaxime (CTX-M), Sulf-
hydryl Variable (SHV), and Temoniera (TEM) were found in 15.4 
percent, 0.0 percent, 53.9 percent, 38.5 percent, and 15.4 per-
cent of Serratia marcescens, individually. Essentially, co-carriage 
of two and three distinct obstruction qualities was seen as in 
four (30.8 percent) and one (7.7 percent) secludes, separately 

[17]. Carbapenems beta-lactamase molecules are classified into 
three classes: A, B, and D. Acinetobacter baumannii mostly con-
tains Class D Oxacillinases (OXA type), whereas Pseudomonas 
aeruginosa primarily contains Class B (Metallo-β-lactamases).
There are two types of antibiotics: bactericidal medications 
that induce cell death and bacteriostatic drugs that just limit 
cell growth [18]. Antibacterial drugs now on the market involves 
the interference in the formation of the Nucleic Acids and cell 
wall, inhibition of Protein synthesis, metabolic pathways, mem-
brane functions and ATP synthase. Antibiotic-induced cell death 
is triggered by a physical contact between a particular target of 
bacteria and medication molecules. It does, however, comprise 
a complicated process that involves changes in the afflicted bac-
teria at several levels, such as molecular and biochemical [19].

Antibiotic Resistance

Sir Alexander Fleming, a scientist, created the most impor-
tant antibiotic, penicillin, in 1927. Antibiotic resistance research 
began in 1940 with the study of microbes. A few years ago, the 
beta-lactam category of antibiotics accounted for over 60% 
of all antibiotics used in human and animal therapeutics that 
are resistant to gram-negative bacteria [20]. Beta-lactams kill 
germs by inhibiting cell wall formation. The beta-lactam ring 
is dissolved by a protein called beta lactamase, which allows 
the bacteria to live. Which gradually grow, and eventually, even 
subsequent generations of various antibiotics may become dis-
abled [16].

As a result, in the 1980s, Gram-Negative (GN) rods were 
discovered to have an enzyme spectrum known as Extended-
Spectrum β-Lactamases (ESBLs). Because ESBLs are kept on 
plasmids, they are easily transferred to new bacteria. Microbes 
that are resistant to beta-lactam antibiotics have a light-emit-
ting diode that activates in the presence of other antibiotics 
such as aminoglycosides and fluoroquinolones [22]. These an-
tibiotics have a halting effect on bacterial proteins or DNA pro-
duction. At the same time, resistance to this category of medi-
cines spreads throughout numerous germs, resulting in many 
bacteria being labelled as Multi-Drug Resistant (MDR) [23]. An-
tibiotic resistance has been designated as the third significant 
public health problem in the twenty-first century by the World 
Health Organization (WHO). Resistance to antibiotics is major 
factual examination in the two hospitals and communities. Fast 
detection in clinical laboratory is required to identify judicious 
antibiotic resistance organisms [2]. The generation of ESBLs is 
an essential mechanism of resistance which slows antibiotic ill-
ness therapeutics. These septicemias are attributed to Entero-
bacteriaceae, as well as they pose substantial danger in order 
to antibiotic arsenal now assessable. ESBLs are divided against 
different classes based on the amino acid classification of simi-
larity. To prevent the spread and breakout of bacteria that pro-
duce ESBL, effective infection control techniques and barriers 
are essential [24]. Antibacterial defiance enables the capability 
of bacteria to resist the ramification against germicides, which 
are drugs that kill or slow the growth of germs such as penicil-
lin or ciprofloxacin. When bacteria grow resistant to antibiotics, 
treating diseases caused by those germs becomes more difficult 
and treatment options become limited [25]. Anti-infection op-
position can damage individual's biological system at distinctive 
stages in life, as well as the medical services, veterinary, and 
agribusiness ventures. Subsequently, it is one of the world's 
most squeezing general medical problems. In the United States, 
more than 2.8 million anti-infection safe contaminations hap-
pen every year. As indicated by the CDC's 2019 Antibiotic Re-



Submit your Manuscript | www.austinpublishinggroup.com Austin J Biotechnol Bioeng 10(2): id1125 (2023) - Page - 03

Austin Publishing Group

sistance (AR) Threats Report, in excess of 35,000 individuals 
die consequently [26]. Irresistible illnesses are a main source 
of dreariness and mortality in the globe today. Lower respira-
tory contamination, diarrheal ailments, HIV/AIDS, and intestinal 
sickness are among the best 10 supporters of dismalness and 
mortality, as indicated by a WHO appraisal of these illnesses. 
Antimicrobial opposition has extensively expanded the impact 
of irresistible illnesses, as well as the quantity of diseases and 
medical services costs [27]. Notwithstanding the way that we 
have a tremendous assortment of antimicrobial specialists from 
which to decide for potential disease treatment, antimicrobial 
opposition has been recorded for every one of them, and ob-
struction grows rapidly once another anti-infection is endorsed 
for utilization. The World Health Organization (WHO) sent off a 
Global Action Plan on Antimicrobial Resistance in 2015 because 
of these worries [28].

Beta Lactams Antibiotics

Antibiotics classed as beta lactams are a large range of anti-
bacterial medicines defined by their chemical structures. Gram 
negative rods, with the exception of carbapenem, are able to 
withstand the lethal effects of these medications due to their 
ability to produce -lactamase, an enzyme that hydrolyzes all 
-lactam antibiotics [29]. These bacteria cause an increase in car-
bapenem drug demand, resulting in resistance gene mutation 
in the bacteria. This mutation results in the creation of the most 
dreaded -lactamase enzyme (Carbapenemase), which can hy-
drolyze all -lactam medicines as well as carbapenem [30].

Carbapenemase Producers

All -lactam antibiotics, such as carbapenem, penicillins, and 
Cephalosporin are rendered inactive by carbapenemase man-
ufacturers. In GNB, resistance is caused by two mechanisms: 
first, the acquisition of Carbapenemas encoding genes, which 
encode Carbapenemase, which degrades beta lactam; and sec-
ond, the acquisition of Carbapenemase encoding genes, which 
encode Carbapenemase, which degrades β-lactam [31]. Sec-
ond, decreased protein expression, either qualitatively or quan-
titatively, reduces antibiotic absorption, as does overexpression 
of the -lactamase enzyme, which has a weak interaction with 
Carbapenems. Carbapenemase manufacturers fall into the fol-
lowing categories [31].

Carbapenemase Class A

NmcA, Sme, IMI-1, and SFC-1 are chromosomal encoded 
genes, while KPC, IMI-2, and GES are plasmid intermediated 
genes. KPC is the most frequent enzyme among these, and it 
has sparked popular interest [32].

Metallo β-lactamase Class B

Impenemase (IMP), New Delhi Metallo-lactamase (NDM), 
and Veron-encoded Metallo-lactamase make up Class B Metal-
lo-lactamase (VIM). Except for aztreonum, metallo lactamase 
makers can hydrolyze all -lactams. Ethyl diamine tetra acetic acid 
can impede their action in the lab (EDTA). Metallo-lactamases 
are classified as class B because they require zinc divalent cat-
ions as cofactors for enzymatic activity, and so are classified by 
metal chelator inhibition [33]. They show effective hydrolyzing 
activity against carbapenem and other -lactam antibiotics. Car-
bapenems, primarily imipenem, meropenem, and panipenem 
(available only in Japan), are effective agents for treating infec-
tions caused by multidrug-resistant Bacillus species. However, 
the number of carbapenem-resistant Pseudomonas aeruginosa 

strains has lately increased. MBL-producing Bacillus strains have 
therefore been identified, and they are key causes of nosoco-
mial infections linked to clonal transmission [34].

Carbapenemase Class D

The OXA-48 strain was initially identified in Turkey in 2003 
and is frequently isolated as the source of nosocomial out-
breaks. This enzyme can now be found all over the world, es-
pecially in Europe (southern and eastern Mediterranean Sea) 
and Africa. While Queen A.M. reported a global expansion of CP 
along with an increase in KPC endemicity in the southern Unit-
ed States and Greece. Southern Europe and Asia have a high 
prevalence of metallo enzymes (VIM), whereas oxacillinase-48 
has been found predominantly in the Mediterranean, European 
countries, and India and Pakistan [35].

Circumventing β-Lactamase

When some drugs that block the active site, such as beta-lac-
tams, are used, beta-lactamase-mediated resistance is dimin-
ished. This can be accomplished in a way by creating irreversible 
"suicide inhibitors", which are permanently inactivate the beta 
lactamase active site. Tazobactum, Sulbactam, and Clavulanic 
acid are examples of commercially available inhibitors in this 
category [36].

Amalgamation of β-Lactam with β-Lactam Inhibitors

PBPs are not generally inactivated by inhibitors, but there 
are a few notable exceptions: (i) sulbactam has intrinsic antibac-
terial activity against Acinetobacter spp., N. gonorrhoeae, and 
Bacteroides spp.; (ii) clavulanate influences N. gonorrhoeae and 
Haemophilus influenza. The antibacterial activity of all of these 
inhibitors, which are frequently recommended in conjunction 
with beta lactam antibiotics, is quite poor [37]. There are pres-
ently five beta lactam anti-microbial and beta lactam inhibi-
tor combos accessible. In the United States, the anti-infection 
agents’ ticarcillin-clavulanate, amoxicillin-clavulanate, ampicil-
lin mix with sulbactam, and piperacillin mix with tazobactam 
are clinically used. Cefetrizole related to sulbactam is generally 
utilized in Japan, India, and other European nations, yet not in 
the United States [38].

 Amoxicillin-Clavulanate

These were first invented as well as made accessible for 
clinical use in the United States in 1981 and 1984, respectively. 
Clavulanate has no effect on the efficacy of amoxicillin in op-
position to certain vulnerable microbes for example, S. aureus, 
Enterococci and E. coli. The addition of clavulanate to amoxicil-
lin broadens its action spectrum in opposition of penicillinase-
creating S. aureus, Moraxella Catarrhalis H. influenzae, N. gon-
orrhoeae, Bacteroides spp., E. coli, and Klebsiella spp. (Zhang 
et al., 2021).Amoxicillin-capacity clavulanate's to be controlled 
orally makes it ideal for use in short term centers, and this lac-
tam-lactamase inhibitor mix essentially affects the treatment of 
local area procured respiratory contaminations [16].

Piperacillin-Tazobactam

Piperacillin has bactericidal effect against bacteria in the 
gramme negative category. In 1993, Piperacillin and Tazobac-
tam were released in the United States. Piperacillin has bacte-
ricidal activity against streptococci, Pseudomonas aeruginosa, 
pneumococci, and Enterococcus faecalis as a single agent, and a 
combination of piperacillin with Tazobactam has this activity as 
well [39]. Combining Tazobactam with gram positive and other 
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gram-negative bacteria which codes for AmpC genes does not 
appear to be successful. Tazobactam, then again, builds piper-
acillin's useful action in contrast to Enterobacteriaceae, bring-
ing down MICs which produce ESBLs [40].

Ampicillin-Sulbactam

Ampicillin is an antibiotic that works well against both beta 
lactamase-producing and non-producing bacteria. When am-
picillin was mixed with sulbactam, its activity rose (Shafiee et 
al., 2021). The mixture of ampicillin and sulbactam is utilized 
to analyze polymicrobial contaminations like gynecological and 
stomach a medical procedure disease, among others. Unfortu-
nately, resistance to ampicillin-sulbactam has been observed in 
some E. coli isolates [41].

Mechanism of Antibiotic Resistance

A single bacterial stain can adopt only a few types of resis-
tance mechanisms. Because some bacterial species are intrin-
sically resistant to antibiotics, resistance is determined by the 
type of the drug. Antibacterial insubordination is delegated 
either inborn or gained. Inborn opposition is intrinsic to a bac-
terial animal types and can't be given to different microscopic 
organisms, though gained obstruction is sorted into two kinds: 
biochemical and genetic [42]. Biochemical opposition incorpo-
rates instruments, for example, anti-microbial inactivation by 
enzymatic corruption, anti-microbial powerlessness to join to 
its predetermined objective because of an adjustment of target 
site, any decrease in drug fixation, and evolving titer. In terms of 
genetic mechanisms, bacteria can undergo mutation or paral-
lel transfer [43]. The basic routes by which antibiotic resistant 
genes spread. The main mechanisms of gene transfer could be 
conjugation, transformation, and transduction. Antibiotic resis-
tance genes can be found on plasmids and transposons, and 
conjugation is the most prevalent parallel gene mechanism, 
which involves the direct interaction of the bacteria, both the 
recipient and donor. Other route for gene transferring is a pro-
cess by which a bacterial that enters a bacterial cell takes naked 
DNA from the environment, must be free of nuclease damage, 
and then incorporates into bacterial DNA [42]. Antibiotic resis-
tance does not emerge as a result of transformation because 
numerous processes prevent the incoming DNA from surviv-
ing and integrating. Because heat, chemical degradation, and 
nuclease action can destroy DNA physically, it is difficult for DNA 
in various biological systems [44]. This process has been seen 
in organic product juices and different food items, but assum-
ing food media are complicated, this mind boggling climate can 
safeguard DNA. In transduction, a bacteriophage connects to 
a bacterial cell and infuses its DNA, which is then consolidated 
into the bacterial DNA, bringing about new phage duplicates. 
Because bacteriophages are host specific, transduction occurs 
between closely related species [45].

Transfer of Antibiotic Resistant Genes

Once bacteria gain genes of antibacterial defiance, they be-
come the absolute component of the bacterial DNA, which can-
not be eliminated by any cost. Many GRAS (generally regarded 
as safe) lactobacilli species may act as a carrier for antibiotic re-
sistance genes. These microbes are normally consumed in huge 
amounts and are in nearness to different microorganisms in the 
human gastrointestinal parcel, giving ideal conditions to even 
exchange of conjugative plasmids and transposons holding onto 
antimicrobial opposition qualities [46]. "Commensal bacteria in 
the colon, both those that potentially behave as opportunis-

tic pathogens and those that are actually non-pathogenic, ex-
change DNA with one another," according to the "Resistance 
gene reservoir hypothesis" [47]. 

Horizontal Gene Transfer

Lactobacilli, which operate as vectors, can transfer antibiotic 
resistance genes. These bacteria are highly eaten and near to 
other bacteria in the human GIT, providing ideal circumstances 
for horizontal gene transfer that leads to antibiotic resistance 
[48]. 

Bacillus Species

Bacillus cereus is a poison delivering gram-positive bacte-
rium that can be found in soil, vegetation, and food. It as often 
as possible causes queasiness, regurgitating, and loose bowels 
in the digestive organs. Nonetheless, in immunocompromised 
hosts, it has been connected to huge diseases, including sep-
ticemia and endophthalmitis, which can bring about vision 
misfortune [49]. B. cereus food contamination is an intense 
inebriation that happens when this microorganism makes poi-
sons, bringing about one of two sorts of gastrointestinal sick-
ness: emetic (regurgitating) or diarrheal disorder. B. cereus is a 
responably pervasive reason for gastroenteritis over the world. 
In 2006, it was assessed that around 36,000 occasions of B. ce-
reus-related food contamination happened in Canada [50].

Diseases Caused by Bacillus Spp.

Bacillus cereus is a foodborne microorganism that produces 
poisons and can cause two sorts of gastrointestinal sickness: 
emetic (spewing) and diarrheal disorders. Retching happens 
following admission of debased food if the emetic poison (ce-
reulide) is made in the food. Following admission of B. cereus-
polluted food, enterotoxins are created in the digestive tract, 
bringing about the runs [51]. Purchasers of food debased with 
the emetic poison cereulide will get emetic condition; sub-
sequently, the food should be sullied with B. cereus strains 
equipped for creating this poison and dealt with in a manner 
that works with bacterial development and ensuing poison age. 
B. cereus levels need be more prominent than 10,000 for every 
gram of food to make enough cereulide to cause heaving, but 
various articles have portrayed infection, including hospitaliza-
tions, with lower numbers [52]. Since the poison is made in the 
food and is heat safe, it won't be annihilated by most cooking 
strategies, in any event, when the vegetative cells have been 
inactivated. This condition is usually connected to bland food 
sources like pasta or rice dishes [53]. Whenever countless B. 
cereus vegetative cells (something like 10,000 for each gram of 
food) are devoured, enterotoxin is created in the small diges-
tive system, causing loose bowels. Meat items, stews, soups, 
sauces, vegetables, and milk items have all been related to the 
diarrheal disease [53].

Antibiotic Resistance in Bacillus Spp.

B.cereus produces beta-lactamases, not at all like virtually all 
B.anthracis confines, it is impervious to beta-lactam antimicro-
bial medications, including third-age cephalosporins. Aminogly-
cosides, clindamycin, vancomycin, chloramphenicol, and eryth-
romycin are typically viable against it. Visual diseases can be 
extremely perilous; visual deficiency can result in just 12 to 18 
hours, with enucleation and visual impairment [54]. Assuming 
that capacity is to be safeguarded, brief antimicrobial treatment 
with fundamental, skin, and maybe intravitreal anti-infection 
agents should start before culture discoveries are accessible. 
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Clindamycin in addition to gentamicin and vancomycin alone 
have both been demonstrated to be compelling, and imipenem 
might be advantageous also. To guarantee suitable antibacte-
rial fixations in various region of the eye, numerous treatment 
pathways are required [55]. Skin clindamycin, for instance, has 
a high watery to glassy humor drug proportion since it conveys 
a high medication portion to the foremost compartment of the 
eye since amino glycosides are disposed of from the eye by a 
front course. This could clarify why central end ophthalmitis 
and those influencing the front section have a preferred guess 
over those influencing the back portion, which oftentimes bring 
about visual impairment. In spite of the way that beta-lactams 
specially disseminate into the glassy humor, the 3-lactamases 
delivered by B.cereus make them inadequate and improper for 
treating B.cereus diseases [56]. Be that as it may, there has been 
minimal definitive review on drug entrance into the aggravated 
eye, and most treatment regimens depend on experimentation. 
Ciprofloxacin was viewed as advantageous in the treatment of 
bronchiectasis in a patient with an intriguing condition. Vanco-
mycin is utilized as an experimental treatment for meningitis 
and extreme fundamental contaminations [57].

Computer Aided Drug Designing (CADD)

Since the 1980s, computer technologies have been used to 
discover Computer-Aided Drug Designing (CADD) approaches. 
In 1981, Fortune magazine published an article headlined "Next 
Industrial Revolution Designing Drugs by Computer at Merck," 
which highlighted this technology [58]. CADD approaches are 
divided into two types based on how they are used and wheth-
er or not the target structure is available: ligand-based and 
structure-based methods. Protein Data Bank (PDB) contains an 
enormous number of tentatively tackled structures that work as 
homology formats on the off chance that our design of revenue 
isn't available [59].

Molecular Docking

To conduct activities, proteins recognize other molecular 
partners. Many biological processes are influenced by Ligand-
protein interactions, which has pharmacological implications. 
Ligand identifies the protein active site's complementary natu-
ral shape and binds to it. Because this model was unable to ac-
count for many enzyme features such as noncompetitive inhibi-
tion and allosteric regulation, it was abandoned [60]. In 1958, 
Koshland hypothesized enzymatic modifications and coined 
the term "induced-fit modal" to describe how a ligand causes 
conformational changes in a protein, resulting in specific ligand-
target interactions.Later investigations, on the other hand, ex-
plained that an ensemble of conformation in proteins exists 
naturally, as explored by an energy landscape, and that ligands 
are preferentially bound to one of them [61].

Prediction of Secondary structure

The PsiPred indicated the nature of proteins and their sec-
ondary structure and the results indicated that the protein of 
Bla-Oxa was consisting of most of the coils and then Helices. 
Therefore, AATYPE of the protein indicated the nature of protein 
with maximum regions of non-polar and hydrophobic in nature 
amino acids. While, in case of SHV protein, it was also found 
to having most of the region with coils and helices. Although, 
the AATYPE of the SHV protein indicated the polar nature of the 
protein but a lot of cysteine residues were found in SHV. The 
results obtained by PsiPred are given below in the Figure 1.

Prediction of Tertiary Structure

The Swiss-Model predicted the tertiary structure of Bla-Oxa 
with 99.39% sequence identity with a QMEAN Z-Score of -0.69 
and GMQE value of 0.97. The scoring index and other relatable 
factors indicated the protein structure as higher confidence 
prediction. The quality estimation calculated by Swiss-Model 
was also in the optimal and standard range. Therefore, the 
structure was on the quality standards and considerable for the 
use of docking study and other purposes. The predicted tertiary 
structure of Bla-Oxa is given below in the Figure 5.

In the same consequences, the structure of SHV was also 
predicted by Swiss-Model with the percentage identity of 100% 
and QMEAN Z-score of -0.52. The value of GMQE was calculated 
as 0.91 with a good confidence score and quality factor. There-

Figure 1: Molecular Mechanism of β-Lactam Resistance in Gram- 
Negative bacteria [21].

Figure 2: Structural formula of Piperacillin-tazobactam.

Figure 3: Structural formula of ampicillin sulbactam. Its molecular 
formula is C8H10NNaO5S.



Submit your Manuscript | www.austinpublishinggroup.com Austin J Biotechnol Bioeng 10(2): id1125 (2023) - Page - 06

Austin Publishing Group

fore, the protein was also stable and capable to use in various 
analysis of molecular docking and other related in-silico studies. 
The predicted structure of SHV is given below in the Figure 6.

Drug Discovery through Molecular Docking

The docking technique by itself has no use, however it can be 
used in conjunction with experimental and in silico procedures. 
Several researchers have been upgrading and analysing various 
docking programs, their performance, and scoring functions 
after testing has already been completed, resulting in the se-
lection of a certain methodology to hit a specific target system 
[62]. 

Docking is used in conjunction with other computational 
data to obtain information from the P450 system of cyto-
chrome. The bacterial enzyme DNA gyrase performs negative 
supercoiling and unwinding of bacterial DNA, which is studied 
as an antibacterial target. HTS was unsuccessful in its quest for 
possible DNA gyrase protein inhibitors. Using a de novo model, 
Boehm et al. were able to obtain a significant number of inhibi-
tors for this enzyme [63].

Importance of Computational based Drug Designing

Computer-assisted drug design has made significant prog-
ress in predicting biologically active molecules and their recep-
tor binding conformation, with results that are sometimes more 
exact than those acquired through traditional methods like as 
high-throughput screening [64]. 

The results of computational studies are sometimes more 
precise than the experimental possibilities, and they contribute 
to the improvement of the experimental array [65].

Figure 4: Protein secondary structure analysis by PsiPred.
(a) Secondary structure of Bla-Oxa; (b) Amino Acid Type of Bla-
Oxa; (c) Secondary Structure of SHV; (d) Amino Acid Type of SHV

Figure 5: The tertiary structure of Bla-Oxa predicted by Swis-Mod-
el with the confidence score of 0.97.

Figure 6: The tertiary structure of SHV predicted by Swiss-Model 
with the confidence score of 0.91.

Discussion

Antibiotic resistance in bacterial pathogen is a great chal-
lenge that is linked with high morbidity and mortality. Multi 
Drug Resistance (MDR) patterns in gram negative and gram 
positive bacteria are very difficult to treat and may even be un-
treatable conventional antibiotics. There is currently a shortage 
of effective therapies, lack of successful precaution measures, 
and only a few new antibiotics which require development of 
novel treatment option and alternative antimicrobial therapies. 
A common cause of antibiotic resistance in bacteria is an in-
creased abundance of β- lactamases. It can be caused by the 
selection of resistant variants in the presence of antibiotics.β- 
lactamases genes are found in the wild type genomes of many 
bacteria. There chromosomal β- lactamases do not generally 
provide effective antibiotic resistance in wild type bacilli despite 
evidence that the genes are not completely silenced. Under an-
tibiotic selection pressure however, a number of strains show 
increased resistance suggesting mutation induced up regulation 
of β- lactamases. Microbes can be pathogenic as well as non-
pathogenic in nature. They are present everywhere, but our 
knowledge regarding their diversity is very limited [15]. 

From history to till date several Strains are enlisted. In this 
study, molecular , biochemical, phylogenetic and enzyme assay 
based analysis were used to identify the unknown microbial 
strains ( three bacterial strains, bacillus cereus, bacillus para-
maycoides, Serratia macescens) are their zone of inhibition is 
measured to check the antibiotic resistance activity [66]. The 
study conducted for the identification of resistant gene OXA, us-
ing pair of primers named as OXA-51 F and OXA-51 R. The prod-
uct size was 353bp yielded in Acinetobacter bummannii. The 
gene was also amplified using another pair of primers named as 
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OXA-23 F and OXA-23 R. The product size after sequencing was 
501bp in Acinetobacter bummannii [67].

The study conducted in 2019 showed the antibiotic resis-
tance mechanisms in Escherichia coli, Klebsiella pneumoniae, 
Pseudomonas aeruginosa, Enterobacter spp. and Acinetobacter 
spp. The Bla-SHV was amplified using SHV-F and SHV-R primers. 
The Bla-SHV yielded the amplicon size of 392bp.  The Bla-Oxa 
was amplified using OXA-F and OXA-r primers. The Bla-Oxa gave 
the amplicon size of 619bp [68].

Conclusion

In the conclusion, beta-lactam is class of antibiotics that 
is most important and successful drug class however there is 
no solution that continue to play a valuable role in the fight 
against the infection caused by this pathogenic bacterium. The 
molecular analysis and computational analysis of SHV and Bla-
OXA is need to show the beta-lactamase resistance and show 
inhibition against Bacillus and serratia bacterial species. There 
is need to form a potential compound for the treatment of 
multi-drug resistant Bacillus and Serratia species infection.
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